MNPUIOXEHHUE 1

KPATKA XAPAKTEPUCTHUKA HA IPOAYKTA



1. HUME HA JIEKAPCTBEHMA NIPOAYKT

Ultibro Breezhaler 85 mukporpama/43 Mukporpama mnpax 3a WHXaJalus, TBbPIH Karcyin

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika karncyna ceabpxa 143 mukporpama ungakarepon maear (indacaterol maleate), koero
croTBeTcTBa Ha 110 Mukporpama unnakareposi u 63 MUKporpaMa riIMKOMHPOHUEB OPOMU/T
(glycopyrronium bromide), koero choTBeTcTBa Ha S0 MUKpOrpamMa TIIMKOMTUPOHUYM.

Bcesika moctaBeHa 103a (J103aTa, KOSTO ce OTAENsl OT HaKpallHUKa Ha HHXANaTopa) ChIbpkKa
110 mMukporpama HHIAKaTepOJI MajeaT, KOeTO ChOTBETCTBA Ha 85 MUKporpama MHIaKaTepos u

54 mMukporpama rJIMKONMPOHNEB OPOMUIT, KOETO ChOTBETCTBA Ha 43 MUKpOTpamMa MIMKOMUPOHUYM.

IHomomrHo(1) BemecTBo(a) ¢ U3BECTHO JIEHCTBUE

Besika karnicyna cpabpxa 23,5 mg 1akTo3a (KaTo MOHOXHPAT).

3a IIBJIHUS CIIUCHK HA IIOMOIIHUTEC BCIICCTBA BUXKTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
[pax 3a mHXaNaWs, TBbPAA Karcyna (Ipax 3a HHXaJIaIHs)

Karicynu ¢ npo3payHo *bITO Karnaue U 0e31BETHO MPO3PAYHO TSUIO, ChBPIKAIIY 05T 10 TOYTH OsIT
npax, ¢ koj Ha npoaykra “IGP110.50”, orieuaran B CHHBO IOJT JIBE CHHU YEPTH BHPXY TAIOTO U

JIOTOTO Ha KOMITAaHUSITA (U)), OTII€YaTaHo B YEPHO BBPXY KaraueTo.

4. K/IMHWUYHU JAHHU
41 TepaneBTHYHHU NOKA3AHUS

Ultibro Breezhaler e moka3an kaTo moaappxaiio OpOHXOUIATaTOPHO JICUCHHE 3a O0JIeKYaBaHe Ha
CHUMIITOMUTE IPH BH3PACTHH MAIMEHTH C XPOHUYHA 00CTpyKTHUBHA OeoapobHa 6onect (XOBB).

4.2 J103MpOBKA M HAYMH HA MPUIOKEHHE

2031/1 pOBKa

I[MpenoppuBaHara 103a € HHXaJIMPaHEe Ha ChbPKAHUETO Ha €/IHA KAICyJia BEAHBXK JHEBHO, KaTO Ce
usnoisea naxanaropa Ultibro Breezhaler.

I[MpenopwuBa ce Ultibro Breezhaler na ce mpunara o eiHo u ¢hIio BpeMe BCeKH JieH. AKO ce
HPOITyCHE e/IHa /103a, TS TPsIOBa [a ce IMpreMe KOJIKOTO Ce MOKE IT0-CKOpO ChIus feH. [lanmeHture

TpsiOBa 1a OBIAT MHCTPYKTUPAHH Ja HE pHeMar MoBeYe OT eIHa /1032 JHEBHO.

Crenuagny DonyJanun

Ionynayus 6 cmapuecka v3pacm
Ultibro Breezhaler mosxe na ce u3mon3sa B mpernopburTeIIHATA J103a [TPU MAIIMEHTH B CTApUSCKa
BB3pacT (Ha BB3PaCT 75 TOMUHU U TTOBEYE).




bvopeuno yepescoane

Ultibro Breezhaler mosxe na ce u3mosn3Ba Mmpy MayeHTH ¢ JIEKO 10 yMEPEHO ObOPEUHO YBpEKIaHe B
npenoppuuTeHara n1o3a. [Ipu narmeHT ¢ TexKo ObOpeuHo YBpEKIaHe WK MAIMEHTH ¢ TEPMUHATHA
0BOpevHa HEJJOCTATHYHOCT, HYXKIIACIIM ce OT THa3a, TPSAOBA Ja ce U3IMOoI3Ba caMo aKoO OYaKBaHATa
M0J13a MPEBUILIABA TOTEHIMATHUS PUCK (BXK. Touku 4.4 1 5.2).

YepHoopobno yepescoane

Ultibro Breezhaler mosxe na ce mpuiiara B mpenopburTeIHATA 1032 TPH MAIMEHTH C JICKa 0 yMepeHa
CTEICH Ha YepHOAPOOHO yBpexnane. Hama Hammdanu nanHu 3a yrotpebara Ha Ultibro Breezhaler mpu
MAIUEHTH C TEKKO YSPHOAPOOHO YBPEIKIAHE, OPATH Ta3d MPHUKHA € HEOOXOIUMO MOBHIIIEHO
BHHMaHHME MPU TaKWBa MarmeHT (Bxk. To4uka 5.2).

Ieouampuuna nonyiayusi

Hsma crotBerHa ymorpeba na Ultibro Breezhaler B meauarpuunara monymarus (moz 18 roauan) 3a
nokazanrero XOBb. be3onacHoctra 1 edukacHoctra Ha Ultibro Breezhaler npu nena He ca
ycTaHOBeHH. JIUTICBAT JaHHU.

HauuH Ha OpuIoKeHNE

Camo 3a HWHXaJIATOPHO ITPUIIOKCHHUC. KaHCYJ'II/ITe HC TpSI6Ba Ja CC Iorjrbiar.

Karicynure TpsiOBa 1ia ce mpujarat camo ¢ momorinra Ha naxaiatopa Ultibro Breezhaler (six.
Touka 6.6). TpsOBa a ce N3MoI3Ba HHXAJIATOPBT, KOUTO Ce OTIYCKA C BCSIKA HOBA PeIenTa.

[TanmenTtruTe TpsiOBa 1a ObIAT HHCTPYKTHPAHH, KaK MPABUIIHO Jia IPUJIaraT JICKapCTBEHHUS TPOIYKT.
[NarmenTrTe, MPU KOUTO HE ce HAOII0/aBa MMOA00PEHNE Ha IMIIIAHETO, TPAOBA Ja ObJaT MONUTAHH,

JIAJTM HE T'BJITAT JICKAPCTBEHHUS MPOITYKT BMECTO J1a TO HHXAJMPAT.

3a ykazaHusi OTHOCHO ynoTpe0arta Ha JIeKapCTBEHHUS MPOAYKT MPEIH PUIIOKEHHE BUXKTE TOUKa 6.6

4.3 TIlporuBonoka3zanusi

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHUTE BEIIIECTBA UM KbM HSIKOE OT IIOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

4.4 Coeunda/iHH NpeIynpe;KIeHus U MPeInasHd MEPKH MPH ynoTpeda

Ultibro Breezhaler ne TpsibBa na ce npuiiara eTHOBPEMEHHO C JIEKAPCTBEHH POAYKTH, ChIbPIKaIIH
JPYTH TBIATOICHCTBAIM OeTa-aApeHePrHIHN arOHUCTH WK TBJTOCHCTBAIIM MYCKAPHHOBH
AQHTarOHUCTH, TPEJICTABUTEIN Ha (hapMaKoTeparieBTUIHUTE TPYITH KbM KOMTO IIPHHAJIJIEKAT
cwcraBkute Ha Ultibro Breezhaler (Bix. Touka 4.5).

ActMma

Ultibro Breezhaler ne TpsioBa ia ce npuiara 3a jJe4eHHe Ha acTMa, TOpajIH JIMIIcaTa Ha JJaHHH 32
ymnoTpeba mpH TaKOBa MOKa3aHue.

JbnroneiictBanure OeTaz-aJpeHEepPriyHr arOHUCTH MOrarT Jia TIOBUIIIAT PYCKA OT MOsIBa Ha CITydan Ha
CEPHO3HU HEeXKETIaHH CHOUTHS, CBBP3aHM C aCTMa, KaKTO U Ha CIIydad Ha CMBPT, CBbP3aHHU C aCTMa,

KoraTo C€ M3II0JI3BaT 3a JICUCHUEC Ha acTMa.

He ce npunara opu ocTpu eu30Ix

Ultibro Breezhaler ne e moka3aH 3a jie4eHre Ha OCTPU €MU3011 HA OPOHXOCIA3HM.



CBpPBXUYBCTBUTEIHOCT

Cpo0111aBa ce 3a peakiiy Ha CBPbXYYBCTBUTEIIHOCT OT ObP3 THUII CJIE NpHJIaraHe Ha HHAAKaTepoll
WM TJIMKOITUPOHMYM, KOUTO ca akTiBHUTE BemiecTBa Ha Ultibro Breezhaler. Axo ce mosst
NPHU3HALY, TIPETOJATAIIN AICPTHYHN PEAKIIUH, TIO-CIEIUATHO aHTHOEAEM (3aTPYAHCHO JUIIAHE WITH
IperITbIaHe, IOyBaHe Ha €3MKa, YCTHUTE U JIMIIETO), YPTUKAPUS W KOXKEH OOPHB, JICUCHHETO
TpsiOBa BeiHAra [1a ce MPEKPATH U a Ce 3all04He aJTePHATHBHO JICUCHHE.

[TapamokcaneH OpOHXOCIa3bM

IMpunoxenuero Ha Ultibro Breezhaler mosxe na noBene 10 napamgokcaieH OpOHXOCTa3bM, KOUTO MOXKE
na ObJie )KMBOTO3acTpamiaBail. AKO Bb3HUKHE [apaIoKCcajieH OPOHXOCIa3bM, JIeUCHUETO TPsiOBa a ce
cripe He3a0aBHO M Jia Ce MPEMHHE KbM aJITEPHATHBHO JICYCHHE.

AHBTUXOIMHEPIUIHU eDEKTH, CBHP3aHU ¢ IPUI0KEHUETO HA TIIMKOMMPOHUYM

3axpumovewina enaykoma
JlumcBar TaHHH OTHOCHO MPUJIOKEHUETO MPH MALMCHTH ChC 3aKPHTOBIBIIHA TIayKOMa, IIOPaN Ta3u
npuunna Ultibro Breezhaler tpsioBa na ce nmpuiara ¢ moBuilieHO BHUMaHKE NP TAKUBA MAIUCHTH .

[MarenTure TpsOBa qa ObaaT HHGOPMHUPAHH 32 IPU3HAIIUTE U CUMIITOMUTE HA OCTPa 3aKPUTOBIbIHA
riiayKoMa u 3a HeoOX0IUMOCTTa ja cripat yrnorpebara Ha Ultibro Breezhaler, ako ce mosiBu HsIKOi OT
TE3W TMPHU3HAIY W CHMITTOMH.

Pemenyus na ypuna
JIUIcBar 1aHHM OTHOCHO MPHJIOKEHHUETO IIPH TTAIIMEHTH ¢ PETEHIIMS HA YPUHA, TIOPAI Ta3d IPUYUHA
Ultibro Breezhaler tpsioBa ia ce mpuiara ¢ MOBHIIIEHO BHUMaHKE IPU TAKHBA MAIHEHTH.

[MammenTy ¢ TexK0 OBOPEYHO YBpEKIaHE

Ha6:oaBa ce ymepeHo moBuiiiaBaie Ha odmiata cucteMHa ekcrmo3uiusi (AUCst) Ha TJIMKOMAPOHUYM
10 1,4 TbTH NIPH UHMBUJIU C JIEKO J0 yMEPEeHO ObOPeUHO YBpEeXKIAaHe U 10 2,2 BTH MPH WHIUBUIH C
TEXXKO OBOPEYHO YBpEXKIaHe MM TepMUHANIHA OBOpedHa HeloCTaTHYHOCT. [Ipy manueHTuTe ¢ TeXKO
6BOpeyHo yBpeskIaHe (M3unCIeHa CKOPOCT Ha TioMepynHa ¢unrpamus moa 30 ml/min/1,73 m?),
BKJIFOUHMTEITHO TPH TaKWBa C TEPMUHAIHA OBOpEYHa HEAOCTATHUHOCT, HY)K/TIACIH CE OT JIHajIn3a,
Ultibro Breezhaler tpsioBa 1a ce mpuiiara camo ako o4akBaHaTa MOJI3a MPEBHIIIABA TOTEHIIUATHHUS
puck (Bx. Touka 5.2). Te3u mauuentu TpsiOBa 1a ObIaT BHUMATEIHO MIPOCIIEACHH 32 MOsIBa HA
TIOTEHIMAIHU HEXKEeJIaH! PEaKIIHH.

CobpieyH0-Ch10BU ehEKTH

Ultibro Breezhaler tpsioBa a ce npuiara ¢ moBUIICHO BHUMAHUE [IPH ITAI[MEHTH ChC ChPACYHO-
CBJIOBH HapyIIeHHUs (KOpOHapHA OOJIECT Ha CHPLETO, OCTHP MUOKAP/IEH HHPAPKT, ChPACYHH apUTMHH,
XUIIEPTOHHUS).

beraz-anpeHepruyHUTE arOHUCTU MOTIaT J1a PeIU3BUKAT KIMHUYHO 3HAaYMMO [TOBJIMSIBAHE HA
ChPACYHO-CHA0BATA CHCTEMA IIPH HAKOM MAallMEHTH, OTYETEHO Ype3 MOBUIIIABAHE Ha MyJICOBATa
YeCcTOTa, apTepPHaIHOTO HAJISATaHe U/UIH MosiBaTa Ha cuMNToMH. [IpH mosiBa Ha TOZ00HU e(eKTH,
MOJKe J]a € He0OXOMMO MPEeKpaTsBaHe Ha JICYUSHUETO C TO3H JIEKAPCTBEH NPOAYKT. B mombnHenue ce
cboO11aBa, ue OeTa-aapeHepruIHUTE ArOHUCTH TIPEeTN3BUKBAT IPOMEHH B €JIEKTPOKapinorpaMara
(EKT) kato m3rnaxxnane Ha T BbiHaTa, yabkaBane Ha QT untepBana u genpecus Ha ST cermenTa,
BBIIPEKU Y€ KIMHUYHOTO 3HAUYCHHE HA Te3H IIPOMEHH He € ycTaHoBeHO. [lopaau Tasu nmpudamHa
IbAroaercTBaiuTe OeTaz-aapeHepruunn aronuctu (long-acting betaz-adrenergic agonists, LABA)
n LABA-cbappkamm koMOMHUpaHu npoaykTH, kato Ultibro Breezhaler, TpsioBa m1a ce n3nonssar ¢
MOBHUINICHO BHUMaHME TTPH TAIMEHTH C YCTAHOBEHO MJIM TTOI03UPaHo yabbkaBane Ha QT mHTepBana
WJIM JIEKYBaHU C JIEKAPCTBEHU MPOAYKTH, oBiusBamy QT uHTepBana.



[MareHTHTE ¢ HEeCTaOMIHA HCXEMHUYHA OOJIECT HA CHPIIETO, JIEBOCTPAHHA ChPICYHA HEOCTATBYHOCT,
aHaMHe3a 32 MHOKap/eH HH(APKT, apuTMUS (C H3KIFOYEHHE HAa XPOHUYHO CTAOMITHO MIPEACHPIAHO
MBIKJICHE), aHAMHE3a 38 CHHAPOM Ha yabibkeH QT untepBan uim uuiito QTC (Metox Ha Fridericia) e
yabiokeH (>450 mS) ca M3KIIFOYEHH OT KJIMHHYHUTE W3MUTBAHUS U [TOPAJIM Ta3| MPUINHA HIMA OIHT B
Te3u nanuentcku rpymu. Ultibro Breezhaler tpsi6Ba a ce u3mossBa ¢ MOBUIIICHO BHUMaHKE B TE3H
HAIUEHTCKH TPYIIH.

XHUIIOKATHEMUS

Beraz-anpenepruyHuTE arOHUCTH MOTaT Aa MPEIU3BUKAT 3HAYMMa XUITOKAINEMUS TIPU HAKOU
MAIMEHTH, KOETO MOTEHIMAIHO MOXKeE J]a IPEAN3BUKa HeXXeJIaH! €()eKTH BbPXY ChpAEUHO-ChI0BaTa
cucteMa. [ToHnKaBaHETO HA CEPYMHHUS KM OOMKHOBEHO € MPEXOJHO U HE M3UCKBA TIPUEM Ha
kanueBu go0aBku. [Ipu nauuentu c texxka XOBb pa3zButneTo Ha XUMOKaIHMeMHs: MOXKe J1a ce
MOTCHOMPA OT XUIIOKCUATA U CHITbTCTBAIATAa TCPAIIrA, KOCTO MOXKE [1a IMTOBUIIN CKIIOHHOCTTa KbM
CBPICYHU apUTMHH (BXK. TOUKa 4.5).

B Xxona Ha KIMHUYHUTE [IPOYYBAHUSI HE Ca HAOJIFO[aBaHHN KIMHIYHO 3HAYNMHU e(DeKTH Ha
XUnoKanMemusiTa, npu npuiarade Ha Ultibro Breezhaler B mpenopsuunrenHuTe TepaneBTUYHA 1031

(k. Touka 5.1).

XHUNePriImKeMUs

MHxanupaHeTo Ha BUCOKH J03H OeTaz-aJpeHepruyHr arOHHCTH MOJXKE J1a ITPeIM3BHUKA OBHIIIABAHEe HA
HUBaTa Ha IUIa3MeHara rimokosa. [Ipu 3anouBane Ha euenue ¢ Ultibro Breezhaler minasmenure
[JIFOKO3HU HUBA TPsIOBa /1a ObJIaT BHUMATEITHO MIPOCIICIABAHN TIPH MAIIMSHTH C AHa0ET.

ITo BpeMe Ha IBJITOCPOUHH KIMHUYHH MPpOoyuBaHus nopeue nammentu Ha Ultibro Breezhaler ca umamu
KIMHUYHO 3HAYMMH POMEHH B HUBATa Ha KpbBHATA 3axap (4,9%) npu npuiioxeHne Ha
NPENOPBYUTEHHUTE JI03U CripsMo Tuiarie6o (2,7%). Ultibro Breezhaler se e nmpoy4uBaH mpu mamueHTH ¢
Heo0pe KOHTPOJMPAH 3aXapeH quabet, mopaad KOeTO MPH TAaKMBa MAIMSHTH Ce PETOpPbYBAT
MOBHUIIIEHO BHUMAHUE M TIOIXO/ISII0 MOHUTOPUPAHE.

OO HapylIeHNs

Ultibro Breezhaler TpsioBa ia ce mpuiiara ¢ moBUIICHO BHUMAHKE MTPH MAIUSHTH C KOHBYJICHBHU
HapyumcHus Ui TAHPEOTOKCUKO3a UJIU ITPU IMalJUCHTHU, KOUTO Ca HeO6I/I'-IaI\/'IHO YYBCTBUTCIIHU KbM
Oera2-agpeHEpPrUYHU arOHUCTH.

IloMonIHM BENICCTBA

To3u nexapcTBeH NPOAYKT ChbprKa J1akTo3a. [lanueHTy ¢ peiku HacleCTBEHH IpoOIeMH Ha
HETOHOCUMOCT KBbM TaJIaKT03, ITbJICH JIAKTa3eH AS(UIUT W TIIFOK030-TalaKTO3Ha MatadbcopOIms He
TpsOBa /1a IpreMar ToBa JIEKapCTBO.

4.5 B3auMopaeiicTBHe ¢ APYIH JIeKapCTBEHH MPOAYKTH U APYru opMH Ha B3auMo/eilicTBHe

EnnoBpeMEeHHOTO MPUIOKEHUE HA EPOPATTHO UHXATUPAHUTE UHIAAKATEPOI U TTTUKOMUPOHUYM, TIPU
CTaIMIOHAPHO CHCTOSHUE Ha JBETE aKTHBHU BEIIECTBA, HE BOAM JO B3aMMHO ITOBJIMSBAHE HA
(hapMaKOKMHETHKATA VM.

He ca npoBesxianu KOHKPETHH MpoyuBanust 3a B3aumoeiictust ¢ Ultibro Breezhaler. Mndopmarusita
3a TIOTEHIMATHATE B3aHMOJICHCTBHUS € Oa3rpaHa Ha MOTEHIMAIHUTE B3aMMOICHCTBUS Ha JBETE
AKTHBHU BEIECTBA.



He ce nnpenopbyuBa eIHOBPEMEHHO IPUI0KEHHE

bema-adpenepeuunu 6noxepu

bera-anpenepriuunnTe 6JIOKEpU MOTAT J1a OTCIA0AT UM aHTarOHU3UPAT e(eKTuTe Ha Oeraz-
azpeHepruunute aroHucTd. [lopamu Tasu npuurna Ultibro Breezhaler ne tpsioBa na ce npuara
€THOBPEMEHHO ¢ OeTa-aipeHepriuiHu OJI0KepH (BKIFOUUTEIHO OYHU KAIKH), OCBEH aKO HAMa
OCHOBaTeJHA MPUYUHA 32 yrnoTpedara uM. [Ipn HeoOxoauMocT TpsaOBa a ce mpernodnuTar
KapAMOCENEeKTHBHU OeTa-aipeHeprudHu OJOKEpH, BRIIPEKH Y€ U Te TPsOBa Ja ce Ipuarar ¢
MOBHUIIICHO BHUMaHHE.

Anmuxonunepeuunu iexkapcmea
EnnoBpemennoro mpunokenne Ha Ultibro Breezhaler ¢ apyru aHTHXONMMHEPTHYHN CPEICTBA HE €
MIPOYYBAHO U MOpaJIM Ta3h MPUYKHA HE ce mpenopbuBa (BK. Touka 4.4).

Cumnamuxomumemuyu
EHOBPEMEHHOTO MPHIIOKCHUE C APYTH CUMITATUKOMHUMETHIIN (CAMOCTOSTEIHO MM KATO YacT OT
KOMOHMHHUpaHa Teparus) MOXe Jia MOTEHIIMPa HeXKeTaHUTe ChOMTHUS OT HHAaKaTepo (BK. Touka 4.4).

