NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHMSI TIPOAYKT

Trixeo Aerosphere 5 mukporpama/7,2 mukporpama/160 Mukporpama, CycreH3us 1oJ| HaJisiraHe 3a
HHXaJIanus

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB

Bcsiko otenHo BIpbckBaHe (I0CTaBeHa /1034, OT MyJIBEpU3aTOpa) ChIbpikKa 5 MHUKporpama
dopmoTteposioB dpymapat quxuapar (formoterol fumarate dihydrate), 9 Mmukporpama riMKOnMUPOHHEB
o6pomuz (glycopyrronium bromide) exBuBanenTau Ha 7,2 MUKpOrpama TJIMKOTIUPOHUYM U

160 mukporpama 6yaezonns (budesonide).

ToBa chOTBETCTBa Ha OTMEpEHa /1032 5,3 MUKporpaMa GopMOTEpOIIOB yMapaT JUXHIPAT,

rmKonupoHueB Opomun 9,6 MUKporpama, eKBUBAJICHTHH Ha 7,7 MUKpOTpaMa TIIMKOMHUPOHUYM 1
Oyane3onun 170 mukporpama.

3a IBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
CycneH3us oJ HallsiraHe 3a UHXaJlalys

Bsna cycnensus.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTUYHU MOKA3AHUSA

Trixeo Aerosphere e oka3aH KaTo MOAIBPIKAILO JICYCHHE MIPU Bb3PACTHU MAIMSHTH C YMEPEHa J10
TEKKA XPOHUYHA 00CcTpyKTHBHA OenonpobHa Oonect (XOBB), konto He ca aJieKBaTHO JISKYBaHH C
KOMOMHAIIMS Ha MHXAJIATOPSH KOPTHUKOCTEPOUT U IBJITO/IcHCTRAIl 0eTa2-arOHUCT WJIM KOMOMHAIIUS
Ha JIbArojeiicTBall OeTa2-arOHUCT U IBJITO/ICHCTBAIL AHTAarOHKCT Ha MyCKapHHOBHUTE pelienTopH (3a
e(eKTuTe BEPXY KOHTPOJIa Ha CHMIITOMHUTE M IPEIOTBPATSIBAHETO Ha eK3alepOanny BIKTE TOYKA
5.1).

4.2  Jlo3MpoOBKA M HAYMH HA MPUJIOKEHHE

2 !031/1[ )OBKa

[IpenopbunTenHaTa 1 MaKCUMaIHATA J103a € IBE MHXAJIALUH JBa ITbTH JHEBHO (JIBE MHXAJIAIIMU
CYTPHH U JIBE HHXAJIAIUH BeUep).

Axo 6’L,Z[e npoIrycHara 103a, T4 Tpr6Ba Ja c€ NPpHUEME KOJIKOTO € Bb3MOKHO ITO-CKOPO U CJICABAIlaTa
J03a TpSI6Ba Ja C¢ Mpueme 1o 00HYaitHOTO BpEME. He TpH6Ba Ja c€ IprucMma HBOﬁHa 034, 3a

KOMIICHCHUPAHE Ha 3a6paBeHa J1034a.

CrernyansHu MOIyJIAIHA

Cmapuecka 6v3pacm
He ce nanmara kopurupaHe Ha J03ata MpH MAIlMEHTH B cTapyecka Bh3pacT (Bxk. Touka 5.2).

bvbpeuno yspeocoane



To3u nexapcTBeH MPOAYKT MOXKE JIa CE€ M3IIOJI3BA B MPEIOPBUYNTENHATA 034 IIPH MAI[MEHTH C JIeKa J0
yMepeHa cTereH Ha Ob0pedHo yBpexaane. MoXke ChIIO J1a CE U3IIONI3BA B MPENOPbYUTETHATA 032
MIPH MAIUCHTHU C TEXKKa CTEIICH Ha ObOPEUHO YBPEKIAHE WIH TEPMUHAJICH CTaIuil Ha ObOpeYHa
OosecT, Hayaral uaamnsa, CaMo ako OYaKkBaHaTa IoJ3a MPEBHUIIaBa TOTCHIHATHIS PUCK (BXK. TOUKH
4.4u5.2).

Yeproopobro yspexcoane

To3u JeKapCcTBEH MPOAYKT MOXKE JIa C€ M3I0JI3Ba C MPENOPHYNTETHATA 103a IPH MAMEHTH C JIeKa JI0
yMepeHa CTENEeH Ha YepHOAPOOHO yBpexaane. Moxe ChILo /1a ce M3MO0J3Ba ¢ MPENOoPbUYUTEIHATA 1032
IPH MAIMCHTH C TeKKa CTEIEH Ha YePHOAPOOHO YBPEKIAaHE, CAMO aKO OYaKBaHAaTa MOJI3a MPEBUIIIABA
MOTEHIUAIHUS PUCK (BXK. Touku 4.4 u 5.2).

Ileduampuuna nonyrayus
Hsima chOTBETHO NPHIOKEHHE Ha TO3H JIEKAPCTBEH MPOAYKT MPH Jelia U ;oo (Ha Bepact o 18

rojuHu) 3a nmokasannero XOBB.

Hauwnn »Ha npuioxeHue

3a MHXaJATOPHO NMPUIIOKEHHE.

Yxazanus 3a ynompeba

3a ;1a ce OCHTYpH MPABWITHO MPHIIOKEHUE HA JICKAPCTBEHUS MPOIYKT, JIEKap WIH APYT MEAUIIUHCKA
CIISIMATUCT TPSAOBA Ja MOKaKe Ha MAIMCHTA KaK Jia U3I0JI3Ba HHXAJIaTopa MPaBUIIHO, KaTo TPsiOBa
CBIIIO PEAOBHO J]a POBEPsBa aJICKBATHOCTTA HA TEXHUKATa Ha MHXANIHpaHe Ha nanueHTa. [lanneHTsT
TpsOBa 1a Ob/Ie TOCHBETBAH J1a YeTe IMCTOBKaTa BHUMATEITHO U Ja CJIe/[Ba YKa3aHHsTa 3a yrnoTpeoa,

JaJIeH! B JINCTOBKATA.
3abesexkka: BaxxHo e manmeHTsT Ja ObJe HCTPYKTHUPaH:

o Jla He ynoTpeOsBa MHXANATOPa, aKO CYIIUTEIAT, KOWTO € BhTPE B TOPOUYKATa OT QOIHO, €
W3TEKbJ M3BBH MAKETYETO CH. 3a Haii-100pH pe3yiTaTi HHXAIATOPBT TpsiOBa a Oblie Ha
CTaifHa TeMIepaTypa Mpeau yrnorpeoa.

o Jla 3apenu WHXaNaToOpa, Karo ro paskiaTH U U3MPHCKa BbB Bb3AyXa YETHPH ITbTH MPEAH
mbpBaTa ynorpeda Win JBa MbTH, KOraTo HHXAJIATOPHT HE € O TI0JI3BaH TOBEeYE OT CEJeM JIHH,
CJIe]] eXKeCeJIMUIHOTO U3MUBAHE MIIH aKo € OWJI U3ITycHAT.

¢ Jla m3rutakBa ycTara CH ¢ BOJIa CJie]] HHXalIMpaHe Ha J103aTa, 3a Jia ce CBe/ie 0 MUHIUMYM pUCKa
oT opodapuHTeanHa Kannuao3a. Jla He reira.

IIpu BupbsckBaHe Ha Trixeo Aerosphere ompezenen 06em OT CyCIeH3UsATa M3/TH3a OT HHXAJIATOpPA MO
Hamsrane. Korato manueHThT BAMIIBA IIPe3 MYyH/IIYKA MO CHIIOTO BpeMe, KOraTo BIIPHCKBAaBa C
MHXAQJIaTOPa, BEIECTBOTO L€ MOCIEABA BIUILIAHHUS Bb3AYyX B IUXATSIHUTE IbTHUILA.

[TaruenTH, KOUTO Ce 3aTPyIHABAT J1a KOOPAUHUPAT BIPHCKBAHETO C MHXAIMPAHETO, MOXKE Ja
nsmosssar Trixeo Aerosphere ¢ o6emmua kamepa, 3a a c€ OCHTYPH IIPABUITHOTO MTPHIIOKEHHE HA
JICKapCTBEHUST MPOAYKT. Trixeo Aerosphere moxe 1a ce u3mon3Ba ¢ 00eMHHM KaMepH, BKITIOYUTEITHO
Aerochamber Plus Flow-Vu (Bx. Touka 5.2).

4.3 IIpoTuBOomOKAa3aHUS

CBpBXUYBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO UM KBbM HAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.



4.4 CoenuajJHU nMpexynpexIeHusi U NpeanasHu MepKHU MpH ynorpeda

He ¢ npeana3HadeH 3a VHOTDC63 IOpH OCTPHU CHCTOSAHUA

To3u JiekapcTBEH MPOAYK HE € MOKa3aH 3a JICUCHUE Ha OCTPH €MU3011 Ha OPOHXOCa3bM, T.€. KaTo
CTIaCUTEITHA TePATTHSI.

IlapagokcaneH OpoHXOCIa3bM

[MpunoskeHueto Ha GopMOTEPOIT/TITUKOMUPOHIYM/OYIC30HUT MOXKE Ja TPEAU3BHUKA MTapaIoKcaieH
OpOHXOCMAa3bM C TIOsIBa HA He3a0aBHU CBUPKAIIY XPHUIIOBE M HEJOCTUT Ha BB3IyX HEMOCPEICTBEHO
ciiel IPUIOKEHHEe, KOMTO MOXKe Ja ObjIe :KHUBOTO3acTpalaBalll. JISUeHHEeTO C TO3H JIEKapCTBEH
MPOAYKT TpsiOBa Ja ce MPeyCTaHOBH He3a0aBHO, aKO HACTHIIU NapajOKCaICH OPOHXOCTIa3bM.
ChCTOSIHMETO Ha TalieHTa TPSAOBa J1a Ob/ie OIICHEHO U JIa Ce 3all0YHE ajTepHATUBHA Teparus, ako ¢
HEOOXO0IUMO.

BiomiaBane Ha 3a00JsBaHe

I[penopbuBa ce JTEYEHHETO C TO3H JICKAPCTBCH MPOAYKT Ja He Ce CIUpa PA3K0. AKO MAIllMEHTUTE
CYHMTAT, Y€ JICYCHHETO ¢ Hee(heKTHBHO, TPIOBA [1a MPOABIDKAT C JICUEHHETO, HO TPsIOBA /1a Ce OThPCH
MEMIIMHCKA TTOMOIII. YBeJIMYaBaHe Ha yrmoTrpedara Ha 00JeKYaBanyd OpOHXOAMIATATOPH TTOKa3Ba
BJIOIIABAaHE HA OCHOBHOTO 3a00JIsIBaHE M Hajlara MpeoleHKa Ha Tepamnusta. BHe3anHo 1 mporpecuBHO
BJomaBaHe Ha cumnroMute Ha XOBb e moTeHuamHo )XUBOTO3acTpallaBalllo ¥ NalMeHThT TPSAOBa J1a
Jla ce MOJIOKHU Ha CIICITHA MEMIIMHCKA OIICHKA.

CuprieyHOCHI0BH ePeKTH

CbpaedHOCHI0BH €EKTH KATO KaTO ChPJCUYHU apUTMHUH, HAPUMED MPEACHPIHO MBXKICHE U
TaXUKapIusl MOXKE J1a ce HaOJII0JaBat clie/l MPUIOXKEHHE Ha aHTarOHUCTH Ha MyCKapUHOBUTE
pelenTopu ¥ CHMIaTUKOMUMETHIIH, BKIIOUATEITHO TTIMKOMUPOHUYM U (hopmoTepoit. To3u JekapcTBeH
MPOAYKT TPsiOBa Jla ce M3MOJI3BA C MOBUILICHO BHUMAHKE TIPH MAIUSHTH ¢ KJIMHUYHO 3HAYAMO
HEKOHTPOJIUPAHO M TEXKO ChPAEYHOCHI0BO 3a00JIsIBaHe, KaTO HApUMep HecTaOMIIHA HCXEMUYHA
0oJecT Ha CHPLETO, OCTHP MUOKAPACH HHPAPKT, KAPIUOMHUOIIATHS, CHPACYHN apUTMHUH U TEXKKa
ChpJI€YHa HENOCTATBYHOCT.

TpsOBa chIO a2 ce BHUMABA, KOTATO CE JIEKYBAT MAIMEHTH C U3BECTHO MM ChC CHMHEHHE 32
yabokaBane Ha QTC unreppana. QTC > 450 munucexkyHau 3a Mbxe, win > 470 MUIMCEKyHIU 32

JKEHH), KAKTO BPOJICHO, TaKa M UH/IYI[MPAHO OT JICKAPCTBEHHU MPOITYKTH.

CucreMHm KOPTHKOCTCPOUIAHHU edJeKTI/I

CucteMHH e()eKTH MOJKE J1a BB3HUKHAT MIPU BCEKH MHXAIATOPEH KOPTHUKOCTEPOUI, OCOOCHO MpH
BUCOKH JI03H, IPEANHUCBAHH 32 JBJITH NEpuoai. MHOro mo-Majiko BEpOsITHO € Te3H eeKTH Ja
BB3HUKHAT NPY UHXAJIATOPHO JICYEHHE OTKOJIKOTO MPH MEPOPATHUTE KOPTUKOCTEpouIu. Br3moxHHTE
CHCTeMHH e(eKTH BKIF0UBaT CHHAPOM Ha Cushing, KbIIMHTOMIeH XaOUTYyC, aipeHaTHa CyIpecHs,
HaMmaJsiBaHe Ha KOCTHATa MUHEPaJHa IUIbTHOCT, KaTapakTa u rinaykoMa. [loteHnuanaure ehexktn
BBPXY KOCTHATa IUITBTHOCT TPsIOBA /1a ce UMaT MPEABH]l 0OCOOCHO MPH MALMEHTH HA BUCOKH JIO3H 3a
NPOJIBIDKUTEIHU TEPHOJIN ChC CHITHTCTBAIIM PUCKOBH (DAKTOPH 332 OCTEONIOPO3a.

3puTenHN HAPYIICHUS

[pu ynotpeba Ha KOPTUKOCTEPOU/IN 38 CHCTEMHO H JIOKAJIHO MTPUIIOKEHUE MOXKE J1a UMa ChOOIICHHS
3a 3pUTEJTHU HapylIeHUs. AKO JaJIeH NallMeHT MOJTy4d CUMIITOMH, KaTo HaIlp. 3aMbIJICHO 3PSHNE HIH
JPYTH 3pUTEITHNA HAapyIIeHUs], TPsiOBa 1a ce OOMKCIIM HACOUBAHETO Ha TMAI[MEeHTa KbM O TaIMOJIOT 3
OLICHKA Ha Bb3MOKHHUTE IPUYUHU, KOUTO MOXKE JIa BKIFOUBAT KaTapaKTa, IIayKoMa HIH PEIKH
3a00JIsIBaHMs KaTo HaIlp. IEHTpaHa cepo3Ha xopuoperunonatus (central serous chorioretinopathy,



CSCR), xouTo ce cho0IIaBar cies yrnorpeda Ha KOPTHKOCTEPOUIH 34 CHCTEMHO M JIOKAITHO
npuiokenne (Bk. Touka 4.8).

IIpemMuHaBaHe OT IIepopaIHa TepaIus

Oco0eHo BHUMaHHUE € HE0OXOANMO TIPH TMAEHTH, TPEMUHABAIIH OT IIEPOPAITHU CTEPOUAN, ThI KaTo
TE MOJXKE J1a OCTaHaT B PUCK OT HapyIlieHa Han0hOpeuHa (yHKIM 3a 3HauuTeNIHO Bpeme. [laruenrure,
KOUTO Ca MMaJH HyXJa OT BHCOKOZ030Ba KOPTUKOCTEPOUIHA TEPAITHS MIIA POABIDKATEIHO JIEUeHUE
C Haif-BUCOKaTa MPETMOPHUYNTETHA 1032 HHXATATOPHH KOPTHKOCTEPOUIN, MOXKE CHINO J1a OBIaT B PHCK.
Te3u manMeHTH MOXe Ja MOKa3BaT MPU3HAIM U CUMIITOMH Ha HaJI0bOpEeYHa HEJJOCTAThYHOCT, KOraTo
ca U3JIOKECHU Ha TeXbK cTpec. TpsaoBa na ce uMa npeBu I JOIBIHUTEIIHO MTOKPUTHE ChC CUCTEMHU
KOPTUKOCTEPOHIN TI0 BpeMe Ha IMIEPUOIN Ha CTPEC WIIK TPH TIIAHOBA OTIepaIlHsl.

ITuesmonuns npu narentu ¢ XOBb

[ToBuiieHue Ha YecToTaTa Ha ITHEBMOHUS, BKIIOYUTETHO ITHEBMOHUS, Haaramia XOCIUTaIn3aus, €
HabmogaBaHo nipu naruenTy ¢ XObb, momy4aBany nHXxanaTopHu KOPTHKOCTEpOouan. ChIeCTBYBAT
W3BECTHU JIaHHHM 32 IOBUIIEH PUCK OT THEBMOHMS NP MMOBHUILABAHE HA J]03aTa HA CTEPOUIUTE, HO
TOBa HE CC€ JOKa3Ba Y6€ILI/IT€IIHO BBB BCUYKHU ITPOYUBAHUA.

Hsama y6€ILI/ITeJ'IHI/I KIIMHWUYHU JaHHU 3a pa3JIMKU B pPaMKHUTE Ha KJjIaCa MCKAY MHXAJIATOPHUTE
KOPTUKOCTCPOUIHH IMPOAYKTHU Ha BEJIMYMHATA HAa pUCKA OT ITHEBMOHMUA.

