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Summary of Product Characteristics
v

This medicinalproductis subjectto addiiond monitoring. Thiswill allow quick idenificationof newsdety
information.Healthcarerofessonalsareaskel to reportany suspeadadvesereactionsSeesecton 4.8 for howto
report adversereactions

1 NAME OF THE MEDICINAL PRODUCT
YanimoRespinat 2.5 microgram/2.5microgram inhdation solution
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Thedelivereddoseis 2.5 microgramtiotropium (asbromide monohydrag¢) and2.5 microgramolodateol (as
hydrochloride)per puff.

Thedelivereddoseis thedosewhichis availeble for the patient after passinghe mouthpiece

For thefull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM

Inhalationsolution
Clear, colourlessjnhalationsolution

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

YanimoRespinatis indicatedasa mainenanceésrondodilabr treament to relieve symptons in adultpatientswith
chronic obstrucive pulmonarydiseasg COPD).

4.2 Posology and method of administration

Posdogy

Themedicinalproductis intendedfor inhadation useonly. The cartridge canonly beinsertedandusedin the Respimat
inhaler.

Two puffs from the Regpimatinhalercompriseonemedicind dose.

Adults

Therecommendedoseis 5 microgramtiotropiumand 5 microgram olodaerol givenastwo puffs from the Respimat
inhaleroncedaily, atthe sametime of the day.

Therecommendedoseshouldnotbe exceedd.

Elderly population
Eldely patientscanuseYanimo Respinat attherecommended dose

Hepatic impairment and Renal impair ment
YanimoRespinat containgtiotropiumwhichis a predomnantlyrenally excréeddrugandolodaterolwhichis
predominantlymetbolizedin theliver.

Hepatic impairment
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Patientswith mild andmoderatenepaticimparmentcanuseYanimo Respimaattherecommendedose
Thereareno dataavaiablefor useof olodakrolin paientswith severehepatic impairment.
Renal impairment

Renallyimpairedpatiens canuseYanimoRespimat at therecomnendeddose.
For patiens with moderatdo severampairment (credinine clearan@ < 50 ml/min) see4.4and5.2.

Y animoRespinat containsolodaterol.Thereis limited expaiencewith the useof olodateol in patientswith severe
renal impaimment.

Paediatric population
Thereis norelevantuseof Y animo Respmatin the paaliatric populdion (underl8years).

Methodof adminstration
To ensue properadmnistration of the medicinal product,the patientshouldbe shownhowto usetheinhalerby a
physician or otherheath careprofessionals.

I nstructionsfor use
I ntroduction

Y animoRespinat (tiotropium bromideandolodateol). Real theselnstructonsfor Usebefore you startusingYanimo
Respimat.

Youwill needto usethisinhaleronly ONCEA DAY. Eachtimeyou useit takeTWO PUFFS

CAP
MOUTHPIECE :
AIRVENT — = - l
DOSE- —';u | N
RELEASE ;
BUTTOMN
SAFETY CATCH — i ] ,@\

=] g

1
CLEAR BASE _ " |
|
PIERCIMG ELEMENT ‘-—- I R
CARTRICGE

« If YanimoRespimahasnot beenusedfor morethan 7 daysreleaseonepuff towardsthe ground.

« If YanimoRespimathasnhot beenusedfor morethan 21 daysrepeatsteps4 to 6 under‘ Prepardor first usé until a
cloud is visible. Thenrepeatsteps4 to 6 threemoretimes.

* Do nottouchthe piercing elementinsidetheclear base.

How to carefor your Yanimo Respimat

Cleanthe mouthpeceincludingthe metalpartinside the mouthpieewith adampcloth or tissueonly, atleastoncea
week.

Any minor discolorationin the mouthpiee doesnot affed your Yanimo Respimatinhalerperformance.

If necessry, wipethe outsideof your Yanimo Respimatinhaler with adamp cloth.

When to get a new Yanimo Respimat
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DOSE
INDICATOR

FULL

* Your YanimoRespimainhalercontains60 puffs (30 doses)f usedasindicated(two puffs/oncedaily).
» Thedoseindicator showsapproximate) how mudch mediationis left.

* Whenthedoseindicatorentes theredareaof the scaleyou needto geta new presciption; ther is approximately
medicationfor 7 days left (14 puffs).

* Oncethedoseindicatorreacheshe endof theredscak, your Yanimo Respimatlocks automatically— no moredose:
canbereleasedAt this point, the clearbasecannotbeturned anyfurther.

* YanimoRespimashouldbe discardedhreemontsafter you havepreparedt for first use,evenif it hasnotbeen
fully usedor usedat all.

Preparefor first use

1.Removeclear base

» Keepthecap closed

» Presghesafey catchwhile firmly
pulling off the clearbas with your
othe hand.

SAFETY CATCH
CLEAR BASE

2.1nsert cartridge

* Inset thenarrowendof the
cartidgeinto theinhaler.

¢ Placetheinhaleronafirm surface
andpushdownfirmly until it
clicksinto place.

* Do notremovethecarridgeonce
it hasbeeninseredinto the
inhder.

"CLICK"

3.Replace clear base

» Puttheclearbasebackinto place
until it clicks.

* Do notremove theclearbase
again.

Date Printed 29/03/2017 CRN 2181753 page number: 3



Health Products Regulatory Authority

4. Turn

* Keepthecapclosed.

e Turntheclearbasen the
directionof thearowsonthelabel
until it clicks (half aturn).

ARROWS

5.0pen
» Openthecapuntil it snapgully
open.

6. Press

Poirt theinhder towardthe
ground.

Presghedosereleasebutton.

Closethecap.

Repeatsteps 4-6 until acloudis

visible.

» After acloud isvisible, repeat
stefs 4-6 threemoretimes.

Y our inhaleris nowreadyto use.

Thesestepswill notaffectthe

numberof dosesavailable.After

prepaationyourinhalerwill beable

to deliver 60 puffs (30 doses’
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Daily use

TURN
» Keepthecapclosed.
 TURN theclearbasen thedirectionof
thearrowsonthelabeluntil it clicks
(half aturn).

OPEN
* OPEN thecapuntil it snapgully open.

PRESS

» Bredheoutslowly andfully.