H606XOI[I/IMO € NOBHUIIICHO BHUMAHME ITPH CIHOBPEMCHHO MMPHUJIOKCHUC

Tepanuu 6ooewu 00 XUnOKaauemus

CBBMECTHOTO JICUEHHE ¢ MEIUKAMEHTH, BOIEIIHN JO XUIIOKAJIUEMUS KaTO METHIIKCAHTHHOBU
MIPOU3BOIHH, KOPTUKOCTEPOU M HITH KaJUH-TyOCIIN THYPETUII MOXKE JIa TOTCHIMPA Bh3MOKHUTE
XHUIOKATMEMUYHH e(eKTH Ha OeTaz-aipeHepruuyHUTe arOHUCTH, ITOPaJI KOETO U3IMOI3BAHETO UM
TpsiOBa J1a CTaBa C MOBHUINICHO BHUMaHKe (BK. Touka 4.4).

Ja ce O6’BDH€ BHHUMAHHEC MPpHU CAHOBPEMCHHO MPHUIOXKCHHUC

Memabonummnuy e3aumodelicmeus u 63aumMo0eucmelsl, C6bP3AaHU C MPAHCROPMEPHUME MONEKVIU
WNuxubupaHeTo Ha KIFOUOBHUTE YYACTHHUIM B KIMpbHCca Ha nHaakarepost CYP3A4 u P-riukonporenH
(P-gp) nmoBuIaBa cUCTEMHATA €KCIIO3UIIMS HA MHAAKATEPOI MTOYTH JBa bTH. CTEereHTa Ha
yBEJIMYEHHE Ha CUCTEMHATa eKCIIO3ULIUS HE € CBbP3aHa C HAKAaKBU TPEBOTM OTHOCHO O€30MacHOCTTA
Ha JIEKapCTBOTO, KaTO c€ MMAT MPEBH JaHHUTE OT IPHJIAaraHeTo Ha MHIAKaTeposl B X0/1a Ha
CAHOTOANIIHO ITPOYYBAHE B AO3U 10 JABa IbTU MaKCUMaJIHATa MPEIopbiBaHa TCPAIICBTUYHA 103a HAa
WH/IaKaTepoJl.

Cumemudun uny Opyau uHXUOUMOPpY HA MPAHCNOPMA HA OP2AHUYHUINE KATNUOHU

B ximmHMYHO npoyyBaHe Npy 3ApaBH AOOPOBOIIH, IUMETHANH, MHXUOUTOP HA TPAHCIIOPTA HA
OpraHWYHUTE KaTHOHH, KOUTO JIONPUHACST 3a ObOpeuHaTa eKCKpelys Ha IIIMKOMUPOHIYM, TIOBHIIaBa
obmara excriozuims (AUC) Ha riaukonuponuym ¢ 22% 1 HamasiBa 0b0peuHust KimpbHC ¢ 23%. Bb3
OCHOBA Ha BEJIMYMHATA HAa TE3H IIPOMEHHU HE CE€ 0YaKBAT KJIMHUYHO 3HAUUMU JICKAPCTBEHH
B3aMMOJICHCTBUS IIPH €HOBPEMEHHOTO MPUIIOKEHHE Ha MIMKONMPOHUYM € IUMETHIUH WM IPYTH
MHXUOMTOPH Ha TPAHCIIOPTa HA OPraHUYHHUTE KAaTHOHH.

46 ®epruanTeT, GPEeMEHHOCT M KbPMeHe

Bpemennoct

Hsima nammynu nanuu 3a ynorpebara va Ultibro Breezhaler mpu 6pemennn sxenu. [Ipoy4uBanusita npu
JKUBOTHH HE MTOKa3BaT MMPEKH WM HEMPEKH BPEIHH e()EKTH MO OTHOIICHHUE Ha PEIIPOAYKTHBHATA
TOKCHYHOCT TIPH KIIMHUYHO 3HAYMMa eKCIIO3UIHs (BXK. Touka 5.3).

WHaakaTepos MoXe Jia 3aTpyIHU PaXKIAHETO IMOPaIN pelaKkCupanis eGekT BbpXy IajKarta
MyCKyJaTypa Ha martkarta. [lopaau Ta3u npuunna Ultibro Breezhaler tpsioBa na ce nsnomnssa mo Bpeme
Ha OPEMEHHOCT caMo, aKO OYaKBaHaTa MOJI3a 3a MAIMeHTa OpaBIaBaT MOTEHIMAIHNS PHCK 32 IJI0/A.



Kopmene

He e yctaHOBEHO fany MHIAKATEPOI, TIIMKOMUPOHUYM U TEXHUTE METaOOIUTH Ce EKCKPETHUPAT B
kbpMara. HammuanTe hapMakOKHHETHYHH/TOKCUKOJIOTUYHY JaHHH MTOKA3BaT EKCKPEeNns Ha
WH/IaKaTePOJI, IIMKOMMPOHUYM U TEXHUTE METa0OIUTH B MILIKOTO Ha IITHXOBE B IEPHOJ] Ha JIAKTALHSI.
VYnorpebara na Ultibro Breezhaler ot kbpmeriu sxenu TpssOBa j1a ce ¥Ma MPEeABUI CaMO aKo
OYaKBaHaTa IoJI3a 33 )KEHaTa € MO-ToJIsIMa OT BEPOSITHUS PUCK 32 KbpMaveTo (BXkK. Touka 5.3).

Depruaurer

PenponykruBHUTE MPOYUBaHUS U APYTUTE TAHHU IPH KUBOTHH HE MTOKa3BaT HAKAKBH ITPOOJIEMHU BHB
BpB3Ka ¢ epTHINTETA, KAKTO TP MBKKUTE, TaKa U TIPH KEHCKUTE WUH]IUBHIH.

4.7 EdexTu BBpPXy ciocooHocTTa 32 modupane u padora ¢ MAITHHH

To3u nexapcTBEH NPOAYKT HE TOBJMSABA WIIH MTOBIIHSIBA PEHEOPEKUMO CITIOCOOHOCTTA 3a modupaHe u
pabora ¢ mammau. [losBaTta Ha 3amMasHOCT, 0Oaye, MOXKeE /1a OKa)Ke BIMSHHUE BBPXY CIIOCOOHOCTTA 3a
mogupane u pabora ¢ MalmHA (BXK. Touka 4.8)

4.8 HexenaHu JeKapcTBEHH PeaKInu

I[MpencraBsiHeTo Ha mpoduia Ha 6e30MacHOCT € B3 ocHoBa Ha ormTa ¢ Ultibro Breezhaler u
OT/IECJIHATE AKTHBHH BEIIECTBA.

O06001Ienre Ha mpodriIa Ha 0€300aCHOCT

OnuteT oTHOCHO Oe3omacHocrTa Ha Ultibro Breezhaler e cw6pan npu excriosurust 1o 15 mecera Ha
IPENOPHUUTEHUTE TEPAIEBTHIHH JTO3H.

Ultibro Breezhaler nposisiBa HexenaHu peakiii, KOUTO ca MOA00HN Ha HEXKEJTaHUTE PeaKIiK Ha
OT/IEJIHUTE MY ChCTaBKH. T'bil KATO CHIBPIKA HHAAKATEPOI U TIMKOMMPOHIYM, BH/Ia M TEKECTTa HA
HEKEJIAHUTE PeaKI[MHi, CBbP3aHHU C BCSAKA OT TE3H ChCTABKU MOTAT Jla CE OYaKBaT U B KOMOWHAIHATA.

[poduasT Ha GE30MACHOCT CE XapaKTEepU3KUpa ¢ THMTHYHK aHTUXOJIMHEPIUYHH 1 O€Ta-aIpeHeprudHIA
CHMIITOMH, CBHP3aHH C OT/ICIHATE ChCTABKU HAa KOMOMHAIWMATA. JIpyrure Haif-uecto choOIIaBaHu
peaxiMi, CBbP3aHu ¢ yrmoTpebara Ha JeKkapcTBeHus mpoAyKT (mpu moue 3% ot marmenTute Ha Ultibro
Breezhaler ¢ yectora mo-Brucoka, OTKOJIOKOTO MpH 1aiedo), ca Kaluiiia, Ha30()apuHTUT |
riaBodosnme.

Ta0ymuHo 00001IEHNE HAa HEXKEJIIAHUTE PEAKIINN

Hesxenanute peakuuu, OIYyYeHH 110 BpeMe Ha KIMHUYHUTE U3IMUTBAHUS U OT IOCTMapKETHHIOBU
M3TOYHHIU ca u30poenu cbriacHo MedDRA 1o cucremo-opranau kiacose (Tabmmia 1). B pamkure
Ha BCEKH CHCTEMO-OPTaHeH KJIac HeKEJIaHUTE PEaKIMH ca IMOIPEICHH 10 YeCTOTa, KaTo Hall-4eCTUTe
HE)KEJIAHU PeaKIuy ca IbpBHU. [Ipu BCSKO rpymupaHe 1Mo 4ecToTa HeXKEJIaH! PEaKIMy ca MPeCTaBeHH
B HU3XOZSII PeJ IO OTHOLIEHHE Ha TSIXHATa cepro3HOCT. OCBEH TOBAa ChOTBETHATA KATETOPHS 10
YeCcTOoTa 32 BCAKA HeXKelaHa peakius ce 0a3upa Ha clielHaTa KOHBEHIUS: MHOro 4ecTu (>1/10); yectn
(>1/100 no <1/10); mewecru (=>1/1 000 mo <1/100); peaxu (>1/10 000 mo <1/1 000); MHOTO peaKH
(<1/10 000); ¢ Heu3BecTHA YecTOTA (OT HATMYHUTE JTAHHU HE MOXeE J1a O'bJic HalIpaBeHa OICHKA).



Taommna 1 Hexenanu peakuuu

He:xenann Pe€aKINN

Yecrora

Nudpexnnn n nadecranumn

WNudexiwst Ha TOPHU AWXATEIHU THTUIA
Hazodapunrut

Wndexnus Ha MUKOYHUTE TBTHIIA
Cuny3ur

Punur

Hapyumenusi Ha MMyHHaTa cucTemMa
CBpPBXUYBCTBUTEIHOCT

AHTHOECIEM?

Hapymenust Ha MeTa00/1M3Ma U XpaHEHETO
XHUTEePriuKeMUs U 3aXapeH AHadeT
Icnxuynn HapymeHust

bescwHue

Hapymenusi Ha HepBHaTa cucreMa
3aMasHOCT

I'maBoGomme

[TapecTesun

Hapymienus Ha ounre

I'maykoma®
Chbpaeynyn HapymIeHUst

HcxemuyHa 6omect Ha CbpLETO

[IpeacspaHO MBKICHE

Taxuxapaus

Crpuebuene

PecninparopHu, TpBIHA M MeTUACTHHAJIHA HAPYIIEHHS

Kanumra

Opodapunreanta 60JKa, BKIFOUUTETHO BB3MAJICHO I'bPIIO
[Tapagokcanen OpoHxoCcHa3bM

Jucdorns’

Emucrakcuc

CromaniHo-4YpeBHH HAPYIIEHHS

Jlucnencus

3n0eH Kapuec

I'actpoenTeput

Cyxora B ycrara

Hapymenusi Ha KokaTa M MOAKOKHATA ThKaH
Cop0Oex/o0pus

MHoro gyectu
Yectu
Yectu
Yectu
Yectun

Yectn
Heuectn

Yectu

Heuectn

Yectu
Yectu
Penxn

Heuectn

Heuectn
Heuectn
Heuectn
Heuectn

Yectu
Yectu
Heuectn
Heuectun
Heuectu

Yectu
Yectu
Heuectn
Heuectn

Heuectn

Hapyienusi Ha MyCKYJIHO-CKeJIeTHATA CHCTEMA U CheIMHUTETHATA ThKaH

MyckynHo-ckeneTHa 0oka

MycKynHH ciazMu

Muanrus

Bonka B kpaiiHuInTe

Hapymienusi Ha 0bOpenyTe U NMKOYHUTE MBTUILA
OOcTpyKIUS HAa MUKOYHUS MEXYP M PETEHIIHSI Ha YpUHA

Heuectn
Heuectn
Heuectn
Heuectn

Yectu




OO0y HapymeHusi U e)eKTH HA MACTOTO HA MPUJIOKEHHE
Mupexcus’ Yectu
I'pbana Gonka Yectu
[lepudepen ook Heuectn
Ymopa Heuectun

! Hesxenana peakuus, Habmoaana mpu Ultibro Breezhaler, Ho He u ipy oTJeHNTE CHCTABKHL
2 C'poOIIEHNS, TIOMy4EHH 110 BPeMe Ha MTOCTMAPKETHHTOBHS OIAT; YECTOTHTE Ca M3YHCIICHU Bh3
OCHOBA HA JJAaHHHUTE OT KJIMHUYHHUTE U3HTBAHUS.

Onucanve Ha N30paHy HEXKEIAHN PEAKIINHT

Yecro ce HaOr01aBa KalluIMIIA, HO cJlabo U3pas3eHa.

Cno0111aBaHe Ha ITOI03UPAHN HEKEITAHU PEAKIIUU

Cpo011aBaHeTo Ha MOI03MPAaHH HEXKEJIaHU PEAaKIMK ClIe]] pa3peliaBaHe 3a ynoTpeda Ha JeKapCTBEHHS
MPOAYKT € BaxkHO. ToBa 1o3BoJIsiBa a MPOABIDKA HAOIIOIEHUETO Ha ChOTHOILICHUETO M0J13a/PUCK 3a
JeKapcTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIIEMAIMCTH Ce U3HUCKBA Ja ChOOIIABAT BCAKA
MOJI03MPaHa HexKeJlaHa Peakiysl Ype3 HalMOHAIHA CUCTeMa 3a ChOOIIaBaHe, MOCOYEHA B

[punoxenue V.

4.9 Ilpeno3upane
Hsima nndopmariust 3a KIMHUYHO 3HAYUMH ciTydau Ha npenosupane ¢ Ultibro Breezhaler.

[Ipeno3upanero ¢ uHAAKaTEPOI OU MOIJIO /1a IOBEZIE /10 3aCUiIBaHE Ha €()EKTUTE, XapaKTepHHU 3a
OeTaz-aJpeHEePrUIHUTE arOHKUCTH, T.€. TAXUKAPHS, TPEMOD, MaTIHUTaINH, TJIaBo00INe, TaJeHe,
MOBpBILIAHE, CHHIMBOCT, KAMEPHHU apUTMHUH, METa0O0JINTHA alliA03a, XHUITOKAIUEMHUS 1
XHTIEPrIMKEMHESI WM OM MOTJIO JIa IPpeAN3BUKa aHTUXOJIMHEPTMIHH e(DeKTH KaTo MIOBHUIIABAHE HA
BBTPEOYHOTO HaJsiraHe (MIpeIu3BUKBAIIO OOJIKA, 3PUTEITHN HAPYIICHHUS MM 3a4epBABaHE HA OKOTO),
3aIeK WM 3aTpyIHEHO U3Mpa3BaHe Ha uepBaTa. [lokazaHo € MOJKPENsIIo U CUMITOMATUYHO JICUCHUE.
AKO cIyJast € cepruo3eH, MaleHTHT TPAOBA Ja ce XocnuTain3upa. Moxe J1a ce o0OMuCN ynorpedara
Ha KapMOCEeIeKTUBHYU OeTa-0JIoKepH 3a JiedeHHe Ha OeTaz-aipeHeprudHuTe e(heKTH, HO CaMo MOA
JIEKapCKU KOHTPOJI U IPU CUJTHO MOBHIIEHO BHUMAHHUE, Thil KaTo ynorpebara Ha OeTa-afipeHepruiHu
0JIOKEpH MOJKE J1a POBOKKPA OPOHXOCTIA3bM.

5.  ®APMAKOJOI'MYHU CBOMCTBA

5.1 ®@apmakogMHAMHYHHU CBOWCTBA

®dapmakorepanepTuiHa rpyna: JlekapcTsa 3a siedeHre Ha OOCTPYKTHBHU 3200 IsIBAaHUS Ha
JIUXATEIHUTE ITBTUIIA, aApeHepruiy B komOuHarus ¢ antuxomuaeprumm, ATC kom: RO3AL04.

MexaHu3bsM Ha IEHCTBUE

Ultibro Breezhaler

Koraro nHgakatepos U MIMKOMMPOHUYM ce priarar 3aeano B Ultibro Breezhaler, te nposiBsiBat
aJIMTUBHA e(PUKACHOCT TIOPAJIH TEXHUS pa3INueH HAYWH Ha JACHCTBUE BHPXY PA3JIMYIHHU PEICITOPH U
MI'BTHUINA 3a IOCTUTaHE Ha II1aJKOMYCKYITHa penakcanus. [Topaau pa3nuuHara reCToTa Ha
Oeraz-aipeHepruyHUTe perentopr 1 M3-perienTopute B IIEHTPAIHUTE U MIEpU(PEPHUTE TUXATESITHN
IIBTHIA, OCTaz-arOHUCTUTE OU TPSOBAIIO J1a ca MO-C(PEKTHBHHU B pPellaKcallusaTa Ha eprugepHUTES
JIUXaTEITHY MBTHUIINA, TOKATO aHTUXONMHEPruyHaTa ChCTaBka Ou TpsOBAjIo Ja € Mo eheKTHBHA IO
OTHOIIICHHE Ha TICHTPAJTHUTE JUXaTeIHU mbTHIa. Cle[0BaTelTHO, 32 ONTUMAITHA OPOHXOTUTATAIIHS
KaKTO Ha nepudepHuTe, Taka U Ha IISHTPATHUTE JUXATEIHN TBTHUIA, KOMOMHALNATA OT
Oeraz-alpeHePrUIHA aTOHUCTH U MYCKapUHOBH aHTarOHUCTH OM OMIIa OT IoJi3a.




Hnoaxamepon

WNunakarepon e IbparofeicTaal 6eTaz-aipeHepruieH aroH|CT 3a €AHOKPATHO THEBHO MPHUIIOKEHHE.
®dapmakonornuyHuTe eexT Ha 0eTaz-aApeHOPELEITOPHUTE arOHUCTH, BKJIFOYUTEIHO UHIAKaTEPOI,
MOrar IMOHE YaCTHYHO J]a Ob1aT 00SCHEHN C aKTHBHUPAHETO Ha BETPEKJICThUHATA aIeHUIIATIIMKIIa3a —
€H3UM, KOWTO KaTanu3upa npeBpbluaHeTo Ha ageHo3uHTpudochar (ATD) B uukimmyen 3°,5’-
anenosuaMoHOdochat (mkmmueH AM®). [MoBumienuTe HuBa Ha uKImIeH AM® BoasT 10
pernakcaiys Ha OpoHXHaIHaTa IJajika MycKynarypa. In Vitro mpoyuBaHusi MoKa3Bart, 4e HHIAKaTepoll €
IBJITO JIeHicTBAall OeTaz-aipeHePriyeH arOHUCT, IPOSIBSIBAIL MHOTOKPATHO MO-T0JIsIMA arOHUCTUYHA
AKTUBHOCT 110 OTHOILLICHUE Ha OeTaz-pelienTopure crpsMo Oerai 1 6eTas-perenTopure.

Koraro ce naxanmpa nHIaKaTepol AelcTBa JOKaIHO B OemmTe IpoOoBe KaTo OPOHXOIUIATATOD.
Nunakarepos e napiyasieH arOHUCT Ha YOBELIKUTE OeTaz-aJpeHeprudHy PeLenTOpH ¢ HAaHOMOJIapeH
MOTEHIIHA.

Brrnpexn e Oeraz-apeHepruaHuTe PELENTOPH ca IIPe0dIaaaBaluTe aapeHepPruIHN PEIENTOPH B
OpoHXHMaJIHATA TJIaJIKa MYCKYJIaTypa, a B YOBEIIKOTO ChpLe MpeodianaBar Oerai-aJpeHepruaHITe
peLenTopy, B ChbpLETO UMa U OeTaz-alpeHepriuuHy perentopy, Bkaousanm 10-50% ot obums Opoit
aJIpeHEPrUYHH perenTopu. Hanmmumero uM B ChpIETO yBeIMYaBa Bb3MOXKHOCTTA JIOPH TIPH
BHCOKOCEJICKTUBHH OeTaz-apeHepruyHU arOHUCTH J1a nMa €()eKTH BbPXY ChPLETO.

Tnuxonuponuym

I'makonpoHnyM € HHXaIaTOpeH ABITOIEHCTBAI AaHTATOHUCT HA MyCKapUHOBHTE PELENTOPH
(aHTMXOJIMHEPTHYHO CPEACTBO), MPHUJIAraH BEAHBHK THEBHO 32 MOIIBPIKAII0 OPOHXOANIATATOPHO
neuenne npu XOBB. [TapacumnaTtukoBruTe HEPBH ca OCHOBHUAT OPOHXOKOHCTPHKTUBEH HEBPAJICH BT
B IMXATEJIHUTE MBTUIIA M XOIMHEPTUYHUAT TOHYC € KIFOUOBUAT 0OpaTUM KOMIIOHEHT OT
oOcTpykuusTa Ha quxarennute mbTuma npu XObb. ['ukonuponnyM feicTBa KaTo moTHCKa
OpOHXOKOHCTPUKTUBHOTO JICHCTBHE HA AlleTUIIXOJIMHA BHPXY TIIaJKOMYCKYJIHUTE KJIETKHA Ha
JUXaTeJHUTE IIBTULLA U 110 TO3U HAUUH JUJIaTUpa JUXaTeIHUTE IbTUILA.

['MMKONMpPOHNEBHUAT OPOMHT € AHTArOHKCT HAa MYCKapUHOBHUTE PEIIENTOPH ¢ BUCOK aduauTeT. [1o
BpeMe Ha MTPOYUBAHMS C PAJANOIMUTAH/I MTOKa3Ba Ha 4 IIBTHU MO-BUCOKA CENIEKTUBHOCT KbM M3

peueunTopruTe IMpu Xopa, OTKOJIKOTO KbM M2 PEUCIITOPUTE.

dapMakoMHAMUYHU eQEKTH

KomOunanusta Ha nHaakaTepos u rimkonuponuym B Ultibro Breezhaler nmokassa 6bp3a nosisa Ha
e(ekT, B paMKUTe Ha 5 MUHYTH clie]] Ipuiarane Ha j1o3ata. EQekTsT ce 3aabpxka HepOMEHEH B
paMKHTe Ha 1enus 24-4acoB MHTEPBAJ Clie]] IpUiaraHe Ha J03aTa.