Jlexapute TpsiOBa Aa ocTaHaT OJUTENHH 32 BE3MOXKHO pa3BUTHE Ha THEBMOHHMS NIPH ITALUEHTH C
XOBb, Thi KaTo KTMHUYHATA KAPTHHA HA TAKMBa HH(EKIINHU ce TIPUTIOKPHUBA ChC CHMITOMHTE Ha
ex3arepoanuu Ha XOBB.

PuckoBure dakropu 3a mHeBMOHHMS Tpu naiieHTH ¢ XOBb BimoyBaT HaCcTOSIIO TIOTIOHOMYIIEHE,
cTapyecka Bb3pacT, HUChK HHJeKC Ha TerecHa Maca (U TM) u Texka XOBB.

XHIIOKATHEMUS

[ToTeHunanHO cepruo3Ha XUIOKATMEMUS MOKE J1a € pe3yTar oT Tepanus ¢ 2- aroHucT. ToBa uma
MOTEHIIMAN Ja AOBEJIE 10 HEXKENaHU ChPJCUYHOCHI0BH edekTh. [IpernopbuBa ce NOBUIIEHO BHUMAaHHUE
npu Texxka XOBB, Tit kato To3u edekT Moke J1a ObJie MOTEHIMPaH OT XHIOKCHs. XUTIOKaTHEMUSTa
MOJe CBIIO Aa ObJe MOTEHIMPaHa Ype3 eAHOBPEMEHHO JIEUCHUE C APYTH JEKAPCTBEHH MIPOAYKTH,
KOUTO MOTaT J1a MPeAN3BUKAT XUIIOKAIMEMUS, KATO KCAHTHHOBH NPOU3BOJHH, CTEPOUIN U TNYPETULIH
(Bx. Touka 4.5).

XUNepriauKkeMus

WHxanamnus Ha BUCOKH JI03U [32-aJpeHEPTUYHHA arOHUCTH MOJKE JIa JIOBEJIE /10 ITOBHUIIICHUS Ha
IJIa3MeHaTa TIII0K03a. 32 TOBa KphBHATA 3axap TpsiOBa J1a ce MpOoCIIeIsaBa 1Mo BpeMe Ha JISYSHUETO
CBIJIACHO YCTAaHOBEHW HACOKH TIPU MAIUEHTH C TUa0eT.

CerpTeTBaIiy 3a00JsIBaHNSs
To3u JICKApPCTBCH NPOAYKT TpSI6Ba Aa CC U3M0JI3Ba C IOBUIICHO BHUMAHHWEC NIPU NALIUCHTH C
TUPCOTOKCHUKO3A.

AHTHXOIUHEPTUYHO JIEHCTBUE

ITopaau HErOBOTO AHTUXOJUHEPTUUHO JICHCTBHE TO3H JICKAPCTBEH MPOIAYKT TPsIOBa J1a Ce U3IOJI3Ba C
MOBUILIEHO BHUMAHUE MPH MalMEHTH ChC CUMIITOMATHYHA XMIIEPILIA3Us Ha MpocTaTaTa, PeTEHIHS Ha
YpHHA WK C TECHOBI'bIHA ItaykoMa. [larienTtuTe TpsaOBa qa ObnaT MHPOPMHUpAHH 32 MTPU3HALIUTE U
CUMITOMHUTE Ha OCTPa TECHOBI'bJIHA TJIAyKOMa U TPsIOBa J1a ObAaT HHGOPMUPAHU J1a CIIPaT
yrnoTpedara Ha TO3H JICKApCTBEH MPOJYKT U HE3a0aBHO J]a CE CBBPIKAT ChC CBOS JIEKAP, aKO PA3BHAT
HSKOU OT TE€3H MPHU3HAIM U CUMITTOMH.



EnHOBpeMEHHOTO TpHIIOKEHHWE Ha TO3HM JIEKAPCTBEH INPOAYKT C APYTH JIEKAPCTBEHH MPOAYKTH,
ChIBPIKAIIM BEIIECTBA C AHTUXOJMHEPTUYHA aKTUBHOCT, HE C€ MpenophuBa (BXkK. Touka 4.5).

Bbr0Opeuno yBpexaane

Thit KaTO TIIMKOMMPOHUYM CE EKCKPETHPA MPEJIUMHO Mpe3 ObOpEITE, TAIIMEHTH C TEXKKA CTENEH Ha
0n0peuHo yBpexaane (kpearnHuHOB KiaupbHC <30 MI/mMin), BKIIOYUTETHO TE3H C TEPMHHATHA
O0BOpeyHa HEeOCTATHYHOCT, M3UCKBAIIA HAIN3a, TPAOBA J1a ce JEKYBAT C TO3U JIEKAPCTBEH IPOAYKT
caMo aKo OYaKBaHaTa I10j13a MPEBHIIaBa MOTEHIHATHHSA PUCK (BXK. ToUKa 5.2).

YepHoapoOHO YBpEKIaHE

[pn manmeHTH ¢ TEXKO YepHOAPOOHO YBPEXKJaHe, TO3H JIEKAPCTBEH MPOIYKT TPSAOBa /1a ce M3I0JI3Ba
caMo aKo OYaKBaHAaTa Ioj3a MPEeBHIaBa MOTEHIUATHIS pUCK (BXK. Touka 5.2). Te3u manuenTu TpsiOBa
Jia ce HaOJII0AaBaT 3a MOTEHIUATHY HEeXETaH! PeaKIuu.

45 B3auMmopeiicTBHE ¢ IPYTHU JeKaAPCTBEHH MPOAYKTH U APYru (JopMH HA B3auMojeiicTBHE

dapMaKOKHHETUYHN B3aUMOAECHUCTBUS

KimHNYHY npoyYBaHHs 32 B3aUMO/CHCTBUS OT THIA JEKAPCTBO-JICKAPCTBO HE Ca MPOBEKAAHU C TO3H
JIGKapCTBEH MPOIYKT, 00ade Bb3 OCHOBA Ha IN VItro mpoyuBaHMs Cce€ CUUTA, Y€ MOTCHIMATBT 32
MeTaOOJMTHH B3aMMOJICHCTBHUS € HUCHK (BXK. Touka 5.2).

dopmotepoin He naxuoupa CYP450 eH3uME B TepaneBTUYHO MPHIOKUMH KOHIIGHTpauu (BK. TOYKA
5.2). byne3onu U rUKOMUPOHUYM He nHxuOupar win uaaympar CYP450 eH3umu B TeparneBTHYHO
NPUJIOKUMH KOHLICHTPALHH.

Meraboiau3mMbT Ha Oyne3oHu] ce Meauupa npeaumuao ot CYP3A4 (Bk. Touka 5.2). Ouaksa ce
€JIHOBPEMEHHOTO JieueHue ¢ MolHu naxubutopu Ha CYP3A, Hanp. utpakoHas3oJ, kerokoHaszou, HIV
MPOTEa3HU HHXUOUTOPHU M KOOUIMCTAT-ChIbPIKAIIN MPOIYKTH, J1a TOBUIIHN PUCKA OT CHCTEMHHU
HEXeJIaHU PEaKIuy, U TPsIOBa Jia ce U30sArBaT, OCBSH aKo I0Jj13aTa MPSBHUILABA TOBUIIICHHS PUCK OT
CUCTEMHH KOPTUKOCTEPOMIHU HEXKEJIaHU PEaKIMH, KaTo B TO3U CIIy4al MallMeHTUTe TPsOBa J1a Obaat
HaOJIF0IaBaHK 32 CHCTEMHU KOPTHKOCTEPOUIHU HEXKEIaH! peakiiui. ToBa € OT OrpaHu4eHO KITHHUIHO
3HAYEHHE MPH KpaTKoTpaiito (1-2 cenmMuIin) ieueHue.

OrpaHPI‘IeHI/ITe JaHHU 3a TOBa B3aI/IMOI[eI\/'ICTBI/Ie ITpY BUCOKH N03U MHXAJINPAH 6y2[e3OHI/IZ[ IIOKa3Bar, 4yc
MOJKE /1a Bh3HUKHE 3HAYUTEITHO TIOBUIIICHHE HA TIa3MEHUTE HUBA (CPETHO YETHPH ITTH), aKO
utpakoHasoi1, 200 My BeAHBXK THEBHO, CE MPHUJIara ¢JHOBPEMEHHO ¢ MHXAJIAIIMOHEH Oy 1e30HMT
(enuunyna f03a ot 1 000 Mukporpama).

T KaTO IMMKOMUPOHUYM CE SIIMMHUHUPA TIIABHO 110 ObOPEYEH BT, MOTEHIIMAIHO OMXa MOIJIH A2
BB3HUKHAT JIEKAPCTBEHH B3aUMOJICHCTBHSI C JIEKAPCTBEHU TPOJIYKTH, MIOBJIMSBAIY MEXaHU3MUTE Ha
0BOpeuna ekckpenust. In Vitro, rimmkonupoHuyMm e cyoctpat Ha 0b0peunute Tpancnoprepu OCT2 u
MATE1/2K. EdexTbT Ha mumeTHI1H, Moaen Ha naxuourop Ha OCT2 u MATEL, Bepxy
pasnpeielieHueTo Ha MHXAMPaHHs TIMKOITMPOHNYM TI0Ka3Ba OTPpaHIYEHO TIOBUINIEHHE Ha o01iaTa My
cucremHa excriosunus (AUCo.) ¢ 22% u neko noHmwkeHne Ha 0b0peunus KimpbHC ¢ 23% nopaan
€IHOBPEMEHHOTO MPUIOKEHNE HA IMMETUANH.

(DaDMaKOZ[I/IHaMI/I‘IHI/I B3aPIMO)1€I>iCTBHH

Lpyeu anmumyckapunosu 1eKapcmea u CUMRAMUKOMUMEMUyy

EnHOBpEeMEHHOTO NPUIIOKEHNE HA TO3U JIEKAPCTBEH MPOAYKT C APYTH AaHTUXOIMHEPTUYHU
JIEKapCTBEHU MPOIYKTH M/WITU MIPOIYKTH, ChABPKALIN IBJITOICHCTBAI P2-aAPCHEPIUYHU arOHUCTH,
HE € IIPOY4BaHO U HE CE IPENOopbhUBa, Thil KATO MOJKE J1a IOTEHIMPa U3BECTHUTE HEXKETIaHU PeaKIuu



Ha MHXAJIATOPHUTE MYCKaPUHOBH aHTArOHUCTH WK Ha 2-aapeHepruuHuTe aronucTH (BXk. Touka 4.4
u Touka 4.9).

ChITBTCTBAIIO MPUIIOKEHUE HA APYTH OeTa- aApeHEPrUYHH JICKAPCTBEHH MPOAYKTH MOXKE J1a UMa
MOTEHITHATHO aTUTHBHH e()eKTH; TOPaJX TOBA € HEOOXOIMMO MOBUIIIEHO BHUMAaHHUE, KOTaTo JIPYTH
OeTa- apeHeprUIHH JIEKaPCTBEHU MPOIYKTH C€ MPEAIIICBAT EAHOBPEMEHHO ¢ (hOpMOTEPOIT.

Jlexapcmeo-unoyyupana Xunokaiuemus.

Bb3moxHaTa mbpBOHAYaIHA XUITOKATHEMHUS MOKE /1a Ce MOTEHIHPa OT €THOBPEMEHHO NPUIIaraHu
JIEKapCTBEHU MPOAYKTH, BKIIOUNTEIHO KCAHTUHOBH MTPOU3BOAHH, CTEPOUIN U KaJIM-HEChXpaHIBaIlN
nuypetui (Bx. Touka 4.4). XunokaliueMusTa MOKe J1a TIOBHIIH HPEIPa3NoI0KEeHUETO KbM apUTMUH
IIpY TALUEHTH, KOUTO Ca JIEKYBaHU C JUTHUTATHCOBH TTIMKO3HUIH.

[-aopenepeuunu d10kepu

B-anpenepruunuTe 0J0KepH (BKIFOYHTEIHO KAIKK 3@ OYH) MOJXKE J1a OTCIA0AT MM HHXUOUpAT edekra
Ha ¢opmotepon. EnHoBpeMenHaTa ynorpeba Ha B-agpeHepruyHu OJI0Kepy TpsiOBa J1a ce u305rBa,
OCBEH aKO OYaKBaHaTa I0J3a He MPEBHUINaBa MOTSHIIMATHNSA PUCK. AKO ca HEOOXOaUMH [3-
aJIpeHEPTUYHU OJIOKEPH, MPEANIOYUTAT CE KapAUOCEICKTUBHY P-aApCHEPTUIHU OJOKEPH.

lpyeu papmaroounamuunu 83aumooeticmeus

ChIbTCTBALIO JICUCHUE ¢ XUHHUIUH, AU30THPAMU], TPOKAaHHAMUI, aHTUXUCTAMUHU, HHXUOUTOPH Ha
MOHOaMHWHOOKCH/1a3aTa, TPULMKIMIHN aHTHACTIPECAHTH U (EHOTHA3HHU Morart j1a yabipkat QT
MHTEpBaJa 1 J1a yBEIHYaT pHCKa OT KaMepHU apuTMuH. B nomrsiiHenue, L-nona, L-tupokcus,
OKCHTOIIMH H JIKOXOJI MOTaT Jla HapyIllaT ChpAeYHAaTa TOJIEPAaHTHOCT KbM OeTa2-
CHMIIATUKOMHUMETHIIH.

ChITBTCTBAIIO JICUCHUE C UHXUOUTOPU HA MOHOAMHUHOOKCH/Ia3aTa, BKIOYUTEITHO JICKAPCTBCHH
MPOAYKTH C MOJ00HH CBOMCTBA KaTo Qypa3oquIoH U MPOKapOa3uH, MOXKE Ja YCKOPAT
XUTNIEPTOHUYHHUTE PEAKIINU.

C’LHIGCTBYBa IMMOBHUIICH PUCK OT apUTMUU NIPHU NMALUCHTH, IOJTydaBallly CbIIbTCTBAIld aHECTE3U C
XaJIOTCHUPAaHU BBITICBOAOPOAH.

4.6 @epTHANTET, GPEMEHHOCT U KbpMeHe

BpemenHoct

JIMnCcBaT WM MMa OTPaHMYECHO KOJMUYECTBO JIAHHU OT yrmotpedarta Ha Oy1e30HU I, TTMKOIMUPOHUYM H
dhopMoTepoI pu OPEMEHHH JKECHU.

Jannu ot ynorpebaTa Ha uaxanaropeH Oyaesonua npu Haza 2 500 ekcrioHnpaHu OPEMEHHOCTH HE
MOKA3BaT MOBUIIICH TEPATOreHEH PUCK, CBBP3aH ¢ Oyne30HuA. [IpoyuBaHus ¢ eIMHUYHA 1032 TIPH
XOpa YCTaHOBSBAT, Y€ MHOTO MAJIKH KOJMYECTBA MITMKOMUPOHUYM IIPEMUHABA TUIAIleHTapHaTa
Oapuepa.

Hsima omut ¢ wimm qokasartesicTBa 3a mpo0ieMu ¢ 0€30MacHOCTTa MPH YITOTpeOdaTa Ha MPOTISIIaHT
Hopduypan (HFal34a) mo Bpeme Ha OpeMEeHHOCT WM KbpMeHe Ipu xopa. [IpoyuBanusita obaue 3a
edexra Ha HFal34a Bppxy penpoaykTuBHaTa GpyHKIHS 1 eMOPHODETATHOTO pa3BUTHE TP KUBOTHH
HE MOKa3BaT KIMHWYHO 3HAYMMHU HEXeNaHU €PEeKTH.

He ca mpoBex1aHu penpoayKTUBHE TOKCUKOJIOTMYHHU MTPOYYBAHHS TIPH KUBOTHH C TO3U JICKAPCTBEH
npoaykt. Jloka3aHo e, ue Oy/JIe30Hu HHIyIHpa eMOprodeTaiHa TOKCHYHOCT B IUTHXOBE M 3ailIly,
e(eKT Ha Ki1aca IIIFOKOKOPTUKOUIN. B MHOTO BUCOKH JI03M/HUBA HA CUCTEMHA €KCITO3HUIINS
(dopMoTepOIT PeIM3BUKBA UMIUTAHTAIIHOHHY 3aryOu, KAKTO ¥ HAMAJICHUE HA TETJIOTO NPH paXkIaHe U
Ha paHHAaTa MOCTHATAJIHA MPEXKUBSIEMOCT, JOKATO IIMKOMMPOHUYM HAMa 3HAYUMH €(PEKTH BbPXY
penpoaykuusita (Bx. Touka 5.3).



[TpunokeHUeTo Ha TO3M JIEKAPCTBEH NPOAYKT pu OpeMeHHH >KeHU Tpsi0Ba 1a ce OOMHCIIH caMo aKko
OuYaKBaHaTa I0J13a 3a MalKaTa orpaB/aBa MOTEHLUAIHUS PUCK 3a IIJI0Ja.

Kspmene

Enno knmuHIYIHO (hapMaKoJIIOTUYHO MPOYYBaHE MTOKa3Ba, Ye WHXATUPAHUAT OYJIC30HH]I CE EKCKPETUpa
B KbpMara. byne3onua obaue He ce OTKpHUBA B KPHBHU MTPOOH OT €CTECTBEHO XpaHEHU KbpMaueTa. Bb3
OCHOBA Ha (PapMaKOKUHETUIHHUTE NTAPaMETPH € U3YUCIICHO, Ye IUIa3MEHATa KOHIICHTPAIIHSI B JICTETO €
nox 0,17% ot mia3mMeHaTa KOHIIGHTpanus Ha Maiikata. ClieoBaTeIHo, He CE OYaKBaT €PEeKTH,
JUBJDKAIIN ce Ha OYJIe30HUI, TPH KbpMadeTa, YAHTO MAWKH ca MOTyYaBalid TEPANICBTUYHH JTO3H 32
TO3M JIEKapCTBEH MPOYKT. He € M3BecTHO v TIIMKOMUPOHUYM HITH (POPMOTEPOIT Ce EKCKPETUPAT B
kbpMaTa. ChOOIIABAT ce JAaHHU 3a MPEeMUHABAHE Ha TJIMKOMHUPOHUYM U (HOPMOTEPOIT B MAHYNHOTO
MJISIKO TIPH TTBXOBE.