» Closeyour lipsaroundthe mouhpiece
without coveringtheair vents. Point
your Inhder to theback of your throat.

» While takinga slow, deepbreath
throughyour mouth, PRESS thedose-
releasebutton andcontinueto breathdn
slowly for aslong ascomfortable.

» Hold your breah for 10 second®r for
aslongascomfortable.

* RepeaffTURN, OPEN PRESS for atotal
of 2 puffs.

¢ Closethecapuntl youuseyourinhaler
again.

4.3 Contraindications

Hypersasitivity to the activesubsancesor to any of the exdpients listedin section 6.1.
History of hypersensitivityto atropineor its derivatives,e.g.ipratropiumor oxitropium.
4.4 Special warnings and precautions for use

Asthma

Y animoRespinat shouldnot be usedin asthmaTheefficag/ andsdety of YanimoRespimatin asthmahavenotbeen
studied
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Not for acuteuse
YanimoRespinatis notindicatedfor the treatmentof acue episode®f bronch@pasmj.e. asrescueherapy.

Paradoxicabronchospas

Aswith otherinhaledmedicinesyanimoRespimaimayresutlt in paraloxicd bronchospasrthatmay belife-
threateninglf paradoxicabronchospas ocaursYanimo Respmatshoutl be discontinuedmmediatelyandalternaive
therapysubstitued.

Anticholinerqgiceffecs relatedto tiotropium

Narrow-ande glaucomaprodatic hyperphda or bladde-neckobstructon
Consistenwith theanticholinergicactivity of tiotropium, Yanimo Respinat shouldbe usedwith cautionin patients
with narrowangleglaucomaprostatichyperphsia or bladderneckobstrudion.

Eyesymptons
Patientsshouldbe cautionedo avoid geting the sprayinto their eyes.They shouldbe advised thatthis mayresultin

precipitationor worseningof narrowangleglaucoma,eye painor discomfort,temporay blurring of vision, visual halos
or colouredimagesn associdabn with redeyes from conjunctval congestiorand cornealoedemaShouldany
combinationof theseeyesymptons devebp, paients shouldstopusingYanimo Respimaind consulta specidist
immediately.

Dentalcaies
Dry mout, which hasbeenobservedvith antitcholinergic treatnent,may in thelong termbe associatedavith dental
caries.

Patientswith renalimpairment

As plasmaconcentratiorof tiotropiumincreasesith deaeasedend function in patientswith moderateo sevee renal
impairment (creatnine clearance< 50 ml/min) Yanimo Respmatshouldbe usedonly if theexpected beneft outweigh:
the potentialrisk. Thereis no long termexperencein patientswith severerenalimpairment(see5.2).

Cardovasculareffects

Theexperiencavith Yanimo Respimais limited in patientswith a history of myocardialinfarcion duringthe previous
year, unstabé or life-threateningadiacarrhythmia, hospitdizedfor heat failure duringthe previousyearor with a
diagnosisof paroxysnal tachycardig>100beatsper minute) becaisethesepaientswereexcludediromtheclinical
trials. Yanimo Respimashould be usedwith cautionin thesepaient groups.

Like othe bet2-adrenergs agonsts,olodaterolmay produe a clinicaly significantcardiovascuar effectin some

patientsas measuredby increagsin pulserate blood pressureand/orsymptons. In casesucheffectsoccur,treatment
may needto bediscontinuedIn addtion, betaadrenergicagonistshavebeenreportedo produceelectrocardogram
(ECG)changessich asflatteningof the T waveand ST segmentdepresson, althoughthe clinical significanceof these
obsewationsis unknown.

Long actingbeta-adrenegic agonistsshouldbe administered with cauton in paientswith cardovasculadisoders,

especiallyischamicheartdiseag, severecardiacdecompesaton, cadiacarrhythmiashypetrophicobstuctive
cardomyopathy hypertensionandaneurysmin patientswith convukive disordes or thyrotoxicosisjn patientswith
knownor suspectegrolongaion of the QT interval(e.g. QT> 0.44s),andin patientswvho areunusuallyresponsiveo
sympathomirretic amines.

Hypokalaenm

Beta-adrenegic agonsts may producesignificant hypokdaemia in sone patients,which hasthe potentialto produce
advers cardbvasculaeffects.Thedecreasen serumpotassumis usuall transientnotrequiring supplemerdtion. In
patientswith severeCOFD, hypokalaemianay be potentiated by hypoxiaandconcomitantreatmen{seesectior4.5),
which mayincreasehe suscepbility to cardiacarrhythmias.
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Hyperglycaemi
Inhalationof high dosesof beta@-adrenergi@gonistsmay produceincreassin plasmaglucose.

Anaesthesia
Caution needdo betakenin caseof a plannedoperaton with hdogenaéd hydrocarboranaestheticdueto anincreaset
susceptibility to theadversecardiaceffectsof betaagonistoronchodiators.

Yanimo Respimashouldnotbeusedin conjuncton with any othermedicaions containinglong-ading betaz-

adrenergicagonists
Patientsvho havebeentakinginhaled,shor-acting betaz-adrenegic agonsts on aregularbass (e.g.four times aday)

should beinstructedto use themonly for symptomaéc relief of acut respirdory symptoms
YanimoRespinat shouldnot beusedmorefrequenly than oncedaily.

Hyperseasitivity
Aswith all medrcations immediag hypersasitivity reacionsmay ocaur after administrationof YanimoRespimat.

4.5 Interaction with other medicinal productsand other forms of interaction

Althoughno formal in vivo drug interactionstudieshavebeen performel betweenY animoRespimaandotherdrugs,
inhaledYanimoRespimathasbeenusedconcomianty with other COPDmedkinal products,ncludingshortacting
sympathominetic bronchodilatorandinhalel corticosteroidswithoutclinical evidenceof druginteractions.

Anticholinergicagents
Theco-administraion of tiotropium bromide,onecomponat of Yanimo Respimat, with othe anticholinegic
containingdrugshasnot beenstudiedandthereforeis notrecommanded.

Adrenegic agens

Concomitantadministrationof otheradrenergicagents (aloneor as pat of combnationtherapy) may potentiatehe
undesirableeffectsof YanimoRespimat.