CpenHusT OpOHXOIMIATATOPEH €EKT, MOIyUeH B Pe3y/ITar Ha cepust u3mepBanus Ha DEO1 B
pamkute Ha 24 yaca e 320 ml cien 26 ceqmuuno npuiokeHne. EQekThT € Masiko MO-royisiM 1pu
Ultibro Breezhaler, npu cpaBHeHHE ¢ HHIAKATEPOJI, TIUKOMUPOHHYM HIIM THOTPOIUYM, TIPUIIOKEHHUE
camocrosTesHo (pasnuka or 110 ml mpu Besiko cpaBHEHUE).

Hsima nanHu 3a pa3BuTHE Ha Taxu(uIakcus o oTHomeHnue Ha edekra Ha Ultibro Breezhaler B
TeYEHHe Ha BPEMETO, TIPH CPaBHEHHUE C IUIaed0 MM OT/ICIHUTE My ChCTaBKH.

Egexmu evpxy copdeunama wecmoma

Edexrure BbpXy chpiedHara 4ecToTa IpH 31paBu J00POBOIIIM ca U3CIICABAHM ClIe] €THOKPATHO
npuJIaraHe Ha J103a, MpeBuilaBaiia 4 mbTH IpernopbynTesiHaTa TeparneBTnaHa qo3a Ha Ultibro
Breezhaler, mpunokeHa Ha yeTHpH TBTH NP3 €AKMH Yac U CpaBHEHA ¢ eeKTUTe Ha Tu1ane6o,
WHIAKaTePOJI, TIMKOIMMPOHUYM U CaIMETEePOIL.

Haii-ronsiMoTo moBHIlIeHNE Ha CHPJIEYHATTA YECTOTa CIpsMO 1ianedo e 6o +5,69 ynapa B MuHyTa
(90% CI [2,71, 8,66]), Haii-ronsmoro nonmxeHue e ommo -2,51 yaapa 8 munyra (90% CI [-5,48,
0,47]). Karo usiio, eekThT BBPXY Chp/IeYHATa YECTOTa HE TTOKa3Ba TPaitHo (hapMaKoINnHAMUYHO
BmsiHue Ha Ultibro Breezhaler.
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Uzcnenpana e cppaeunara yectora npu narenTu ¢ XObb, mpu kouTo ca npuiarasu 1031
npeBuInaBaiy tepanestuynute. He ca HabmonaBanu 3naunmu epextu Ha Ultibro Breezhaler spxy
CpelHaTa ChpeYHa YeCTOTa B IPOABIDKCHUE Ha 24 Yaca M BbpXY ChpeYHATa YeCTOTa, U3MepeHa Clie]
30 MunyTH, 4 Yaca u 24 gaca.

QT unmepsan

B npoyuBane 3a cpennara npoabkuteanoct Ha QT (TQT) mpu 3apaBu 100pOBOIIIH, TPUEMAIITT
MHXAJATOPHO WH/IAKaTepoJl BB BUCOKA /1032 (710 1Ba IIBTH MaKCHMAaJIHATA PEIIOPHUUTEIHA
TepaneBTHYHA 1032) He ce Ha0Ir0JaBa KIMHUYHO 3Ha4nM eekT Bepxy QT untepana. [TogobHo mpu
TJIMKOIIMPOHUYM He ce HaOmo1aBa yubipkaBane Ha QT mHTepBana, B xona Ha TQT mpoyuBane, cien
WHXaJMpaHe Ha 1032 MTPeBHUIIIaBalia 8 MbTH MPEeTNophbUUTENHATA TEPATICBTUYHA J1034.

Edexrure na Ultibro Breezhaler sspxy QTC nHTEpBaIa ca H3CIEABAHHU MPH 3IPaBU JOOPOBOJIIIH, CIIE]T
unxammpane Ha Ultibro Breezhaler B no3a, npeBuinapaina 70 4 mbTH NpenopburTeIHATA
TepareBTHYHA /1033, Ha YSTUPH IIBTH Mpe3 eauH yac. Hali-rossiMa pasiinka B MPOABKUTEIHOCTTA Ha
UHTEpBaa cupsamo riarebo e 4,62 ms (90% CI 0,40, 8,85 ms), Hail-royiIMOTO CKbCSBaHE B
MPOIB/DKUTEHOCTTA Ha HHTepBaia € -2,71 ms (90% CI -6,97, 1,54 ms), koeto mokasBa, ue Ultibro
Breezhaler usima 3Haunmo BimsiHue BpXy QT uHTEpBania, KaKTO ce OYaKBalle OT CBOMCTBATa HA
ChCTaBKUTE MY.

ITpu nanmentu ¢ XOBb nmpunmaraHeTro B CynpaTepaneBTUYHN J03H MEXITY

116 mukporpamal/86 mukporpama u 464 mukporpama/86 mukporpama Ha Ultibro Breezhaler mokassa
MO-BUCOK TIPOIIEHT Ha MAIMEHTH ¢ yabbkaBaHe Ha QTCF cipsMo nzxoanara croiHOoCT Mexay 30 ms
1 60 ms (uarepBan ot 16,0% mo 21,6% crpsmo 1,9% 3a miane6o), 6e3 na uma yabnkaBadne Ha QTCF
>60 ms cripsiMmo u3xoaHara croitHocT. Haii-Brcokara no3a Ha Ultibro Breezhaler or

464 mukporpama/86 MuKporpama rmokasBa Haii-roJIsiM IIPOIICHT Ha yIbJKaBaHe Ha a0COTIOTHATA
croitnoct Ha QTCF >450 ms (12,2% cnpsimo 5,7% 3a maie60).

Cepymen kanuii u KpbHA 3axap

ITpu 31paBu qo6poBomy, cien npuiaarane Ha Ultibro Breezhaler B 1o3a, mpeBuiisaria 4 mbtu
NpeNophUNTEIHATA TEPAEBTUYHA /1032, €)EKTHT BbPXY CEPYMHHUS KaJHii € MHOT'O MalTbK
(MakcuMmaHa pasiuka ot —0,14 mmol/l mpu cpaBHeHwue ¢ T1ane60). MakcuMaHUAT e)EKT BbPXY
KpbBHaTa rimoko3a e 0,67 mmol/l.

Kinnnunga edrkacHoOCT U 6€300aCHOCT

Knunananara ®aza |1l mporpama 3a passutie Ha Ultibro Breezhaler BxirouBa mect npoy4BaHus, B
kouto ca Bkirouenr Haja 8 000 nanumentu: 1) a 26-ceaMuyHO, TU1a11e00 ¥ AKTUBHO KOHTPOJIMPAHO
(MHIaKaTepOJ BEAHBK JHEBHO, MIMKOIMMPOHIYM BEIHBK JHEBHO, OTKPUT THOTPOIIUYM BEIHBK
JTHEBHO) MIpoy4BaHe; 2) a 26-ceIMUYHO, aKTHBHO KOHTPOIHUPAHO ((hIyTHKa30H/CaIMeTepol JIBa MbTH
JTHEBHO) Mpoy4Bane; 3) a 64-ceqMUYHO, aKTUBHO KOHTPOJIHMPAHO (TIIMKOMMPOHUYM BEIHBK THEBHO,
OTKPUT THOTPOIIUYM BEIHBXK JIHEBHO) Mpoy4Bane; 4) a 52-ceqMuyHO, Tutarebo KOHTPOIMPaHO
npoy4BaHe; 5) 3-ceIMUYHO MIa1[e00 U AKTHBHO KOHTPOJIUPAHO (THOTPOIHUYM BEIHBK JTHEBHO)
Mpoy4YBaHe 3a TojepupaHe Ha GU3MIECKO HaToBapBaHe; 6) 52-ceIMUUHO aKTUBHO KOHTPOJIMPAHO
(pmyTrKazoH/camMeTepos qBa MbTH AHEBHO) MPOYYBaHE.

B yerupu ot Te3u npoyyBaHMsI ca BKJIFOYEHU MALMEHTH ¢ KIMHUYHA JUarHo3a yMepeHa J0 TeKKa
XOBBb. B 64-ceqMuuHOTO NMpoydYBaHe ca BKIIOUCHH MAIUEHTH, UMAIIX TeKKa 10 MHOTO Texkka XOBB,
C aHaMHe3a 32 >1 yMepeHo TeKKa MM Texka ex3arepoanus Ha XObb npes n3munanarta rogusa. B
52-ceqMUIHOTO aKTUBHO KOHTPOJIMPAHO MPOYYBaHE ca BKIIOUEHH MAMEHTH ¢ yMEPEHO TEKKa J10
MmHoro Texka XObb, ¢ anamHesa 3a >1 ymepeHo Texka nim Texkka ek3auepOanus Ha XOBb npe3
W3MHUHAJIaTa TOIUHA.
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Edexmu evpxy ¢pyuxyusma na benus opod

Ultibro Breezhaler nmoka3sa kIMHUYHO 3HAYMMO MTO00peHHe B OeopoOHaTa GpyHKIUs (H3MepeHa
upe3 popcrpanus ekcrmparopeH obeM 3a enHa cekynaa, ®EO1) B peuna KIMHIYHU TPOYYBAHHS.
B®B ¢aza Il mpoyuBanusta, OpoHX0MIATATOPHUS €PEKT ce HabIr01aBa B pAMKHTE HA 5 MUHYTH
ClIe/l IpUJIarale Ha IbpBara J103a U Ce 3a/IbpiKa Mpe3 1esms 24-4acoB UHTEPBAJI HA TO3UPaHE, CIie]
Mpuiiarane Ha mbpBarta jio3a. He ce HaOmoaBa oTciadBane Ha OPOHXOAUIATATOPHUS e(heKT B
TEUEHHE HA BPEMETO.

[onemuHaTta Ha eeKTa 3aBUCH OT CTENICHTA Ha 0OPATUMOCT Ha OOCTPYKIUSITA HA TMXATSITHUTE
I'BTHIIA HA U3XOTHO HUBO (M3CJIeIBaHA Ype3 MpHiiaraHe Ha Obp30/ieiicTBAI MyCKapHHOB aHTarOHUCT
OpoHxoxuIararop uin Obp3ojaeiicTBal OeTaz-aroH|ueT OpoHxoauararop): [lanueHTuTe ¢ mo-HucKa
CTEICH Ha 00paTUMOCT Ha M3X0AHO HUBO (<5%), KaTo 1510 TOTy4YaBaT Mo-MaTbK
OpOHXOIMIATATOPEH OTTOBOP OTKOJKOTO MAIMEHTUTE C TI0-BUCOKA CTETIEH Ha 00paTUMOCT Ha
M3XO0IHO HUBO (>5%). Ha 26-ta cemmuna (mepBudHa kpaiina Touka) Ultibro Breezhaler mosuiiasa
Haii-auckus aeHonorieH ®EO1 ¢ 80 ml (Ultibro Breezhaler n=82; mnane6o N=42) npu nauyeHTUTe ¢
Haii-HKCKa cTerneH Ha obpatumocT (<5%) (p=0,053) u ¢ 220 ml (Ultibro Breezhaler n=392, mnane60
n=190) rpu Te3u MaIMEeHTH, C II0-BHCOKA CTEIICH Ha 00paTUMOCT Ha M3XOHO HUBO (>5%) cipsiMo
miane6o (p<0,001).

@EO1 6 Kpasi Ha 00308us unmepsa u 6vpxo8 OEO::

Ultibro Breezhaler moBumasa B kpast Ha g0o30Bust uHTepBasg @EO:1 B Kkpast Ha 1030BUSI HHTEPBAJ C
200 ml mpu cpaBHeHue ¢ maae6o Ha 26-Ta ceaMulIa, ITbpBUYHA KpaiiHa Touka (P<0,001) u mokassa
CTAaTUCTUYECKH 3HAYUMO TIOBUIIICHHE TIPU CPABHEHHUE C BCSKO €IHO OT TEPaIleBTUYHUTE paMeHa Ha
MOHOTepanus (MHAAKATePO U TIIMKOMUPOHIYM ), KAKTO ¥ C TEPAIIEBTHYHOTO PaMO Ha THOTPOIUYM,
KaTo C€ BIKJIA OT TabJMIaTa 1mo-oiy.

Haii-nucbk nenonouen ®EO: cien npuiiarane Ha go3ara (CpeaHa CTOMHOCT 10 MeTOAa HA Hai-
MaJIKUTE KBaJpaTu) Ha 1-usi 1eH 1 Ha 26-Ta cenmuina (MbpPBUYHA KPaiiHa TOYKA)

Paziuku B Tepanunre 1-Bu nen 26-Ta ceqMmuIa

Ultibro Breezhaler — mmare60 190 ml (p<0,001) 200 ml (p<0,001)
Ultibro Breezhaler — unmakarepon 80 ml (p<0,001) 70 ml (p<0,001)
Ultibro Breezhaler — rimuxonuponnym 80 ml (p<0,001) 90 ml (p<0,001)
Ultibro Breezhaler — tuorponuym 80 ml (p<0,001) 80 ml (p<0,001)

Cpemuust ®EO1, npeau npuarade Ha go3arta (cpeaHara CTOWHOCT OT U3MEPBaHHUATA HarpaBeHu -45
1 -15 MUHYTH ITpe/M TpUJIaraHe Ha CyTpeIIHaTa 1032 Ha M3MUTBAHOTO JICKAPCTBO) € CTATHCTHYCCKU
3Haunmo B nosza Ha Ultibro Breezhaler na 26-ra ceamuia nipu cpaBHeHne ¢ GIIyTHKa30H/CaaIMeTepot
(cpenna TepareBTHYHA pa3iiiKa 10 METO/1a Ha Haii-mMankute kBaapatu 100 ml, p<0,001), Ha

52-pa cenmuila, Ipu CpaBHEHHUE ¢ rianebo (CpeiHa TepaneBTUYHA pa3iikiKa o METo/1a Ha Haii-
masikute kBagparu 189 ml, p<0,001) u mpu Bcuuku octaHa I BU3UTH 10 64-Ta CeAMUIIA, TPU
CpaBHEHHE C TJIMKOMMPOHUYM (CpeHa TepareBTHYHA pa3jiiKa [0 METO/Ia Ha Hall-MaJIKUTE KBaApaTh
70-80 ml, p <0,001) u Trorponuym (cpeiHa TeparneBTHYHA pa3iKa M0 METO/1a Ha Hai-MaJIKUTe
kBazapatu 60-80 ml, p <0,001). B 52-ceAMHYHOTO aKTUBHO KOHTPOJIMPAHO MPOYUIBAHE CPEITHHUSIT
®EO1 npeau mpuiiaraHe Ha 03aTa € CTaTHCTHYeCKH 3HaurMo B rmoj3a Ha Ultibro Breezhaler mpu
BCHYKH BU3UTH JI0 52-pa ceiMHIIa CTIPSIMO (IIyTHKA30H/CaIMeTepoIt (CpeiHa TepaneBTHYHA pa3iiKa
10 MeToj1a Ha Haii-MasikuTe kKBajaparu 62-86 ml, p<0,001). Ha 26-ta ceamuma Ultibro Breezhaler Boau
JI0 CTaTUCTUYECKU 3HAUYUMO nopo0penue BbB Bbpxosust @PEO1 npu cpaBHEeHHE ¢ mianedo, mpe3
mbpBUTE 4 Yaca clie]] priaraHe Ha jgo3ara (CpeHa TepaneBTHYHA Pas3iuKa [0 METO/Ia Ha Hai-
masikute kBagparu 330 ml) (p<0,001).

DEO1 cmanoapmusupana naow, noo kpugama, AUC:

Ultibro Breezhaler nouruaBa ®EO: cranaaptusupana o o kpuata AUCo-12, cien npuarane
Ha jo3ara (MbpBUYHA KpaitHa Touka) ¢be 140 ml Ha 26-ta ceamuria (p<0,001) mpu cpaBHEHwE €
(ITyTHKa30H/CaIMETEPOIT.
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Cumnmomamuyno nosiuasane

3aoyx:

Ultibro Breezhaler cratuctiuecku 3Ha4MMO HaMalIsiBa 3a/1yXa, OLICHEH Ype3 HHICKCa 3a TPAaH3UTOPHA
nuctaes (TDI); mokasBa CTaTUCTHYECKH 3HAYUMO TTOI00peHne BB (hokamHus ckop Ha TDI Ha

26-Ta ceaMHuIIa IPU CpaBHEHHE ¢ TU1aedo (cpeqHa TepaneBTUYHA Pa3iiKa [0 METOo/Ia Ha Hali-MaJIKUTe
kBazapatu 1,09, p<0,001), Teorpornuym (cpeaHa TepaneBTHYHA pa3jidKa [0 METOo/Ia Ha Hall-MaJIKuTe
kBazapatu 0,51, p=0,007) u puyTrkazon/canmerepos (CpemHa TepaneBTUYHA Pa3iMKa [0 METo/a Ha
Haii-maskute kBaaparu 0,76, p=0,003). I[TIpoaoOpeHueTo cCrpsiMo HHAAKATEPOIT M TJIMKOIIUPOHUYM €
cporBeTHO 0,26 1 0,21.

CTaTHCTHYECKH 3HAYMMO TI0-BUCOK MPOLCHT OT naipenTure, npuemainy Ultibro Breezhaler
0TroBapar ¢ mojpoopenue ot 1 Touka niam nosede BB GokanHus ckop Ha T DI Ha 26-Ta cenmuia, npu
cpaBHenue ¢ mianebo (crorBetHO 68,1% 1 57,5%, p=0,004). [To-roysiM NpOLEHT OT MALMEHTHTE Ha
Ultibro Breezhaler nemoHcTprpaT KIMHUYHO 3HAYMMO TTO100peHne Ha 26-Ta ceIMUIIa PH CpaBHEHHE
¢ tuorporuym (68,1% Ultibro Breezhaler cipsimo 59,2% tuorpormmym, p=0,016) u
¢yrukazon/canmerepon (65,1% Ultibro Breezhaler cripsimo 55,5% ¢ayrukason/canmerepos,
p=0,088).

Cewp3ano cve 30pasemo Kavecmeo Ha HCugom:

Ultibro Breezhaler uma cbI1io Taka CTaTHCTUYECKU 3HAUYMMO BIIMSHHUE BbPXY CBBP3aHOTO ChC 3/IPABETO
Ka4ecTBO Ha JKMBOT, OIIEHEHO 4pe3 PecrimpaTopHus BEIIPOCHUK Ha JIOHJOHCKUS YHUBEpcUTET CB.
['eopru (St. George's Respiratory Questionnaire) (SGRQ), karo moka3Ba MOHMXEHHUE B OOIIUS CKOp Ha
SGRQ Ha 26-Ta cenqmuIia cpsaMo iaredo (cpegHa TepaneBTHYHA pa3ikKa 10 METo/Ia Ha Hai-
masikute kBagparu -3,01, p=0,002) u TnoTponuym (cpenHa TepareBTUYHA pa3IrKa 10 METO/Ia Ha Haii-
masikuTe kBaaparu -2,13, p=0,009), a mOHHKEHUETO CIPAMO HHIAKATEPOJ U TIIMKOMTHPOHHYM €
crotBeTHO -1,09 u 1,18. Ha 64-ta ceaMuiia MOHUKEHUETO CIPSIMO THOTPOIIHYM € CTaTUCTHIECKU
3HAYUMO (CpeHa TepareBTHYHA Pa3/IMKa 10 METO/Ia Ha Haii-MaJakuTe kBaapatu -2,69, p<0,001). Ha
52-pa ceaMuIa TOHMKEHUETO CIIPSMO (ITyTUKA30H/CaIMETePOoIl € CTATUCTUYECKH 3HAYMMO (CpeiHa
TepareBTUYHA pa3iiKa [0 MeTo/1a Ha Hail-mankute kBaaparu -1,3, p=0,003).

CTaTHCTHYECKH 3HAYMMO TIO-T'OJISIM TIPOLICHT OT marmenTute, npueMan Ultibro Breezhaler
OTrOBapAT ¢ KIMHUIHO 3HaYMMO rogoopenne B SGRQ ckopa (mehuHrpaHo KaTo NOHMKEHHUE C TOHE

4 eIMHUI CTIPSIMO U3XOIHATA CTOMHOCT) Ha 26-Ta cenmuIia cpsamo miarebo (crorBetao 63,7% u
56,6%, p=0,088) u trorporuym (63,7% Ultibro Breezhaler cnipsimo 56,4% trorporiuym, p=0,047), Ha
64-ta cenmuIia CIPSMO TTMKOMTUPOHUYM U THOTporuyM (cwotBeTHO 57,3% Ultibro Breezhaler ciipsimo
51,8% raukonuponunym, p=0,055; cipsimo 50,8% Trorpornmym, p=0,051) u Ha 52-pa ceamMuIia CipsiMo
¢yrukazon/canmerepon (49,2% Ultibro Breezhaler cripsimo 43,7% ¢ayTrka3on/canmerepor,
BEpOATHOCTHO choTHOImeHue [Odds ratio]: 1,30, p<0,001).

Ebiceonesnu oetinocmu

Ultibro Breezhaler nemoncTprpa cTaTHCTUYECKH 3HAYUMO [10-U3PA3EHO MOI00PEHUE CIIPSIMO
THUOTPOITMYM B IPOIICHTA Ha ““JIHH, B KOMTO € Bh3MOXKHO JIa C€ M3BBPIIBAT OONYAIHH €XKEe/THEBHU
JeWHOCTH” B IPOIBbJDKCHUE Ha 26-Te cenMHUITU (CpeiHa TepaneBTHYHA pa3iivKa [0 MeTo/ia Ha Hai-
masikute kBaaparu 8,45%, p<0,001). Ha 64-ta ceamuma Ultibro Breezhaler mokassa uwciierno
10100peHHUe CIIPSMO TIIMKOIMMPOHUYM (CpeiHa TepaneBTHYHA pas3MKa [0 METo/Ia Ha Hail-MaJIKuTe
kBazpatu 1,95%; p=0,175) u cTaTUCTUYECKHU 3HAUUMO MTOA00OPEHHE CIIPSIMO THOTporuyM (cpeaHa
TeparneBTUYHA Pa3iiiKa [0 MeTo/Ia Ha Haii-mankute kBaaparu 4,96%; p=0,001).