[TpunoskeHue Ha TO3M JEKAPCTBEH MPOIYKT PH KEHH, KOUTO KbPMSIT, TPSAOBA Ja ce UMa MpeaBHI
€aMoO aKo OYaKBaHAaTa I10J13a 32 MalKaTa € [O-rojsMa OT Bb3MOXHMsSI PUCK 3a IETETO.

DepTUInTeT

ITpoyuBaHus npH IUTBXOBE ca MOKA3aJIn HeXelaHu epeKTH BbpXY (pepTunurera camo pu J030BH
HHBA [0-BUCOKH OT MaKCUMaJIHATa eKCIO3ULIUS Ha (opMOTepoII pH Xopa (Bxk. Touka 5.3). Byae3onnn
Y TIIMKOIMPOHUYM TOOT/ACTHO HE MPEeIN3BUKBAT HUKAKBU HEKeJIaHU e()EKTH BBPXY QepTHINTETA MIPH
uTbXxoBe. HsMa BeposITHOCT TO3M JIEKapCTBEH MPOAYKT, IIPUIIOKEH B MPENOphUYUTEIHATA 1033, /1a
nosnusie GepTUIINTETA TP X0Pa.

4.7 EdexTn BbpXy cioco0HOCTTa 32 modupaHe 1 padboTa ¢ MAIINHH

Trixeo Aerosphere He MOBJMsBA WK TTOBJIHSIBA MPEHEOPEKUMO CITIOCOOHOCTTA 3a mopupane u padora
¢ MaIIMHU. 3aMaiiBaHe, o0aue € HeuecTa HexelIaHa peakiiys, KOsSTO CIeBa J1a ce B3eMe MPEABUI IIPU
modupane Wi padoTa ¢ MaITuHM.

4.8 Hexenanu JeKapcTBeHH peaKuu

PesroMe Ha nmpodmiia Ha 6e30HacHOCT

[IpoduabsT Ha GE30MACHOCT Ce XapaKTepu3upa ¢ eheKTUTe Ha Kiiaca KOPTUKOCTEPOHIH,
AQHTUXOJIMHEPT UM U Po-afpeHeprudHu e()eKTH Ha KJlaca, CBbP3aHH C OTJCTHUTE KOMIOHSHTH Ha
KoMOuHanusaTa. Haif-uecto choOIaBaHNTe HeXKETaHHU PEAKIMU MPH MAIMEHTH, TOTy4aBalli TO3H
JIEKapCTBEH MPOAYKT ca mHeBMOHuUs (4,6%), rmaBodomnue (2,7%) u uHbeKIMs Ha MMKOYHNATE ITbTHIIA
(2,7%).

CruchbK Ha HEXKEIIAHUTE PCAKIIHN B TaOJIMYEH BU

CIHCHhKBT HA HEXKEJIAHUTE p€aKknu C€ OCHOBaBa Ha ONMTa C TO3HM JICKAPCTBCH MPOAYKT OT KIIMHUYHUTE
HU3IMHUTBAHUA U OIIUTA C OTACIITHUTC KOMIIOHCHTH.

YecToTata Ha HEXXEIAHUTE PEAKIUH € OMpE/e/ICHa, KaTO ¢ U3IOJ3BaHa ClIeJHATa KOHBEHIIUS: MHOTO
yectu (>1/10); wectn (>1/100 o <1/10); mewectu (>1/1 000 mo <1/100); pemxu (>1/10 000 mo
<1/1 000); muoro peaxu (<1/10 000) u ¢ Hen3BecTHA YecTOTA (OT HAMYHUTE JTAHHU HE MOXeE J1a Oblie
HaIrpaBeHa OICHKA).



Ta6auna 1: HeskeJlaHu peakmuu 1Mo 4ecTora u cucremo-opranen kiac (COK)

CucremMo-opranes Kjiac IIpeanoynTan TepMHUH YecroTa
Ungpexyuu u ungpecmayuu | OpaiHa KaHIUI032 Yectu
ITHeBMOHHS
Hapywenus na umynnama | CBpbXIyBCTBHTEITHOCT Heuwectn
cucmema
Anruoenem HewuszBecTHa

Hapywenus na
€HOOKPUHHAMA CUCmeMa

[Tpu3HAIM WM CUMIITOMH Ha CHCTEMHH
TIIIOKOKOPTHKOCTEPOUIHH €(EeKTH, HaTIp.
xunoyHKIMs HAa HaAOBOpEeUHaTa KIle3a

MHoro penku

Hapywenus na XUnepriimKkeMust Yectu
Memabonusma u
XpaHeHemo
Tcuxuunu napywenus TpeBoxkHOCT Yectu
bescbane
Henpecus Heuectn
Bb30yna
BbesnokoiicTeo
HepBHocT
[ToBeneHUECKH OTKIOHEHUS MHoro penku
Hapywenus na nepsnama | I'maBobonme Uectn
cucmema 3amassHOCT Heuectu
Tpemop
Hapywenus na ouume 3ampriieHo 3penue (BK. Touka 4.4) HeussectHa
Karapakta
I'maykoma
Covpoeunu napyuenus CopiieOueHe Uectn
CreHokapaus Heuectn
Taxukapaus
Cohpaeunu aput™Mud (IPEICHPIHO MBXKIICHE,
HaJIKaMEpHA TaXUKap/IUsi U eKCTPACHCTOJIN)
Pecnupamopnu, epvonu u | luconus Yectn
MeOUACMUHAIHUY Kanummna
Hapyutenus [pa3HeHe B rbpioro Heuectn
Bponxocnaszsm
Cmomawino-upesHu TI'agene Yectu
Hapywenus Cyxora B ycTaTa Heuectn
Hapywenus na koscama u | O6pazyBaHe Ha CHHUHU Heuectn
NOOKOJCHAMA MbKAH
Hapywenus na myckyano- | MycKyiaHM criazMu Yectn
CKelemHama cucmema u
CbeOUHUMeNHama mvKaH
Hapywenus na WHubeknns Ha NMKOYHUTE IBTUIIA Yectu
OvoOpeyume u nukounume | 3abpiKaHe Ha ypUHA Heuectn
nvmuwa
Obwu napyuenus u Bonka B repauTe Heuectn
ehexmu Ha MACMOMO Ha
NPULodNCeHUe

Onucanue Ha 1/13603}11/1 HCXCJIaHU pCaKIInu

ITaeBMOHUA




KRONOS e 24-cenmuuno npoy4BaHe rpu o010 1 896 manueHTH ¢ yMepeHa 10 MHOTO TeKKa CTEIeH
Ha XOBb (cpenen ®EO; cnen 6ponxoamnaTarop npu ckpunupaneto 50% oT oyakBaHusl, CTAHIAPTHO
otkionenue [SD] 14%), 26% ot kouTo ca nonyumiu ek3auepoanus Ha XObb B rogunara npeau
BKJIFOYBAHE B IPOyUYBaHeTO. YecToTaTa Ha MOTBbPACHH CHOUTHSI HA THEBMOHHMS, ChOOLICHU 10 24
cenmui, € 1,9% (12 mammentn) 3a Trixeo Aerosphere (n=639), 1,6% (10 marenTn) 3a
dopmoreposior pymapat auxuapat/raukonupornym (FOR/GLY) MDI 5/7,2 mukporpama (n=625),
1,9% (6 marenTH) 3a popmoteposios hymapat auxuapar/oynezonun (FOR/BUD) MDI

5 /160 mukporpama (n=314) u 1,3% (4 nauueHTH) 32 OTKPUTOTO JieueHUe ¢ popMOTEepoIIoB (hymapar
muxunpat/oyaezonna Turbuhaler (FOR/BUD) TBH 6/200 mukporpama (n=318). B KRONOS nsma
Clly4au C JICTaJeH M3X0J Ha MTHEBMOHHMs ¢ Trixeo Aerosphere.

ETHOS e 52-ceamuuno npoyusasne npu 06110 8 529 narpenTn (B momysausTa 3a npoy4YBaHe Ha
0e30MacHOCTTa) ¢ yMEepeHa 10 MHOTO Texka crered Ha XOBb u anaMHe3a 3a yMEpeHU HITH TeXKH
ek3arepbanuu B paMkute Ha npeaxoanute 12 mecena (cpenen ®EO; cien 6ponxoaunaratop npu
ckpunupaneto 43% ot ouyakBanusi, SD 10%). UectoTrara Ha nmoTBbpacHa mHeBMOHUs € 4,2% (90
nanueHTH) 3a Trixeo Aerosphere (n=2 144), 3,5% (75 martuenty) 3a GopMOTEPOIOB PymMapaT
nuxuapat/rmakonupornym/oyaesonun (FOR/GLY/BUD) MDI 5/7,2/80 mukporpama (n=2 124), 2.3%
(48 yuactuunu) 3a FOR/GLY MDI 5/7,2 mukporpama (n=2 125) u 4,5% (96 yuactauin) FOR/BUD
MDI 5/160/ mukporpama (n=2 136). B ETHOS uma met ciydvas ¢ jieTajgeH u3X0/ Ha THEBMOHHS 110
BpeMe Ha ¢azaTa Ha JeueHne B npoyuBanero (18a ¢ FOR/GLY/BUD MDI 5/7,2/80, tpu ¢ FOR/GLY
MDI u nuto enun ¢ Trixeo Aerosphere).

CrpoO1iaBaHe Ha HOAO3UPAHU HEXKEJIAHN PEAKIIHU

CrobmiaBaHeTo Ha MOIO3UPAHN HEXKEIAHN PEAKIIUU CIIe pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakKHO. TOBa IMO3BOIISIBA Ja MTPOIBIDKH HAOMOIEHNETO Ha CHhOTHOIIIEHUETO OJI33/PUCK 32
JIeKapCTBEHUA MPOAYKT. OT MEIUIIMHCKUTE CICIIHAIMCTH CE M3UCKBA J1a CHOOIIaBaT BCAKA
M0I03UPaHa HeXKEIaHa PEeaKIlus Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIIaBaHe, MOCOYCHA B

[punoxenue V.

4.9 TIlpemo3upane

I[Ipeno3upaHeTo MOXKe J1a JOBE/IC 10 3aCHUIICHH aHTUXOJIIMHEPTUYHH H/UITH B2-alpeHEePrUYHH TPH3HALH
Y CUMIITOMH, Hali-4eCTUTE OT KOMTO BKJIIOUBAT 3aMBIJIEHO 3pEHHE, CyX0Ta B yCTaTa, rajJicHe,
MYCKYJIEH CIIa3bM, TPEMOP, II1aBoboIMe, ChpIICOMECHE 1 CUCTONTHA XunepTonus. Korarto ce nsnon3sa
XPOHHUYHO B IPEKOMEPHHU J03H1, MOJKE JIa CE TOSBAT CUCTEMHH INIIOKOKOPTHUKOCTEPOUIHHU €(eKTH.

Hsma To4HO ompenieneHo ieueHre npy Ipeao3upaHe ¢ TO3H JeKapCTBEH MPOAYKT. AKO HACTBHITH
npeao3rpane, NalMeHThT TpsiOBa 1a Ob/ie JIeKyBaH NOABPKALIO C TOJXOASIIO POCIEAsIBAHE IPU
HYX/a.

5. ®APMAKOJIOTUYHU CBOMCTBA

51 @apmakoguHAMUYHM CBOMiCTBA

dapmakoTepaneBTuiHa rpyna: JlekapcTsa 3a JeueHre Ha 0OCTPYKTUBHH 3200 IsIBAHUS Ha

JUXaTEeITHUTE ITBTHIA, AIPEHEPTHYHH CPEJICTBA B KOMOWHAIINS C aHTHXOJIMHEPTHYHH CPEICTBA
BKIIIOUHTENTHO TPOWHU KoMOuHaumu ¢ koptukoctepouau, ATC kox: RO3AL11L.

MexaHu3bM Ha IEWCTBUE

Trixeo Aerosphere cbappska Oyae30HNI, TIIOKOKOPTUKOCTEPOHL M 1Ba OPOHXOIMIATATOPA:
TJIMKOTIUPOHUYM, JBJITOCHCTRAI MYCKApPUHOB aHTATOHKUCT (AHTHXOJIHMHEPTHK) U HOPMOTEPOIT,
JUBJITO/ICHCTRAII P2-aIpeHEPTHUYCH arOHUCT.
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Byne30H1] € TIIFOKOKOPTUKOCTEPOH/I, KOWTO MPH HHXAIUpaHe uMa 0bp30 (B paMKHTE HA 4acoBe) U
JTI0303aBUCUMO MTPOTUBOBB3MAIUTEIHO JCHCTBUE B JUXATETHUTE MHTULIA.

I'mukonupoHnyM € ABJITOoNeHCTBAI MyCKapUHOB aHTarOHUCT, KOMTO 9eCTO € OTHACA KbM
AQHTUXOJMHEPTUIHUTE cpeacTBa. OCHOBHUTE MUIICHN HA AaHTHXOJIMHEPIHYHUTE JIEKapCTBa ca
MYCKapHHOBHTE PELETITOPH, JIOKATU3UPAHH B PECIUPATOPHUS TPAKT. B muxaTemHuTe mbTHINA TOU
nposiBsiBa hapMakoIoruuHy eekTH upe3 uHxubupane Ha M3 peuenTopute B riajgkaTa MycKynaTypa,
KOETO BOIHM /10 OpOHXOoqMiIaTanys. AHTarOHU3MBT € KOHKYpPEeHTeH u o0patuM. IIpenorBparsBanero Ha
OpPOHXOKOHCTPUKTHBHHUTE €(EKTH, HHIYIUPAHN OT METHIIXOJIMH 1 AIlETHIXOJIHH, € 10303aBHCUMO U
npoabDKaBa moseve ot 12 yaca.

DopMOTEpOI € celeKTUBEH P2-alpeHepruueH aroHUCT, KOMTO MPH HHXAIMpPaHe BOAX A0 ObP30 U
NPOABIDKUTEIHO OTITyCKaHe Ha OpOHXMAIHATA TJIaIka MyCKyJIaTypa MpH NalueHTy ¢ odpatuma
OOCTpYKIIMS Ha JMXATEIHUTE MBTUIIA. BpoHXOoaAHIaTupamusar eQekT e 10303aBUCHM, C HAYaJIo Ha
e(exra B paMkuTe Ha 1-3 MUHYTH ciie nHXananusTa. [IpoabkuTeiHoCTTa Ha e)eKTa ¢ Hal-MaJIko
12 gaca cien eTHOKpaTHA J03a.

Knunuuna ecdpuxacnocm

Edukacroctra u 6e30macuoctta Ha Trixeo Aerosphere ca oleHeHH Py MAIMEHTH ¢ YMEPEHA 10
MHoro Texxka XOBb B 1Be panmoMu3upanu KIIMHWYHA U3MUTBAHUA ¢ ycropensau rpynu, ETHOS u
KRONOS. JIgete mpoyuBaHus ca MHOTOIICHTPOBH, ABOWHOCIEHH. [lalueHTHTEe ca CHMITOMATHYHU
cbe ckop oT Tecra 3a orienka Ha XOBb (COPD Assessment Test, CAT) >10, kouTo mosiy4aBaT JBe
WY TIOBEYE JHEBHHU MOUTBPIKAIIM TEPANK B POIBbIDKEHUE HA Hall-MaJKo 6 CeIMHIIN penn
CKPUHHHTA.

ETHOS e 52-ceamuuno msnutBane (N=8 588 panmomusupanu; 60% Mbike, cpeana Bb3pact 65
TOJIMHH), B KOETO Ce CpaBHABAT JBe MHXANauu Ha Trixeo Aerosphere ¢popmoreponos ymapar
muxuapat/rmukonupornyM (FOR/GLY) MDI 5/7,2 mukporpama, u popmoTeposioB hymapar
muxuapat/oyaesonna (FOR/BUD) MDI 5/160 mukporpama. IlareHTuTe HIMaT yMepeHa 0 MHOTO
texkka XOBb (PEO; cnen 6ponxomunaratop >25% mo <65% ot ouakBanus) U TpsOBa jia UMat
aHaMHe3a 3a eJJHa WM TIOBeUe YMEPEHH WK TeXKH ex3atepOannn Ha XOBb B rogunaTa npeau
ckpuHHuHTa. CHOTHONICHUETO HA TALMEHTH C YMEpEeHa, TeXKa 1 MHOro Texka creneH Ha XOBb e
choTBeTHO 29%, 61% u 11%. Cpennara usxoana croriHoct ®EO; BbB Benuku rpymnu € 1 021-1 066
ml, a o BpeMe Ha CKpUHHMHTA CPEHUAT MPOLICHT ciie] OpouxoaunaraTop nporuosupa ®EO; e 43%, a
cpenuust CAT pesyntar e 19, 6. [IspBuunaTa kpaiina Touka Ha uznutBanero ETHOS e wectoraTa Ha
YMEpEeHH WITH TeXKH ek3eriepOaiu Ha XOBB o Bpeme Ha jteuenue ¢ Trixeo Aerosphere B cpaBHeHHe
¢ FOR/GLY MDI u FOR/BUD MDI.