Xanthinederivatives,steroidsor diureics

Concomitantreatmenwith xanthinederivaives, sterods, or non-potassiumsparingdiureticsmay potentiateany
hypokalenic effectof adrenergi@agoniss (seesecion 4.4).

Betablockers
Betaadrenergidlockersmayweakenor antagoniséhe effed of olodaerol. Cardioselectivebetablockerscouldbe
considerel, althoughthey shouldbe admnisteredwith cauton.

MAQ inhibitors andtricyclic anidepresantsQTc Prolongingdrugs

Monamineoxidasenhibitorsor tricyclic anidepressats or otherdrugsknownto prolongthe QTc intervalmay
potentiatethe acton of YanimoRespimabn the cardiovacular sysem.

Pharmacoknetic Drug Drug interactons

No relevanteffecton systemicexposurdo olodaerol has bean obsevedin druc-druginteracton studieswith co-
administrationof fluconazole usedasmodd inhibitor of CYP2CO9.

Co-administationof ketoconazol@aspotentP-gp andCYP3A4inhibitor increasedsystemicexposue to olodaerol by
approximately70%.No dos adjugmentof Yanimo Respiméais necessary.

In vitro investigationdhiaveshown thatolodaterd doesnotinhibit CYP enzyme or drugtranspoters atthe plasma
concentratonsachievel in clinical practrce.

4.6 Fertility, pregnancy and lactation

Pregnancy

Tiotropium
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Thereis avery limitedamountof datafrom the useof tiotropiumin pregnanivomen.Animal studiesdo notindicate
director indirectharnful effectswith respetto reprodutive toxicity atclinicaly relevantdoseqsee5.3).

Olodaterol

For olod&erol no clinical data on exposedregnanasareavalable. Predinical dat for olodaterolrevealedeffects
typical for beta-adrenegic agonstsat high multiplesof thetherapeuic doseqseesection 5.3).

As aprecautionarymeasureit is preferableo avoidthe useof Yanimo Respimatduring pregnancy.

Like othe bet2-adrenergs agonsts,olodaterola componentof Yanimo Respimamay inhibit labourdueto arelaxant
effect on uterinesmoothmuscle.

Breastfeedng
Clinical datafrom nursingwomenexposedo tiotropiumand/or olodaerol are notavailable.

In animal studiesfor both tiotropiumandolodaerol the subsance andbr their metabolitehavebeendetectedn the
milk of lactating rats, butit is notknownwhether tiotropiumandbr olodaerol passesnto humanbreastmilk.

A decison onwhetherto coninue/dicontinuebreat-feeding or to continue/dscontinuethermpywith Yanimo

Respimatshouldbe madetakinginto accounthe beneft of breastfeedingto the child andthe benefit of Yanimo
Respimattherapyto thewoman.

Fertility

Clinical dataonfertility arenotavailablefor tiotropiumandolodateol or thecombinationof bothcomponents.
Preclinical studiesperformedwith theindividualcomponats tiotropium andolodaterolshowedno indicationof any
advers effectonfertility (see5.3).

4.7 Effects on ability to drive and use machines

No studies on the effectson the ability to drive and usemachneshavebeenperformed

Howeve, patiens shouldbe advisedthatdizzinessandblurredvision havebeenrepotedwith theuseof Yanimo
Respimat.Therefore cautionshouldbe recommendd when driving a car or opelatingmachiney. If paients
experiencesuchsymptons, they shouldavoid potentially hazardougaskssud asdriving or opemating machinery.

4.8 Undesirable effects

a.  Summaryof the safetyprofile

Many of the listedundesrable effectscan be assignd to the anticholinergic propertiesof tiotropiumbromideor to the
3,-adrenegic propeties of olodaterol thecomponerg of Yanimo Respima

b. Tabulatedsummaryof adversaeactions

Thefrequenciesssignedo theundegrable effectslistedbelowarebasedn the crudeincidenceratesof adversedrug
reactons(i.e. evens attribuiedto Yanimo Respimat) observedn thetiotropium 5 microgram/olodaterdd microgram

dosegroup(1707patients),pooledfrom 7 active or placébo-controlled, pardlel groupclinical trialsin COPDpatients
with treatmentperiadsrangingbetweent and52 weeks.

Adversereactonsreportedn all clinical trials with Yanimo Respinat are shownbelowaccordingto systemorgan
class.
Thesealsoincludeall adverg reactiongreviouslyreportedwith oneof theindividualcomponents

Frequencyis definedusingthefollowing conventon:
Very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000);
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System Organ Class Adver se reaction Frequency
Infections and infestations Nasopharyngis rare
M etabolism and nutrition Dehydratiol notknowr
disorders
Nervous system disorders Dizzines uncommol
Insamnie uncommol
Headach uncommoil
Eyedisorders Visionblurrec rare
Glaucomi notknowr
Intraoculampressurencrease notknowr
Cardiac disorders Atrial fibrillatior uncommol
Tachycardia uncommol
Palpitations uncommol
Supraventricuér tachycardi rare
Vascular disorders Hypertensiol uncommol
Respiratory, thoracic and Couglt uncommol
mediastinal disorders Bysphont: CnCOmmol
Larynagitis rare
Pharyngitis rare
Epistaxis rare
Bronchogasn not knowr
Sinusitis notknowr
Gastrointestinal disorders Dry moutt commor
Constipatiol uncommol
Oropharyngeatanddiags rare
Gingivitis rare
Nause rare
Intestinal obstructiol notknowr
Ileus paraltic
Dysphagii not knowr
Gastooesophageateflux diseas not knowr
Glossitis notknowr
Stomatitis notknowr
Dentalcaries notknowr
S_kin and subcutaneoustissue Hypersensitvity rare
3:3:332’ Immune system Angioedem rare
Urticarie rare

Date Printed 29/03/2017

CRN 2181753

page number: 9



Health Products Regulatory Authority

Pruritus rare

Angphylacic reacton notknowr

Rast notknowr

Skin infection andskin ulcel notknowr

Dry skin not knowr
Musculoskeletal and connective | Arthralgia rare
tissuedisorders

Badk paint rare

Joint swelling notknowr
Renal and urinary disorders Urinary retenton rare

Urinary tractinfecion rare

Dysurie rare

L undesirable effectsreportedwith YanimoRespimé but notwith theindividualcomponents

c. Degription of selectechdversaeactions
YanimoRespinat conbinesanticholinerge andf3,-adrenergicpropetiesdueto its componatstiotropiumand

olodatenl.