13



Exsayepboayuu na XObb

Ha 64-ta cenmuria Ha mpoyuBaHeTo, cpaBHsBario Ultibro Breezhaler (n=729), rnukonuponuym
(n=739) u Tuorpormym (N=737), Ultibro Breezhaler namansBa roauiHara 4ecTota Ha yMEPEHUTE 10
Texku ek3aepoarmu Ha XOBb ¢ 12% npu cpaBHenue ¢ rimkoruporuyMm (p=0,038) u ¢ 10% mpu
cpasrenue ¢ TuorpormyMm (p=0,096). BposT Ha yMepeHHTE WM TEKKUTE ek3anepOaru Ha XOBb B
nanuenroronuau ¢ 0,94 3a Ultibro Breezhaler (812 cx0utus), 1,07 3a rimkomnupornym (900 chouTus)
u 1,06 3a tnorpormmym (898 croutust). Ultibro Breezhaler coiio Taka cratuctndecku 3HaunmMo
HaMaJsiBa roAMIIHATA YECTOTa Ha BCHUKH BUoBe ek3anepoarmu Ha XOBb (nexn, ymepenu wm
TexkH) ¢ 15% npu cpaBaenue ¢ rimukonupornym (p=0,001) u ¢ 14% npu cpaBHEHHE C THOTPOITUYM
(p=0,002). BposT Ha Bcruku ex3ariepbarnuu Ha XOBb B manmentoroaunu e 3,34 3a Ultibro Breezhaler
(2 893 cvoOuTHs), 3,92 3a rukonuporHuyM (3 294 crouTHs) 1 3,89 3a THOTpOIHyM (3 301 cHOHUTHS).

B 52-cenmuunoro npoyuBane, cpaBusiBaio Ultibro Breezhaler (n=1 675) u ¢yrukazon/cammerepon
(n=1 679), Ultibro Breezhaler nocrura mbpBuyHaTa KpaiiHa TOUKa Ha MPOYYBAHETO 32
HeHH(EPHOPHOCT MO OTHOLIEHNE Ha YeCTOTaTa Ha BCUYKH ek3auepbammu Ha XObb (J1exu, ymepeno
TEXKKH HITH TEXKKHN) CIIPAMO (piryTHKa30H/cammerepoit. Bpost Ha BCHUKH eK3aiiepOaiin Ha
XOBb/mammentoroaunu ¢ 3,59 3a Ultibro Breezhaler (4 531 cx6urus) u 4,03 3a
¢yrukazon/cammerepon (4 969 cwourus). Ocsen ToBa Ultibro Breezhaler mokassa nqombiHuTEHO
MPEBB3XOJICTBO, KATO HaMaJIsiBa TOIMIIIHATA YeCTOTa Ha BCUYKH ek3anepbanuu ¢ 11% crnpsmo
¢yrukazon/cammerepon (p=0,003).

CpasueHo ¢ ¢uyrtrkazon/camverepon Ultibro Breezhaler namanssa roguimHara 4ectora Ha yMEPEHO
TEXKKUTE MK TEKKH ek3ariepbanuu cbe 17% (p<0,001), a Ha TexkuTe ex3anepoarmu (M3HUCKBAIIN
xocnuramm3anus) ¢ 13% (6e3 cratucrudecka 3Hadnmoct, P=0,231). BposT Ha yMepeHO TeKKUTE UITH
Texkn ek3anepbannn Ha XObb/marmenroroauau e 0,98 3a Ultibro Breezhaler (1 265 cs6utns) u 1,19
3a (urytukason/camverepor (1 452 croutus). Ultibro Breezhaler ynbmkasa Bpemero 10 mbpBara
YMEPEHO TeXKa HJIM TeKKa eK3ariepOariis, MOHmKaBalKy prucka 3a ex3arepbaims ¢ 22% (p<0,001) u
yIBIDKaBa BPEMETO JIO ITbpBaTa TEXKKa eK3arepOoalris, MoHWKaBaiiki prcka 3a ek3amepoarms ¢ 19%

(p=0,046).

Yecrorara Ha HeBMoHus € 3,2% B pamoto Ha Ultibro Breezhaler cripsimo 4,8% B pamoro Ha
¢aytukazon/camverepon (p=0,017). Bpemero 10 mbpBata mHeBMOHUS € yabipkeHo mpu Ultibro
Breezhaler cnipsimo arytukason/canmerepon (p=0,013).

B apyro npoyusane, cpasusiBaio Ultibro Breezhaler (n=258) u dytukazon/canmerepon (n=264), ¢
MPOABIDKUTEIHOCT 26 CeAMMIIH, OPOSAT Ha YMEPEHUTE UK TeXKUTE ek3ariepoaruy Ha XObb B
narenroronunu e 0,15 cripsmo 0,18 (18 ciydast cipsimo 22 ciryuast), cborBeTHO (p=0,512), a Opost
Ha BcnukH ex3auepbauuu Ha XOBb B nmarmenToroannu (J1ieku, ymepeHu mimm Texkn) € 0,72 cipsmo
0,94 (86 cityuas cripsimo 113 ciydas), chotBetHO (P=0.098).

Vnompeba na cnacumenna mepanus

Ha 26-ta cenmuria Ultibro Breezhaler cratucruuecku 3HaunmMo HamansBa ynotpebaTa Ha CIIACHTEITHA
tepanus (candyramon) ¢ 0,96 BnpbckBanus Ha neH (P<0,001) npu cpaBHeHHE ¢ TUIaNEo0,

0,54 BupbckBanus Ha aeH (P <0,001) npu cpaBHeHue ¢ THOTporuyM U ¢ 0,39 BipbcKBaHUS Ha JCH
(p=0,019) npu cpaBuenue ¢ GuayTrkazon/canmerepoi. Ha 64—Ta ceqMuiia ToBa HAMaJICHUE € C

0,76 BrpwckBanus Ha feH (P<0,001) npu cpaBHenue ¢ Tuorponuym. Ha 52-pa cenqmuria Ultibro
Breezhaler namansBa ynorpebara Ha ciacutesHa Teparnus ¢ 0,25 BIpbCKBaHUS HA JICH B CPAaBHEHHE C
dbuyrukazon/camverepor (p<0,001).

14



Dusuyecka uz0pwLHCIUBOC

Ultibro Breezhaler, npuioxen cyTpuHTa, HamassiBa TMHAMUYHATA XUTIEPUHQIIALUs U 10100 psBa
MPOBJDKUTEIHOCTTA Ha (PUBHUECKUTE YIIPAXKHEHHUS, KaTO €(PEKTHT € HaJMIIE U Ce 3abpKa OT
npuiaraHe Ha bpBaTa J103a HaTaThK. Ha IbpBUs IeH OT JIeYeHUEeTO, MHCIIMPATOPHHSAT KallaluTeT MPH
(u3HuUecKa HATOBAPEHOCT € CUTHU(HUKAHTHO MOA00peH (CpenHa TeparneBTUYHa pa3iikKa 1o METo/1a Ha
Haii-maskute kBaaparu 250 ml, p<0,001), nmpu cpaBHenue ¢ riare6o. Crer TPy CEAMUIIM JICUCHHUE,
nozo0penueTo B nHcnparopaus kananutet Ha Ultibro Breezhaler e mo-cumHo uspaseno (cpenna
TepareBTHYHA pa3jMKa 10 MeTo/Ia Ha Haii-Majkute kBajaparu 320 ml, p<0,001) u HapacTBa
HPOABIDKUTEIHOCTTA Ha YIIPAKHEHHATA (Cpe/iHa TeparneBTUYHA pa3iiMKa [0 METO/Ia Ha Hail-MaJIKUTe
kBaapat 59,5 cexynau, p=0,006), npu cpaBHeHue ¢ Iaeoo.

Ilequarpryba nonyJjanus

EBponeiickara areHuus o jekapcrBara 0CBOOOKAaBa OT 3abJDKCHUETO 3a IPE0CTaBsHE Ha
pesyaratute ot npoyuBanusta ¢ Ultibro Breezhaler 8B Bciuky noarpynu Ha neaparpuaHaTa
TIOMYJIAIHsI TIPH XpOHMYHA 00CTpyKTHBHA OenoapooHa 6omnect (XOBB) (Bxk. Touka 4.2 3a
uH(popMaIKs OTHOCHO yroTpeda B eMaTpusTa).

5.2 dapMakoKHHETHYHHU CBOlicTBA

AbGcoporms

Ultibro Breezhaler

Cnen nnxammpane Ha Ultibro Breezhaler mennanara Ha BpeMeTo 3a JJOoCTHTaHe Ha MUKOBA II1a3MeHa
KOHIICHTPAIIMsI HAa WHIAKATEePOJI U TTUKOMHUPOHUYM € MPUOIM3UTeTIHO 15 MUHYTH U 5 MUHYTH,
CBOTBETHO.

Bb3 ocHoOBa Ha iNn Vitro mannu, 1o3ata Ha MHIAKATEPOI, JOCTaBeHa B Oenus 1po0, ce ouaksa j1a Obae
nono6na mpu Ultibro Breezhaler u unnakatepo, u3mnon3san kato MoHoTepanus. CrairoHapHara
EKCITO3MIINS Ha MHIaKarepod, cien naxanmupane Ha Ultibro Breezhaler e wim momo0Ha witn Masko mo-
HHCKA OT CHCTEMHATA SKCIIO3MIIUS Clie]] MHXAIMPAHEe Ha HHIAKATEPOII KATO MOHOTEpAITHSL.

Cren nnxammpane Ha Ultibro Breezhaler abconmtoTHara 6noHainuHOCT Ha MHIAKATEPOIT CE OYaKBa 1a
O0bae B mHTEpBaa ot 61 1o 85% Ha nocTaBeHara 703a, a Ta3u Ha TJIMKOMUPOHUYM € 0K0jI0 47% ot
JI0CTaBeHAaTa J103a.

CranroHapHaTa eKCIIO3HIS Ha TIMKOMUPOHUYM, clien naxanupatne Ha Ultibro Breezhaler e nogo6na
HA CHCTEMHATa EKCIIO3UIIUS CJie]l MHXaIMPaHe Ha MTMKOMUPOHUYM KaTO MOHOTEpAITHUSI.

HUnoaxamepon

KonnenTparpsita B cTalilMoHapHO CHCTOSHUE HA MHAAKATEPOJI ce JOCTUTa B paMKkuTe Ha 12 1o 15 anu,
ciie]] IPUJIOKEHUE BEAHBXK JHEBHO. CpeTHUAT Koe(PUIIMEeHT Ha KyMyanus Ha uaaakarepod, 1.6 AUC
OTBB] 24-1acoBust HTEpBaJ Ha Ao3upane Ha Jen 14 umu Jen 15 crpsmo [en 1 e B Auanazona Mexmy
2.9 u 3,8 mpu nHXanMpaHe BeIHBK JHEBHO B 1032 Mexay 60 mukporpama u 480 mukporpama
(mocTaBenaTa mo3a).

Tnuxonuponuym

[Tpu nammentu ¢ XOBb dapMakOKHHETHYHO CTAIIMOHAPHO CHCTOSHUE HA TIIMKOIMUPOHUYM CE JJOCTUTA
B PaMKHUTE Ha €JlHa CEeIMUIIA CJIe/I 3aMl0YBaHe Ha jeueHneTo. CpeHara MMKoBa U Haii-HUCKa I1a3MeHa
KOHIIEHTPALHs B CTALMOHAPHO CHCTOSHHUE Ha INIMKOIMUPOHUYM, IPUJIaraH BEIHBXK JHEBHO B
NpENopPhUUTENIHATA /1033, € ChOTBETHO 166 mukorpama/ml u 8 mukorpama/ml. Excriosumusita Ha
TJIMKOMUPOHUYM B cTannoHapHo cherosiane (AUC nipu 24-dacoB MHTEpBal Ha Jo3upaHe) e okono 1,4
1o 1,7 mbTH mO-BHCOKA, OTKOJIKOTO CJIEl PUJIaraHe Ha IbpBaTa J03a.
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PasnpeneneHue

Unoaxamepon
Cren MHTPaBEHO3HO MpUjIaraHe 00eMbT Ha paslpe/iesieHHe Ha HHIaKaTepoJI o BpeMe Ha KpaiHaTa

¢asa Ha e;mmuHEpane e 2 557 muTpa, MoKa3BaiiKu OOIIMPHO ThKAHHO pasnpeaeseHue. In vitro
CBBP3BAHETO ChC CEPYMHUTE M TIA3MEHHUTE MMPOTEHHH MPH Xopa € 0kosio 95%.

[ nuxonuponuym

Crreq1 ”HTPaBEHO3HO TIPUIIOKEHNE 00EMBT Ha pa3mlpeelieHre Ha TIIMKOMUPOHUYM B CTallMOHAPHO
CBhCTOsIHUE € 83 JMTpa, a 00eMBT Ha pasnpe/Ie/icHUe B KpaliHara (Da3a Ha eTMMUHUPaHe ¢ 376 muTpa.
[TpuBnmHuAT 00eM Ha pasmpeneNieHrne B KpaifHarta ¢a3a Ha eMMUHUPAHE CIIE MHXAJAIHS € OKOJIO
20 mBTH TO-TOJIAM, KOETO OTpa3sBa MHOTO T0-0aBHOTO eIMMHUHUPAHE clie HHxananus. In vitro
CBBP3BAHETO HA TIIMKOMUPOHMYM C IIJIa3MEHHUTE MPOTEHHHU IpH Xopa € oT 38% 10 41% npu
koHIeHTparus ot 1 go 10 manorpama/ml.

BI/IOTDaHCd)ODMaLII/IH

Unoaxamepon
Cren nepopaliHo MpHJIaraHe Ha paJiOaKTUBHO MapKUPaH HHIAKATEPOII B X0/1a Ha IIPOYYBAHETO

ADME (absorption, distribution, metabolism, excretion) mpu xopa, HEIPOMEHEHHUAT HHIAKATEPOIT €
OCHOBHOTO IUPKYJIMPAIIO B cEpyMa CheTUHEHUE, ChCTABIISBANKI OKOJIO €/IHa TpeTa OT olIara,
cBbp3ana ¢ gekapcteeHus npoaykr AUC Hax 24 yaca. XuApOKCUIIHUTE TPOM3BOTHU ca Haii-
U3BeCTHUTE MeTabonmuTH B cepyma. @enon O-TIOKypOHUIUTE Ha WHAAKATEPOI U XUAPOKCUITUPAHUST
WHJIaKaTepoJI ca ChHIII0 Taka U3BECTHH MeTaboNHTH. /InactepeoMephbT Ha XUIPOKCHITHOTO ITPOU3BOTHO
N-rmtokyponu Ha nHaakatepon u C- u N-IeankuinpanuTe IpoIyKTy ca APYrd MO3HATH
METaboIHITH.

In vitro UGT1AI u3odopmaTa gonpuHacs B Haii-royisiMa CTEIeH 3a MeTaOOIMTHHS KIIMPHHC Ha
uHaakatepos. HezaBrcumo oT TOBa, B KIIMHUYHO MpOYy4BaHe B nomynanuu ¢ pazmmaeH UGT1Al
TEHOTHII, CHCTeMHATa eKCTIO3UIIHSI Ha WHIaKaTepo He ce nmoiusBa 3HaunMo oT UGT1AL renorumna.

OxwucreHn MeTaboJIMTH ce YCTaHOBSIBAT ciel MHKyOanus ¢ pekomOuHantH CYP1A1, CYP2D6 n
CYP3A4 enzumu. CYP3 A4 e npeobnanaBamusT H30€H3UM, OTTOBOPEH 33 XUIPOKCUIIMPAHETO HA
uHAakatepo. In vitro n3cneaBaHUATA CHINO TaKa MMOKA3BaT, Ye WHIAKATEPOI € HUCKOa(QUHUTETEH
cyOcrpar 3a edurykcHata nomna P-gp.

T nuxonuponuym

In vitro mpoyuBaHus Ha MeTabOIM3Ma MIOKA3BAT CXOAHH META0OIMTHH ITBTHUINA HA TIHKOIMHAPOHHEBHSI
OpoMuyI ITpH KUBOTHU | Xopa. HabmronaBa ce XuapoKcuiMpane, KOeTo BOU J0 00pa3yBaHETO Ha
peauiia MOHO- M IUXUIPOKCHIIMPAHU META0OUTH, KAKTO M JIMPEKTHA XUAPOIIN3a, KOSTO BOAU 110
00pa3yBaHeTO Ha MPOU3BOAHO HAa KapOokcuiaHa kucenuna (M9). In vivo M9 ce o6pa3sysa ot
NOr'BJIHATATA YacT OT J103aTa MHXAJMPaH INIMKONUPOHUEB OpomMun. [ roKopoHuIHN n/umm cyndaTHu
KOHIOTaTH Ha INIMKOMMPOHUYM C€ YCTAHOBSIBAT B yPHHATA IIPH XOpa CJIeN IIOBTOPHO WHXAIUPAHE, U
MpeACTaBIsBaT 0K0J0 3% OT AOCTaBEeHATa /103a.

MuoxectBo CYP n30eH3UMHN JOMPUHACST 32 OKHCIHUTENHATa OHOoTpaHchopMalus Ha
TITMKONUPOHUYM. MHXMOMpaHeTo WM MHAYKIHATAa Ha MeTab0IM3Ma Ha TIIMKOMPOHUYM € MaJIKo
BEPOSITHO JIa JIOBEJIE JI0 CHILIECTBEHN IPOMEHHU B CUCTEMHATA €KCIIO3UIINS HA aKTUBHOTO BEILIECTBO.

In vitro mpoy4uBaHus 3a UHXHOMPAHE TOKA3BaT, Y€ TIIMKONMUPOHUEBHUIT OPOMH HsIMa 3HAYUM
kamanutet na uaxuoupa CYP1A2, CYP2A6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 wm
CYP3A4/5, epykcrure Tpancrioprepy MDR1, MRP2 nmm MXR u stetik Tpancrioprepute OCT1
i OCT2. In vitro mpoyuBanus 3a eH3UMHA WHIYKIMS HE MOKa3BaT KIMHUYHO 3HAYMMa MHIYKIUS OT
TIIMKOMMPOHUEBUAT OpoMu Ha nuToxpoM P450 nzoenzumute ninn Ha UGT1AIL u Ha TparcnopTepute
MDR1 u MRP2.

16



Ennmunupane

Unoaxamepon
B kJMHUYHKTE POYYBAHUS KOJIMYECTBOTO HHIAKATEPOJI, EKCKPETHPAH HEMPOMEHEH C YPHHATA, KaTo

1510 € TIo-Majko ot 2,5% ot nputokeHara 03a. brOpeyHUAT KINMPHHC HA MHAAKATEPOII € CPEIHO
Mmexny 0,46 u 1,20 ymrpa/gac. [Ipu cpaBHEHME ¢ MIa3MEeHUs KIMPBHC Ha WHAakaTepon 23,3 Jurpa/dac
€ BUJMMO, Y€ OBOPEUHUAT KIMPHHC UTpac HEChINECTBEHA PO (0KoJI0 2 10 5% OT CHCTEMHUS
KIMPHHC) B SIMMUHUPAHETO HA CUCTEMHHSI MHIAKATEePOT.

B npoyusanero ADME mnipu xopa, nHaakaTepod, MpUiIokKeH MepopaiHo, ce eKCKpeTupa BB Qereca
KaTO MbPBUYHO HEMIPOMEHEHO BemecTBO (54% OT 103aTa) M CPABHUTEITHO TO-MAJIKO KaTo
XUAPOKCHITHE MeTabonmutu (23% oT mo3ara).

[Ina3MeHara KOHIIEHTpAIWs HA HHIAKATEPOJI Ce MMOHUKaBa MHOTO()a30BO ChC CPETHO BpeMe Ha
MOJTY’KUBOT B Aana3oHa oT 45,5 1o 126 yaca. EQeKTUBHUAT MOITy>KUBOT, U3YMCIIEH Bb3 OCHOBA Ha
KyMYJIHPaHETO Ha WHIAKaTepoll PU MHOTOKPATHO JO3MpaHe, € B auarna3ona ot 40 g0 52 gaca, Koero
€ B ChOTBETCTBHE C HAaOII0JaBaHOTO HEOOXOAMMO BpeMe 3a JOCTUTaHe Ha CTAllMOHAPHO ChCTOSHUE,
KOETO ¢ mpuoym3uTenHo 12-15 quu.

L nuxonuponuym

Crleq1 MHTPaBEeHO3HO MpuyoxkeHue Ha [*H]-6ens3an IMKonMpoHIeB GPOMMII, CpeTHATA EKCKPEIHS Ha
PaauOaKTUBHOCTTA B ypUHATa Ha 48-1s yac npeacTaBisiBa 85% OT nmpuiiokeHaTa 103a.
Hombaautennu 5% OT mpriiojkeHaTa J103a ce€ yCTaHOBSBAT B HIThUKATA.

BB0OpeyHoTO eMMMHUHUpPaHe Ha OCHOBHOTO BEIIIECTBO MpecTaBsiBa okoiio 60 10 70% ot obmmms
KIMPHHC Ha TIIMKOMUPOHUYM B CHCTEMHATA ITUPKYIIAIHSI, JOKATO He-PEHAHHSIT KJIMPHHC ChCTABIISIBA
okoi10 30 10 40%. bunuapHUAT KIUPBHC JOMPUHACS 32 He-PEHATHUS KIUPHHC, HO CE€ CUUTa, Ye To-
roJsIMaTa 4acT OT He-PEHAITHUS KIMPBHC Ce IBIDKH HAa METa0OIH3bM.

Cpennust 6p0pedeH KIMPBHC Ha TIIMKOMUPOHUYM CIIEA MHXaNAlus € B uHTepBana ot 17,4 1o
24,4 mutpa/dac. AxTUBHATa TyOyJTHA CEKpEIHs JOoIpUHAcs 3a OhOPEYHOTO eNMMMUHUpaHe Ha
rimkonupoHuyM. [{o 23% oT mpuiokeHara J103a ce yCTaHOBSIBA HEITPOMEHEHA B YpUHATA.