KRONOS e 24-cenqmuuno usnureane (N=1 902 pangomusupanu; 71% mbike, cpeiHa Bb3pact 65
TOJMHM), B KOETO CE CPABHABAT JIBE MHXAJAIIMH JIBA ITbTH AHEBHO Ha Trixeo Aerosphere, FOR/GLY
MDI 5/7,2 mukporpama, FOR/BUD MDI 5/160 mukporpama u OTKPHUTO JIeUeHHUE C aKTUBHO
JIEKapCTBO 3a cpaBHEHHE popMoTeposoB pymapat quxuapar/oyaezonun Turbuhaler (FOR/BUD
TBH) 6/200 mukporpama. [Tanuenture umar ymepena n0 maoro texka XObBb (PEO; cien
6pouxomuaaraTop >25% mo <80% ot ouakBauus). CHOTHONICHUETO Ha MAIIMEHTHTE C YMEPEHa, TEKKA
u MHoro Texxka XObb e crorBeTHO 49%, 43% 1 8%. Cpennusr uzxonen @EO; BbB BCUUKU TPYIH €

1 050-1 193 ml, a mo Bpeme Ha CKpUHMHTA CPEAHUAT POLEeHT oT oyakBaHusa DEO; cien
oponxoauiararop ¢ 50%, nax 26% ot narMeHTHTE CHOOIIIABAT aHAMHE3a 3a €IHA HJIU II0BEYE
yMepeHa WM TexKa ex3auepOauns Ha XOBb npe3 u3munanata roguna u cpeaaust CAT ckop e 18,3.
[IpoBeneHo e 28-cenMUYHO yabDKaBaHe A0 52 CeIMUIM Ha JICYEHHE B €JHA OArpyNa OT
yaacTHuuTe. [IspBrYHNTE Kpaitau Touku Ha poy4yBaneTo KRONOS ca ®EO; o BpeMe Ha jieueHne
ot o Kpueara ot 0-4 gaca (PEO; AUCo-1) 3a 24 cemmunum tipu Trixeo Aerosphere B cpaBHeHHE C
FOR/BUD MDI u npomsiHaTa o BpeMe Ha JICYeHHUE, CIIPSIMO U3XOJHOTO HUBO HA CYTPEIIHUS
npenno3oB ®EO; 3a 24 ceamurm nipu Trixeo Aerosphere B cpaBaenue csc FOR/GLY MDI.
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IIpu BKITFOYBaHE B MPOYYBAHETO Hail-uecTuTe Jiekapcrsa 3a XOBb, cho0IieHu B mpoyYBaHmsITa
ETHOS u KRONOS ca ICS+LABA+LAMA (crotBetHO 39%), 27% ), u ICS+LABA (choTBeTHO
31%, 38% ), LAMA+LABA (chotBeTHO 14%, 20%).

Edexm evpxy exsauepbayuume

Ymepenu unu mescku exzayepbayuu:

B 52-cemmuunoro npoyuBane ETHOS Trixeo Aerosphere 3HaunmMo HamassiBa CpeTHOTOIUIITHATA
4eCTOTa Ha yMEPCHU/TEXKKH eK3arepoanun 1o Bpeme Ha jeuennero ¢ 24% (95% Cl: 17, 31; p<0,0001)
B cpaBHenne ¢ FOR/GLY MDI (gyecrora; 1,08 crip. 1,42 chbutus Ha nanueHToroana) u ¢ 13%

(95% CI: 5, 21; p=0,0027) B cpaBaenue ¢ FOR/BUD MDI (uecrora; 1,08 cnp. 1,24 crOutns Ha
MAIMEHTOTO/INHA).

IMon3ure, HAOMIOMaBaHU 110 OTHOIICHHE Ha YecToTaTa Ha rojuiiHa 6a3a Ha ymepenu/Texkn XObb
ex3anepbanuu Hax 24 ceqmuii B KRONOS kato msiio ch0TBETCTBAT Ha Te3H, HAOIOIaBaH! B
ETHOS. Ilono6penusta B cpapuerne ¢ FOR/GLY MDI ca craTucTudecku 3Ha4uMHu, o0ade
nogo6penwust B cpaenne ¢ FOR/BUD MDI u FOR/BUD TBH me mocturaT cratuctudecka
3HAYMMOCT.

Teaxrcku exzayepbayuu (600ewu 00 XOCHUMARUZAYUS UIU CMBPI):

B ETHOS Trixeo Aerosphere unciieHo HamaisiBa FOMIIIHATA YE€CTOTA HA TEHKKHU €K3alepOaIuu 1mo
Bpeme Ha jiedenue ¢ 16% (95% ClI: -3, 31; p=0,0944) B cpaBuenue ¢ FOR/GLY MDI (uecrota; 0,13
crp. 0,15 ch0uTHS Ha MAIIMEHTOTOINHA) M 3HAYMMO HaMaJIsiBa TOUIITHATA YSCTOTA Ha TEKKU
ex3arepoanuu ¢ 20% (95% ClI: 3, 34; p=0,0221) 8 cpaBuenue ¢ FOR/BUD MDI (uecrora; 0,13 crp.
0,16 crOMTHS HA ALUEHTO-TOANHA).

B nBere mpoy4BaHMs MTOJI3M IO OTHOIICHUE HA eK3arepoannunTe ca HabI0JaBaH! MTPH MAIUEHTUTE C
yMepeHa, Texka u MHOTO Texkka XOBbb.

Edexmu 6vpxy 6enoopobrnama ¢hyuxyus

B ETHOS u KRONOS Trixeo Aerosphere mogobpsiea 6enoapobHara GpyHKIUs [0 BpeMe Ha JICUCHHE
(®EOs) B cpauenne ¢ FOR/GLY MDI u FOR/BUD MDI (. Ta6nuia 2 3a ETHOS u Ta6nuia 3 3a
KRONOS). HabmroaBa ce npoabnkuTesieH eekT 3a 24-ceIMUYHNS TIEPUO/] Ha JICYCHHE B IBETE
NpOYYBaHUs U B IPobibKeHe Ha 52 cenqmunu B ETHOS.

Taonauua 2: AHajau3u Ha oesoapoonara pyukius — ETHOS (cnupomMeTpuyHO moanpoy4yBane)

Trixeo FOR/GLY | FOR/BUD Pa3zjiuka MexIy JedeHusiTa
Aerosphere MDI MDI 95% ClI
(N=747) (N=779) (N=755) Trixeo Trixeo

Aerosphere cip. | Aerosphere cmp.
FOR/GLY MDI | FOR/BUD MDI

Haii-Hucka croitHOCT 129 (6,5) 86 (6,6) 53 (6,5) 43 ml 76 ml
Ha OEO1 (ml) 32 24 (25, 60) (58, 94)
ceamuny, LS Ha p<0,0001 p<0,0001#

Cp€aHata npomMsHa OoT

n3X0MHOTO HKBO (SE)

®EO1 AUCo.43a 24 294 (6,3) 245 (6,3) 194 (6,3) 49 ml 99 ml
ceamuny; LS na (31, 66) (82, 117)
CpeHaTa MPOMSsHA OT p<0,0001%# p<0,0001

u3X0qHOTO HKUBO (SE)

# p-cTOMHOCT HE € KOPUTHPaHa 32 MHOXXECTBEHOCT B HepapXUYHUS TUIAH 3a U3CIIeBaHE
LS = naii-mankure kBaapaty, SE = crannaprtaa rpemka, Cl = nosepurenen unrepsai, N = 6poii B
nonyJamus ¢ HamepeHue 3a jieuenue (Intent-to-Treat)
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Tadauna 3: AHagu3u Ha 6esionpooHara pynkuusa — KRONOS

Trixeo | FOR/GLY | FOR/BUD FOR/ Paznuka mexay jJe4yeHusATa
Aerosp MDI MDI BUD 95% ClI
here (N=625) (N=314) TBH Trixeo Trixeo Trixeo
(N=639) (N=318) | Aerosph | Aerosph | Aerosphere
€ere cmp. €re cmp. cnp. FOR/BUD
FOR/GLY | FOR/BUD TBH
MDI MDI
Haii-nucka 147 125 73 88 22 ml 74 ml 59 ml
CTOiHOCT Ha (6,5) (6,6) (9,2 (9,1) (4, 39) (52, 95) (38, 80)
®EO; (ml) 3a 24 p=0,0139 | p<0,0001 | p<0,0001*
ceaqmuny, LS na
cpeagHara
npoMsiHa OT
MN3XO0OJHOTO HUBO
(SE)
®EO1 AUCo.43a 305 288 201 214 16 ml 104 ml 91 ml
24 cexmuuy; LS (8,4) (8,5) (11,7 (11,5) (-6,38) | (77,131) (64, 117)
Ha cpeHaTa p=0, 1448 p<0,0001 p<0,0001
npoMsiHa OT #
N3XO0JHOTO HUBO
(SE)

# P-CTOHHOCT HE ¢ KOpUTrHpaHa 3a MHOXKECTBEHOCT B epapXU4HUS TUIaH 33 U3CIICIBAHE
LS = naii-mankute kBaapatu, SE = crangaptHa rpemika, Cl = uatepBanna qosepurensoct, N = 6poit
B TOMYJIALIMS C HAMEPECHHE 32 JICUCHHE

Obnexuasane Ha CUMNIMOMUME

B ETHOS, u3xomuuTe cpeliHy CKOPOBE 3a TUCITHES BapupaT OT 5,8 - 5,9 B rpynure Ha JeUeHUE.
Trixeo Aerosphere 3naunmMo o00psABa HEAOCTHTA HA BB3AYX (M3MEPEH C M3IMONI3BaHe Ha (hOKATIEH
ckop Ha MHnekca 3a nmpexoaua aucmnes (Transition Dyspnoea Index, TDI) 3a 24 ceamuiiu) B
cparenne ¢ FOR/GLY MDI (0,40 exunuim; 95% Cl: 0,24; 0,55; p<0,0001) u B cpaBHEHHUE C
FOR/BUD MDI (0,31 exunumm; 95% Cl: 0,15; 0,46; p<0,0001). ITomobpenusiTa ce moaabpxar 3a 52
ceamun. B KRONOS u3xonnute cpean pe3ynTaru 3a AUCITHEs Bapupar ot 6,3 — 6,5 B rpynuTe Ha
nederne. Trixeo Aerosphere sHaunTtenHo mo00psABa HEAOCTHTA Ha BB3AYX 3a 24 CeIMHITH B
cpasuenne ¢ FOR/BUD TBH (0,46 equnurm; 95% CI: 0,16, 0,77; p=0,0031). ITogobpenusra B
cpaBuenne ¢ FOR/GLY MDI u FOR/BUD MDI He mocturaT craTuCTHYECKa 3HAYUMOCT.

Kauecmeo na srcusom, c8wp3ano Cbe 30pasemo

B ETHOS Trixeo Aerosphere 3sHaunMo mogo0psiBa 3ApaBHIs CTaTyC, CIEIU(IYEH 3a 3a00JIIBAHETO
(orenen upes Pecimparoprus BenpocHuK Ha St. George [St. George’s Respiratory Questionnaire,
SGRQ] 06111 ckop), 3a 24 cenmurm B cpaBaenne ¢ FOR/GLY MDI (mogo6penwe -1,62;

95% ClI: -2,27, -0,97; p<0,0001) u B cpaBuenue ¢ FOR/BUD MDI (momo6penue -1,38,

95% ClI: -2,02, -0,73; p<0,0001). [Togobpenusra ce noaabppkar 3a 52 ceqmunu. B KRONOS,
nojgo6penusta cpaaenu ¢ FOR/GLY MDI, FOR/BUD MDI u FOR/BUD TBH ue nocturat

CTaTUCTUYCCKA 3HAYUMOCT.

YPIOWII?€6CI HA cnacumejiHo J1eKxapcmeo

B ETHOS Trixeo Aerosphere 3naunmo HamalisiBa yrorpebara Ha CIIaCUTEIHO JISKApCTBO 0 BpeMe Ha
nedenue 3a 24 ceamuim B cpaBHenne ¢ FOR/GLY MDI (pasnuka mexay sedenusita -0,51
BrpwckBanust/aen; 95% Cl: -0,68, -0,34; p<0,0001) u FOR/BUD MDI (pa3nuka Mexay

neuenwusra -0,37 supbckBanus/nen; 95% Cl: -0,54, -0,20; p<0,0001). Hamanenueto ce moarbppika 3a
52 cenmunu. B KRONOS, pasznukure cpaBaenu ¢ FOR/GLY MDI, FOR/BUD MDI u FOR/BUD
TBH He ca cTratucTH4ecku 3HAYMMHU.
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Ilennarpuyna momyJianus

EBpormeiickaTa areHums o JiekapcTBaTa 0cBOOO0KAaBa OT 3aIbJDKCHUETO 3a MPEOCTaBsSIHE Ha
pe3ysTaTtute OT mpoyuBaHusaTa ¢ Trixeo Aerosphere BB BCHUKHU MOATPYIH Ha TeHaTPHIHATA
nonynarus npu XOBbB (Bk. Touka 4.2 3a nHGpOpMAIKs OTHOCHO YIOTpeOa B MEAUATPHSATA).

5.2 @apmakoKMHeTHYHH CBOWCTBA

Crnen nHXanmays Ha KOMOWHAIATA (DOPMOTEPOIT, TITUKOMTUPOHUYM U OyI€30HU I,
(hapMaKOKMHETHKATa Ha BCEKU KOMIIOHEHT € Mo/00Ha Ha HAOJI0JaBaHaTa IIPH OT/ICITHO MPUIOKECHUE
Ha BCSKO aKTHBHO BEIIECTBO.

Ecpexm na obemnama xamepa

VYnorpebara Ha TO3H JIEKapCTBEH MPOIYKT ¢ o0eMHa kamepa Aerochamber Plus Flow-Vu nipu 31pasu
J0OpOBOJIIH MOBHIIIaBa 00IIaTa cucTeMHa excrio3uus (m3mepena upe3 AUCO-t) na Oyae3oHua u
TIIMKOMUPOHUYM ChOTBETHO ¢ 33% u 55%, mokaTo excro3unusara Ha GOpPMOTEPOII € HEMPOMEHEHaA.
[pu nanueHTty ¢ 1o0pa TeXHUKA Ha MHXAIMPAaHe CUCTEMHATa EKCIIO3HIIMS HEe Ce MOBHUIIIABa C
ynorpebaTta Ha 00eMHa Kamepa.

AGcopbuus

byoesonuo

Cren MHXanaTopHO MPUIIOKEHHE Ha TO3M JieKapcTBeH MpoAyKT npu nanueHTH ¢ XOBb Chax Ha
Oyzae3onun HacThBa B pamkute Ha 20 10 40 munyTH. CTallMOHAPHO CHCTOSIHUE CE IOCTUTA CIIC]T
MpuOIM3UTENHO 1 NeH Ha MHOTOKpaTHO MpHjIaraHe Ha TO3W JIEKapPCTBEH MPOAYKT U CTENEHTA Ha
EKCITO3UITHS € IPHOIM3UTETHO 1,3 MhTH M0-BUCOKA OTKOJIKOTO CJIE]T ITbpBaTa 103a.

I nuxonuponuym

Cren MHXaNaTopHO MPUIIOKEHHE Ha TO3M JieKapcTBeH MpoayKT npH nanueHTH ¢ XOBB, Chyax Ha
TJIMKONTMPOHUYM HacThIIBa ciie 6 MuHyTH. CTallMOHAPHO CHCTOSIHUE CE JOCTUTA CJIEH
NpUOTU3UTETHO 3 THU Ha MHOTOKPATHO MpHJIaraHe Ha TO3H JIEKAPCTBEH MPOJYKT U CTEIIEHTA Ha
excno3uus € npubansuTesnHo 1,8 mbTH mo-BUCOKa OTKOJIKOTO ciie]l IIbpBaTa 103a.

Dopmomepon

Cren MHXaNaToOpHO MPUIIOKEHHE Ha TO3M JieKapcTBeH MpoayKT npH narueHTH ¢ XOBB, Chyax Ha
¢dopmoTtepora HacTeiBa B paMkuTe Ha 40 10 60 MunyTH. CTaunoHapHO CHCTOSIHUE CE IOCTUTA ClIE]
NPUOTU3UTETTHO 2 THU Ha MHOTOKPATHO MpHJIaraHe Ha TO3H JIEKAPCTBEH MPOJYKT U CTEIIEHTA Ha
eKkcro3uLus € npuban3uTento 1,4 mbTu mo-BHCOKa OTKOJIKOTO Cliell IbpBaTa /103a.

Pasnpenenenue

byoesonuo

W3uncieHusT npuBHIcH 00eM Ha pasnpe/esicHne Ha Oy1e30Hu I B ctanmoHapHo cberosinue ¢ 1 200 I,
HOJIyYeH Ype3 NOMyJalMoHeH (hapMaKOKMHETHYEH aHainu3. CBbP3BAHETO C IIA3MEHHUTE TPOTEHUHH 3a
oynesonun e npubamsuteaHo 90%.

I nuxkonuponuym

W3uncnennsaT BuauM o0eM Ha pasnpe/iesieHHe Ha NIMKOIMPOHUYM B CTAIMOHAPHO ChCTOSHHE €

5500 I, mosry4en upe3 nomynanuoHeH papMakOKMHETHYEH aHaIu3. B qrana3oHa Ha KOHIGHTpaIMUTe
ot 2-500 nmol/l cBbp3BaneTO € MIa3MEHHUTE MPOTEHHU HA MIMKOMUPOHIYM Bapupa ot 43% 1o 54%.
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Dopmomeporn

W3uncnenusT BUuauM o0eM Ha pasmpeaenetne Ha GopMoTepost B crarroHapHo ceeTosHue ¢ 2 400 |,
HOJIy4YeH Ype3 NOMyJIalMoHeH (hapMaKOKMHETHYCH aHalu3. B muana3oHna Ha KOHLICHTPAIIMUTE OT
10-500 nmol/l cBbp3BaHeTO € TIIa3MEHUTE IPOTEUHH Ha (opMoTepost Bapupa ot 46% mo 58%.