Anticholinergicadversaeactionprofile

In thelong term52-weeksclinical trialswith Yanimo Respimatthe mostfrequentlyobservedindesirable
anticholinergt effectwasdry mouthwhich occurredn approximaely 1.7%of patientstreatedwith YanimoRespima
and in 2.7%and1%n thetiotropium5 microgramandolodaerol 5 microgram arms,respectively Dry mouthled to
discontinuationin 1 of 1,029patient (0.1 %) treated with Yanimo Respimat

Seriousundesirableeffectscongstentwith anticholnergic effeds includeglaucoma constipation,intestiral obstructior
includingileusparalyticandurinaryretenton.

[3-adrenergicadversereactionprofile
In thelong term52-weeksclinical trialswith Yanimo Respimatthe mostfrequentlyobserveds-adrenergicundesirable
effectswerepalpitationstachycardiaandhypertension.

Olodaterol,onecomponenbf YanimoRespmatis amemberof thethergeutc classof long-actingbeta-adrenergic

agonists. Thereforethe occurrencef othe undesiréle effectsrelated to the beta-adrenergi@agonistclass which are
not listedabove,shoull betakeninto considerabn, suchas,arrhythma, myocardialischaemiaanginapectoris,
hypotensionfremor, nervousiess muscle spasmsfatigue, maldase, hypokakmia, hypeglycemia,andmetabolic
acidosis.

d. Otherspecialpopulations
Anincreasdn anticholinergiceffectmay ocaur with increaingage.

Reportingof suspecteddverseaeactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.It allows cortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL —Dublin 2; Tel: +3531 6764971,
Fax:+3531 6762517 Website:.www.hpra.e; E-mall: medsafet@hpra.e.

4.9 Overdose

Thereis limitedinformationon overdosingvith Yanimo Respimat. Yanimo Respmathasbeenstudiedup to 5
microgram/ 10 microgram(tiotropium/dodateol) in COPDpatientsandup to 10 microgram/ 40 microgram
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(tiotropium/obdatrol) in healthysubjectsno clinicdly relevanteffeds were observec An overdosecouldleadto
exaggeratedani-musarinic effectsof tiotropium and/orexaggeraed f2 agonistseffectsof olodaerol.

Symptoms

Overdose of anticholinergic tiotropium
High dosesof tiotropium mayleadto articholinergic signsandsympboms

Howeve, therewereno systemicanticlolinergic adversesffectsfollowing a singleinhded doseof up to 340
microgramtiotropium bromidein healthyvoluntees. Additionally, no relevantadversesventspbeyonddry
mouth/thraatanddry nasalmucos wereobseved following 14-daydosingof up to 40 microgramtiotropium
inhalationsolution in healthyvolunteerswith the exceotion of pronouncd reductionin salivaryflow from day 7
onwards.

Overdose of [32-agonist olodaterol
An overdoseof olodaterolis likely to leadto exaggeraedeffeds typical of beta,-adrenergicagonsts, e.g.myocardial

ischaemiaghypertensioror hypotensiontachycadia, arrhythmiss, pdpitation, dizzinessnewousnessnsomnia,
anxiety, headacheyemor,dry mouth,musclespasmsnauseafatigue, malase, hypokalemiahypeglycemia,and
metabolicacidosis.

Treatmet of overdose

Treatmat with YanimoRespimashould bedismntinual. Supportve andsympgomaic treatments indicated.Serious
cassshout be hosptalised. Useof cardosekctive beta-blockers may be consdered, but only subjectto extreme
cautionsincethe useof betaadrenergidlocker medicaion may provokebronchospasm.

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:
Drugsfor obstuctive airway diseasesadrenergis in combindion with anticholinegics
ATC code:RO3AL06

Mechanisnof acion

Yanimo Respimat

Y animoRespinatis afixed dosecombhnation inhalaion solution contaning alongacting musa@irinic receptor
antagonist, tiotropiumanda long actingbeta2-adrenergicagonist,olodaterol(LAM A/LABA) whichis deliveredviathe
YanimoRespinat soft mistinhalerdevice.

Thetwo activeingredientgprovide additivebrondodilaion dueto their differentmodeof action.Sincemuscannic
receftorsappeato be moreprominentin the centralairwayswhile 3, adrenoceptordhavea higherexpresionlevel in

the peripheralairways, a combinaton of tiotropium andolodaterolshout provide optimal bronchodilatationn all
regonsof thelungs.

Tiotropium
Tiotropiumbromideis along-acting,specific antagonst at muscainic receptors.lt hassimilar affinity to the subfpes,
M, to M. In theairways, tiotropiumbromide competiively andrevesibly bindsto the M, receftorsin the bronchial

smoah musculatue, antagonisinghe cholinergic (brondoconstictive) effects of acetylcholineresultingin bronchial
smoah musclerelaxation.The effectwasdosedependentindlastal longerthan24h. As anN-quaternary
anticholinergc, tiotropiumbromideis topicdly (bronche) selectivewhenadminigeredby inhalaton, demonstrang an
acceptabldherapeuti rangebeforesystemt anticholinergiceffects may occur.

Olodaterol
Olodaterolhasa high affinity andhigh selectivity to the humanbet,-adrenoceptr.

In vitro studieshaveshownthatolodaerol has241-fold greaer agonstactiity at bet,-adrenocefirscomparedto
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beta;-adrenoceporsand229¢-fold greateragonistactivity comparedo bet,-adrenocepiors
Thecompouncexertsits pharmacologial effects by bindingandactivation of beta-adenoceptrsaftertopical
administrationby inhdation.

Activationof thesereceptorsn theairwaysresults in a stimulation of intracelular adenyl cyclase anenzymethat
medatesthe synthesif cyclic-3’,5" adenosinemonophosphie (CAMP). Elevatedlevelsof cAMP induce
bronchodilationby relaxationof airway smoothmusde cells.

Olodaterolhasthe pre-clinical profile of along-acing selective beta,-adrenoceptoagonst (LABA) with afastonsetof

action andaduration of actionof atleast24 hours.