[Ina3MeHara KOHIIEHTpAaIWs Ha TIIMKOMMPOHUYM HaMaisiBa MHOTo¢a3oBo. CpeHHUSIT TepMUHAICH
EJMMHUHAIMOHEH TIOTYXKUBOT € MHOTO TTO-ABIBr cliea naxananus (33 1o 57 gaca), OTKOJIKOTO CIeN
WHTPaBEHO3HO MpUiIokeHue (6,2 yaca) u nepopanHo npuioxenue (2,8 gaca). HaunHbT HA
eJIMMUHHUPaHE Mpearnosara npoaAbKUTeIHa OeaoapoOoHa abcopOIys U/ IpeMrUHaBaHe Ha
TJIMKONMPOHUYM B CUCTEMHATA IMPKYyIalus 24 yaca v oBede cjie MHXaNausra.

JIMHEHHOCT/HEMHEHHOCT

Unodaxamepon
CucteMHaTa eKCITO3MITUS Ha MHIAKATEePOJI Ce MOBHIIIABA MPOIIOPIIHOHATHO C TOBHUIIIABAHE Ha J103aTa

(moctaBenara) (120 mukporpama j0 480 mukporpama).

T nuxonuponuym

[Tpu nanventu ¢ XOBB kakTo CHCTeMHATa €KCITO3UIINS, TaKa U TOTAIHATA YPUHAPHA EKCKPEIUs Ha
[JIMKOIIMPOHUYM BBB (papMaKOKHHETHYHO CTAIOHAPHO CHCTOSIHHAE CE MOBHIIIABA MPOIIOPIIUOHAITHO
Ha Jio3aTa (JocTaBeHaTa) B 1030BHs HHTEpBa oT 44 o 176 Mmukporpama.
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CrenyanHy TONyialuu

Ultibro Breezhaler

[MomynanmoneH GpapMaKOKWHETHYCH aHaIu3 Ha TaHHW ripH narmenTt ¢ XOBB, cien naxamipane Ha
Ultibro Breezhaler ne mokasBa 3Ha4rMO BIMSHUE Ha BH3PACTTa, [10JIa U TETJIOTO (YMCTaTa TejlecHa
Maca) BbpXy CHCTeMHATa eKCIO3UINS Ha HHAAKATepOoJl ¥ INIMKONUPOHUYM. Uncrara TejaecHa Maca
(k0sITO € (PYHKIIMS Ha TErJIOTO U BUCOYMHATA) € HACHTH(HUIIMpaHa KaTo KonpoMeHBa. HabmronaBa
ce HeraTUBHA KOPEJAIHsl MEeX/Ty CHCTEeMHATa eKCIIO3HUIINS 1 YKCcTaTa TeJIeCHa Maca (MM TEeJIECHOTO
TErJI0), BBIPEKH Y€ HEe Ce MPErnopbuBa KOPUTHPAHE Ha 103aTa, OPaJy ToJeMHUHATa Ha TPOMSHATA MITH
MPEeJUKTUBHATA TOYHOCT Ha YHCTATa TeJIeCHa Maca.

CraTtychT 10 OTHOIIIEHHE Ha mymieHeTo u u3xoaqauat @EO:1 He oka3Bar BUIUM e(PeKT BEpXY
CHCTEMHATa SKCIIO3UIMSI HA MHIAKATEePOJI U TIMKOMUPOHUYM, clien naxammpane Ha Ultibro
Breezhaler.

HUnoaxamepon

[MonynaruoneH hapMaKOKMHETHYCH aHAIIN3 [TOKa3Ba, Y€ Bbh3pacTTa (Bb3pacTHH 110 88 roganuHm),
nobT, TersoTo (32-168 KQg) nimm pacarta He oka3BaT KIMHUYHO 3HAUYMMO BIIMSHUE BbPXY
(apmakokHHeTHKaTa Ha MHAaKaTepoll. [Ipesmonara ce, ye HAMA HAKAKBH PA3JIMKU MEXKIY OTJICITHUTE
€THUYECKU TPYIIH B U3CIIEBAHATA MOMYJIalus.

Tnuxonuponuym

[MomynanuoneH GpapMaKOKWHETUYCH aHAIM3 Ha TaHHUTe py nanuenT ¢ XOBb ycranossBa, ue
TEJIECHOTO TETJIO M BBh3pacTTa ca (JakKTOpH, KOUTO JOIMPHHACST 3a PA3IMUIMATA MEKIY OTACITHUTE
MAalMEHTH TI0 OTHOIIEHUE Ha CUCTEMHATa €KCIIO3UIUs. | TMKOMMPOHNYM, TTPUIIOKEH B
NpenopBYUTENHATA 1033, MOXKE /1a CE M3I10JI3Ba 0€3011acHO BB BCHUKHU BB3PACTOBU I'PYIH U BHB
BCHUYKH TPYIU 110 OTHOILIEHHUE HA TEJIECHOTO TETJIO.

[TonbT, cTaTyCHT MO OTHOLIEHUE HA IylieHe U u3XoaHuaT GEQO1 BUAMMO HE MOBIMSIBAT CUCTEMHATa
€KCITO3HUIIMSL.

Hayuenmu ¢ uepnodpobHo yepedcoane

Ultibro Breezhaler:

basupaiiku ce Ha KIMHUYHUTE (PapMaKOKHHETHYHH XapaKTEPHCTUKU Ha ChCTAaBHUTE MY BEIIECTBA,
Ultibro Breezhaler mosxe ia ce n3mnon3Ba B mpenopbuuTeIHaTa 7032 IPH HAIIUSHTH C JIEKO 10
YMEpPEHO YepHOAPOOHO yBpexkaane. JIMICBaT JaHHA OTHOCHO MPHJIOKEHUETO MPH MAIHEHTH C TEXKKO
YEPHOAPOOHO yBpEKAAHE.

WNHupakarepour:

[TanmeHTH ¢ JIEKO 10 yMEPEHO YePHOAPOOHO YBPEKIAaHE HE ITOKA3BaT ChOTBETHH MPOMEHH B Cmax HITH
AUC nHa unakaTepos, HUTO ce Ha0JII0JaBaT pa3iIndus 10 OTHOIICHHE Ha CBBP3BAHETO ChC CEPYMHHTE
OENTHIM NMPH MAKEHTH C JIEKO M YMEPEHO YepHOAPOOHO YBpEXkKIaHe U TEXHHUTE 3IpaBH KOHTpoin. He
ca IIPOBEKIaHU MPOYUBAHUS IPH MHUBUIN C TEKKO YEPHOAPOOHO YBpEXKIaHe.

I'ukonupoHnyMm:

He ca npoBexanu KIMHUYHYE TPOYYBAHUS ITPH MAIMEHTH ¢ YePHOAPOOHO yBpEKIaHe.
I'muKonupoHnyM Ce OUYMCTBA OT CHCTEMHATa HUPKYJIALMsI IPEAUMHO Ype3 ObOpeuHa eKCKpELusl.
Cunra ce, ye HapyIeHHTa B YepHOPOOHNS METa00IN3bM Ha TIIMKOIMUPOHIYM HE BOJSAT 10
KJIIMHUYHO 3HAYMMO MTOBHUIIIABAHE HA CUCTEMHATA E€KCTIO3ULIUA.

Hayuernmu ¢ 6v0peyro yepesicoare

Ultibro Breezhaler:

Basupaiiku ce Ha KIMHUIHUTE (hapMaKOKHMHETHYHH XapaKTePHUCTHKHA Ha ChCTABHUTE MY BEIIECTRA,
Ultibro Breezhaler mosxe 1a ce u3mon3Ba B mpenopbUMTENHATA 1032 IIPU TAIHEHTH C JIEKO 10
ymepeHo 0s0pedHo yBpexaane. [Ipy mamuenT ¢ TexKo 4epHOIPOOHO YBpEXKIaHE UITH C KpaeH
ctaauit Ha 6BOpeyHo 3ab0sIBaHe, HyKIaelm ce ot auaiusa, Ultibro Breezhaler tpsosa aa ce
M3I10J13Ba CaMo, aKO OYaKBAHHUTE ITOJI3U MTPEBH3X0XKIAT MOTCHIIMAIHUTE PUCKOBE.

18



WNHupakarepot:
[Topaay MHOT'O HUCKHS IPHHOC HAa YPUHHATA SKCKPELUs 32 00LIOTO SJIMMHHUPAHE OT OpraHu3Ma
MPOYYBaHUS IPH WHAWBUJIN C YBpeieHa OhOpedHa (GyHKIHS HE ca TIPOBEKIAHH.

I'ukonupoHnyM:

BbrOpeuHoTO yBpekIaHe oka3Ba BIMSHAE BbPXY CUCTEMHATA CKCIIO3UIHS Ha TIIMKOMUPOHHEB OPOMUI.
HabmonaBa ce ymepeHo noBuiaBaHe Ha TotanHaTa cucteMHa excrosunust (AUCkst) 1o 1,4 mbTr ipu
WHJIUBUJIY C JICKO JIO YMEpPEeHO OBOPEUHO yBpexkIane u 10 2,2 MbTH IPU WHIUBHIIH C TEKKO OLOPEUHO
yBpeXIaHe U TepMuHaiiHa 0b0pedna negocrarbuHocT. [Ipu manmentu ¢ XOBB u neko 1o ymepeno
6B0peyHo yBpeKIaHe (H3UKCIeHa CKOPOCT Ha roMepynHa durrparms, eGFR >30 ml/min/1,73 m?),
TJIMKOITMPOHNEB OPOMMJT MOJKE J1a C€ M3II0JI3BA B ITPEIIOPBUUTEIHATA /103,

ETHNyecka npyuHaUIE)KHOCT

Ultibro Breezhaler:

Hsima ronemu pasznudust B ToTasiHata cucteMHa excriosuiins (AUC) Ha 1BeTe ChCTaBKU MEXITY
NpEeICTABUTENN Ha SIMOHCKATa M KaBKa3Kara romyJianys. FiMa HeJocTaTh4HO JIaHHU 32
(hapMaKOKMHETHKATa B OCTAaHAIUTE €THOCH U PACH.

Hnoaxamepon:
He e ycraHOBeHa pa3iika MKy OTACITHUTE €THUYECKH IpynH. MiMa orpaHn4eH TeparneBTHIeH OMUT
cpen appoamMeprKaHIIy.

Tnuxonuponuym:

Hsma rojemu pasnmuwst B ToTaiHata cucteMHa ekcriozuius (AUC) Mexy mpesicTaBUTeN  Ha
AMOHCKATa U KaBKa3Kara nomynanus. MiMa HemocTarsuHO JaHHU 32 (papMaKOKMHETHKATa B
OCTaHAJUTE €THOCH U PacH.

5.3 IlpenxkJIMHUYHU JaHHH 32 0e30MaCHOCT

Ultibro Breezhaler

[IpenkMMHUYHKUTE TPOYYBAHMS BKIIFOUBAT iN VItro u in Vivo apmakonornyHa oreHka Ha
0€30MacHOCTTa, MPOYYBAHHS 32 TOKCHYHOCT PY MHOTOKPAaTHU MHXAJIAIMH IIPU ITHXOBE U KydeTa ’
MpOyYBaHe 32 eMOPHO-(PETAIHO Pa3BUTHE IIPH ILTBXOBE, ClIC]] MHXAJAITH.

Hasune e moBuileHa chpieyHa YeCTOTa MPH Ky4eTa, IPU BCHYKH TpuitoxeHn 1o3u Ha Ultibro
Breezhaler u ipu Bcsika ejHa OT CHCTABKUTE MY, IIPUIIOKEHH KaTo MOHOTeparms. EGekThT Bbpxy
cbpaeunara yecrora mpu Ultibro Breezhaler e mo-cuiHo n3paseH v mo-mpoabIDKUTENICH, TPU
cpaBHEHue ¢ HabroAaBaHUTE e(EKTH TP OTACTHUTE ChCTABKH M ChOTBETCTBA HA aJUTHBCH OTTOBOP.
Hasuie e chIo CKbCsIBaHe Ha SNICKTPOKApAMOrpad)CKUTe HHTEPBAIIU U MOHIKCHHE HA CHCTOIHOTO U
JIMACTONIHOTO Hassrane. MHIakaTepos, MPUIoKeH CAMOCTOSITEITHO [IPH Ky4YeTa MM B ChCTaBa Ha
Ultibro Breezhaler ¢ cBbp3an ¢ moo0Ha 4eCTOTa U TEKECT Ha CIydad Ha MHOKAp/IHH JIC3UH.
CuctemnaTta excriozuiust (AUC) npu HUBO Ha oTcheTBUE Ha HexenaHa peakiwst (NOAEL) mo
OTHOIIICHHE HA MUOKapIHUTE Jie3ud ¢ 64 u 59 mbTH M0-BHCOKA, OTKOJIKOTO Ta3u IPH XOpa, U 33 [BETe
CBCTaBKH.

He ce nabmonaBa Bb3elicTBIE BBPXY eMOpHOHA U eTyca IIPH HUTO €IHA OT MIPUJIOKEHUTE 03K Ha
Ultibro Breezhaler, o Bpeme Ha npoy4BaHeTo 3a eMOpHO-(heTaaHo pa3BUTHE MTPHU ILTHXOBE.
Cucremnarta excriosuiusi (AUC) mpu HEBO Ha oTcheTBHE Ha Hexenana peakims (NOAEL) e 79 u
126 mbTH 1O-BHCOKA, OTKOJIKOTO MIPH XOpa, CHOTBETHO 32 HHAAKATEPOII U TIMKOIUPOHIYM.
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WHnakarepon

HaGmromaBanute mpu kydeta e()eKTH BbPXY ChpPACUYHO-ChIOBATa CUCTEMA, JIb/DKAIIN Ce Ha OeTaz-
arOHMCTHYHHUTE CBOMCTBA HA MH/IAKATEPOJ BKIIFOYBAT TAXUKAP/HUS, ApUTMHUN M MUOKAPTHU JIE3UH.
Jlexo pasapas3BaHe Ha IMTaBHIIaTa HA HOCHATA KyXWHA U JIApHHKCA ce HaOJIrogaBa MpH ILTHXOBE.
Benuky Habnmro1aBaHu HAXOJIKY BE3HUKBAT MPH €KCIIO3HITHH, JOCTATHYHO HAJIBHINIABAIA OYaKBAHUTE
MpH Xopa.

BbIpexu ye MHIaKaTeposT Karo ISUT0 HEe MOBJIUSIBA PEMPOAYKTHBHATA CIIOCOOHOCT, B TPOyUYBaHe 3a
(dhepTUIUTET NpHU TUTHXOBE CE HAO0JII0[aBa HaMaJIeH Opoi OPeMEHHOCTH MU F1 MOKOJICHUETO B X0/1a Ha
MPOyYBaHe 3a MePH- ¥ MOCTHATAIHO PAa3BUTHE MIPU €KCIO3UINS 1 4-ITbTH MO-BUCOKA OT Ta3H IPH X0pa,
JIEKYBaHU ¢ HHAaKarepos. MHgakaTeposl ¥ HEroBUTE METaOOUTH ITPEMUHABAT OBP30 B MIIIKOTO Ha
JIAKTHPAIIH ITbX0Be. MHAakaTepon He € eMOPHOTOKCUUCH UJTH TEPATOreHEH MPH ITHXOBE U 3akIH.

[Tpoy4yBaHuATA 32 TEHOTOKCHYHOCT HE OTYMTAT HAKAKHB MYTar€HEH MIIH KJIACTOTE€HEH MOTEHITHAIL.
KapuuHoreHHOCTTa € poyYBaHa B ABErOUIIHO MTPOYYBAHE IPH TUTHXOBE U MECTMECEYHO MTPOYIBaHE
IpY TPAHCTEHHU MUILIKH. [oBHIIeHaTa YecToTa Ha JOOPOKAuYeCTBEHH OBapHAIIHU JISHOMHOMH U
(okanHa XHneprIa3us Ha OBapUaJHaTa TJaJKa MyCKYJaTypa IIpU IUTBXOBE € B ChOTBETCTBUE C
Ha0JII01aBaHNTe TOAOOHN HAXOAKHU MPH APYTH OeTaz-aApeHepruyHy aronucTy. Hsma nannu 3a
KapIMHOTCHHOCT MpH MUIIKK. B Te3u npoy4Banus cuctemHara excriosunus (AUC) npu mirbxose U
MUIIIKY TIPU HUBaTa 0e3 HabIro1aBaHy HekeNnaHu e(DeKTH € MoHe 7 U ChOTBETHO 49 IMbTH MO-BUCOKA
OT Ta3H IPU XOpa, JICKYBaHU C MHAKATEPOJI BEIHBK JHEBHO B MAKCUMAJIHA PEMOPhUUTEIHA
TepaneBTHYHA J103a.

' mukonupoHnyM

HexinHuuHUTE AaHHU HE MTOKa3BaT 0COOEH PUCK 3a XOpa Ha 0a3aTa Ha KOHBEHIIMOHAJHUTE
(apMaKkoIOrMIHU MPOYYBAHHS 32 OE30MACHOCT, TOKCHYHOCT TP MHOT'OKPATHO TPHJIaraHe,
T€HOTOKCHUYHOCT, KapLUHOIE€HEH MOTEHIIUA, PENPOTYKTUBHA TOKCHYHOCT U TOKCHUYHOCT 3a
Pa3BUTHETO.

Edexrure, npmkaniy ce Ha CBOKWCTBAaTa Ha TIIMKOMMUPOHUEBUST OPOMUJI KaTO arOHUCT Ha
MYCKapHHOBHTE PELIENITOPH, BKIFOYBAT JIEKO 10 YMEPEHO MOBUIIIABaHE HA ChpAeYHATa YeCTOTa IPU
KydeTa, MOMBTHSBAHE Ha Jielara Mpy MTbX0BE U 00paTHMU MMPOMEHH, CBBP3aHU C HaMalleHa
CEKpeLys Ha JKJIE3UTe, IIPU TUTbXOBE U KydeTa. [Ipu mbpxoBeTe ce HaOmoAaBa JIeKo ApasHeHe I
aJJaliTUBHU IPOMEHHU B AMXATEeHUTE MbTHIA. BCHUKM Te3n HaXOIKHU Bb3HUKBAT MPU €KCITO3ULIMS,
KOSITO 3HAYMTEIHO MTPEBUIIIABA OYAKBAHATA EKCITO3ULIMS ITPH XOpa.

I'muxonupoHnyM He € TepaToreHeH My IIIbX0BE U 3alily CJIe]] NHXAIaTOPHO PUIIOKEHUE.
@epTUINTETHT, IIPe- U MOCTHATAIHOTO PAa3BUTHE HE CE€ TIOBIMUABAT MIPH IIIIBXOBE. | TMKOMMPOHUEBUAT
OpOMUJ 1 HETOBUTE METAOOJINTH HE TPEMHUHABAT B 3HaUMMa CTEIEH Npe3 IUIaleHTaTa Ipu OpeMeHHI
MUILKY, 3ai1H U Kydera. | TMKonupoHueBUAT OpoMus (BKIIOYUTEIHO HETOBUTE METAOMIIUTH) CE
€KCKpeTUpa B MJISIKOTO IIPU JAKTU ALY IUIBXOBE U JOCTUIra KOHLeHTpalus 10 mbTH no-Bucoka
OTKOJIKOTO B KPBBTA Ha MalKara.

[TpoyuBaHusATa 32 FTEHOTOKCHYHOCT HE IMOKa3BaT HUKAKBbB MYTareHEeH WM KJIACTOr€HEH MMOTEHINA Ha
rImKonupoHueBus Opomu. [IpoyuBanusTa 3a KapIMHOT€HHOCT MPY TPAHCTEHHU MUIIKH, TIPH KOUTO €
MpUJIAarad IepopaHo, U TUIBXOBE, IIPU KOUTO € TPHJIaraH HHXAJIaTOPHO, HE MTOKa3BaT KapLUHHOTEHHOCT
npu cuctemna excriozunus (AUC) npeBumaBaiia npuOIM3uTeTHO 53 MBTH PU MUILIKUTE U 75 MHTH
IIPY ITHXOBETE MaKCUMaJIHATA MPETOPhUNTEIHA 1032 TIPH X0pa, MPUIIOKEHA BEAHBK THEBHO.
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6. DOAPMAIIEBTUYHU JAHHU
6.1 CHnuchbk Ha HIOMOIIHHUTE BELIECTBA

KancyiHo cbappKuMo

JlakTo3a MOHOXUIpAT
Marse3sueB creapat

6.2 HecbBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha rogHoOCT
2 roauHA

HHX&HHTOp’LT BBB BCsKa OIIAKOBKa TpSI6Ba Ja €€ U3XBBbPJIH, CJIC KATO CC U3IOJI3BAT BCUYKU KaIICYyJIN
B OIIaKOBKarta.

6.4 CroeuuajaHu ycJIOBHSI HA CbXpaHeHHUe
Jla He ce cpxpansiBa Han 25°C.

Kancynure TpsiOBa BUHAru Ja ce ChbXpaHsBaT B OpUTHHAITHUAA OJCTep, 3a J1a ce MPEeAnasaT OT Biara, u
Jla ce U3BaKJaT HEMIOCPEICTBEHO PeaU yroTpeoa.

6.5 Bua u chabpikaHue HA ONAKOBKATA
Tsut0TO M KanmaykaTa Ha MHXAJIaTOpa ca HAaPaBeHM OT aKPUJIOHUTPUI OyTaaueH CTUPEH, OyTOHUTE 3a
HATHCKaHE ca HallPaBEHH OT METUJI METAKPHUJIAT aKpUJIOHUTPUI OyTagueH cruped. Urnute u

MPYXUHUTE Ca OT HEPBXKIAacMa CTOMaHa.

PA/AIU/PVC — Alu nepdopupan eqnomo3os 6rmcrep. Beeku 6imcrep chabpika uiam 6 wii 10 TBpsan
KarCyJIu.

Ennanuna onakoBka, crabpikaria 6x1, 10x1, 12x1, 30x1 num 90x1 TBBpaM Karcymnm, 3a€IHO ¢
1 unxanatop.