Buorpancdhopmars

byoezonuo

Bynesonun ce moiara Ha ekcreH3uBHa (mpubiamnsuteano 90%) GuoTpancopmanus Ha IbPBO
pEeMUHABaHe Mpe3 YepHHs Apo0 10 METa0OJIUTH C HUCKA TIIIOKOKOPTUKOCTEPOUIHA aKTUBHOCT.

[ TI0OKOKOPTUKOCTEPOHIHATA AKTUBHOCT Ha IJIABHUTE MeTaboIuTH, 6 B-Xuapokcu-0yae3onua u 160
XUAPOKCH-TIPEIHU3O0IIOH, € o 1% OT aKTUBHOCTTA Ha OyAE30HUI.

T auxonuponuym

Bb3 ocHOBa Ha TUTEpaTypHH JaHHH M HAa IPOy4YBaHe iN Vitro Ha YOBEIIKU XeMaTOUUTH METa00IU3MbT
Urpae He3HAUMTeIIHA POl 32 OOMIOTO eNMMMUHUPAHE Ha TIIMKOMUPOHUYM. Y cTaHOBeHO e, ue CYP2D6
€ mpeobnaaBalusIT eH3UM, y4acTBalll B MeTaboJIn3Ma Ha TIIMKOIHUPOHUYM.

Dopmomepon

OCHOBHHAT MeTab0JIM3bM Ha POPMOTEPOIT € Upe3 MPSIKO MIoKypoHuarpane u O-nemeTuinpasne,
MOCJIEIBAHO OT KOHIOTUPAHE O HEaKTUBHHU MeTa0oauTu. BropuuHuTe MeTabonuTHY MbTUILA
BKITIOYBAT nedopMmiiupaHe u cyidaTHO KoHoTHpane. Y craHnoBeHo e, ue CYP2D6 u CYP2C ca
OPEeIUMHO OTrOBOPHHU 3a O-IeMeTHINPaHETO.

EnumMunupane

byoesonuo

Byne3onun ce enMMUHUpPA IOCPEACTBOM METAa00IM3bM, KaTanu3upaH riiaBHo oT en3zuma CYP3A4.
MerabonutuTe Ha OyA€30HU] C€ EKCKPETHPAT B YPHHATA B HEITPOMEHEH BHJI WIIM B KOHIOTHPaHA
¢dopma. CamMo HE3HAUNTEITHU KOJIMIECTBA HETIPOMEHEH OYAEe30HHU]] Ce OTKPUBAT B YPHHATA.
EdexTuBHUAT TEpMUHATIEH ETMMIHALIMOHEH TTOY>KUBOT Ha Oy/I€30HU], TIONyUeH Upe3 IMOMyJIaloHeH
(hapMaKOKMHETHYCH aHaJu3, ¢ 5 yaca.

T nuxonuponuym

Crnient i.v. mpunoxeHnue Ha 103a 0,2 My U30TOIHO MapKUpaH riukonupoHuyM 85% ot no3ata ce
OTKpHBa B ypuHata 48 vaca cieJ] IPUIOKEHUETO, KATO U3BECTHA PAAMOAKTHBHOCT C€ OTKPUBA ChILO U
B )KJIIbuKaTa. EQEKTUBHUAT TEPMHUHAICH €TMMUHALMOHEH MOJIY>KUBOT Ha TJIMKOIMPOHUYM, IOJTY4YeH
ype3 NomnyJanuoneH GpapMakoKuHeTH4eH aHanu3, ¢ 15 vaca.

Dopmomepon

Exckpenusita Ha pOpMOTEpOIT € IPOyUSHA MPH IIECT 3PaBU JOOPOBOIIIH CJIe]] €IHOBPEMEHHO
NPUJIOKEHUE Ha U30TOIHO MapKupaH (OpMOTEPOJI Ype3 MepopajieH u i.V. mbT. B ToBa npoyuBane
62% OT paguoaKTHBHOCTTA, CBbpP3aHa C JIEKAPCTBOTO, CE OTKPUBA B ypHHATA, A0KaTO 24% ce
CIIMMHUHHPAT BLB q)eKaHI/II/ITe. E(beKTI/IBHI/IHT TECPMUHAJICH CIMMHUHAIIVUOHCH ITOJIYKHBOT Ha
bopMoTepOII, MOTyYeH upe3 MOy IainoHeH (papMakOKHHETHYeH aHamu3, e 10 Jaca.

CHGLII/IaJ'IHI/I nonyjganvuu

Bw3pacm, non, paca/emﬂoc u meeno

He e HeoOxommMa KOpeKIUs Ha 703aTa Bb3 OCHOBA Ha ed)eKTa Ha Bh3PacTTa, M0Ja Ui TErJIOTO
BBPXY (PapMaKOKUHETUYHHTE TTOKA3aTeNN Ha Oy1€30HU I, TIUKOMTUPOHUYM U (POPMOTEPOIT.
Hsma chinecTBenu pasiuky B oomara cucremua excriosunus (AUC) Ha BCHUKH CheIHHEHHS
MEXIy 3apaBu J0OpoBoiIH oT Smonus, Kuraii u ot 3anagauTe aAbpKaBy. JIMIICBAT TOCTATHYHO
(bapMaKOKWMHETHYHH JaHHU 32 JPYTUTE ETHUYCCKU MPUHAIICKHOCTH HITH PACH.
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Yeproodpobuo yepesicoare

He ca npoBexxaanu (papMakOKHHETHIHN MPOYUBAHKS C TO3H JICKAPCTBEH MPOIYKT MPH MAIUCHTH C
yepHOAPOOHO yBpexaaHe. Toil kKaTo obade U Oyae30HU T, ¥ (HOPMOTEPOIT C€ STUMUHUPAT MTPETUMHO
ype3 YepHOAPOOEH METAO00IN3BM, MOXKE [la C€ OYaKBa IOBHUIIIEHA EKCITO3MIINS IIPH MALIMEHTH C TEXKO
YePHOAPOOHO yBpexkaaHe. [ TUKOMHUPOHUYM CE U3UHCTBA OT CHCTEMHOTO KPHBOOOpAIICHHE TIPSIUMHO
ype3 OBOpeyHa EKCKPENns U OpaIi TOBa HE C€ 0YaKBa YEPHOAPOOHOTO YBPEXKIaHE Ja MOBIIHIC
CHUCTEMHATA EKCIIO3ULIHS.

Bvbpeuno yvepeorcoane
He ca mpoBexxganu mpoyduBaHus 3a olleHKa Ha eekTa Ha OBOpEedHO YBpEKIaHE BPXY
(hapMaKOKMHETHKATa Ha OYIE30HH]I, TIIUKOITUPOHUYM U (POPMOTEPOIL.

EdekTbT Ha 0BOpEvHO YBpEKAaHE BHPXY SKCIIO3ULUATA HA Oy IC30HH]I, TIIMKOTUPOHUYM U
(bopMOTEPOIT B POABIDKCHUE HA JI0 24 CEIMHIIN € OIIEHEH Ype3 MOMyIalioHeH (hapMaKOKHHETHYEH
aHanu3. M3uncnenara ckopoct Ha riaomepyiHa ¢punrparust (EGFR) Bapupa ot 31-192 ml/min, koeto
MPEJICTARIISIBA TUATIa30H OT YMEPEHO OBOPEUHO YBPEKIaHE JI0 JIMICa Ha ObOPEUHO YBPEKIAHE.
Cumynupanero Ha cuctemHa ekcriozuims (AUCo.12) pu yuactauim ¢ XOBb ¢ ymepeHa crereH Ha
660peuno yBpexxaane (€GFR 45 ml/min) mokassa npubmusurento 68% mopuilieHre Ha TIMKOTHPOHUYM
B cpaBHenue ¢ maienT ¢ XOBb ¢ Hopmanna 660peuna ¢pyukius (EGFR >90 ml/min). Ycranosero
e, ye ObOpeuHaTa (PyHKIMS HE TIOBJHSIBA EKCIO3UIMsITa Ha Oyae30Hu 1 wiH hopmoTepo. [Ipu
naruerTute ¢ XOBb enHoBpeMeHHO ¢ HUCKO TEJIECHO TErJI0 U YMEPEHO-TEXKO HapyllIeHa Ob0peyHa
GbYHKIUS MOXKE J1a ce HaOIro1aBa MPUOM3UTEITHO YABOSBAHE HA CHCTEMHATA SKCIIO3UIIHS Ha
TJIMKOTTUPOHUYM.

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

Hexnuauuaute JaHHU HC IIO0Ka3BaT ocoben PHUCK 3a XOpa Ha bazara Ha KOHBCHIIMOHAJIHUTEC
Q)apMaKOJ'IOFI/ILIHI/I MIpOy4YBaHUA 3a 6830HaCHOCT, MMpoy4BaHUA 3@ TOKCUIHOCT IIPU MHOT'OKPATHO
npujiaraHe, rCHOTOKCUYHOCT U KaHIICPOTCHCH MMOTCHIHUAJI.

He ca npoBexpanu npoyyBaHus ¢ KOMOMHAIUATA HAa OY€30HU/, [NIMKOIMTUPOHUYM U (POPMOTEPOIT 10
OTHOIIEHUE HA TEHOTOKCUYHOCT, KaHIIEPOTr€HEH MOTEHIINAII U TOKCUYHOCT 33 PENPOIYKIUATA U
pPa3BUTHETO.

B nmpoyuBanus Ha penpoayKLHATA IPH KUBOTHU CE JOKA3Ba, Y€ TIIIOKOKOPTUKOCTEPOUIHUTE, KaTO
Hanp. Oyne30Hua, nHIyHpaT Mandopmanun (pasueneHo HebOle, ckeneTHH Maidopmannn). Tesn
eKCIIepUMEHTAITHH PE3YJITATH MIPY )KUBOTHU 00aye He ca OT 3HAYCHHUE MPH XOPa B MPETNOPHUNTSITHATE
no3u (Bk. Touka 4.6). Byie3oHu He MoKa3Ba TYMOPOTeHEH MOTEHIMA PU MUIIKH. [IpH rrbXoBe e
HaOJIro/1aBaHa MOBUIIICHA YeCTOTa Ha XeraToleNyJapHi TYMOPH, KOUTO C€ CUUTAT 3a e(eKT Ha Kiiaca
NP TUTBXOBE ClIE/ MPOIBJDKUTENIHA EKCIIO3ULIUS HA KOPTUKOCTEPOU/IN.

HponBaHI/mTa Ha peripoaAyKIusTa Ipu ) XUBOTHU C (l)OpMOTepOJ'I IIOKa3BaT JICKO HaMaJICH (l)epTI/IJ'II/ITCT
IIPU MBKXKUTE IIIIBXOBE P BUCOKA CUCTEMHA €KCIIO3UIUA U UMILIaHTallUOHHN 3ary61/1, KaKTO U
HaMaJICHAa paHHa IMMOCTHAaTAJIHA IIPEKUBACMOCT U HAMAJICHO TEIJIO IIPH paXXAaHETO ITPU 3HAYUTCITHO
IMO-BHUCOKAa CUCTEMHA €KCIIO3UIUA OT €KCIIO3UIUATA, JOCTUTI'aHa 110 BPpEME Ha KIIMHUYHOTO
IMPUIIOKCHUC. Jlexo MoBHUIIEHHE HA YeCTOTaTa Ha MAaTOYHU JICHOMUOMH € Ha6J'IIOI[aBaHO IIpU IUITBXOBC
1 MHUIIKU, TPCTUPAHHU C (l)OpMOTepOJ'I, - C(i)eKT, KOITO ce cuMTa 3a e(l)eKT Ha KJj1aCa Ipu rpusavu CJICH
MNPOABJIZKUTCIIHA CKCIIO3UINA HAa BUCOKHU 103U Bz-&,[[p@HOpCHeHTOpHI/I ArrOHHUCTH.

[IpoyuBanwusiTa HA PENPOYKIUATA TPH )KUBOTHHU C TITUKOIMTUPOHUYM MOKA3BaT HAMAIEHO (ETaTHO
TETJIO MPH TITHXOBE M 3alIH U c1a00 HajiaBaHe Ha TErJI0 Ha TOTOMCTBOTO Ha IIBXOBE MPenn
O0TOMBAaHETO NPH 3HAYUTEIHO MO-BUCOKA CHCTEMHA €KCIIO3UIMS OT IOCTUTHATATA 110 BpeMe Ha
KJIMHAYHOTO npujioxenue. He ca HaGmoqaBany 1aHHM 33 KaHLIEPOT€HHOCT MPHU IITbXOBE U MUIIKH.
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6. DPAPMANEBTUYHU JAHHU

6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Hopdmypan

1,2-aucreaponi-sn-riunepo-3-hochoxonuH

Kanuues xnopug

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoOCT

3 roguHu

[a ce u3moii3Ba B paMKUTE Ha 3 Mecela cjell OTBapsiHe Ha TOpOUYKaTa.

6.4 CroenuajaHu yCJIOBHSI HA ChbXPaHeHUe

a =e ce cpxpansBa Hax 30°C.

[a He ce u3nara Ha Temmneparypu mo-sucoku ot 50°C. Jla He ce mpoOKBa onaKoBKaTa 01 HAJIATaHe.
[a ce cpxpaHsaBa Ha CyX0 MsCTO.

6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA

Trixeo Aerosphere e uHxagaTop ¢ OTMEPEHH JO3HM IO HAIATaHe, ChCTOSI] C€ OT KOHTEHHED C
ATYyMHHUEBO TIOKPHUTHUE, KBIT TNIACTMACOB MYJIBEPU3ATOP M 05T MyHALIYK C IPUKPETICHA CHBa
IJIACTMACOBA Kalayka U MHIUKATOP 3a J103uTe. Beeku nHXanaTop € OrnakoBaH MHIUBUAYATHO B
TOPOUMYKA OT JJAMUHHUPAHO (POJIHO, ChIBPIKAINA CAllle ChC CYIIUTEI, H OTTAKOBaHA B KAPTOHECHA

OIIaKOBKa.

OnakoBka ot 1 xonTeitnep cbe 120 BupbckBaHusI.
I'pynoBu onakoBku ¢ 360 (3 kouTeliHepa cbe 120) BIpbCKBaHUS.

He BCHUYKH BUJOBEC OIIAKOBKHW MOT'aT Aa 6’[,,[[aT HyCHaTI/I Ha r[a3apa.

6.6 CnenmaJHu mpeana3sHu MEPKH NPH U3XBHPJIsIHE

HeH31‘IOJ‘I3BaHI/I$IT J'IeKapCTBeH HpO,Z[YKT WX OTHHAABYHUTEC MaTepI/IaJ'II/I OT HCTO TpHGBa a ce I/IBXB’prHT
B CBOTBCTCTBUC C MCCTHUTC N3UCKBAHUAA. OHaKOBKaTa 110 HAJIAraHE HE TpHGBa aa qyrm, HpO6I/IBa NN
1/13rap;1, JIOpI/I KOorato € BUIuMo Hpa3Ha.

7. NPUTEXATEJI HA PASPEILIEHUETO 3A YIIOTPEBGA

AstraZeneca AB

SE-151 85 Sodertalje

IBenus

8. HOMEP(A) HA PASPEIHIIEHUETO 3A YIIOTPEBA

EU/1/20/1498/002 120 BripscKBaHuUS
EU/1/20/1498/003 360 BripwckBanus (3 onakoBku c¢be 120)
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9. JATA HA ITBPBO PABPEIIABAHE/IIOJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[laTta Ha mepBO paspemanane: 9 gekemepu 2020 r.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[TonpoOua uH(OpMaIHMs 3a TO3M JIEKApCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHuus 1o Jiekapcreata http://www.ema.europa.eu.

18



INPUJIOXKEHHUE |1

MNPOU3BOJUTEJI(M), OTTOBOPEH(HN) 3A
OCBOBOXKJIABAHE HA ITAPTUAN

YCJIOBUSA NJIN OT'PAHUYEHMUSA 3A TOCTABKA "
YIIOTPEBA

APYI'U YCJIIOBUSA U U3BNCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUSA WJIN OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  NIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTU/U

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC)., OTFOBODCH(HI/I) 3a OCB060)KI[aBaHe Ha MapTHuauTe

ASTRAZENECA DUNKERQUE PRODUCTION
224 avenue de la Dordogne

59640 DUNKERQUE

®paHuus

b. YCJI0OBHUA NI OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

.HCKapCTBeHI/IﬂT MPOAYKT C€ OTIIYCKa I10 JICKAPCKO NpEAINCaHuc.

B. JPYI'N YCJOBHUA U U3SUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
o IMepuoanyHu aKTyaau3upaHu Jokjaaau 3a 6ezonacHoct (ITAJIB)

W3uckBanusra 3a nogaBane Ha [TAJIB 3a TO3u 1eKapCTBEH MPOAYKT Ca MOCOYEHH B CIUCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npeasuaen B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEIBAIIN aKTyaJIM3allH, ITyOJIMKYBaHH Ha €BPOIEHCKUS
yeOropTai 3a JeKapcTBa.

[Mpurexatesst Ha paspereHneto 3a ynotpeba ([TPY) tpsodsa na mogane nepsus [T1AJIB 3a To3u
IPOJYKT B CPOK OT 6 Mecella Clefl pa3pelIaBaHeTo 3a yrnorpeoa.

. YyciaoBus HJin OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[Mpurexatesst Ha paspemierneto 3a ynorpeda ([TPY) tpsOBa 1a u3BbpIIBa H3UCKBAHUTE JCHCTBUS 1
JIEeHHOCTH, CBBP3aHU C IPOCiIeIBaHe Ha JeKapcTBeHaTa 0e30IacHOCT, TocoueHu B ogo0penus [1YP,

npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpe0da, KakTo U BbB BCHUKHU CJIC/IBAIIN 0JOOpEHH
akTyanu3anuu Ha ITYP.