Beta-adrenoceporsaredividedinto threesuby/pes,beta, ~adrenocefors predominantlyexpresedon cardiac musde,
beta,-adrenoceptorpredaninanty expressedn airway smooh muscleandbeta-adenoceptorpredaninantly
expresedon adiposetissue Beta,-agonistscausebronchodiation. Althoughthe beta,-adrenocptor is the predominant

adrenergicrecepbr in theairway smoothmuscleit is also presenton the surfaceof avariety of othercells,including
lung epithelal andendotheliakells andin the heart. The precsefunction of beta,-receptorsin the heartis notknown,

but their presenceaisesthe possibility thateven highly selective beta-adenergicagonsts may havecardiaceffects.

Effects on cardiac el ectrophysiology

Tiotropium
In adedicatedT studyinvolving 53 healhy volunteers tiotropiuminhaldion powder18 microgramand54
microgram(i.e. threetimesthetherapeuti dose)over12 daysdid not significantly prolongQT intervalsof the ECG.

Olodaterol

Theeffed of olodaerol onthe QT/QTc interval of the ECGwasinvestigatedin 24 healthymaleandfemalevoluntees
in adoubleblind, randonised, placebe and active (moxifloxacin) controlled study. Olodateol at singledosesof 10,
20, 30 and50 microgram,demonsratedthatcomparedwith placdo, the meanchange$rom basdine in QT interval
over 20 minutesto 2 hoursafter dosingincreasediosedepadentlyfrom 1.6 (10 microgramolodateol) to 6.5ms (50
microgramolodaterol) with the upperlimit of thetwo-sided 90% confidene intervalsbeinglessthan10 msatall dose
levelsfor individually correced QT (QTcl).

Theeffed of 5 microgram and10 microgram olodaerol on heartrate and rhythm wasassessedsng continuous?4-
hour ECGrecording(Holter monitoring) in asubseé of 772 patientsin the 48-week,placebo-controlledPhases trials.

Therewereno dose- or time-relatedtrendsor patternsobervedfor the magnitudesof meanchangesin heat rateor

prematurebeas. Shifts from baselineto the endof treament in prematurebeatsdid not indicatemeaningtil differences
betweenolodaterol5 microgram,10 microgramand placebo.

Yanimo Respimat

Two 52-weekrandomizeddoubleblind trialsusing Yanimo Respinat enrolled 5162 patientswith COPD In apooled
analysisthe number of subjectswith changes from basdine-correced QTcF (Fridericiacorredion) interval of >30
msecat 40 minutespostdoseon day 85, 169,and365,rangedfrom 3.1%,4.7%,and3.6%for the YanimoRespimat
groupcomparedo 4.1%,4.4% and3.6%for olodateol 5 microgramand 3.4%,2.3% and4.6%for thetiotropium5
microgramgroup,respectively.

Clinical effi cacyandsafety

ThePhaselll clinical developmenprogramfor Yanimo Respmatincludedthreerandomiseddoubleblind trials:

(i) two replicate,52 weekparallelgrouptrials comparng Yanimo Respinat with tiotropium5 microgramand
olodateol 5 microgram(1029receivedYanimoRespinat) [Trials 1 and?2]

(i) one6 weekcrossover trial comparingYanimo Respimawvith tiotropium 5 microgramand olodaerol 5 micrograrn
and placéo (139receivedYanimoRegpimat) [Trial 3]

In thesetrials, the comparatoproductstiotropium5 microgram olodaerol 5 microgramandplaceéo were
administeredvia the Respimainhaler
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Patient characteristics
Themajority of the 5162patientsrecruitedin the global,52 weektrials [Trials 1 and2] weremade (73%), white (71%)
or Asian(25%),with ameanageof 64.0yeas. Meanpostbronchodiator FEV; was1.37L (GOLD 2[50%], GOLD 3

[39%], GOLD 4 [11%]). Meanf,-agonis responsivenessas16.6%of baseine (0.171L). Pulmonarymedicaions
allowed as concomitantherapyincludedinhaledsteoids [47%] and xanthines[10%).

The 6 weektrial [Trial 3] wasconductedn EuropeandNorth America. Themgority of the 219recruitedpatientswere
male (59%)andwhite (99%),with ameanageof 61.1yeas. Meanpostbrondodilator FEV, was1.55L (GOLD 2

[64%], GOLD 3 [34%], GOLD 4[2%]). Mean B,-agonistresponsienessvas15.9%of baseine (0.193L). Puimonary
medcatiors allowedasconcomitantherapyincludedinhded sterods[41%] andxanthineq 4%].

Effects on lung function
In the52 weektrials, YanimoRespimatdmnisteredonce daily in the morning,providedclearimprovemenin lung
functionwithin 5 minutesafterthefirst dosecomparedto tiotropium 5 microgram(meanincreasein FEV; of 0.137L

for YanimoRespimatss. 0.058L for tiotropium5 microgram[p<0.0001Jand0.125L for olodateol 5 microgram
[p=0.16]).

In bothstudies,significantimprovementsvereobsevedin FEV,; AUC, 5, respns andtroughFEV ; responseafter 24
weeks(lung function primary endpoint$ for Yanimo Respinat comparedto tiotropium5 microgmamandolodaterols
microgram(Tablel).

Tablel Differencein FEV; AUC,, 5, and trough FEV; response for Yanimo Respimat compared to
tiotropium 5 microgram, olodaterol 5 microgram after 24 weeks (Trials1 and 2)
FEV, AUC, 5, response Trough FEV, response
Trial 1 Trial 2 Trial 1 Trial 2
n Mean n M ean n M ean n M ean
Y animo Respimat 52z -- 50z -- 521 -- 497 --
Ver sus
Tiotropium5 | 52¢€ 0.117L |50C| 0.103L 52C 0.071L |498| 0.050L
microgram
Olodaterol 5| 52¢ 0.123L |507| 0.132L 519 0.082L |503| 0.088L
micr ogram

pre-treatmenbaseline=EV: Trial 1 =1.16L; Trial 2=1.15L

p<0.0001for all comparisons
n= numberof patients

Patientswith a higherdegreeof reversibilty atbasdine generaly exhibited a higherbronchodiatorresponsevith

Y animoRespinat thanpatientswith alower degreeof reversbility atbaselne.
Theincreasedbronchodiator effectsof Yanimo Respim&compaedto tiotropium 5 microgramandolodaterols
microgramweremaintainedhroughouthe 52 weektreatmentperiod. Yanimo Respimatlsoimprovedmorningand
evening PEFR(peakexpiratoryflow rate)comparedo tiotropium 5 microgramandolodateol 5 microgramas
measurd by patient'sdaily recordings.