['pyroBu onakoBKH, ChabpxkKaiy 96 (4 omakoBku 1o 24x1) TBbpaM Karcysiu U 4 HHXAJIATOPA.
I'pynoBu onakoBku, chabprkanm 150 (15 omakoBku o 10x1) TBbpau Karcyau u 15 uHxanaTopa.
['pynoBu onakoBkH, chabpikany 150 (25 omakoBku mo 6X1) TBbPIHU KalCy/u U 25 HHXAIATOPA.
He Bcuuky BUOBE OMAaKOBKH MOTaT Aa ObAAT MMyCHATH Ha Ma3apa.

6.6 ChneunajHu NpeaNa3sHN MepPKH NPU U3XBBPJIsIHE U PaboTa

TpsiOBa Jia ce M30NI3Ba HOB MHXAJIATOP MPH BCSAKO HOBO MpeAnucBane. HXanaTopbT BEB BCSKa
OTIaKOBKa TPsiOBa /1a ce M3XBBPIIH, CJIe KaTo Ce M3IO0I3BaT BCUYKH KallCyJIM B OMAKOBKATA.

Hewuznon3pauusr JICKapCTBCH NPOAYKT HJIU OTHAABYHUTC MATCPpUAJIA OT HETO Tpﬂ6Ba Aa CC UBXBBPJIAT
B CBOTBCTCTBUEC C MCCTHUTC N3UCKBAHUA.
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HWucTpyKimy 3a padora 1

orpeba

Mortst, mpouereTe BHUMaTeHO 1eante MHeTpykiuu 3a ynorpeda rnpeu aa usnoissare Ultibro

Breezhaler.

ITocTaBere

IIpobuiite u
ocBoOoaeTe

Croika la:
M3abpnaiiTe kanaykara

OTBopeTe HHXAJIATOPA

Creika 2a:

IIpobuiiTe BenHbxK
KarmncyJjara

3aapBKTe HHXANAaTOpa B
U3IPaBEHO MOJNOXKEHHE.
[TpobuiiTe kancynara
KaTO HaTHCHETe
€THOBPEMEHHO
OyTOHHUTE, Pa3MOJIOKEHN
OT JIBETE CTPaHHU.

[pu nmpobuBane Ha
Karicynara TpsioBa Jia ce
4ye 3BYK.

[poGwuiite kancymnara
CaMo BEIHBXK.

Croika 20:
OcBo0ojere
CTPAHUYHUTE OYTOHU
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HNuxammpaiite
ABJIOOKO

IIpoBepete nanu
KAamncyJiaTa e mpazHa

IIpoBepka

Crpika 3a:
HN3aumaiTe HAMBJIHO
He nyxaiite cpenry
HaKkpalHUKa.

Cronka 30:

HNnxanupaiite Ab160K0
J1eKapCcTBOTO

HpbxTe nHxanaropa,
KaKTO € MMOKa3aHo Ha
KapTHHKATA.

IocraBere HakpallHUKA B
ycTaTa CH U 3aTBOpeTe
YCTHHUTE CH OKOJIO HETO.
He natuckaiite
CTPAHUYHUTE OYTOHH.

IIpoBepere naaun
KamncyJara e npa3Ha
OTBOpeTe NHXaNaTopa, 3a
Jla BUJUTE, TN € OCTaHall
Ipax B KarcynaTa.

Axo e ocranal npax B

Karcysara:

e 3arBOpere
HHXaJaTopa.

e [loBropere cTpriku 3a
10 3B.

s O

Ocrtanan npax IIpa3na




Crbrka 1B:

B3emere kancyJa
Ortzenere eaHo OT
THe3/aTa Ha OiucTepa.
Ortnenere NpeAnasHOTO
¢onuo Ha Onucrepa u
W3BaJeTe Karcynara.

He n30ytBaiiTe kancynara

opes3 QDOJ'II/IOTO.

He reaTaiiTe kancynara.

Croika 1r:

IMocraBere kancyaara
Huxkora He mocraBsiite

KarcynaTa IUPEeKTHO B

HakpalHUKa.

Crenka 11;
3aTBopere HHXaJIaTOPa
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Bpaumaiite 06p30 1
KOJIKOTO MOJKETE I10-
ITBI00KO.

o Bpeme Ha
HWHXAJIAIWATA e YyeTe
OpBbMUaI 3BYK.
Bn3MoxkHO € na yceTute
BKYyca Ha JIEKapCTBOTO
JIOKAaTO MHXAJIHpaTe.

(o &
—

Crpnka 3B:
3aapbiKTe TBXa CH
3anpeKTe IbXa CH 3a
TIOHE 5 CEKyHHU.

OTtcTpaneTe npa3nara
KarncyJia

W3xBbprere npa3Hara
Karcyna B KOHTelHepa 3a
JIOMaIIX OTIaIbIIH.
3aTBOpeTe NHXANATOPa U
[IOCTaBeTe Karaykara.

Baxna nndopmanus

o Karcymure Ultibro
Breezhaler tpsi6sa
BUHAru ja ce
CBXpaHsABaT B OnucTepa
U J1a ce N3BAXKIAT
HETIOCPENCTBEHO MPEH
ymotpeba.

¢ He uzOytBatite
Karcyara npe3
¢dommoro, 3a 1a 51
U3BaUTE OT ONHCcTEpa.

¢ He renraiiTe kancynara.

¢ He n3nosnsBaiite
kancynute Ultibro
Breezhaler ¢ npyr
HHXaJaTop.

¢ He usnosnssaiite
unxaiartopa Ultibro
Breezhaler 3a npuarane
Ha Jpyr BUJ Karcyia
WX JIEKapCTBO.

e Huxora He nocrassiite
KalcysaTa B ycrara cH
WY B HAKpailHUKa Ha
HHXaJaTopa.

¢ He Haruckaiite
CTpaHU4HUTE OYTOHU
TIOBEYE OT BEIHBXK.

¢ He nyxaiire cpemy
HakKpalHUKa.

e He Hartuckaiite
CTpaHWYHUTE OYTOHU
JIOKaTo MHXaJHMpare mpe3
HakpaiHUKa.

¢ He nunaiite xancynure
C MOKpH pBIIE.

e Huxora He u3ruiakBaiite
MHXaJaTopa ¢ Boja.




OmnaxoBkara Ha Bamust uaxanarop Ultibro

Breezhaler cpabpika:

o Emun naxarartop Ultibro Breezhaler

e EnuH uu noBeve OJIMCTEPH, BCEKU ChIbpIKAaILl 6
w10 kancysm Ultibro Breezhaler, kouro ma ce
M3II0JI3BaT ¢ MHXAIATOPa

Kamepa Ha Haxpaitrik

Karcynara

Kanaue

CTpaHudHH
OyroHn

OcHoBa

OcHoBa Ha
HHXaJIaTopa

Hnxanarop Buancrep

YecTo 3a7aBaHu
BBIPOCH

3am0 HHXAJIATOPBT He
H3IaBa IIyM 10 BpeMe Ha
HHXAJanuaTa?
Karrcymara moxe na
3ace/lHe B Kamepara. AKO
TOBA CE CITYYH,
BHUMATEITHO 1 0CBOOOAETE
KaTo MOYyKBaTe 1Mo
OCHOBaTa Ha MHXAaJaTopa.
Wuxanupaiite
JIEKapCTBOTO OTHOBO KaTo
MOBTOPHTE CTHIKH 3a 10
3B.

Kaxkso TpsoBa 1a
Hanpassi, AaKO MPaXbT
ocTaHe BbTpe B
Kancyjaara?

He cre npuenu
nocTaThbuHO OT Bamero
JIEKapCTBO. 3aTBOpETE
WHXaJIaTopa U IOBTOpeTe
CTBIKH 34 10 3B.

Kamuasx ciaen
MHXAJALUATA — UM JIH
3HaYeHue?

ToBa MOXe 1a ce CITy4H.
IIloMm karmcynara € mpasHa,
CT€ TIPUEIH JOCTATHYHO OT
Barmero nekapctio.

YceTux MaJIKH 4YacTHITH
OT KAMCyJaTa BbPXY
e3dKa CH — HMAa JIN
3HaYeHHue?

ToBa Mo3xe 1a ce CIy4H.
He e Bpeano.
BepostHOCTTa Kancynara
Jla ce CUYIU Ha MaJIK1
MapueHla ce MOBUIIABa,
aKo e mpoOwuTa MmoBeye OT
BEIHEX.

IlouncrBane Ha
HHXAJI1aTopa

W36bpurere HaKpaiftHUKA
OTBBH H OTBBTPE C YHCTA,
cyxa KbpIia, KOSITO He
OT[IEeNS BIIaKHA, 32 12
OTCTPAHUTE OCTAHAIIHS
npax. [lazere uaxanaropa
cyx. Hukora ne
M3IUIaKBaiiTe HHXAIaTopa
¢ BOJIA.

H3xBbpisine Ha
HHXAJIATOPA CJIe]
ynorpeda

Bceku unxanatop TpsoBa
J1a ce U3XBBPIIH CIIe]] KaTo
BCHYKH KaICyJH ca
n3non3Badu. [lonuraiite
Bamus gapmarieBT kKak ga
M3XBBPIINATE JICKAPCTBATA H
WHXaJaTOPUTE, KOUTO BeUe
HE ca HeOOXOAUMHU.
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7. NPUTEXKATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Upnannus

8. HOMEP(A) HA PASPELIEHUETO 3A YIIOTPEBA

EU/1/13/862/001-008

9. JATA HA IbPBO PA3PEINABAHE/IIOJTHOBSABAHE HA PASPELIEHUETO 3A
YIHHOTPEBA

Jara Ha mppBO pa3pemanane: 19 cenremBpu 2013 .

Jlara Ha mocneHo TTogHOBsBaHe: 22 Maii 2018 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MonpoOHa nHpoOpMaIus 3a TO3M JEKAPCTBEH MPOIYKT € MpeI0cTaBeHa Ha yeOcalita Ha EBporetickara
areHmus mo jekapcraara http://www.ema.europa.eu
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MNPUWIOXEHHUE II

MNPOU3BOAUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA
HHAPTUIN

YCJIIOBUA NI OT'PAHUYEHUS 3A TJOCTABKA "
YIIOTPEBA

APYI'N YCJIOBUS N UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJI0OBUA WIN OT'PAHUYEHUA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS NIPOAYKT
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A.  MNPOU3BOIAUTEJI, OTTOBOPEH 3A OCBOBOXIABAHE HA ITAPTUIN

HwMe m aipec Ha IPOU3BOIUTENSA, OTTOBOPEH 33 OCBOOOXKIABAHE HA MAPTUINTE

Novartis Pharma GmbH
Roonstralle 25
D-90429 Niirnberg

I'epmanus

Novartis Farmacéutica SA

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Ucmanus

IleyarHaTa TUCTOBKA Ha JIGKAPCTBEHUS ITPOAYKT TPSIOBa J1a ChIIbpKa MIMETO U aJipeca Ha
MPOM3BOIUTEISI, OTTOBOPEH 32 OCBOOOXK/IaBAaHETO HA CHOTBETHATA MAPTHIA.

b. YCJOBUs NWIN OI'PAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUSAT IPOAYKT C€ OTITYCKa I10 JIEKAPCKO MPEAIICaHUE.

B. JAPYI'MmYCJIOBUA U UBNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. Hepuonnunu akryanu3upanu aoxjaaau 3a 6ezonactoct (IIA/Ib)

NzuckBanusra 3a monaBane Ha [TAJIb 3a TO31 IeKapCTBEH MPOIYKT Ca ITOCOUEHH B CITUCHKA C
pedepentaute aatn Ha EBponeiickus cbio3 (EURD crucsk), npensuned B wi. 1078, an. 7 ot
Jupexrusa 2001/83/EO, 1 BB BCHUKH CIIEBALIN aKTYaJIM3aI1H, TyOJIMKYBaH! HA €BPOIICHCKHS
yebmopTa 3a IeKapcTBa.

I'.  YCJOBUs NJIN OT'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpasjeHnue Ha pucka (ITYP)

[Mpurexartessit Ha paspelneHueTo 3a ynorpeda (ITPY) TpsiOBa na n3BbpIIBA H3UCKBAHUTE JCHHOCTH
JISHCTBUS, CBBP3aHU C TpOCe/siBaHe Ha JieKapcTBeHara 6e30macHoCT, mocodeHu B o1o0penus [1YP,
npeacraseH B Mozyin 1.8.2 Ha pa3peleHuero 3a ynorpeda, KakTo ¥ BbB BCUYKH CJIEIBAIIN 0100peHN
akTyasmzauuy Ha [TYP.

Axryamuzupan [TYP TpsoBa na ce mojasa:

. 10 CcKaHe Ha EBpornelickara areHmus 1o JIeKkapcTBara;

. BUHAIH, KOraTo ce M3MEHs CUCTeMara 3a yIpaBJICHUE Ha PUCKa, 0COOCHO B pe3yJITar Ha
moJTy4aBaHe Ha HOBa HH(OpMaiusi, KOSTO MOXe 1a JoBee 10 3HaYMMU IIPOMEHH B
CHOTHOIIEHHUETO TI0JI3a/PHCK, HIIM CJIe]T TOCTHI'aHe Ha BayKEH eTan (BbB BPb3Ka C IPOCIIe/IIBaHe
Ha JIeKapcTBeHaTa 0e30MacHOCT MM CBEXXKIaHE HA PUCKA 1O MUHUMYM).
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MNPUWJIOXEHMUE 11

JAHHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHU BbPXY OIIAKOBKATA
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JAHHHU, KOUTO TPABBA JIA CbABPXA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTHUS HA EJIUHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Ultibro Breezhaler 85 mukporpama/43 Mukporpama mpax 3a HHXaJalliH, TBbPIN KarcCyin
UHIaKaTeposl/ TIUKOMMPOHUYM

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika kancyna ceabpika 110 mukporpama unnakarepoi u 50 Mukporpama rimKONUpPOHUYM.
KonuecTBoTO MHAAKATEPOIT M TIIMKOIMMPOHNYM, KOETO CE€ MHXAJMpa € ChOTBETHO 85 MUKporpama
(exBuBanenTHO Ha 110 MHKporpama uHIAKaTEpOI Masiear) u 43 Mukporpama (€KBUBaJICHTHO Ha
54 mMukporpama riMKOIMUPOHUEB OPOMHUT).

3. CHUCHK HA MOMOUIHUTE BEUIECTBA

Chabpxa ChIO: JIJAKTO3a U MarHe3ueB cTeapar.
3a IombIIHATETHA HH(OPMAIIHSI BHIKTE JIICTOBKATA.

4, JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OTTAKOBKA

[Ipax 3a nuHXaMaMK, TBHPAA KarncyJia

6 x 1 kancynu + 1 uaxasarop

10 x 1 xancynm + 1 naxanarop
12 x 1 xancynu + 1 uHXaNaTOp
30 x 1 kancyau + 1 uHxamarop
90 x 1 kanicynu + 1 maXanarop

5. HAYMH HA ITPMJIO’KEHUE U TBT(UIIA) HA BBBE/KJIAHE

3a ynorpeba camo ¢ MHXalaTopa, IPeI0CTaBeH B ONTaKOBKATa.
He normpimaiite Karcymnure.

[Ipenu ymoTpeda mpovyerere JIMCTOBKATA.

HMuaxanaTopHO IPUIIOKEHHUE

Jleuenue 3a 90 quu [90 X 1 kancynu + camo 1 urxamarop).

6. CIIEHUAJIHO INPEAYHNPEXJIEHUE, UE JJEKAPCTBEHUAT NNPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA IETTA

I[a C€ CbXpaHsABa HAa MACTO, HEAOCTBITHO 3a AC1A.

‘ 7. APYT'U CIIEIUMAJIHU ITPEAYIIPEXJIEHUA, AKO E HEOBXOAUMO
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‘ 8. JATA HA T3STUYAHE HA CPOKA HA 'OJHOCT

I'omen mo:
NuxanaTopbT BBB BCSAKA OMAKOBKA TPsIOBa Ja ce€ U3XBBPIIH, CIIE]] KaTO CE U3MOI3BAT BCHUKU KarlCyu
B OIIAaKOBKATa.

‘ 9. CIIEHMAJIHU YCJIOBUA HA CbXPAHEHUE

[a He ce cpxpansBa Hax 25°C.
Kancynure na ce chxpaHsBar B OpUrHHAIHUS OJMCTEp, 3a Ja ce MPEe/na3sT OT Bllara, u Ja He ce BaJsT
OT HETO0 JI0 MOMEHTA MPENHN yIoTpeoda.

10. CHELOUWAJIHU ITPEANTA3ZHU MEPKHA ITPU U3XBBHPJISITHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IMPOAYKTHU WIHN OTIHAABYHU MATEPUAJIA OT
TAX, AKO CE UH3UCKBAT TAKUBA

11. HWME U AAPEC HA ITPUTEXKATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Upnannus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/862/001 6 xamcynmu + 1 uHXamarop

EU/1/13/862/002 12 xanicymm + 1 naxanarop
EU/1/13/862/007 10 xancymu + 1 uaxamaTop
EU/1/13/862/003 30 karnicysmm + 1 uaxanarop
EU/1/13/862/004 90 karicymm + 1 uHxanarop

13. TAPTHUAEH HOMEP

ITaptuagen Ne

14. HAYHUH HA OTITYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT CC OTITYCKa I10 JICKAPCKO MPCAINCAHUC.

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALMSI HA BPAIJIOBA A3BYKA

Ultibro Breezhaler
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‘ 17. YHUKAJIEH WIEHTHO®OUKATOP — IBYUIMEPEH BAPKO/I

JByn3mepeH 6apko/ ¢ BKIIOUEH YHUKAJICH UIACHTU(HUKATOD

‘ 18. YHUMKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JIA CbABPXA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTHS HA T'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Ultibro Breezhaler 85 mukporpama/43 Mukporpama mpax 3a HHXaJalliH, TBbPIN KarcCyin
UHIaKaTeposl/ TIUKOMMPOHUYM

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika kancyna ceabpika 110 mukporpama unnakarepoi u 50 Mukporpama rimKONUpPOHUYM.
KonuecTBoTO MHAAKATEPOIT M TIIMKOIMMPOHNYM, KOETO CE€ MHXAJMpa € ChOTBETHO 85 MUKporpama
(exBuBasieHTHO Ha 110 MHUKporpaMa nHIAKaTepoa Masiear) u 43 MUKporpama (€KBHBaJCHTHO Ha
54 mMukporpama riMKOIMUPOHUEB OPOMHUT).

3. CHUCHK HA MOMOUIHUTE BEUIECTBA

Chabpxa ChIO: JIJAKTO3a U MarHe3ueB cTeapar.
3a IombIIHATETHA HH(OPMAIIHSI BHIKTE JIICTOBKATA.

4, JEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a nuHXaMaMK, TBHPAA KarncyJia

I'pymoBa ormakoBka: 96 (4 omakoBku 110 24 x 1) Karncyiu + 4 uHXamaropa.
I'pynoa omakoBka: 150 (15 omakoBku o 10 X 1) kancymnu + 15 uaxanaropa.
I'pynoBa omakoBka: 150 (25 omakoBku mo 6 x 1) kancymu + 25 uHXanaropa.

5. HAYMH HA ITPUVIO’KEHUE U T T(MIIA) HA BBBE/KJAHE

3a ymotpeba caMo ¢ HHXaJIaTopa, IPeJ0CTaBeH B OIMAKOBKATA.
He nornpmiaiite xarcymure.

[Tpeau ymoTtpeba mpoyerere MMCTOBKATA.

MNHuxanatopHO NpUIoKeHHE

6. CIIEIIUAJIHO ITPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHABA HA MSACTO JAJIEYE OT IIOIVIEJJA U1 TIOCEI'A HA IETIA

I[a C€ CbXpaHsBa Ha MACTO, HEAOCTBITHO 3a JACTia.

‘ 7. APYTI'U CIIEIUAJIHU ITPEAYIPEXJIEHUA, AKO E HEOBXOIUMO
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‘ 8. JATA HA T3STUYAHE HA CPOKA HA 'OJHOCT

I'omen mo:
NuxanaTopbT BBB BCSKA ONMAKOBKA TPsiOBa Ja c€ M3XBBPIIU, CIE KaTO Ce U3IOI3BAT BCUYKU KarCyn
B OIIAaKOBKATa.

‘ 9. CIIEHMAJIHU YCJIOBUA HA CbXPAHEHUE

[a He ce cpxpansBa Hax 25°C.
Kancynure na ce chxpaHsBar B OpUrHHAIHUS OJMCTEp, 3a Ja ce MPEe/na3sT OT Bllara, u Ja He ce BaJsT
OT HETO0 JI0 MOMEHTA MPENHN yroTpeoda.

10. CHELOUWAJIHU ITPEANNAZHU MEPKHU ITPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IMPOAYKTHU WIHN OTIHAABYHU MATEPUAJIA OT
TAX, AKO CE UH3UCKBAT TAKUBA

11. HWME U AAPEC HA ITPUTEXKATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Upnannus

‘ 12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/862/005 I'pymoBa ormakoBKa, BKIIFOUBAIIA 4 OMAKOBKH (24 Karcyiiu +
1 unxanatop)

EU/1/13/862/008 I'pynoBa omakoBka, BkirouBaria 15 omakoku (10 xarcysmu +
1 uaxanatop)

EU/1/13/862/006 I'pymnoBa ormakoBKa, BKJIIOUBAINA 25 omakoBKH (6 Karcyim +

1 uaxamatop)

13. NAPTUAEH HOMEP

[aptunen Ne

14, HAYMUH HA OTIIYCKAHE

JlexkapcTBEHUSAT MIPOAYKT €€ OTITYCKa IO JIEKAPCKO MPEAIICaHUE.

‘ 15. YKA3AHUJI 3A YIIOTPEBA

|16, MH®OPMALMS HA BPAIIOBA A3BBYKA

Ultibro Breezhaler
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’ 17. YHUKAJIEH WIEHTHO®OUKATOP — IBYUIMEPEH BAPKO/I

JIByn3mepeH 6apKko[] ¢ BKJIIOUEH YHUKAJICH HICHTH()UKATOp

‘ 18. YHUKAJIEH WIEHTUH®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
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JAHHHU, KOUTO TPABBA JIA CbABPXA BTOPUYHATA OITIAKOBKA

MEXKINHHA KAPTOHEHA KYTHUSI HA TPYIIOBA OIIAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Ultibro Breezhaler 85 mukporpama/43 Mukporpama mpax 3a HHXaJalliH, TBbPIN KarcCyin
UHIaKaTeposl/ TIUKOMMPOHUYM

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika kancyna ceappika 110 mukporpama unnakarepon u 50 MukporpaMa riamKOMUpPOHUYM.
KonuecTBoTO MHAAKATEPOI U TIIMKONHUPOHUYM, KOETO CE€ MHXaIMpa € ChOTBETHO 85 MUKporpama
(exBuBasieHTHO Ha 110 MHUKporpaMa nHIAKaTepoa Masiear) u 43 MUKporpama (€KBHBaJCHTHO Ha
54 mMukporpama riMKOIMUPOHUEB OPOMHUT).