Axryanusupas [IYP tps6Ba na ce mopasa:

e 110 UCKaHe Ha EBporelickara areHuus 1o JeKapcTBara;

e BMHAIU, KOraTo C€ U3MEHS CUCTEMATa 3a YIIPaBICHUE HA PUCKA, 0COOEHO B pe3yJTar Ha
NoJy4aBaHe Ha HOBa MH(pOPMaLKSs, KOSTO MOXKE /1a JOBeIE 10 3HAYMMHU IIPOMEHH B
CHOTHOIIIEHHETO TOJI3a/PUCK, WIIH CIIE/T JIOCTUTaHE Ha Ba)KEH eTal (BbB BPB3Ka ¢
Hpociie/sIBaHe Ha JICKapCTBEHaTa OE30IIaCHOCT MITH CBEXK/JaHE Ha PUCKA JO MUHUMYM).
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NPUJIOXKEHHUE Il

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA - EJUH UHXAJIATOP

‘ 1. NME HA JIEKAPCTBEHUA NPOAYKT

Trixeo Aerosphere 5/7,2/160 mukporpama CycrieH3us 110/ HAISATaHE 338 HHXAJIAIHS
bopmoTeposioB GymapaT AUXHAPAT/TIMKOIMHPOHHYM/OY 1€30HHU T

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesiko emuHMYHO BIPBCKBaHE ChABPKA 5 MUKporpama GopMOTEpPOIOB pyMapaT JUXUIPAT,
9 MHUKpOTrpaMa IIIMKOIHPOHHEB OpPOMUJ, EKBUBAJICHTHHU Ha 7,2 MUKpOTpaMa IIIUKOMUPOHIYM H
160 mukporpama Oymae30HUI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

Hopdmypan, 1,2-nucreaponn-sn-raumepo-3-GpochoxXorH U KaIHUEB XJIOPHI.
Coabpixka GayopchabpiKaliy MapHUKOBH Tra3oBe.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B ETHA OITAKOBKA

CycrieHsust 1MoJ] HaJsIraHe 3a HHXAJAIHs.
120 BupbckBanus (1 uHxamarop)

‘ 5. HAYMYH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BBBEK/IAHE

Pazknarere nodpe npenu ymnotpeda.
[Ipenu ynorpeba npodereTe IMCTOBKATA.
MHXanatopHO NpUIOKEHUE

OTtBoOpeTe Tyk

A CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

6. CHELNUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA

213 CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. JAPYT' CHHEHNUAJIHA ITPEJAYIIPEXKJIEHUA, AKO E HEOBXOANMO
‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT
T'onen mo:

I[a CC M3IIOJI3BA B PAMKUTC HA 3 MEcCCla OT OTBAPAHC HaA TOp6I/I‘lKaTa

‘ 9. CIHEHMAJIHHU YCJIOBUS HA CBXPAHEHUE
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Ja He ce cpxpansasa Hax 30°C.

Jla He ce n3nara Ha TemriepaTtypu mo-Bucoku ot 50°C.
Jla He ce nmpoOuBa OMaKoBKAaTa 10| HAJISTaHe.

Jla ce chxpaHsiBa Ha CyXO MSCTO.

10. CIIEIIMAJIHU ITPEAITAZHU MEPKH ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT TX,
AKO CE U3UCKBAT TAKHUBA

11. NME 1 AJIPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIHOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
IBenus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1498/002 120 BrpscKBaHUS

| 13. TIAPTHJEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTITYCKAHE

| 15.  VKA3AHHWSA 3A VIIOTPEBA

| 16.  MH®OPMALIMSI HA BPAIJIOBA A3BYKA

trixeo aerosphere

‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3ZMEPEH BAPKO/{

JIByn3mepeH 0apKoJI ¢ BKJIFOUEH YHUKAJICH HACHTH()HUKATOD.

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA, I'PYIIOBA OITAKOBKA — C BLUE BOX

‘ 1. NME HA JIEKAPCTBEHUA NPOAYKT

Trixeo Aerosphere 5/7,2/160 mukporpama CyCIrieH3us 110/ HAISATaHE 33 HHXAJIAIHS
bopmoTeposioB GymMapaT AUXUAPAT/TIMKOIMHPOHHYM/OY1€30HHU T

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesiko emuHMYHO BIPBCKBaHE CHABPKA 5 MUKporpama GopMOTEPOIOB pyMapaT JUXUIPAT,
9 MHUKpOTrpaMa IIIMKOIHPOHHEB OpPOMUJ, EKBUBAJICHTHHU Ha 7,2 MUKpOTpaMa IIIUKOMUPOHIYM H
160 mukporpama Oyae30HUI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

Hopdmypan, 1,2-nucreaponn-sn-raurepo-3-GpochoxXorH U KaIIHUEB XJIOPHI.
Coabpixka GayopchabpiKaliy MapHUKOBH Tra3oBe.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

CycrieH3ust o1 HalsiTaHe 32 MHXAJIAIHsL.
I'pymoBa onakoBka: 360 BupbckBanus (3 onakoBku oT 120 BIpbcKkBaHMSA)

‘ 5. HAYMYH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BBBEK/IAHE

Pazknarere nobpe npenu ymorpebda.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
MHXanatopHO NpUIOKEHUE

JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOTVIEJA U TOCET'A HA JIEITA

6. CIHEHUAJIHO TPEAYHPEXIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSABBA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTBITHO 3a ACHA.

‘ 7. JAPYI' CHEHNUAJIHA ITPEJAYIIPEXJEHNSA, AKO E HEOBXOANMO
‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT
T'onen mo:

[a ce nzmon3Ba B paMKuTe Ha 3 Mecera OT OTBapsHEe Ha TOpOMUYKaTa

‘ 9. CHELHUAJIHHU YCJIOBHUS HA CbXPAHEHHUE

[a ne ce cpxpansiBa Hax 30°C.
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[la He ce u3ara Ha TeMIeparypu mo-Bucoku ot 50°C.
Jla He ce mpoOMBa WHXANATOPA O] HAJISITAHE.
[a ce cpxpaHsiBa Ha CyX0 MSACTO.

10. CIIEIIMAJIHU ITPEAITA3ZHU MEPKH ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT TX,
AKO CE U3UCKBAT TAKHBA

‘ 11. NME 1 AJJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sdodertalje
Isenus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1498/003 360 BrpsckBanusi (3 onakoBku cbe 120)

| 13. TIAPTHJEH HOMEP

ITapTuna:

| 14.  HAYMH HA OTHIYCKAHE

‘ 15. YKA3AHHA 3A YIIOTPEBA

| 16.  MH®OPMALIMS HA BPAIJIOBA A3BYKA

trixeo aerosphere

‘ 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3ZMEPEH BAPKO/{

JByn3mepeH 0apko ¢ BKIOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH HIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBTPEIIIHA KAPTOHEHA OITAKOBKA, I'PYITIOBA OITAKOBKA - BE3 BLUE BOX

‘ 1. NME HA JIEKAPCTBEHUA NPOAYKT

Trixeo Aerosphere 5/7,2/160 mukporpama CycrieH3us IO/ HAISATaHE 33 HHXAJAIHS
bopmoTeposioB GymapaT AUXHAPAT/TIMKOIMHPOHHYM/OY 1€30HHU T

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesiko emuHMYHO BIPBCKBaHE ChABPKA 5 MUKporpama GopMOTEpPOIOB pyMapaT JUXUIPAT,
9 MHUKpOTrpaMa IIIMKOIHPOHHEB OpPOMUJ, EKBUBAJICHTHHU Ha 7,2 MUKpOTpaMa IIIUKOMUPOHIYM H
160 mukporpama Oymae30HUI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

Hopdmypan, 1,2-nucreaponn-sn-raumepo-3-GpochoxXorH U KaIHUEB XJIOPHI.
Coabpixka GayopchabpiKaliy MapHUKOBH Tra3oBe.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Cycnensus oj HajsraHe 3a MHXaJlaIusl.
120 BpwckBanus (1 naxanarop). KoMmoHeHT oT rpynoBara OmakoBKa, 1a He ce Mpo/iaBa OTICIHO.

‘ 5. HAYMYH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BBBEK/IAHE

Pazknarere nodpe npenu ymnotpeda.
[Ipenu ynorpeba npodereTe IMCTOBKATA.
MHXanatopHO NpUIOKEHUE

OTtBoOpeTe Tyk

6. CHELNUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

213 CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. JAPYT' CHHEHNUAJIHA ITPEJAYIIPEXKJIEHUA, AKO E HEOBXOANMO
‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT
T'onen mo:

I[a CC M3IIOJI3BA B PAMKUTC HA 3 MeEcCClia OT OTBAPAHC HaA TOp6I/I‘lKaTa

‘ 9. CIHEHMAJIHHU YCJIOBUS HA CBXPAHEHUE
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Ja He ce cpxpansasa Hax 30°C.

Jla He ce n3nara Ha TemriepaTtypu mo-Bucoku ot 50°C.
Jla He ce nmpoOuBa OMaKoBKaTa MoJ| HAJIsTaHe.

Jla ce cbxpaHsiBa Ha CyXO MSCTO.

10. CIIEIIMAJIHU ITPEAITAZHU MEPKH ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT TX,
AKO CE U3UCKBAT TAKHUBA

11. NME 1 AJIPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIHOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
IBenus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1498/003 360 BrpwckBanusi (3 onakoBku cbe 120)

| 13.  TAPTHJEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHHUA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

trixeo aerosphere

‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3ZMEPEH BAPKO/J{

‘ 18. YHUKAJIEH HAEHTUHO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE UJIN
JIEHTUTE

TOPBUYKA OT ®OJINO

‘ 1. HNME HA JIEKAPCTBEHUA NPOAYKT

Trixeo Aerosphere 5/7,2/160 mukporpama cycrieH3us [10]] HaJSraHe 38 HHXaJIaIus
bopmoTeposioB hymapaT AUXUAPAT/TIUKOTUPOHUYM/OY IE30HU T

‘ 2. HUME HA IIPUTEKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

I'ogen no:
[a ce u3non3Ba B paMKUTE Ha 3 Mecela OT OTBapsiHe Ha TopOUYKaTa

| 4. MMAPTUJEH HOMEP
ITapTuna:
5. JPYTO

WNuxanaTopHO pHIIOKeHNe

[Ipenu ymorpeba mpodereTe TUCTOBKATA.
PasknaTteTe nobpe mpenu ynorpeoda.

He reiraiite cymmurens.
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA THXAJIATOPA

‘ 1. HUME HA JIEKAPCTBEHMSA NPOAYKT U I'BT(MIIA) HA BBBEKJAHE

Trixeo Aerosphere 5/7,2/160 mcg o HansTaHe 3a HHXAJAIHS
formoterol fumarate dihydrate/glycopyrronium/budesonide
MuaxanaropHo npuiioxeHue

| 2. HAUYMH HA IPUJIOKEHUE

| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT

| 4. MAPTUJIEH HOMEP

B ChABPKAHUE KATO MACA, OBEM WIM EJMHULIU

120 BnpbckBaHuUs

| 6. JIPYTO

AstraZeneca

OTBOpEH Ha:
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA OITAKOBKATA ITOJ HAJIAAT'AHE

‘ 1. HUME HA JIEKAPCTBEHMSA NPOAYKT U I'BT(MIIA) HA BBBEKJAHE

Trixeo Aerosphere 5/7,2/160 mcg o HassIraHe 3a HHXAJIAIHs
formoterol fumarate dihydrate/glycopyrronium/budesonide
MHxanaTopHO NPUIIOKEHUE

| 2. HAYMH HA IPWJIOKEHUE
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT
EXP
4, MAPTUJEH HOMEP
Lot
B ChABPKAHUE KATO MACA, OBEM WIM EJMHULIU

120 BrpbckBaHuS

6. APYI'O
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b. JUCTOBKA
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JIncroBKa: I/Ill(l)OpMaH](lﬂ 3a ManMueHTa

Trixeo Aerosphere 5 mukporpama/7,2 mukporpama/160 Mukporpama, cycneH3us Mo/l HajsiraHe
3a HHXaJalusd
dopmoTepooB pymapaT IMXUAPAT/TITMKOITHPOHUYM/OY1e30HU T
(formoterol fumarate dihydrate/glycopyrronium/budesonide)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NPeIN 1a 3aNl0YHeETe /1a U3I0J3BaTe TOBA

JIEKAPCTBO, Thil KATO TS ChAbPKA BaxkHa 3a Bac undopmanus.

e 3amasere Ta3MW JUCTOBKA. MOXe /la ce HAIOXKH Ja S TPOYETETE OTHOBO.

e AKo MMare HIKaKBH JOMBJIIHUTEIHU BBIIPOCH, TIONMTalTe Bamms nexap nin hapmarenT.

e ToBa ekapcTBO € mpeanrucano JuuHo Ha Bac. He ro mpeorcrrenBaiite Ha apyru xopa. To Moxe na
UM HaBpEI¥, HE3aBUCUMO Y€ MPU3HAIMTE Ha TAXHOTO 3a00JIBaHe ca ChIUTE KaTo Bammure.

e AKo mony4nTe HIKAKBH HEXKETIAHW Peakiny, yBenomere Bammws nekap, win dapmanest. Toa
BKJIFOYBAa U BCUYKH Bb3MOXXHH HEKCJIaHU pCaKIIMU, HCOIMMCAaH! B Ta3H JIMCTOBKaA. BuxTte Touka 4,

Kakso CbAbpPiKa Ta3u JIMCTOBKA

1. Kaxkso npencrasnsisa Trixeo Aerosphere u 3a kakBo ce U3Moi3Ba

2. KakBo Tpsi0Ba 1a 3Haerte, nmpeau aa usmnonssate Trixeo Aerosphere

3. Kak ma usmonssare Trixeo Aerosphere

4. BB3MoKHM HEXeTaH! peakIiu

5. Kak na cpxpansiBate Trixeo Aerosphere

6.  CwabpkaHue Ha OMAKOBKAaTa U JOIBIHUTEIHA HH)OPMALIUS
VYkazanwust 3a ynorpeda

1. Kakso npeacrasiasiBa Trixeo Aerosphere u 3a kakBo ce H310J13Ba

Trixeo Aerosphere chabprka TpU aKTUBHHU BELIECTBa: GOPMOTEPOIIOB hyMapaT AUXUAPAT,
TJIMKOIUPOHUYM U Oy/Ie30HU.

e  dopmoTeposoB pyMapaT TUXUAPAT U MIIUKOIYPOHUYM NPUHAUIERKAT KbM IpyTia JISKapCcTBa
HapeveHH “OpoHxoauiaratopu’. Te neicTBaT M0 pa3IMuHU HAYMHH, 32 Jia TIPEOTBPATAT
CTSATaHETO Ha MYCKYJIUTE OKOJIO AMXATEeTHUTE IbTHIIA, KaTO YIECHSABAT HABJIN3aHETO U
M3JIM3aHETO Ha BB3AYX B Oenute qpobose.

e byne3oHuA NpUHAUIEKHN KbM I'pyTa JeKapcTBa, HapeueHu “‘KopTuxocrtepouan”. Te neicTar
KaTo HaMaJlsiBaT Bb3MaJeHueTo B 6enute Bu npobdose.

Trixeo Aerosphere e uHxanaTop, KOWTO Ce U3M0JI3Ba MIPH Bb3PacTHH ¢ 6eJI0ApOOHO 3260 sBaHE
Hape4eHO ,,XpOHUYHA 0OCTPYKTHBHA OenoapodHa 6onect™ (wu ,,XOBB*), mpoabKUTeTHO
3a00JIsIBaHE Ha IUXATEIIHUTE IBTHUINA B OenuTe Apo0oBe.

Trixeo Aerosphere ce usnon3sa 3a 00JeKUaBaHE HA TUIIAHETO U MTOJ00PSIBAHE HA CUMIITTOMHUTE Ha
XOBB, kaTo HalpUMeEp HEIOCTHT Ha BB3IAyX, CBUPKAIIM XPUIIOBE M Kanutuia. 1rixeo Aerosphere
MOe€ CBIIIO J1a PEIOTBpaTH akTuBH3upaneto (ex3anepdarmn) Ha XOBB.

Trixeo Aerosphere nocTaBs akTHBHHTE BelleCTBa B OeUTE APOOOBE MPH BIUIIIBAHE. AKO U3MOJI3BATE
TOBA JICKAPCTBO PEJOBHO JiBa ITBTH Ha JICH, TO I TIOMOTHE 3a HaMasiBaHe Ha edekture Ha XOBb
BbPXY €XKeIHEBHUS BU XKUBOT.

2. KakBo Tps6Ba 1a 3HaeTe, mpeau aa usnoassarte Trixeo Aerosphere

He u3nousBaiite Trixeo Aerosphere, ako

o CTE aJIiepru9HU KbM (POPMOTEPOIIOB hyMapaT JUXUAPAT, TIIUKOMUPOHIYM, OyI€30HUI WITH KbM
HSIKOSI OT OCTaHAJINTE ChCTABKH HA TOBA JIEKApCTBO (M30pOoeHU B TOUKa 6).
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Ipexynpexnaenns: u npeanasHu MepKU

Trixeo Aerosphere ce n3mona3Ba KaTo MPOABIDKUATEIHO MOAAbpsKaio jJeuenrne Ha XObBb. He ro
H3M0JI3BaliTe 32 JieueHHe HA BHe3aleH NPUCTHI Ha HEJIOCTUT HA Bb3AyX WM CBUPKALIH
XpUIOBe.

Ipo6aeMu ¢ TUIIAHETO HEMOCPEICTBEHO cJle/l MPUJI0KEeHne

AKO TOJTyYuTe CTATaHEe B IBPANTE, KAILIUIIA, CBUPKAIY XPUTIOBE W HEJOCTUT HA BB3yX
HEMOCPEICTBEHO ClIe/T KaTo u3roisBate Trixeo Aerosphere, cnpere ynorpedaTa My U KasKeTe
BeHara Ha Bammus nekap (Bwxre ,,CeprHo3HN HEXEAaHU PEAKIIHK B HAYAJIOTO Ha TOUuKa 4 3a
MoBeYe HHPOPMAITHS).