In the 6 weektrial, YanimoRespimashowael a significantly greater FEV | responsecomparedo tiotropium5
microgram,olodaterol5 microgramandplacebo(p<0.0001)overthefull 24 hourdosng interval (Table2).

Table2 Averagedifferencein FEV1 (L) over 3 hr, 12 hr and 24 hr and differencein trough FEV1 (L) for
Y animo Respimat compar ed to tiotropium 5 microgram, olodater ol 5 microgram and placebo after 6 weeks
(Trial 3)

| n | 3hr | : | 12 hr 24 hr
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average average aver agel Trough
Yanimo 138 13¢
Respimat versus
Tiotropium 5| 137 0.109 13¢ 0.119 0.110 0.079
microgram
Olodaterol 5| 138 0.109 13¢€ 0.126 0.115 0.092
microgram
Placebo | 135 0.325 132 0.319 0.280 0.207

pre-treatmenbaseling=EV, = 1.30L

1 primary endpoint
p<0.0001for all comparigns
n= numberof patients

Health-related Quality of Life

Y animoRespinat showedmprovemenin healh-relaedqudity of life asindicatedby areducton in St. Geoge
RespiratoryQuestionnairé SGRQ) total scoe. After 24 weeks,therewasa staistically significantimprovemenin
meanSGRQtotal scorefor Y animoRespmatconparedto tiotropium 5 microgramandolodaterol5 microgram(Table
3); improvenentswereseenn all SGRQdomains More patents treated with YanimoRespimatad a clinically
mearnngful improvemenin SGRQtotal score(MCID, defined asadecreaeof atleast4 unitsfrom baseline)compare
to tiotropium 5 microgram(57.5%vs. 48.7%,p=0.0001)and olodatrol 5 microgram(57.5%vs. 44.8%,p<0.0001)

Table 3: SGRQ total score after 24 weeks of treatment

Treatment Mean Differenceto Yanimo
n (change from Respimat
baseline) Mean (p-value)

Total Basdline 43.5
score

Y animo Respimat 97¢ 36.7(-6.8)

Tiotropium 5 microgram 954 37.9(-5.6) -1.23 (p=0.025)

Olodaterol 5 microgram 954 38.4(-5.1) -1.69 (p=0.002

n= numberof patients

In two additional 12-week,placebecontroled clinicd trials, SGRQtota scoreat 12 weekswasalso includedas
primary endpoint asa measuref healthrelated quality of lif e.

In the 12-weektrials, Yanimo Respmatdemongratedanimprovemat conparedwith placebcatweek12in mean
SGRQ total score(primary endpoint)of -4.9 (95%CI:-6.9,-2.9; p<0.0001)and-4.6 (95%Cl: —6.5,-2.6;p<0.0001)
In a pooledsupportiveanalyss of the 12-weektrials, the proportionof patientswith a clinicaly meaningfuldecresein
SGRQ total score(definedasadecreasef atleast4 units from baselne) atweek12 wasgreaterfor YanimoRespimat
(52% [206/393]) comparedwvith tiotropium5 microgram(41%][159/384]; oddsratio: 1.56(95%Cl: 1.17,2.07) p =
0.0022) andplacebo(32%[118/370];oddsratio: 2.35(95%Cl: 1.75,3.16),p < 0.0001)

Dyspnea
After 24 weeks,meanTDI focal scorewas1.98unitsfor YanimoRespimat with a significantimprovementompared

to tiotropium 5 microgram(meandifference0.36,p=0.008)and olodateol 5 microgram(meandifference0.42
(p=0.002).

More patientsreatedwith YanimoRegimat hada clinicaly meaningful improvementn TDI focal score(MCID,
defined asavalueof at leag 1 unit) compaed to tiotropium5 microgram(54.9%vs. 50.6%,p=0.0546)and olodateol
5 microgram(54.9%vs. 48.2%,p=0.0026).

Rescue Medication Use
Patientstreatedwith YanimoRespimausedless daytime andnighttime rescuesalbutamokomparedo patientstreated
with tiotropium 5 microgramandolodaterol5 microgram(mean daytime rescueusefor YanimoRespinatof 0.76
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occasiongerday comparedo 0.97 occasiongperday for tiotropium 5 microgramand0.87 occasiongerday for
olodatenl 5 microgram p<0.0001;meannighttimerescueusefor Yanimo Respinat of 1.24occasionger day
comparedo 1.690ccasiongerdayfor tiotropium5 microgramand 1.52 occaionsperdayfor olodateol 5
microgram p<0.0001).

Patient Global Rating
Patientstreatedwith YanimoRespimaperceved a greata improvenentin their respiatory conditioncomparedo
tiotropium 5 microgramandolodaterol5 microgram,as measuredy a Patent' s Global Rating(PGR) scale.

Exacerbations

Tiotropium5 microgramhaspreviouslydemonsgrated a stdistically significantreductionin risk of aCOPD
exacerbdéion compare to placebo COPD exacerbabnswasincludedas an additionalendpointin the 52 weekpivotal
trials (Trials 1 and2). In thecombhneddaaset the proportionof paients experiencingat leastonemodeate/seves
COPD exacebationwas27.7%for Yanimo Respinatand 28.8%for tiotropium 5 microgran (p=0.39).Thesestudies
werenot specifically designedo evaluat theeffect of treatmentson COPDexacerbations.