3. CHUCHK HA MOMOUIHUTE BEUIECTBA

CL;:[prca CbIIO: JIAKTO3a U MarHe3nueB CTeapar.
3a JOIIBJIHUTCIHA I/IH(l)OpMaHI/ISI BHIKTC JIMCTOBKATa.

4, JEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a nuHXaMaMK, TBHPAA KarncyJia

24 x 1 karcynm + 1 uaxamarop. YacT ot rpymoBa omakoBka. J[a He ce mpoaaBa OTAEIHO.
10 x 1 xancynm + 1 maxanarop. Yact ot rpymnoBa ormakoBka. [la He ce mpoaBa OTIeITHO.
6 x 1 kancynu + 1 maxanarop. Yacro ot rpynoBa onakoBka. J[a He ce mpojiaBa OTIEITHO.

5. HAYMH HA ITPIOKEHUE U ITbT(MIIIA) HA BBBE/KJAHE

3a ynorpeba camo ¢ MHXaaTopa, IPeI0CTaBeH B ONTAaKOBKATa.
He normpimaiite Karcymnure.

IIpenn ymoTpeda mpoyerere IMCTOBKATA.

MHxanaropHO NpUIIOKEHHE

6. CIIEIIUAJIHO INPEAYHPEXJIEHUE, YE JJEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA 1 TOCEI'A HA JELIA

)Ia CC ChbXpaHsiBa Ha MACTO, HCAOCTHIIHO 3a AC1a.

‘ 7. APYTI'U CIIEHUAJIHU ITPEAYHPEXIEHUA, AKO E HEOBXOAUMO
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‘ 8. JATA HA T3STUYAHE HA CPOKA HA 'OJHOCT

I'omen mo:
NuxanaTopbT BBB BCSAKA OMAKOBKA TPsIOBa Ja ce€ U3XBBPIIH, CIIE]] KaTO CE U3MOI3BAT BCHUKU KarlCyu
B OIIAaKOBKATa.

‘ 9. CIIEHMAJIHU YCJIOBUA HA CbXPAHEHUE

[a He ce cpxpansBa Hax 25°C.
Kancynure na ce chxpaHsBar B OpUrHHAIHUS OJMCTEp, 3a Ja ce MPEe/na3sT OT Bllara, u Ja He ce BaJsT
OT HETO0 JI0 MOMEHTA MPENHN yroTpeoda.

10. CHELOUWAJIHU ITPEANTA3ZHU MEPKHA ITPU U3XBBHPJISITHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IMPOAYKTHU WIHN OTIHAABYHU MATEPUAJIA OT
TAX, AKO CE UH3UCKBAT TAKUBA

11. HWME U AAPEC HA ITPUTEXKATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Upnannus

‘ 12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/862/005 I'pymoBa ormakoBKa, BKIIFOUBAIIA 4 OMAKOBKH (24 Karcyiiu +
1 unxanatop)

EU/1/13/862/008 I'pynoBa omakoBka, BkirouBaria 15 omakoku (10 xarcysmu +
1 uaxanatop)

EU/1/13/862/006 I'pymnoBa ormakoBKa, BKJIIOUBAINA 25 omakoBKH (6 Karcyim +

1 uaxamatop)

13. NAPTUAEH HOMEP

[aptunen Ne

14, HAYMUH HA OTIIYCKAHE

JlexkapcTBEHUSAT MIPOAYKT €€ OTITYCKa IO JIEKAPCKO MPEAIICaHUE.

‘ 15. YKA3AHUJI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMSA HA BPAMJIOBA A3BBYKA

Ultibro Breezhaler
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’ 17. YHUKAJIEH WIEHTHO®OUKATOP — IBYUIMEPEH BAPKO/I

‘ 18. YHUMKAJIEH MIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CbABPXA BTOPUYHATA OITIAKOBKA

BBTPEIIEH KAITAK HA KAPTOHEHATA KYTHUSA HA EAMHUYHATA OIIAKOBKA U
HA MEXIUMHHATA OITAKOBKA HA I'PYIIOBATA OITAKOBKA

1. JPYro
1 [locrasere
2 [IpobwuiiTe u ocBOOOACTE
3 Wuxanupaiite 1p100K0

ITpoBepka IIpoBepete manu Karcynara e npasHa

[Ipenn ynorpeba mpoyerere JIMCTOBKATA.
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MUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Ultibro Breezhaler 85 mcg/43 mcg npax 3a wHXaIaIim
UHIaKaTepos1/ TITMKOMHUPOHUYM

2. HUME HA ITPUTEXATEJIA HA PASPEIHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3STHUYAHE HA CPOKA HA I'OJHOCT

EXP

4, HAPTUAEH HOMEP

Lot

5.  JIPYTO

HHX&H&TOpHO IMPUIJIOKCHUC
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b. JUCTOBKA
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JlucroBka: unpopmanusi 3a norpeduTeIst

Ultibro Breezhaler 85 mukporpama/43 mukporpama npax 3a HHXaJalUl, TBbPIAH KANCYJIH
MHIAKATEPOI/TIINKOIUPOHIYM

IIpoyeTere BHUMATEJIHO ISIJIATA JIMCTOBKA, IIPeM Aa 3all04HeTe 1A U3M0J13BaTe TOBA

JIEKApCTBO, Thil KaTo THA ChAbP:Ka BaxkHa 3a Bac nndgopmanus.

- 3ama3ere Ta3u JUCTOBKA. MOXe Jja ce HaJI0XKH J1a sl IPOYETeTe OTHOBO.

- AKO MMaTe HSIKaKBH JIOMBIHUTEIHU BBIIPOCH, HonuTaiTe Bamms nexap, papmanest unn
MEIMIMHCKA CecTpa.

- ToBa nekapcTBO € mpeanucaHo JuuHo Ha Bac. He ro nmpeorcrpnBaiite Ha apyru xopa. To Mmoxe
Jla M HaBpeJli, He3aBUCUMO Y€ MTPU3HAIMTE Ha TAXHOTO 3a00JisiBaHe ca chIUTe Karto Bammmre.

- AKO TONTyyuTe HSIKaKBU HEXXEJIaH! peakiuy, yBeaomere Bamms nekap, GpapManeBT nim
MEIMIMHCKA cecTpa. ToBa BKIIIOUBA U BCUYKU BB3MOKHU HEXKEJIAaHW PEaKIMY, HEOITMCAHU B
Ta3M JIMCTOBKA. Buykre Touka 4.

KakBo CbABbpPiKa Ta3u JIMCTOBKa

Kakso npesncrasisisa Ultibro Breezhaler u 3a kakso ce usnon3pa
Kakso Tps0Ba ja 3Hacte, nmpeau jaa usnonssare Ultibro Breezhaler
Kak na nznomsare Ultibro Breezhaler

BB3MOKHU HEXKETTaHN PeaKIUH

Kak na cwxpansisate Ultibro Breezhaler

ChIbpiKaHHe Ha OMAKOBKATA M JOMIBJIHUTEIIHA UH()OPMALIHS
I/IHCprKHI/II/I 3a ynorpeba Ha nnxanarop Ultibro Breezhaler

cuhrwpE

1.  Kakso npeacrapiasiBa Ultibro Breezhaler u 3a kakBo ce nznosnssa

Kakso npencrasasisa Ultibro Breezhaler
ToBa nekapcTBO CHIBPIKA BE AKTHBHHU BENIECTBA, HAPEUCHH MHIAKATEPOIT M TITHKOMHPOHIYM. Te
NPHHAUICKAT KbM IPyIIa JICKapCTBa, HAPEUCHH OPOHXOIUIATATOPH.

3a kakBo ce uznoasBa Ultibro Breezhaler

ToBa nekapcTBO ce M3MON3Ba 32 YIECHSIBAaHE HA JUIIAHETO IPH Bb3PACTHHU MAIMEHTH, KOUTO UMaT
3aTpyJHEHMS C AUIIAHETO BCIICACTBHE Ha 0e0Apo0HO 3a00/sBaHe, HapeueHO XPOHUYHA
o0cTpykruBHa 6enonpodHa 6onect (XOBB). Ilpu XOBb MyckynuTe OKOJIo AUXaTEIHUTE IIBTHILA CE
ctsrar. ToBa 3arpyaHsBa TUIIaneTo. ToBa JeKapcTBO OJIOKHpaA CTATaHETO Ha MyCKyJlaTypaTa B Oenure
JpoOoBe U yJIEeCHSBA BIM3aHETO ¥ U3JIM3aHETO Ha Bh3AyXa OT OenuTe qpodoBe.

W3znon3eanero Ha TOBA JIEKAPCTBO BEHBXK JTHEBHO 1le By momorHe 1a Hamanute edekrure Ha XObb
BBpXy Bamero exenHenue.

2.  Kakso Tps6Ba na 3uaere, npeau aa usnossare Ultibro Breezhaler

He u3nonssaiite Ultibro Breezhaler

- aKo CTE aJIePrUIHM KbM HHAAKATEePOJI MM TIMKOMMPOHUYM MM KBM HSAKOS OT OCTaHAJINTE
CHCTaBKH Ha TOBA JICKapCTBO (M30pOCHH B TOUKA 6).
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Ipexynpe:xieHusi U MpeINna3sHu MePKU

I'oBopeTe ¢ Barms nekap, papMaiieBT Wi MEAMIIMHCKA cecTpa, mpeau aa usnoissare Ultibro

Breezhaler, ako Helo ot HamMCcaHOTO MO-A0JTY ce OTHAcs 3a Bac:

- aKo MMaTe acTMa — TOBA JIEKAPCTBO HE TPsIOBa Jla Ce M3IO0JI3Ba KAaTO JICUCHUE MIPH acTMa,;

- aKo UMaTe MpoOJIEMH ChC CHPIIETO;

- aKO MMate I'bPUOBE WM MPUCTBIIN;

- aKo uMare mpo0JIeMH C IIUTOBHIHATA JKJie3a (THPEOTOKCUKO3a);

- aKO uMare Jauaoer;

- aKo M3M0JI3BaTe HAKAKBHU JICKApCTBA 3a OeNns P00, KOUTO ChIBPIKAT AKTHBHU BELIECTBA
noao0Hu (ot chums kiac) Ha Te3u B Ultibro Breezhaler (Buxre Touka “Jlpyru nekapcta u
Ultibro Breezhaler”),

- aKko uMare ObOpeYHU ITPOOJIEMH;

- aKO MMaTe CEepHO3HU YePHOAPOOHH MPOOIeMH;

- aKo UMaTe OYeH Mpo0JIeM, HApeUeH 3aKPUTOBI'bIIHA TJIAYKOMA;

- aKo MMarte 3aTPyIHEHHUs [TPH OTACIIHETO Ha YPUHA.

AXO Helo OT HaIMCAaHOTO MO-TOpe ce OTHacs 3a Bac (nim ako He cTe curypHHu), ropopere ¢ Bammus

Jekap, papManeBT WM MEIMIIMHCKA CeCTPa MPeIu Aa U3M0/I3BaTe TOBA JEKAPCTBO.

ITo Bpeme Ha seuennero ¢ Ultibro Breezhaler
- Cupere ynorpe6aTa Ha TOBa JIEKapCTBO M NOTbpPceTe He3a0aBHO MeIUIIMHCKA MOMOLL, aKO
[IOJIyYHUTE HIKOS OT CJIeBAILUTE PEAKLIUN !
- 00JKa B OKOTO HJIH JUCKOM(OPT, BPEMEHHO 3aMBbIVIIBaHE HA 3PEHHETO, C MOsIBa HA OPEOT
WY 1IBETHU 1€THA, ChIIPOBOZEHU OT 3a4YepBsBaHE HA OKOTO — TOBA MOXKE Jia ca IPU3HALU
Ha OCTBHP IPUCTHII HA 3aKPUTOBI'bJIHA ITIayKOMa,
- 3aTpyIHEHO AWILIaHE UM MpETIblIaHe, TOyBaHe Ha €3UKa, YCTHUTE WM JULETO, KOKEH
00pHB, CHPOEIK U YPTUKAPHs (IIPH3HALM HA aJICPrHYHA PEAKIIHs);
- CTSITaHE B THPJMTE, KAllLIUIIA, XPUITOBE WM 3a/IyX HEMOCPEACTBEHO Clie/ yroTpedara Ha
TOBa JIEKapCTBO — TOBA MOXKeE Jla ca MPU3HALHU Ha ChbCTOSHHIE, HAPEUEHO NapajoKCalIeH
OpOHXOCTIa3bM.
- HNudopmupaiite Bamms Jexap He3a6aBHO, ako cumntomure Ha XObb kaTo 3a1yx, cBUpeHe
B I'bpIUTE, KAIJIMLA, HE CEe MOBJIMABAT UJM CE BIIOLIAT.

Ultibro Breezhaler ce u3nomn3Ba kato npoxbmkutesHo neuenue npu XObb. He nsnomnspaiite Toa
JIEKApCTBO 3a JICYECHUE Ha OCTHP MPUCTHII Ha 3a/lyX WIIH XPHUITOBE.

Jlena n roHoOIIM
He naBaiite TOBa ekapcTBO HA J€la U IOHOIIN Ha BB3PACT NoJ 18 rogunu, Thil KaTo HE € MPOyUYEHO
P Ta3W BB3pacToBa rpyIma.

Jpyru aexapersa u Ultibro Breezhaler

TpsioBa na kaxkere Ha Barwst iekap wiu apmareBT, ako H3I0J3BaTe, HACKOPO CTE M3IMOJI3BAIIN WM €

BBH3MOJKHO JIa U3I0JI3BATE JPYTH JICKapCTBa.

Mo cnenmanHo, mosst, uH(pOpMupaiiTe Bammist nexap, ako usnon3sare:

- HAKAKBH JIEKapCTBa, KOUTO MOXe Jia ca moxoonu Ha Ultibro Breezhaler (cbasprxanm momgooHu
aKTHBHH BEIIECTBA);

- JIeKapcTBa, HapeueH! Oera-0JI0KepH, KOUTO MOTaT J1a Ce U3MOJI3BAT 3a JICUCHHE Ha BUCOKO
KPBBHO HAJISITAHE WJIM IPYTH ChPACYHHU MpoOsieMH (KaTO MPOIPAHOIION) HIIH 338 OYEH IPO0JeMm,
HapeyeH riaykoma (KaTo THMOJION);

- JIeKapCcTBa, KOUTO HaMassIBaT HABAaTa Ha KAl B KpbBTa. BKITIOUBAT ce:

- KOpTHKOCTEepouan (Harp. MPeTHH30JIOH);

- auyperuim (00e3BOIHSIBAIIM TAOIETKH), KOUTO CE H3IMOJ3BAT 3a JICUCHHE HA BHCOKO
KPBBHO HAJSITaHEe, KATO XUAPOXJIOPOTHA3ZUI;

- JICKapCTBa 3a JINXATEJHU MPpodsieMu (Karo Teo(uimH);
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BpeMeHHOCT U KbpMeHe

Hsima maHHM OTHOCHO yroTpebara Ha TOBa JISKapCTBO ITPH OPEMEHHH U He Ce 3Hae, 1Al aKTHBHHTE
BEILIECTBA Ha TOBA JIEKAPCTBO MTPEMUHABA B KbpMata. VIHIakaTepo1, €HO OT aKTHBHUTE BEICCTBA B
Ultibro Breezhaler, moxe 1a mornpeun Ha pakaaHeTo mopaau eekra, KONTO UMa BbPXY MaTKara.

AKko cTe OpeMeHHa WITH KbPMHUTE, CMSTATE, Ye MOXKe J]a CTe OpeMeHHa WK TUIaHupaTe OpeMEHHOCT,
nochbBeTBalTe ce ¢ Bamms nexkap wim dapmareBT mpeau ynorpebara Ha ToBa JiekapeTo. He TpsioBa
na usnomssare Ultibro Breezhaler, ocBen ako Barmmst siekap e Bu kake 7a To HarnpaBuTe.

Ilodupane u padora ¢ MAaIIMHU

Mautko BEpOSITHO € TOBA JIEKApCTBO J1a OKayKe BIMSHUE BBPXY criocoOHOocTTa Bu 3a modupane u
paborta ¢ MaimiaM. He3aBucuMo OT TOBa, JIEKAPCTBOTO MOXKE JIa PEIM3BHKA 3aMastHOCT (BIK. TOUKa 4).
AKO ce IOYyBCTBAaTe 3aMasiH, JOKaTO IpUeMare TOBa JIEKapCcTBO, He modupaiiTe u He padoTeTe ¢
MallluHU.

Ultibro Breezhaler chabp:ika nakro3a

ToBa siekapcTBO Chabpika JiakTo3a (23,5 Mg B eqHa karcysa). Ako Bammsr nekap Bu e ka3zai, ue
UMaTe HEIOHOCUMOCT KbM HAKOU 3aXapH, CBBPIKETE CE C HETO, IPEIH Ja IPUEMETE TO3H JICKAPCTBEH
HPOYKT.

[MocwBerBaiiTe ce ¢ Bamms nexap wim gapmarieBT npey yrorpedara Ha KOETO U Jia € JIeKapcTBO.

3. Kak na mznosssare Ultibro Breezhaler

BuHaru u3nonspaiiTe ToBa JEKapcTBO TOYHO KakTo By e kazan Bammst nekap wim papmanest. Ako
HE CTe CUTYPHH B Helllo, monuTaiTe Bamms nexap i gpapmariesT.

Kouaxko Ultibro Breezhaler na npuemere

OOnuaifHara 103a € J1a ce MHXaJMpa ChAbPKAHUETO Ha €JHA KarCyJsa BCEKU JIeH.

Tps0OBa 1a ro MHXaMMpaTe caMo BeJHBXK THEBHO, 3aII0TO €()EKTHT Ha TOBA JIEKAPCTBO TPae B
npoabDKeHue Ha 24 yaca. He mpuemaiite moBede, oTkoIKoTo Bammst nexap Bu e kazan.

INanueHTHn B cTapyecka Bb3pact (75 roamHu u noseye)
AKoO cTe Ha BB3pacT 75 TOIMHHM U TOBEYE, MOKE J]a U3I03BaTe TOBA JIEKAPCTBO B ChIIIATA /1033 KAKTO
TIPH OCTAHAJIUTE Bb3PACTHHU.

Kora na unxammpare Ultibro Breezhaler

N3nomn3BaiiTe TOBA JEKAPCTBO 110 €IHO U CHLIO BpEME BCEKH JIeH. ToBa me Bu nomorse aa He ro
3abpaBsTe.

Mosxke na naxamupare Ultibro Breezhaler mo Bcsiko Bpeme mpeau wim ciiesl mpuemMa Ha XpaHa Wi
HAIHUTKU.
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Kak na unxamupare Ultibro Breezhaler

- Ultibro Breezhaler e 3a naxanaropHo npUIOKEeHHE.

- B Ta3u omakoBKka Iiie HAMEPHUTE HHXAJIATOP U KarCysM (B OIUCTepH), ChABbPIKAIIN JIEKAPCTBO
nox opmara Ha mpax 3a HHXanaus. M3nons3saiite Karncyimre caMo ¢ HHXAIaTopa B Ta3u
onakoBka (nuxanatop Ultibro Breezhaler). Kancynute TpsibBa 1a octaHar B 6Jmcrepa, 10Karo
HE JION/Ie BpeMe Jia TH U3IONI3Bare.

- OrtJenieTe 3a1HaTa YacT Ha OJMCTEpa, 3a JIa O OTBOPUTE - HE U3BAXKIAITE KaTlCcysaTa mpes
(dommoro.

- Koraro 3amo4Bare HOBa OMakoBKa, H3oj3BaiTe HoBus waxamatop Ultibro Breezhaler,
HaMHPAIIl CE B OMTAKOBKATA.

- W3xBBpIrieTe HHXAIATOpPa BBB BCSKA OMAKOBKA, CIIE/ KATO CE MU3IOI3BAT BCHUKU KAICyIH B
OIaKOBKaTa.

- He nmormemaiite xancymnmre.

- Moitst IpodeTeTe HHCTPYKIIMUTE B Kpast Ha Ta3H JIMCTOBKA 3a JIOIBJIHUTEIHA WH()OpMAaIHs
OTHOCHO yrorpedaTa Ha HHXaJIaTopa.

AKO cTe H3I0JI3BaJId IoBede oT Heodxoaumara go3a Ultibro Breezhaler

AKXO CTe MHXaJIMPaJi MPEeKaJeHO MHOTO OT TOBA JIEKAPCTBO MIIM aKO HSKOM JAPYT € U3Moi3Bai Baimure
Karcyu, nHpopmupaiite Bamms nexap He3abaBHO HITH OTHETE B HAM-OJIM3KOTO CIIEIIHO OTJICJICHHE.
IMokaxxeTe omakoBkara Ha Ultibro Breezhaler. Moske na ce Hyaaete oT MEIUIIMHCKA TTOMOIIL.
BB3MoxHO € a ycerute, ue chprero Bu 6ue mo-06p30 0T 00M4aiHOTO WM J1a IMaTe TiIaBo0oue, 1a
Ce 4yBCTBaTe CHHIIMBH, Jla HMAaTe rajieHe Wi aa Bu ce MoBpbIia, KakTo U Jia KMaTe 3pUTEITHH
HapyIICHHS, 3aMIeK WK 3aTPYIHCHUS [TPU YPUHUPAHE.

Axo cre npomycHaiu 1a usnosssare Ultibro Breezhaler

Axko cTe 3a0paBHIHN J1a MHXAJIMPATE €IHA J1032 B 0OMYalHOTO BpeMe, MHXAIHPANUTE S KOJIKOTO CE& MOXKE
MO-CKOpo Chimus eH. Crel TOBa MHXaJIMpalTe ClIeBAIaTa J103a B 00MYaifHOTO BpeMe Ha CJICBAIIHs
neH. He naxammpaiite moBeye OT €1Ha J03a B €IMH U ChILIH JIECH.