AKko HetocTHT'bT Bu Ha BB3/yX, CTATAHETO B THPANUTE, CBUPKAIINTE XPUIIOBE WIIH KallLIAIIATa Cce
BJIOIIIABAT, JOKATO U3non3Bare Trixeo Aerosphere, TpsioBa 1a MPOABIKUTE Aa U3MOI3BaTe TriXeo
Aerosphere, Ho 1a ce cBBpKETE ¢ Barmust gekap Bb3MOKHO Hal-CKOPO, Thil KATO MOXE a Ce
HYXIA€TC OT JOIMIBJIHUTCIIHO JICYCHUC.

I'oBopete ¢ Bamus siekap, mpeau aa uznouassare Trixeo Aerosphere, ako:

©Mare BUCOKO KPHBHO HAJIATaHE MU MPOOJIEMH ChC ChPIIETO;
uMaTe Tuader;
uMmate 0enoapoOHa HHDEKIHS;
uMare mpoOIIEMH ¢ ITUTOBUIHATA JKJIE3a,;
UMaTe HUCKU HUBA Ha KaJIUHi B Kp’bBTa;
uMaTe MPOOJIEMH C MPOCTATATa WK MPOOJIEMHU C YPUHUPAHETO;
UMaTe O4CH IPoOJIeM, HapeUeH ,,[JIayKoOMa ChC 3aTBOPEH BI'bI";
uMaTe npoosieMu ¢ OBOPEIUTE WK C YepHUS APOO.

I'oBopete ¢ Bamus nekap, ako MUCIIUTE, Y€ HAKOU OT TOPHUTE MOXKE J1a ce OTHAcAT A0 Bac.

Jeua v roHomM
Trixeo Aerosphere He e mpoy4BaH rpu Jieia u oHoid. He gaBaiite ToBa JiekapcTBO Ha Jelia Win
IOHOIIIY Ha BB3pacT nox 18 roauaw.

Jpyru JekapcerBa u Trixeo Aerosphere

TpsioBa na kaxxere Ha Bamms nekap win GpapmaneBT, ako MpueMare, HaCKOpO CTe MPUEeMaH WK €
BB3MOXKHO Jla IpYieMate APYrH jieKkapcTBa. ToBa BKIIIOYBA JIEKAPCTBA, TOMyYeHU Oe3 perenra u
OunkoBH JiekapcTa. ToBa ce Haara, 3amoto Trixeo Aerosphere Mosxe aa moBiusie IHCTBHETO HA
HsiKoH JiekapcTBa. ChIO Taka HAKOM JIEKapCTBa MOraT Jia MOBJUSAT JeiicTBUeTo Ha Trixeo Aerosphere
WJIH J1a TOBUIIAT BEPOSTHOCTTA OT MOJTyYaBaHe Ha HE)KEIAHH PEaKIiH.

Kaxere na Bamms JICKAp Uiin (1)apMaLI6BT, aKO IpHUEMAaTe HAKOE OT CIICIHMUTE:

JeKapcTBa, HapeueHH Oera-00Kkepy (KaTo HAIp. aTeHOION WK MPOMPAHOIION), KOUTO MOXE J1a
Ce M3I0JI3BAT 32 BUCOKO KPHBHO HaJISITaHE MJIH MPOOJIEMH ChC ChPIIETO WK 3a JICYCHHE Ha
riaykoma (KaTo Harp. THUMOJION);

JIeKapCTBa, KOUTO CE M3IOJI3BAT 3a JICUCHHE Ha I'bOMYHN HH(EKIMH, KaTO HAMp. KETOKOHA30J
WA UTPAKOHA30JT;

JIeKapCcTBa, KOWTO CE M3IOJI3BAT 3a JeueHne Ha XM B undexius, kato Hamp. pUTOHABUP WIH
KOOHIIUCTAT,

JIEKapCTBa, KOUTO MOHMKABAT KOJIMYECTBOTO Ha KaJIWi B KPHBTA, KATO HAIIp.

- KOPTHKOCTEPOHIH, IPUEMAHH IIpe3 ycTara (KaTo Harp. IPeIHU30II0H);

- JIMypETHIIU- JIEKAPCTBA, KOUTO YBEINYABAT OTACIITHETO HAa ypruHa (KaTo Harmp. Qypo3eMuI
WITH XUJIPOXJIOPOTHA3UT), KOUTO MOTAT JIa CE M3I0JI3BAT 3a JICUCHHUE HA BUCOKO KPHBHO
HaJIsITaHe;

- HSKOW JICKapCTBa, U3IMOJI3BaHH 3a JIeYeHHE Ha IPOOJIEMH ¢ TUIIAHeTO (KaTo HAfp.
TeO(DHIHH), HAPEYEHH ,,METUIIKCAHTHHHU;

BCHYKH JIEKAPCTBA, KOUTO JEHCTBAT MO CHIUA HAYKMH KaTto TriXeo Aerosphere, kato Harmp.
THOTPOIMUYM, HIIPATPONUYM, aKITUANHAYM, YMEKIUANHAYM UITH CaIMETepoJ1, aphopMoTepou,
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BHJIAHTEPOJI, OJI0JATEPOIT WK MHAaKaTepoi. He msmnonssaiite Trixeo Aerosphere, ako Beue
M3II0JI3BaTe TE3W JIEKapCTBA.

o JIeKapcTBa, KOWO Ce M3MOI3BAT 32 JISUeHNE Ha MTPOOIEMHU ChC ChPACYHUS PUTHM, KaTO HAT.
aMHUOJIapOH;
o JIeKapCcTBa, KOUTO MOTaT Jia TPOMEHSIT eJICKTPHIecKaTa akTUBHOCT Ha ChpiieTo (HapeueHa ,,QT

UHTEpBaJ ‘), KaTO Hamp. JIEKapcTBa 3a:
- gemnpecwus (KaTo Hamp. HHXHOUTOPH HA MOHOAMHHOOKCH/1a3aTa HJIH TPUIHKITHIHH
AHTHIENPECAHTH);
- Oaxtepuannu nHdeknuu (KaTo HAMpP. EPUTPOMHULIMH, KIAPHTPOMHUIIUH HITH
TEUTPOMHUITUH);
- aJepruyHy peakiuu (aHTUXUCTAMUHH).

AKXO Helo OT TOPHHTE Ce OTHACs 10 Bac i He cTe cUrypHu, roBopeTe ¢ Barus jgekap wiu
(hapmarieBT, mpeau da uamoiassaTe Trixeo Aerosphere.

BpemenHocT n KbpMeHe
AKo cTe OpeMeHHa Wi KbpMUTE, CMATaTe, 4€ MOJKE /1a CTe OpeMeHHa WIH TUTaHupaTe OpeMEeHHOCT,
HochBeTBalTe ce ¢ Bammst ekap wiu hapmaneBT npenu ynorpedara Ha TOBa JIEKapCTBO.

He usnomnsaiite Trixeo Aerosphere, ako cte OpemMeHHa, OcBeH ako Bamusr nekap ne Bu kake, ue
MOJXe.

He usnon3paiite ToBa JIeKapCcTBO, aKO KbPMHUTE, OCBEH ako Bamust nexap He Bu kaxe, ue Moxe.

Ilodupane u padoTa ¢ MAIIMHU

Hsma BeposTHOCT TOBA JIGKapCTBO Ja MOBJIMse criocoOHocTTa BU 3a modupane u pabota ¢ MaliuHy.
3amasHOCT, 00aue, ¢ HeuecTa HexellaHa peakifusi, KOsITO TpsOBa Jia ce B3eMe M0J] BHUMAaHHE TIPU
modupane U pabora ¢ MallHHH.

3. Kak na n3noassare Trixeo Aerosphere

Bunaru n3nonsBaiite ToBa JeKapcTBO TOYHO KakTo Bu e kazan Bamusar nekap. AKo He cTe CUTYpHU B
Helo, nonuraiTe Bamus nexap win GpapmanesT.

Kouaxo Ja U31moJa3BaTte
HpenoquHTenHaTa A03a € IBC BIIPBCKBAHUA [IBA ITbTU HA ACH — JIBC BIPBHCKBAHUA CYTPHUH U ABC
BIPBCKBAHUS BEYCP.

Baxno e na usnonssate Trixeo Aerosphere Bceku feH- 10pH U j1a Hsamate cumitomu Ha XOBB 1o
TOBa BpeMe.

IMomueTte: Bunaru u3miaksaiite ycrata cu ¢ Bojia ciieji KaTo usnoissare Trixeo Aerosphere. Tosa e
HE00X0IMMO, 3a Ja ce IIpeMaxHe BCAKO JIEKapCTBO, KOETO € OCTaHallo B ycTara. M3miroiite Ta3u Boja,
HE 5 TbJTalTe.

Kak aa ro uznosnssare

Trixeo Aerosphere e 3a HHXaJIaTOPHO MPUIIOKECHUE.

Mo, mpoderere ,, YKa3aHus 3a ynmorpeda“ B Kpas Ha Ta3H JUCTOBKA. AKO HE CT€ CUTYPHH Kak J1a
usnonssare Trixeo Aerosphere, ropopete ¢ Baius nexap uiu papmarienT.

H3nonseane Ha Trixeo Aerosphere ¢ o6emHa kamepa

Mosxe na Bu ce ctopu TpyTHO Jia BAMIIBATE W B CHIIOTO BpeMe Jla HaTHCKaTe HHXanaropa. AKo ToBa
ce ciyuH, ropopete ¢ Bamus nexap i papmaneBT. Moxke 1a HOMOTHE, aKoO H3I10JI3BaTe ,,00eMHa
KaMmepa“* ¢ mHXanaropa cH.
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AKO cTe H310/13BaJIM NIOBeYe 0T HeoOXomuMaTa j1o3a Trixeo Aerosphere

AKO cTe M3II0JI3BajIM [TOBEYE OT HEoOXomumMaTa fo3a Trixeo Aerosphere, roBopeTe BeaHara ¢ JeKap
i ¢papmarieBT. Moxe 1a ce Hy)KJIaeTe OT MeJIUIMHCKa ToMoIl. Moxe j1a 3a0eNexuTe, e ChpleTo
Bu Oue mo-0bp30 0T 0OMKHOBEHO, YyBCTBATE C€ HECTAOWIIHU, UMaTE MPOOJIEMHU ChC 3PEHUETO, UMATE
CyXOTa B ycTaTa WM T1aBO0O0JIHE WIM UMATe MO3UBH 3a MOBpbIane (rajaeHe).

AKo cTe mpomycHa I 1a u3nouasBare Trixeo Aerosphere
He B3emaiiTe aBoiiHa 103a, 32 1a KOMIICHCHpATE IpOITycHATaTa J03a. B3emeTe g BenHara ciie KaTo ce
CETHTE.

Axko o0aye Beve e MouTH BpeMe 3a ciensamara Bu 1o3a, mpomnycHere 3abpaBeHara jo3a. He npasere
MoBeYEe OT JIBEC BIPHCKBAHHMS JIBA ITBTH HA JICH B €/IMH U CHIIH JICH.

AKko cTe cnipesin ynorpedara na Trixeo Aerosphere
ToBa nexapcTBO € 3a MPOABIDKUATENHA yIIoTpeda. M3mon3paiiTe TOBa JIEKapCTBO TOIKOBA TBJITO,
KoKoTo Bammst nekap Bu kaxe. To me 6b1e ehekTHBHO, caMo TIOKaTO TO B3eMaTe.

He criupaiite, ocBeH ako Bammsar nexap He Bu kaxke, 1opH ako ce 4yBcTBaTe Mo-A00pe, Thid KaTo
cuMrromute Bu Moke 1a ce Biomar. AKO UCKaTe Ja COpeTe JIEUEHUETo, TOBOpeTe IbpBO ¢ Bamms
JIeKap.

AKO UMaTe HSKAaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIoTpebara Ha TOBa JISKApCTBO, TOBOPETE C
Bamus nekap wnu gpapMarieBT.
4. Bb3MOKHU He:KeJJaHU peakunu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAMN3BHUKA HEKCIAaHU PCaKIIUX, BBIIPEKU Y€ HC
BCCKM I' ITIOJTy4aBa. C ToBa JIEKapCTBO MOXKE Ja Bb3HMKHAT CJICAHUTC HEXKCIIAHU PCaAKIIN:

CepHO3HH HeKeJTaHU peaKkuu

HeuecTu (Moxe ma 3acernar g0 1 na 100 mymrm)

3aTpyaHeHoO TUIIIaHe HEMOCPEACTBEHO e/l MPUI0KEHNETO!

o aKo TIOJIyYHTe 3aTPyIHEHO JHUIlIaHe BeHAra clie]] u3moj3Bane Ha Trixeo Aerosphere, kato
HAMpUMEp CTATAHE B TbPIUTE, KAIUTHAIA, CBUPKAIIM XPUITOBE MITH HETOCTUT HA BB3AYX, CHPeTe

ynoTpedaTa Ha TOBa JIEKAPCTBO U KakeTe BeiHATA HA Bamus Jiexap.

AJ'[epl"H'lHI/I peakumuu:

o NO/lyBaHe Ha JIMIETO, 0COOCHO OKOJIO ycTaTa (M0yBaHEeTO Ha €3MKa MM I'bPIOTO MOXKE J1a
3aTPyAHH HPETITBIIAHETO);

o 00pHB WJIN YPTUKAPHUS 3a€IHO ChC 3aTPyIHEHO JUILIAHE;

o BHE3AITHO NIPUMAJIBaHE.

Tesu cumnTtoMu Moke Ja ObJaT MPU3HAIY HA aJIepTUIHA PEaKIHs, KOSTO MOXKE Jla CTaHE CepHO3Ha.
Capere ynorpebara Ha TOBa JIEKAPCTBO U TOBUKANTE MEIUITMHCKA TIOMOII] BEHATa, aKO 3a0eIIeKNUTE
TOPHUTE CEPUO3HU HEKETAHU PEaAKIIUH.

JIpyru HeKelaH! peakuu
Kaxxere na Bamus nexap win papmarieBt, ako 3a0€IeKNUTE HAKOS OT CIICIHUTE HEXKEJIaHH PEaKIUu;

Yecru (Moxe na 3acersar ;1o 1 Ha 10 aymmn)

. KaHIu103a B ycraTa (rbOnvHa nHdeknus). M3miaksane Ha ycrata Bu ¢ Boja He3abaBHO ciel
u3roy3BaHe Ha Trixeo Aerosphere Moxe Ja IOMOTHE Jia IPE0TBPaTH TOBA.

o YYBCTBO 32 TPEBOKHOCT;

o TPYJHO 3aCIIUBaHE;
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NIO3WBH 32 MOBpBIIaHe (TajicHe);

riaBoOoJue;

KallUTHIA WU PErpakHaIoCT;

MYCKYJTHU KpaMITH;

yceliaHe Ha OMeHeTo Ha chpiieTo (chpreoueHe);

BUCOKH HHBAa Ha KpbBHA 3axap (IOKa3BaHMU Ype3 M3CIICABAHNS);

00JIC3HEHO U YeCTO ypuHHUpaHe (Moke Ja Ob/ie MpU3HAK Ha MH(EKIUS Ha MUKOYHUTE ITHTUINA);
nHeBMOHMS (MH(EKIus Ha OenuTe JpoOoBe).

Kaxere Ha Bamms nekap, ako BMare HSIKOS OT CJICAHHUTE PEaKklUH, JOKaTo U3moi3eate Trixeo
Aerosphere, Te Moxke 1a OBIaT CHMITOME Ha HHGEKIHS Ha OenTe poboBe:

L IMMOBUIIICHA TEMIIEpATypa WK CTYACHU TPBHIIKH,
L IMMOBUIIICHA NPOAYKIHUA Ha CIIY3, IIPOMsAHA Ha [IBETA HA CJIy3Ta,
L 3aCWJICHA KallJInla WM 3aCUJIBAHC Ha 3aTPYAHCHHUCTO HA JUITAHETO.

Heuectn (Moxe na 3acernat no 1 na 100 mymu)
TperepeHe, TPEMOp WK yCellaHe 3a 3aMaiiBaHe;
CyXOTa B ycTaTa WjM JIEKO Apa3HeHe B I'bPIIOTO;
HACHHSIBAHE Ha KOXAra,

ycelaHe 3a 0e3M0KO0ICTBO, HEPBHOCT WM B30y 14,
JeTpecus,

YCKOpEHa MM HEpaBHOMEpHA ChpJeyHa AeHHOCT;
00JIKa WM CTATAHE B IbPAUTE (CTCHOKAPIHS).

Mpmuoro peaku (Moxe ma 3acernar g0 1 #a 10 000 gyrmm)
o IPOMCHH B MTOBEICHHUETO;
o edexT BppXy HaAOBOpEUHaTA JKJIe3a.

Heu3BecTHa (decToTata HE MOXKE JIa C€ ONPEICIH OT HAINYHUTE JITAHHH):

L4 3aMbIJICHO 3pCHUC;

L4 3aMbIJIIBAHC Ha JICHIaTa Ha OUYUTEC (HpI/I3HaK Ha KaTapaKTa);

L4 IMOBHUIIICHO HAJIATAHC B OKOTO (FJ'IaYKOMa)

L4 MOAYyBAaHC HA JIUILICTO, 0CO0EHO OKOJIO yCTara (HO,Z[YBaHeTO Ha €31Ka WJIN I'bPJIOTO MOXKE J1a

3aTPy/IHU MPETIIBIAHETO).