Inspiratory capacity, breathing discomfort and exercise endurance

Theeffed of YanimoRegimatoninspiraory capady, breathingdiscomfortand symptomlimited exerciseenduane

wasinvestgatedin threerandomsed,doubleblind trials in COPDpatients:

(i) two replicate,6 weekcross-overtrials compaing Yanimo Respimatwith tiotropium5 microgram, olodateol 5
microgran andplacebaduring constanivork ratecycling (450receved Yanimo Respimat) Trials 4 and5]

(i) one 12 weekparalkl grouptrial comparingYanimo Respimatwith placeboduring constantvork ratecycling (139
received Y animoRegimat)andcongantspee walking (subsé of patients)[Trial 6]

YanimoRespinat significantlyimprovedinspiratorycapadty atresttwo hourspostdosecomparedo tiotropium5
microgram(0.114L, p<0.0001;Trial 4, 0.088L, p=0.0005Trial 5), olodateol 5 microgram(0.119L, p<0.0001;Trial
4,0.080L, p=0.0015:Trial 5) andplacebo(0.244L, p<0.0001Trial 4,0.265L, p<0.0001;Trial 5) after 6 weeks.

In Trials 4 and5, YanimoRespimasignificantly improved endurancdime duringconstantwork rate cycling comparec
to placeboafter6 weeks(Trial 4: geometic mean enduranetime of 454 sfor Yanimo Respimatompaedto 375
secondsfor placebo(20.9%improvementp<0.0001);Trial 5: geonetric meanendurancéime of 466 secondgor

Y animoRespinat conparedto 411 secondgor placebo(13.4%improvemaet, p<0.0001)

In Trial 6, Yanimo Respmatsignificantlyimproved endurane time duringconstantwork ratecyding compaedto
placeboafter 12 weeks(geometrt enduracetime of 528secondgor Yanimo Respimatomparedo 464 secondgor
placebo(13.8%improvementp=0.021).

Paedatric population

The EuropeanMedicinesAgencyhaswaived the obligation to submt the resuts of studieswith Yanimo Respimatn
al subsetsof the padliatric populationin chronic obstuctive pulmonay disease(COPD as per decisionon clas:
waivers(seesectiond.2for informationon paeliatric use).

5.2 Phar macokinetic properties

a  Generalntroduction

Whentiotropiumandolodaterolwereadmnisteredin combinaton by theinhaledroute,the pharmacokingc
parametes for eachcomponentweresimilar to thoseobsevedwhen eat active substane wasadministered

separately.

Tiotropiumandolodaerol demonstratéinear pharnacoknetics in thetherapeut range.Onrepeated oncedaily
inhalationadministraion, steadystateof tiotropiumis reachedby day 7. Steady stateof olodateol is achievedafter 8
days of once-daily inhalktion, andaccumuléion is up to 1.8-fold as comparel to asingledose

b. GereralCharactastics of the Active Substane after Administraion of the Medicinal Produc
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Absorption
Tiotropium: Urinary excretiondatafrom younghealthyvolunteerssuggets thatapproximately 33% of thedoseinhalec

viathe RESPIMAT inhalerreacheshe systenic circulaion. Theabsolutebioawailability from anorally administerd
solution wasfoundto be 2—3%. Maximum tiotropium plasma concentraionsareobservedb—-7 minutesafterthe
inhalationviaRESRMAT.

Olodateral: In healthyvolunteerghe absolutebioavalability of olodateol foll owing inhalationwasestimatedo be
approximately30%, whereaghe abolute bioavailability wasbdow 1% when givenasanoral solution.Maximum
olodatepl plasmaconcentrationgenerdly arereacheal within 10to 20 minutes following drug inhalationvia
RESPIMAT.

Distribution
Tiotropium hasa plasmaproteinbinding of 72% and showsa volumeof distributionof 32 L/kg. Studiesin ratshave
shownthattiotropiumdoesnot penetratehe blood-brainbarrier to any relevantextent

Olodaterol hasa plasna proteinbinding of approximately 60% andshowsa volume of distributionof 1110L.
Olodaterolis a substrée for the P-gp, OAT1, OAT3 and OCT1 transporterOlodaterolis not a subgratefor the
following transportersBCRP, MRP, OATP2,0ATP8,0ATP-B, OCT2andOCT3

Biotransformabn

Tiotropium: The extentof metabolisms small Thisis evident from 74% of anintravenousiosebeingexcretedn the
urine asunchangedirug. The eger tiotropiumis nonenymaically cleavel into its alcoholandacid componen{N-
methylscopineanddithienylglycolic acid,respetively), bothnot bindingto muscarinicreceptorsin vitro experiments
with humanliver microomesandhumanhepatogtessuggesthatsone further drug(<20% of the doseafter
intravenousdministration) is metabolisedy cytodhiromeP450(CYP) 2D6 and3A4 dependenbxidationand
subsequenglutathion conjugationto avariety of Phasdl-metabolites.

Olodaterol is substantiallynetabolzedby directglucurondationand by O-demethylationat the methoxymoiety
followedby conjugation Of the six metaboliesidentfied, only theunconpgateddemethylatiorproduct bindsto 22-

recepors;this metabolie howeveris not detectabke in plasmaafter chronic inhalationof therecommende therapeutic
doseor dosesof upto 4-fold higher.CytochromeP450isozmesCYP2C9andCYP2C8,with negigible contribution
of CYP3A4, areinvolvedin the O-demethylatiorof olodaterolwhile uridinediphosphatglycosyltransferaseésoforms
UGT2B7,UGT1A1, 1A7 and1A9 wereshownto beinvolvedin theformation of olodateol glucuronides.

Elimination

Tiotropium: Thetotal clearancen heathy voluntesrsis 880 mL/min. Intravenouslyadministeedtiotropiumis mainly
excretedunchangedn urine (74%). After inhalationby COPDpaients to steadystate urinary excretionis 18.6%of
thedose, theremaindeibeingmainly nonabsorbd drugin guttha is eliminatel via thefaecesTherenalclearanceof
tiotropium exceedsthe glomerularfiltration rate,indicaing adive secreion into theurine. The effective half-life of
tiotropium following inhalationby COPDpatientsranges betveen27 and45 h.

Olodaterol: Total cleaanceof olodaterolin healthy voluntees is 872 mL/min, andrenalcleaanceis 173mL/min.