Koako xbiaro n1a npoabiukasare Jeuenuero ¢ Ultibro Breezhaler

- IMpoasmkere neuenuero ¢ Ultibro Breezhaler tonkosa abiaro, konkoro Bu e ka3an Bamust
JeKap.

- XOBb e xponnuno 3abossBane u Bue TpsoBa na usnonssate Ultibro Breezhaler Bcexu nen, a
HE caMO KOraTo uMare 3aTpyJHEeHHUs C TUIIaHeTO WK Apyru cuMmnTomu Ha XObb.

AKO MMare HIKaKBU BBIIPOCH OTHOCHO MPOIBDKATEITHOCTTA Ha JICICHHETO C TOBA JISKApCTBO,

roBopeTe ¢ Bammst nekap nim dapmarenT.

AKO nMare HAKaKBH JIOTBIHUTEIHN BBITPOCH, CBBP3aHH C yoTpedaTa Ha TOBa JISKAPCTBO, TIOMTUTANTE
Bammwst nekap, hapmarieBT WM MEAUIIMHCKA CECTPa.
4, Bb3MOKHU HeKeJIAHU PeaKkiun

Kaxro Bcrmukmn JICKAapCTBa, TOBA JICKAPCTBO MOKE Jia MPCAN3BHUKA HCIKCIIaHU PCAKIUU, BBIIPCKH Y€ HE
BCCKU I' IIOJTy1daBa.

Hsikon Heske1aHU peaKknuM MOraT Aa ObIaT CepHO3HM

Yectu (Morar na 3acernar 10 1 Ha 10 xymm)

. 3aTpyAHEHO AUIIAHE UM IPErJIbIIAaHe, 10yBaHEe HA €3UKa, YCTHUTE UJIM JIMLETO, yPTUKApHS,
KO)KEH OOpUB — TOBA MOJKE Jla ca MPU3HALIM Ha aJlepruyHa PeaKius;
. ycellaHe 3a yMopa WM CUJIHA XaX/1a, HaJU4ue Ha MOBUILIEH arneTuT 0e3 1a MMa IOBHIIEHUE Ha

TETJIOTO U OTACJIIHE Ha IMO-TOJIAMO KOJIMYECTBO YpUHA OT OOMKHOBEHO — TOBA MOXKE Jaca
IMpu3Haly Ha MOBUIIICHA KPbBHA 3aXap (XI/IHepFJ'II/IKCMI/Iﬂ).
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Heuectn (Morar aa 3acernar 10 1 Ha 100 xymimn)

. MPUTHCKAIa 00JIKa B I'bPMTE C TIOBHUIIICHO M3MOTSIBAHE— TOBA MOYXKE J1a € CEPHO3CH MPodIIeM
ChC CHPIETO (MCXEMUYHA 0OJIECT Ha CHPIICTO);

. MO/IyBaHe MPEIUMHO Ha €31Ka, YCTHUTE, JIUIIETO WK T'BPIIOTO (Bh3MOKHHU TPH3HAIN HA
aHTHOENIEM);

° 3aTPyAHEHO AUIIAaHEe ChC CBUPEHE HA IBPANTE U KaIlLJIHIA;

. 00JIKa B OKOTO MJIA TUCKOM(OPT, BpEMEHHO 3aMbIIIIBAHE HA 3PEHUETO, C MOSIBA Ha OPEOJT UITH
I[BETHH 00Pa3H B ChUETAHNE ChC 3aUEePBABAHE HA OYUTE — TOBA MOYKE JIa ca MPHU3HAIM Ha
rIIayKoMa,

° HEMPaBHUIICH ChPACYECH PUTHM.

Axo IMOJIYYHUTE HAKOA OT TE3U CEPUO3HU HEXKECIIAHU PEaKIIUU, MMOTHPCETE He3a0aBHO MeIUIIUHCKA
IMOMOII.

JIpyru HesKeJIaHU peaKkiMy MOraT Jia Obaar:
MHoro yectu (Morart aa 3acernar noseue ot 1 Ha 10 qymm)

. 3alylIeH HOC, KUXaHe, KalllIsHe, I71aBo0osue ¢ uim 0e3 BUCOKa TeMIiepaTypa — TOBa MOXKE Ja
ca mpu3HaIM Ha MHQEKIWs Ha TOPHUTE AUXATEIHHU ITBTUILA.

Yectn

° KOMOHMHAIMS OT 3a4€PBEHO I'bPJIO M TE€YAI HOC — TOBA MOXKE JIa ca MPU3HAIY Ha Ha30(DapuHTHT;

° 0O0JIE3HEHO ¥ YeCTO YPUHUPAHE — TOBA MOJXKE J1a ca TIPU3HAIM Ha WH(EKIIHS Ha TUKOYHUTE
ITBTUINA, HAPEUCHA IUCTHT;

° ycelllaHe 3a HATHCK WK 00JIka B Oy3WTe WM YeJIOTO — TOBA MOXKE Jia ca MPU3HAIN Ha

BB3NaJICHUE Ha CHHYCHTE, HAPEYCHO CHHY3UT;

TeYalll UK 3amyIleH HOC;

3aMasiHoCT;

rJIaBo0oIIHE;

KalllJIMIIA;

3a4epBEHO T'BPIIO;

CTOMAIITHO HEePa3MOIoKEHHE, HAPYIIIEHO XPaHOCMHUJIAHE;
KapHuecH Mo 3h0UTe;

3aTPyAHEHO WM 0OJIE3HEHO YPUHHUPAHE — TOBA MOXKE JIa ca TIPU3HAIIM Ha 3ayIlBaHe Ha
IIUKOYHU A Mexyp nJIn peTeHHI/IH Ha ypHHa;

BHCOKA TEMITIEPATyPa;

° rpbaHA OOJKA.

Heuectn

HapyLIeHUs HA ChHS,;

ChpIieOHeHe;

ChplieOMeHe — MPU3HAIM Ha HEMIPaBHJICH ChPACUYCH PUTHM;
MIpOMsIHA Ha I1aca (MperpakBaHe);

KBbPBEHE OT HOCA;

Jrapus WK OOJIKa B CTOMaxa,

CyXOTa B yCTara;

ChpOEK UM 00PUB;

0oJTKa, KOSITO 3acsira MyCKYJIUTE, JIMTAMEHTUTE, CYXOKUJIMATA, CTABUTE U KOCTHUTE;
MYCKYJIHH CIIa3MU;

MYCKyJTHa 00J1Ka, 00JIE€3HEHOCT WIIH YyBCTBUTEIHOCT;
00JIKa B PBIICTE UM KpaKaTa,

OTOK Ha pBIIETE, TJC3EHUTE U CTHIIAJIATA;

ymopa.
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Peaxu (Morar na 3acernar no 1 na 1 000 qymm)
. W3TPBIIBAHE MITH CKOBAHOCT.

Cho0maBaHe Ha HeXKeJIAHM PeakIMu

AKO MoITyuuTe HAKAKBU HEXEJIaH! JIEKAPCTBEHU PeaKluy, yBeoMeTe Bamus nexap mim gpapMareBT.
ToBa BKJIFOUBAa BCHYKH Bb3MOKHHM HEOIIMCAHU B Ta3H JIMCTOBKA HEXEJIaHU peakiuu. MokeTe ChIIo 1a
CHOOIINTE HEXKETaHH PEaKIMU JUPEKTHO Ype3 HallMOHAHATA CHCTEMA 32 ChOOIaBaHe, IIOCOUYeHa B
[Mpunoxxenue V. Karo cpob11aBare HeskeNaHN PEAKIIAN, MOXKETE Ja Ja/IeTe CBOS IPUHOC 32
NoJTy4yaBaHe Ha oBede MH(OpMaIUs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansBare Ultibro Breezhaler
Ja ce chxpaHsBa Ha MACTO, HEIOCTHITHO 34 JIEIA.

He u3non3BaiiTe ToBa JekapcTBO ciief] CpOKa Ha TOJHOCT, OTOENA3aH BbpXy KAPTOHEHATA ONAKOBKA U
omucrepa cien “T'omen mo:”/“EXP”. CpokbT Ha TOJHOCT OTTOBapsl Ha TIOCIIETHIS IEH OT TIOCOYSHUS
Mecell.

Ja ue ce cpxpansiBa Hax 25°C.

Kancynure na ce cbxpaHsBar B OpUrnHaIHUS OJMCTEp, 3a Aa e MPEassT OT Bllara, v Ja He ce BaJsT
OT HEro 0 MOMEHTA IIpeJi yroTpeoda.

I/IHanIaTOp’bT BBB BCsIKa OITaKOBKa TpSI6Ba Ja C€ U3XBBPJIH, CJICI KaTO CE€ U3I10JI3BAT BCUYKU KaIlCyJIn
B OIIaKOBKaTta.

He us3nonspaiite ToBa JICKapCTBO, aKO 38.6CJIC)I(I/ITC, g€ OIIaKOBKaTa € IMOBPEACHA UJIM ITOKa3Ba
IMpru3Hal Ha OTBapAHE.

He u3xBbprsiiTe gekapcTBara B KaHaJIU3alMITa WM B KOHTEHHEPA 3a JOMAIIHU OTIabIIU.
[Monuraiite Bamus hapMarneBT Kak Ja U3XBBPIISATE JICKApCTBATa, KOMTO Beve He nanon3sare. Te3u
MEpKU 11Ie CIIOMOTHAT 3a OIla3BaHE Ha OKOJIHATA CPEa.

6. Cun)pmalme HA OIMMAKOBKAaTa U JOIIbJIHUTEJ/IHA HH(I)OpMaIII/Iﬂ

Kakso chabp:ka Ultibro Breezhaler

- AKTHBHH BEIIECTBA: HHAAKATEPOI (KaTo Masiear) U MIMKOMUpoHuyM Opomu/l. Besika karcyna
chabpxa 143 Mukporpama WHAAKaTEPOI MajeaT, KoeTo chorBercTBa Ha 110 Mmukporpama
MHJAKaTepo, U 63 MUKporpama INIMKOMUPOHUYM OpOMHJI, KOETO ChOTBETCTBA HA
50 mukporpama ramkomiponuyM. JloctaBeHara 103a (103ara, KOsTO e OTACNS OT HaKpaiiHUKa
Ha UHXaJIaTopa) ChOTBETCTBA Ha 85 MUKporpama HHIaKaTepol (KOeTo € EKBUBAJICHTHO Ha
110 mukporpama HHAAKaTEPOI MajeaT) U 43 MUKpOrpaMa rIMKONUPOHUYM (E€KBUBAJICHTHH Ha
54 muKporpama rIMKONMMPOHUEB OPOMUN).

- JIpyTu chCTaBKH Ha ITpaxa 3a MHXaJaIus: JJAKT03a MOHOXHIPAT U MarHe3ueB creapat (BUKTE
ToYKa 2 moj3ariasue ,,Ultibro Breezhaler cbabpika akTo3a’).

Kak usriexaa Ultibro Breezhaler u kakBo cbabpika onakoBkaTa

Ultibro Breezhaler 85 mukporpama/43 Mukporpama mpax 3a WHXaJIalus, TBbPIN Karcyyu ca
MPO3PaYHH, KBJITH U ChIbPIKAT OsuT 10 mouTH Osi1 pax. Umar npoayktos kox “IGP110.50”,

OTII€YaTaH B CHHbBO IOJ] IBE€ CHHU MBULU BBPXY TSUIOTO, U JIOTOTO HA KOMITAHUSTA (U)), OTIEYaTaHO B
YEPHO BBPXY KalaueTo.

B Ta3u omakoBKa I1ie HAMEPHUTE UHXAJIaToP 3aeAHO C Karcyiu B oyuctepu. Beeku Onmuctep chabpxa
niu 6 i 10 TBpBIU KacyIiu.
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[IpennaraT ce cnegHUTE OMMAKOBKH:
Enunnyna onakoBka, ceabpxkania 6x1, 10x1, 12x1, 30x1 wm 90x1 TBEpAM KancyM, 3a€AHO C
1 unxanarop.

['pymoBu onakoBKH, Chabpskaiy 96 (4 omakoBku 1mo 24X1) TBbpIH KaNCyIu U 4 HHXaIaTopa.
['pynoBu onakoBku, chabprkanm 150 (15 omakoBku mo 10x1) TBepam Karcynu u 15 naxanaTtopa.
I'pynoBu onakoBku, chabpikaiy 150 (25 omakoBku o 6X1) TBBpAM Karcyam u 25 HHXanaTopa.

He Bcuukmu BUOBC OITIAKOBKHU MOI'aT aa 6’BI[EIT ITyCHAaTu B npoz[a>K6a.

IIpuTexares Ha pa3pelIeHHETO 32 YIOTpeda

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

IIpousBoaure.
Novartis Pharma GmbH
Roonstrale 25

D-90429 Nurnberg
I'epmanns

Novartis Farmacéutica SA

Gran Via de les Corts Catalanes, 764

08013 Barcelona
HUcnanus

3a nonmbJaHMATENHA HH(OPMAIKS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPKETE CE C JIOKATHUS
MPEICTABUTEN Ha MPUTEXKATENS Ha Pa3peIeHUEeTo 3a YnoTpeoda:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

bouarapus
Novartis Bulgaria EOOD
Ten: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: 449 911 2730

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5 269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Magyarorszag
Novartis Hungaria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00



E)Mada Osterreich

Novartis (Hellas) A.E.B.E. Novartis Pharma GmbH

TnA: +30 210281 17 12 Tel: +43 1 86 6570

Espafia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z o.0.

Tel: +34 93 306 42 00 Tel.: +48 22 375 4888

France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 55 47 66 00 Tel: +351 21 000 8600

Hrvatska Romania

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.

Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

Island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: 4390296 54 1 Puh/Tel: +358 (0)10 6133 200
Kvmpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom (Northern Ireland)
SIA Novartis Baltics Novartis Ireland Limited

Tel: +371 67 887 070 Tel: +44 1276 698370

JlaTa Ha moc/1eIHO MpepasrJiesKaaHe HA JTUCTOBKATa
JApyru u3royHuny Ha MHQpopManms

IMoapo6Ha uHbopMaius 3a ToBa JIEKapcTBO € peocTaBeHa Ha yeOcaiita Ha EBporieiickara areHIus
o ekapcrBara http://www.ema.europa.eu
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Mortst, mpouerere BHUMaTeHO 1eante UHeTpykiun 3a ynorpeoda npeau aa usnoissare Ultibro

Breezhaler.

ITocTaBere

IIpoouiiTe n
ocBoOoaeTe

HNuxanupaiite
IbJIOOKO

t

[ o
v S
l"

fl

Creika la:
U3abpnaiiTe kanaykara

Croiika 16:
OTBopeTe HHXAJIATOPA

Crbiika 2a:

IIpoGuiiTe BenHbxK
KarmncyJjara

3aapBKTe HHXATATOpa B
U3MPABEHO MOJIOKEHHE.
[poGwuiite kancynara
KaTO HaTHCHETe
€IHOBPEMEHHO
OyTOHMTE, Pa3OI0KEHH
OT JIBETE CTPaHH.

[Tpu npoOuBane Ha
KarcyJara TpsioBa 1a ce
4ye 3BYK.

[poGuiite kancynara
CaMO BEAHBX.

Croika 20:
OcBobojere
CTPAHUYHUTE OYTOHU

50

IIpoBepeTe nam
KaIcyJiaTa e npasHa

Crplka 3a:
HN3aumaiTe HAMBJIHO
He nyxaiite cpemry

HaKkpalHUKa.

Cronka 30:

HNnxanupaiite Ab160K0
J1eKapCcTBOTO

HpbxTe nHxanaropa,
KaKTO € MTOKa3aHo Ha
KapTUHKATa.

Ilocrasere HakpaliHuKa B
ycTara cu M 3aTBOPETE
YCTHUTE CH OKOJIO HETO.
He Hatuckaiite
CTpaHWYHUTE OYTOHH.

IIpoBepete nanu
KarcyJiaTa e npasHa
OTBOpeTe HHXaNaTopa, 3a
Jla BUUTE, TN € OCTaHall
Ipax B Karcysara.

AKo e ocTaHai npax B

KarcyJara:

e 3aTBOpeTe
HHXaJaTopa.

e [loBropere crbrku 3a

110 3B.
s O3

Ocrtanan npax IIpa3na




Crbrka 1B:

B3emere kancyJa
Ortzenere eaHo OT
THe3/aTa Ha OiucTepa.
Ortnenere NpeAnasHOTO
¢onuo Ha Onucrepa u
n3BaJeTe Karcynarta.

He n30ytBaiiTe kancynara

opes3 QDOJ'II/IOTO.

He rearaiiTe kancynara.

Croika 1r:

IMocraBere kancyaara
Huxkora He mocraBsiite

KarcynaTa IUPEeKTHO B

HaKpalHUKa.

Crenka 11;
3aTBopere HHXaJIaTOPa
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Bpaumaiite 06p30 1
KOJIKOTO MOJKETE I10-
IIBII00KO.

o Bpeme Ha
WHXAJIAIKATA 11Ie YyeTe
OpBbMUaI 3BYK.
Bn3MoxkHO € na yceTute
BKYyca Ha JIEKapCTBOTO
JIOKaTO MHXaJIHpare.

(o &
—

Crpnka 3B:
3aapbiKTe TBXa CH
3anpeKTe IbXa CH 3a
TIOHE 5 CEKyHIHU.

OTtcTpaneTe npa3nara
KarncyJia

W3xBbprere npa3Hara
Karcyna B KOHTelHepa 3a
JIOMaIIX OTIaIbIIH.
3aTBOpeTe NHXANATOPa U
[IOCTaBeTe Karaykara.

Baxna nndopmanus

o Karcymure Ultibro
Breezhaler tpsi6sa
BUHAru ja ce
CBXpaHsABaT B OnucTepa
U J1a ce N3BAXIAT
HETIOCPENCTBEHO MPEH
ymotpeba.

e He u3OyrBaiite
Karcyara npe3
¢dommoro, 3a 1a 51
W3BaUTE OT ONHCcTEpa.

¢ He renraiiTe kancynara.

¢ He n3nosnsBaiite
kancynute Ultibro
Breezhaler ¢ npyr
HHXaJaTop.

¢ He usnosnssaiite
unxaiartopa Ultibro
Breezhaler 3a npunarane
Ha Jpyr BU] Karcyna
WX JIEKapCTBO.

e Huxora He nocrassiite
KalcyJsaTa B ycrara cu
WY B HaKpailHUKa Ha
HHXaJaTopa.

¢ He Haruckaiite
CTpaHU4HUTE OYTOHU
TIOBEYE OT BEIHBXK.

¢ He nyxaiire cpemy
HakKpalHUKa.

e He Hartuckaiite
CTpaHWYHUTE OYTOHU
JIOKaTo MHXaJHMpare mpe3
HakpaiHUKa.

¢ He nunaiite xancynure
C MOKpH pBIIE.

e Huxora He u3ruiakBaiite
MHXaJaTopa ¢ Boja.




OmnaxoBkara Ha Bamust uaxanarop Ultibro

Breezhaler cpabpika:

o Emun naxarartop Ultibro Breezhaler

e EnuH uu noBeve OJIMCTEPH, BCEKU ChIbpIKAaILl 6
w10 kancysm Ultibro Breezhaler, kouro ma ce
M3II0JI3BaT ¢ MHXAIATOPa

Kamepa Ha Haxpaitrik

Karcynara

Kanaue

CTpaHudHH
OyroHn

OcHoBa

OcHoBa Ha
HHXaJIaTopa

Huxanarop Bancrep

YecTo 3a7aBaHu
BBIPOCH

3am0 HHXAJIATOPBT He
H3IaBa IIyM 10 BpeMe Ha
HHXAJanuaTa?
Karrcymara moxe na
3ace/lHe B Kamepara. AKO
TOBA CE CITYYH,
BHUMATEITHO 1 0CBOOOAETE
KaTo MOYyKBaTe 1Mo
OCHOBaTa Ha MHXAaJaTopa.
Wuxanupaiite
JIEKapCTBOTO OTHOBO KaTo
MOBTOPHTE CTHIKH 3a 10
3B.

Kaxkso TpsoBa 1a
Hanpassi, AaKO MPaXbT
ocTaHe BbTpe B
Kancyjaara?

He cre npuenu
nocTaThbuHO OT Bamero
JIEKapCTBO. 3aTBOpETE
WHXaJIaTopa U IOBTOpeTe
CTBIKH 34 10 3B.

Kamuasx ciaen
MHXAJALUATA — UM JIH
3HaYeHue?

ToBa MOXe 1a ce CITy4H.
oM karmcynara € mpasHa,
CT€ TIPUEIH JOCTATHYHO OT
Barmero nekapctio.

YceTux MaJIKH 4YacTHITH
OT KAMCyJaTa BbPXY
e3dKa CH — HMAa JIN
3HaYeHHue?

ToBa Moxe 1a ce ciydH.
He e Bpeano.
BepostHOCTTa Kancynara
Jla ce CUYIU Ha MaJIK1
MapueHla ce MOBUIIABa,
aKo e mpoOwuTa 1MmoBeye OT
BEIHEX.

IHo4yucrBaHe Ha
HHXAJI1aTopa

W36bpurere HaKpaiftHUKA
OTBBH H OTBBTPE C YHCTA,
cyxa KbpIia, KOSITO He
OT[IEeNS BIIaKHA, 32 12
OTCTPaHUTE OCTAHAIUS
npax. [la3zere uaxanaropa
cyx. Hukora ne
M3IUIaKBaiiTe HHXAIaTopa
¢ BOJIA.

H3xBbpisine Ha
HHXAJIATOPA CJIe]
ynorpeda

Bceku unxanatop TpsoBa
J1a ce U3XBBPIIH CIIe]] KaTo
BCHYKH KaICyJH ca
n3non3BaHu. [lonuraiiTe
Bamus gapmarieBT kKak ga
M3XBBPIINATE JICKAPCTBATA H
WHXaJaTOPUTE, KOUTO BeUe
HE ca HeOOXOAUMHU.
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