Cpol0maBaHe HA HesKeJIAHH PeaKINU

AKO TOITyunTe HIKAKBU HEXKEJaHH JISKAPCTBEHH Peakiiy, yBejgoMere Bamus nexap wim gpapmarenT.
ToBa BKJIIOUBA BCHYKH Bb3MOYKHHM HEONMCAHH B Ta3H JMCTOBKA HEXXENAaHU peakuuu. MoxeTe ChIIo J1a
CHOOLINTE HEXENAaHU PEaKMK AUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a ChOOILIaBaHe, T0OCOYCHA B
punoxenue V. Karo chobliaBare HexelaHU peakLul, MOXKETE J1a 1aleTe CBOsI IPUHOC 3a
NoJy4yaBaHe Ha MoBede MH(OpMAaIHs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Trixeo Aerosphere

C’BXpaHHBaﬁTC TOBA JICKApCTBO HA MACTO, HEAOCTBITHO 3a ACLA.

He uznomnsaiite Trixeo Aerosphere ciiesr cpoka Ha rOHOCT, 0OTOENSA3aH BbPXY KapTOHEHATA
OIIaKOBKa, TOpOMYKATa M MHXANATopa NMoJ Hanirane cien ,,l'onen 10:*“. CpoKbT HAa TOTHOCT OTTOBAPSI
Ha MOCJICTHUS I€H OT IIOCOUCHHUS MECell.

Cren oTBapsiHE Ha TOpPOMUYKATA MHXAIATOPHT TPSOBA Ja ce U3I0JI3Ba B PAMKHUTE Ha 3 Mecela.

CLXpaHHBaf’ITC HHXaJIaTopa B 3aricuyaTaHaTa Top61/1q1<a, H3BAJICTC MHXAJIATOPA OT 3alicHaTaHaTa
Top61/1q1<a He3a0aBHO npeau nmbpBata yHOTpe6a. B JACHS Ha OTBAPsIHC Ha T0p61/1q1<aTa 3allMIICTC JaTaTa
Ha €TUKETAa Ha MHXaJ1aTopa B IPEA0CTaBE€HOTO MACTO.
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Ja e ce chxpansea Hax 30°C. [la ce cbxpaHABa Ha CyX0 MSCTO.

3a Hali-noOpu pe3yJsiTaTH HHXAIATOPBT TPIOBa 1a ObJIc HA CTaiiHa TeMIepaTypa, Ipeau 1a To
M3II0JI3BATE.

He qyneTe, HeE HpO6HBaI>iTe n HC 1/13rap51171Te OIIaKOBKaTa oA HaJlidrane, JO0pu KOrato € BUAUMO IIpa3Ha.
He u3nonspatite u He C”bXpaHSIBaI;'ITC 01130 OO0 U3TOYHHUK Ha TOIIMHA UKW OTKPUT OI'bH.

He H3XB’BpJ'I$II7[T€ JICKapCTBAaTa B KaHAIM3aluATa UJIu B KOHTCﬁHepa 3a JOMAalIHHU OTIIaaAbIIN.
IlonuraiiTe Bammus q)apMaueBT KakK J1a U3XBBPJIATE JICKAPCTBAaTa, KOUTO BEYC HC MU3IIOJI3BATC. Te3un
MCPKH 1II€ CIIOMOI'HAT 3a OIla3BaHC Ha OKOJIHATa Cpeaa.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

KakBo cbabpaxa Trixeo Aerosphere
AKTHBHH BelecTBa: HOpMOTEpPOIIOB (hyMapar JUXUAPAT, TIUKOMUPOHUYM U OyI€30HHUI.

Besika eimHUYHA MHXANAIMs OCUTYPsIBa TOCTaBeHa /103a (103aTta, KOATO M3JIM3a OT MYH/IIyKa) OT
5 Mukporpama GopMoTEepoNoB PymMapaT JUXUIpat, 9 MUKporpama TIMKOIMTUPOHUEB OPOMMU,
eKBHUBAJICHTEH Ha 7,2 MUKporpaMa raukonmuponnyM u 160 Mukporpama Oyne3oHus.

Hpyru cveraBku: HopdaypaH, 1,2- nucreapous-Sn-riumepo-3-GpochoXoIrH U KaIlueB XJIOPHJ.

Toga JlekapcTBO ChABPKA (PIIyOPCHIbPIKAIIH TAPHUKOBH T'a30Be. Beekn nHxamatop cuappxa 10,6 ¢
Hopduypan (HFC-134a), crotBercTBamu Ha 0,015 Tona exBuBaneHT Ha CO; (moTeHIMa 3a rI100aIHO
satorursiae (global warming potential, GWP = 1,430)).

Kaxk m3raexxaa Trixeo Aerosphere u KakBo ChbIbpKa 0NMaKOBKATa
Trixeo Aerosphere e cycriensus mo HajasTaHe 32 HHXATAIHSL.

Trixeo Aerosphere mpejcraBisiBa KOHTEHHEP ¢ HHAXKATOP 3a J03UTE, JOCTABEH C XK BJIT IJIACTMACOB
MyJIBepU3aTOp U OsT MyHAITYK. MyHIIIYKBT € IOKPUT ¢ OTCTPAHSBAINA C€ CHBA 3all[UTHA KaladKa.

Trixeo Aerosphere ce noctassi B Topou4Ka OT (OIHO, KOATO ChbPKa OMIAKOBKA ChC CYIIUTEI, U €
OIIaKOBaH B KapTOHEHA OTMaKOBKa.

Bcexu naxanatop cpappxa 120 BnpbrckBanus. OcBeH TOBa WMa TPYIIOBH OMAKOBKH, ChIbPIKAIIH
3 onakoBKkH 10J] Hajsirane ¢be 120 BIpbhCKBaHUS BCSIKA.

IIpuTexaTen Ha pa3pelIeHHETO 32 YNOTpeda

AstraZeneca AB
SE-151 85 Sodertalje
IBenus

IIpoussoaure

AstraZeneca Dunkerque Production
224 Avenue de la Dordogne
Dunkerque

59640

Opannus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaIII/ISI OTHOCHO TOBA JICKApCTBO, MOJIsI, CBBPXKETE C€ C JIOKAJTHUSI
MPEACTABUTCII HA TPUTCIKATCIIA HAa pa3pClICHUCTO 3a yHOTpe6a:
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Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: +322 37048 11

bbarapus
Actpa3eneka brirapus EOO/]
Ten.: +359 24455000

Ceska republika
AstraZeneca Czech Republic s.r.o.
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti
AstraZeneca
Tel: +372 6549 600

E\M\Gda
AstraZeneca A.E.
TnA: +30 210 6871500

Espafia
AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

DpaHuus
AstraZeneca
Tél: +33 141 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvnpog
Aréxtop Oappokevtikni Atd
TnA: +357 22490305
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Csbp3an Jlekapctso Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 85 808 9900

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +431711310

Polska
AstraZeneca Pharma Poland Sp. z 0.0.
Tel.: +48 22 245 73 00

Portugal
AstraZeneca Produtos Farmacéuticos, Lda.
Tel: +351 21 434 61 00

Romania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, 0.z.
Tel: +421 25737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000



Latvija United Kingdom (Northern Ireland)
SIA AstraZeneca Latvija AstraZeneca UK Ltd
Tel: +371 67377100 Tel: +44 1582 836 836

I[aTa Ha MOCJICAHO Mpepasrjae:KaaHe Ha JTUCTOBKaTa

[MonpoOHa nH(popMaIUs 3a TOBA JIGKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHuus
1o JiekapcTBata; http://www.ema.europa.eu.
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IpouereTe mMpeau Aa U3MOJI3BATE HHXAJIATOPA

YKA3AHUA 3A YIIOTPEBA

TRIXEO AEROSPHERE

(bopmoTeposioB pymapar TUXuIpaT, TIAUKOIUPOHUYM U OyIC30HH]T)
CycrieH3ust o1 HalsiraHe 3a MHXaJIalusl

3a MHXaIaTOPHO IMPHIOKEHHE TIpe3 ycTara

Mouisi, npoyeTeTe BHUMATEIHO T€3H YKA3aHHS.
Bammst Trixeo Aerosphere (HapeueH ,,yHXaaTop** B Ta3H JIMCTOBKA) MOXKE Jia Ce pa3indaBa OT
MHXaJIaTOPHUTE, KOUTO CTE U3IOJI3BANIN MPE/IH.

Baskna nnpopmanus
e Camo 32 HHXAJIaTOPHO NPHUJIOKEHHUE IIPe3 yCTaTa
e Iloarorsere Bammus uHxajaaTop 3a mbpBaTa My ynorpeda, KaTo ro 3apeaure
e M3niakpaiiTe :KbJTHS MYJIBEPU3ATOP BCIKA CeAMMLA
e [IIpaBere 2 BHPHCKBaHHS OT JIEKAPCTBOTO CYTPHH M 2 BIPbCKBAHUS Bevep

CbxpaHsiBaHe HA HHXAJIATOPA
e Jla e ce coxpansBa Hax 30°C. [la ce chxpaHsBa Ha CyX0 MSCTO.
e He coxpansiBaiiTe BbB BJIa:KHA cpe/la, HAIPUMepP B GaHATA
e ChbxpansiBaiiTe Bamus HHXa1aTOp U BCHYKH JICKAPCTBA HA MSICTO, HEAOCTBITHO 3a Jea

Yacru Ha MHXAJIATOPA

HNuaukaTop 3a BOIPbCKBAHUSITA
IIpukperneH Ha BbpXa Ha KOHTEMHEPA IIOJT HAJISATAHE.

KouTeiinep moa HajsiraHe (BbTpe)
Chapprka JeKapcTBOTO.

IIynBepusaTop
Chpabprka KOHTEHHEpa 1Mo HalsATaHe.

MyHamyk
N3npbckBa 1ekapcTBOTO.

Kanauka Ha MyHAlIyKa
[IpennasBa MyHAITyKa, KOraTO HHXAJIaTOPBT HE C€ U3MOJ3BA.
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OTyuTaHe HA HHIUNKATOPA 32 BIPbCKBAHUATA

® HNHankaTopsbT 32 BIPHCKBAHUATA 1e Opou 00paTHO 1o 1 BceKH MBT, KOTaTo BIPbCKaTe
JIEKApCTBOTO.

Crpenka
[TocouBa ocTaBamus Opoii BOPHCKBaHUS

Kbara 3ona
ITopbuaiiTe HOB HHXAJIATOP, KOTATO
CTpeJIKaTa € B XKbJITaTa 30Ha

YepBeHa 30Ha
N3xBbprerTe uHXanaTopa, Korato
crpenikara coud O B yepBeHara 30Ha

(® He ce onuTBaiiTe 12 HANPaBUTE BIPBLCKBAHE, KOIAaTO CTPe/KaTa coun 0, 3a1I0TO HMA 12
MOJIyYHTe ITbJIHA 1032.

Hopvuca Ha HOB MHXAJIATOP

L HOp’b‘-IﬁfITC HOB MHXAJIaTOP, KOraTo CTpEJIKaTa Ha UHAWKATOpa 3a BIPBbCKBaHHUATA € B )XbJITaTa
30Ha.

H3xBBpIIsiHE HA MHXAJIATOPA

I/ISXB’LpHeTe MHXaJaTopa ChIIaCHO MECTHUTE YKa3aHUs, KOraro.
® HHAMKATOPHT 32 BIPHCKBaHUsATA MoKa3Ba 0
niIn

L4 3 Mecena Cjieq U3BaXXKIAaHETO Ha UHXajlaTopa OT TOp61/ILIKaTa oT (1)0)'[1/10

He n3no/3BaiiTe NOBTOPHO U He U3M0JI3BAMTE MY/1BEPU3ATOPA C KOHTEHHEPH € JIEKAPCTBO OT
APYrH HHXAJIATOPH.
He npoOusaiiTe u He XBbpJIsliTe KOHTEHepPa B OTbH WJIH HHCUHEPATOP.

INPEJIU ITBPBATA YIIOTPEBA — 3apenere nnxajaaropa 4 nbTH npeu NbPBATA

e [Ipean ma n3monzBare Bamms nHxanatop 3a IphB BT, 3apeeTe TO Taka, € Ja MoTydnTe
TOYHOTO KOJIMYECTBO JIEKAPCTBO, KOTAaTO I'0 U3IOJI3BATE.
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3apexnaane 1

MaxHeTe KamaykaTa Ha MYHAIIYyKa.

-

" ~

//

3ape:xnane 2

Pasknatere noOpe nHxanaropa u HanpaseTe 1 MPOOHO U3NPBCKBaHe BHB Bb3/yXa, KaToO o

HacouBaTe HacTpaHu oT Bac. [ToBropeTe 3a 00110 4 mpo0HU M3NPHCKBAHUS, PA3KIIANIANKY MTPEIN
BCSIKO TIPOOHO M3MPHCKBAHE.

A,
X4 06mo r
Pasknartere u u3anpbckaiTe 5
NPoOHO

® 32 3apexaaHe ca MPeABUACHU TOBIHUTEITHU U3MpbhckBanus. He mponyckaiiTe 3apeskaaHeTo.

@ Ipesapexnane na unxanaropa: 3a j1a npe3apeanTe, HapaBeTe 2 MPoOHU
e el M3IUIAKBAHE HA MyJBEPU3aTOPA M3NPbCKBAHMSA, PA3KIAILANKK IPEIU BCIKO
®  aKo Ce u3NycHe IIPOOHO U3IPBHCKBAHE.

®  aKO0 HE ce M3I0JI3BA IToBeYe OT 7 JHHA

X2 06110
Paskaartere n
H3NPbCKaiTe NPOOHO

EXXKEJIHEBHA YIIOTPEBA, cyrpun u Beuep — Baumaiite Baniero JiekapcTBo

® I[HeBl—la Jao03a: 2 BIIPHCKBAHUA CYTPHUH U 2 BIIPBCKBAaHUA BEUYEP.

e I3miuakHere yc€TaTta € BOoJa CJIc/q 2-Te BIPBbCKBAaHUA, 3a 1a NPCAOTBPATUTE re0uyHa I/IH(l)CKI_II/ISI.
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Crpnka 1

MaxHere kanaukara Ha MyHauyka. [IpoBepere majim uMa Helo B MYHAIIYKA H IO IPeMaxXHeTe
npeau ynorpeoa.

T,
N | B
=)
Crbnka 2
Pasknamaiite Wznumiaiite IlocraBere 3anoyHere aa 3apbKTe IbXa CH
nobpe HaITbJIHO. MYHJIIyKa B BIMIIBATE KOJIKOTO MOXKETE, 10
HHXajaTopa ycTaTta CH HTO | IIBJIOOKO U 10 cexynau.
MIpeIn BCAKO obOxBaHeTe ¢ 0aBHO, JIOKATO
BIIPBCKBAHE. YCTHH. IpaBUTe
Haxnonere 1 BnpbckBane.
riaBaTa Cu [Iponwpmxere ga
Ha3aj, KaTo BJIMIIIBATE,
IBPXKUTE €3MKa | TOKAaTo MOBEYe
CH 110 HE MOJKETe.
MYHJIIYKA.
r‘/
l\‘ -
/B
£
I‘\-,\
~ N g
<77 %
|
Crbnka 3 Crbnka 4 Crbnka 5

IToBTOpETE
Crbnka 2
Nnpu BTOPOTO
BIIPbCKBaHe

CrnosxeTe 00paTHO Karavkara
Ha MYH/IIIyKa.

N3nnakHere ycraTta cu ¢ Boja.
Wzmroiite Bogara. He
I'bJITANTE.

N3IIJIAKBAHE BCAKA CEAMUNIA— u3niakspaiiTe nyJiBepu3aTopa BeIHb:K

a4




e M3nminaxkBaiTe KbJITHS MyJBEepU3aTOP BCAKA CEAMMUIIA, TaKa Y€ Ja HE CC HATPYIIBa

JIEKapCTBO U J]a He OJIOKUpa CTpysTa Mpe3 MYHALIYKA.

e He no3BossBaiiTe KOHTeifHepa 1a ce HAMOKPH.

e Ilpe3apexnaaiite cjeln u3jIaKBaHe.

Hzniakeane 1

Ms3niaksane 2

MaxHeTe KOHTEeHepa U IO OCTaBeTe HacTpaHa.
He no3BoJssiBaiiTe KOHTeliHepa 1a ce
HAMOKPH.

MaxHeTe KamaykaTa Ha MyHAIIYyKa.

Hs3naakBane 3

HszniakBane 4

[Tycuere Toria Boaa mpe3 MmyHanyka 3a 30 CeKyHaIu U e/l TOBa
mpe3 BbpXa Ha myiBepusaropa 3a 30 cexynau. M3mmaknere 3a 60

CEeKYH/IH 001110.

HN3TpbekaiiTe BogaTa
KOJIKOTO MO2Ke 1o-100pe.

(C 3

g4

He noacymasaiite ¢
Kbpna Wi cajaderka.

HszmiiakBane 5

HNs3miakBane 6

IMorneanHeTe B mMyABEpU3aTOPa M MYH/IIIyKa 32
HATPYIBaHE Ha JICKAPCTBO. AKO MMa HIKAKBO
HATPYIAHO JIEKAPCTBO, TIOBTOPETE CTHIIKUTE
,,A3miaksaue or 3 10 5.

OcraBeTe 1a U3CbXHE Ha BB3YX, 32
npeanounTane npe3 Howra. He crnaraiite
KOHTei{Hepa 00paTHO B MyJIBEPHU3aTOPa, aKO TOU
BCE OILIE € MOKBD.

Tge
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HzniakBane 7 Ms3niaksane 8

Koraro H3CHXHEC, MOCTABETEC IbPBO KallavyKaTa Hpe3ape)leTe HWHXajiaTopa, KaTo HaIllpaBUTC 2
Ha MYHAIIYKa U CJIE[ TOBaA JICKO HATUCHETC HpOﬁHI/I HUBNPBCKBAaHHUMA, KaTO pasKialiaTe
KOHTeﬁHCpa HagoJly B IIyJIBEpU3aTOpA. npean BCAKO HpO6HO BIPBHCKBAHE.

X2 06110
Pa3kiarere
"
H3NpPBLCKaNTe
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