Following intravenousadmiistration of [14C]-labelledolodaterol 38% of the radioactie dosewasrecoveedin the
urine and53%wasrecoveredn faecesThe amountof undhangedolodaerol recoveredin theurine afterintravenous
administrationwas19%. Following oral administration, only 9% of the radioadivity (0.7%unchangealodaerol) was
recoveredin urine,while the majorportionwasrecoveral in faees(84%).More than90% of the dosewasexcreted
within 6 and5 daysfollowing intravenousandord administraion, respetively. Followinginhalation,excretion of
unchangel olodakrd in urinewithin thedosngintervd in hedthy voluntees at steadystateaccountedor 5-7% of the
dose.Olodaterolplasmaconcentrabnsafterinhalation declinein a multiphasicmannemwith ateminal half-life of
approximately45 hours.

c. Characteristisin Patients

Tiotropium: As expectedor all predominany renallyexcreeddrugs,advaning agewasassociaté with a decreasef
tiotropium renalclearancdrom 347 mL/min in COPDpatients<65yearsto 275mL/min in COPD patients>65 years
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This did notresultin acorreponding increasen AUCO0-6,ssor Cmax,ssvalues.

Olodaterol: A pharma&okineticmetaanalsis utilizing dat from 2 contolled clinical trials thatincluded405 patients
with COPDand296 patientswith agzhmashowedhatno doseadjusimentis necessargueto effectsof age,genderanc
weight on sysemicexposireto olodateol.

Race

Olodaterol: Comparisorof pharnacokineic datawithin and acrossstudeswith olodaterolrevealedatrendfor higher
systemicexposuran JapanesandotherAsiansthanin Caucasians.

No safay concernsvereidentfied in clinical studeswith olodaerolin CaucaiansandAsiansof up to oneyearwith
olodateol Respimatt dosesup to twice therecommendel therapeatic dose

Renal | nsufficiency
Tiotropium: Following oncedaily inhaledadministraton of tiotropiumto steadystatein COFD patientswith mild
renal impaiment(CLCR 50-80 mL/min) resultedn slightly higherAUCo0-6,ss(betweenl.8to 30% higher)andsimilar

Cmaxsscomparel to patients with normalrenalfunction (CLcr >80 mL/min). In subjeds with moderatdo severaenal
impairment (CLCR <50 ml/min) intravenousadministraton of tiotropiumresuitedin twofold highertotal exposure
(82% higher AUC0-4h and 52% higherCmax) compaedto subgct with normalrenalfunction, which wasconfirmed
by obsevationsafterdry powderinhalation.

Olodaterol: Therewereno clinically relevantincrease®f systenic exposuren patientswith rend impairment.

Hepatic | nsufficiency

Tiotropium: Liverinsufficiencyis not expectedto have anyrelevantinfluenceon tiotropiumpharmacokinetics.
Tiotropiumis predominary clearedby rend eliminaion (74%in younghealthy volunteersiandsimplenon-erzymatic
ester cleavageo pharmacologicaly inactive products.

Olodaterol: Therewasno evidencdor differenesin eliminationof olodateol, nor did proteinbindingdiffer, between
subjectswith mild or modeatehepaticimparment andtheir hedthy controls.A studyin subjectswith severenepatic
impairment wasnot performed.

5.3 Preclinical safety data

Tiotropium + olodaterol
Effectsin non-clinical studieswith the combnationtiotropium/olodderol were observe only at exposuregonsidered
sufficiently in excesf the maximumhumanexposurandicating little relevanceto clinical use.

Tiotropium

Studieson genotoxicty andcarcinogens potental reveakedno specia hazardfor humans.

Harmful effecs with respecto pregnancyenmbryond/foetal developnent, parturition or pognatl developmentould
only bedemonstratedt maternaly toxic doselevds. Tiotropium bromidewasnot teratogenicén ratsor rabbits.The
respiratory(irritation) andurogenital(prosttitis) change andreproductive toxicity wereobservedatlocal or systemic
exposuresmorethanfive-fold thetherapeut exposure.

Olodaterol

Studieson genotoxicty andcarcinogers potental reveakdno special hazardfor humans.

Increasd incidencesvereobservedf mesovaianleiomyomain rats and of uterusleiomyorma andleiomyosacomain
mice.Thisis considered class effectwhichis observe in rodentsafter long-termexposurdo high dosesof [32-

agonists. Up to now, f2-agmists havenot beenassociateavith cancerin humans.

In rats, no terabgeniceffectsoccurredafter inhdation at dosesof 1054microgram/kg/dg (> 2600timesthehuman
exposure(AUC(0-24h) atthedoseof 5 mcg).In pregnantNZW rabbis, aninhdation doseof 2489microgam/kg/day

(approximatey 7130timesthe humanexposureat 5 microgrambased on AUC(0-24h)) of olodaterolexhibitedfetal
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toxicity charactestically reaulting from bete-adrermceptor stimulation; theseincludedpatdy ossificaions,shortbent
bones partially openeye,cleft palate cadiovaseilar abnornalities. No significanteffeds occuredat an inhalation
doseof 974 microgranikg/day(approximaely 1353times the5 microgramdosebasedon AU C(0-24h)).

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Benzalkoniunthloride

Disodum edetde

Water,purified
1M Hydrochloric acid (for pH adjustmen)

6.2 Incompatibilities
Not applicable
6.3 Shelf life

3years
In-useshef life: 3 months

6.4 Special precautionsfor storage

Do not freeze.

6.5 Nature and contents of container

Typeandmaterialof the containerin contactwith the medicind product

Solutionfil led into a polyethylene/polypopylenecartridge with a polypropykenecapwith integratedsiliconesealng
ring. The cartridgeis enclosedvithin analuminium cylinder.

Ead cartridgecontains4 ml inhalationsolution.

Packsizesanddevicessupplied:

Singlepack:1 Respimainhalerandl cartidge, providing 60 puffs (30 mediinal doses)

Double pack:2 single packagesgachcontaning 1 Respinatinhalerand 1 carridge, providing 60 puffs (30 medicina
doses)

Triple pack:3 singlepackageseachcontaning 1 Respinatinhder and 1 cartidge, providing 60 puffs (30 medicinad
doses)

Eightpad: 8 singlepackageseachcontaning 1 Respimainhalerandonel cartridge providing 60 puffs (30
medcinal doses)

Not all packsizesmaybemarketec
6.6 Special precautionsfor disposal and other handling
Any unusednedicinalproductor wage matrial shoutl bedisposé of in accordancewith local requirements.
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