NNPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUS ITPOAYKT

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

2. KAYECTBEH 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 MBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Cycnensus noj HajsraHe 3a MHXaJlalus

bsna cycnenzus.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

Trixeo Aerosphere e moka3aH KaTo MOAIbPIKAIIO JICUSHUE MTPU Bb3PACTHHU MAI[MEHTH C YMEPEHA J10
TEKKa XpOHUYHA 00CTpyKTHBHA OenoapobHa 6onect (XOBB), KouTo He ca aJieKBaTHO JIEKYBAaHH C
KOMOWHAIIMS Ha HHXAJIATOPEH KOPTHKOCTEPOUT U IBITO/IeHCTBAI OeTa2-arOHUCT WM KOMOMHAIIHS
Ha JbJrosieiicTBaly 0eTa2-arOHUCT U IBJTOICHCTBAII AHTATOHUCT Ha MyCKapUHOBUTE perentopu (3a
e(heKTUTE BhPXY KOHTPOJIa Ha CHMIITOMHUTE U NPEJOTBPATSIBAHETO HA eK3arepOaluy BIKTE TOYKA
5.1).

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

gOBH[)OBKa

IIpemoppunTeIHaTa ¥ MAKCHMAITHATA J03a € IBE WHXAIAINH ABa ITHTH JHEBHO (IBE MHXAIAI[UH
CYTPHH U JIBC HHXAIAI[UH BEUep).

Axo OBJe pomycHAaTa 7034, T TPSAOBa 1a ce MPIIIOKH KOJIKOTO € BE3MOKHO TI0-CKOPO U CJIe/IBaIIaTa
Jt03a TpsiOBa J1a ce MPHUIIOKH 1o oOndaiiHOTO BpeMe. He TpsOBa ia ce mpuiiara qBoiiHa 1032, 3a

KOMIICHCHUPAHE Ha 3a6paBeHa J03a.

CHGLII/IaJ'IHI/I nonyjganvuu

Cmapuecka ev3pacm
He ce Hanmara kopurupaHe Ha J1o3ara [pu MalyueHTH B cTapyecka Bb3pacT (BK. Touka 5.2).



bvopeuno yspeacoane

To3u nexkapcTBeH NPOAYKT MOXKE JIa CE U3I0JI3Ba B MPEIOPHYUTEITHATA J103a IIPH MAI[UCHTH C JISKa J10
yMepeHa cTerneH Ha ObOpeyHo yBpexaaHe. Moxe ChIIIo Jia ce U3MON3Ba B IPEHOPHUYNTEIIHATA 1032
TIpH MAIIUEHTH C TeXKa CTETeH Ha ObOpedHo YBpEKIaHe WIH TepMUHAIEH CTauil Ha ObOpeyHa
OosecT, Hayarar uaimsa, CaMo ako OYaKkBaHaTa IoJI3a MPEBHUIIaBa TOTSHIIHATHIS PUCK (BXK. TOUKH
4.4u5.2).

Yeproopobro yspexcoane

To3u JekapCcTBEH MPOAYKT MOXKE JIa C€ M3IO0J3Ba C MPENOPHUNTETHATA 1032 PH MAIUCHTH C JIeKa J10
yMepeHa CTEICH Ha YepHOAPOOHO yBpexkaane. Moxe ChILO /1a ce M3MO0J3Ba ¢ MPENOPhUYUTEIHATA 1032
IPH MAIMCHTH C TeKKa CTEIEH Ha YePHOAPOOHO YBPEKIAHE, CAMO aKO OYaKBaHaTa MOJI3a MPEBUIIIABA
MOTEHIUAIHUS PUCK (BXK. ToukH 4.4 u 5.2).

Ileduampuuna nonynayus
Hsima chOTBETHO TPHIOKEHHE HA TO3H JIEKAPCTBEH MPOIYKT TPH Jela U FoHOMIH (Ha BhPACT MO

18 roaunn) 3a mokaszanuero XOBB.

Hauwnn »Ha npuioxeHue

3a MHXaJATOPHO NMPUIIOKEHHE.

VYxazanus 3a ynompeba

3a ;1a ce OCHTYpH MPABWITHO MPHIIOKEHUE HA JICKAPCTBEHUS MPOIYKT, IEKap WIH APYT MEAUIIUHCKA
CIEIATUCT TPsAOBa Ja MOKake Ha MAIMeHTa KaK J1a U3I0JI3Ba HHXAJIaTopa MPaBUITHO, KaTo TpsiOBa
CBIIO PEIOBHO J1a MIPOBEPSBA aICKBATHOCTTA HAa TEXHUKATa HA MHXAJIUpaHe Ha narueHTa. [lanuenTst
TpsOBa 1a Ob/Ie TOCHBETBAH J1a YeTe JIMCTOBKaTa BHUMATEITHO U Ja CJIe/[Ba YKa3aHHsTa 3a yroTpeoa,
JIaJICHY B JINCTOBKATA.

BaxxHo e manueHnTsT 1a Obie MHCTPYKTHPAH:

. Jla He W3M0JI3Ba UHXANIATOPA, KO CYIIUTEIAT, KOWTO € BhTPE B TOpOMUKaTa OT OIHO, €
M3TEKbJ U3BBH MAKETYETO CH. 3a Hai-100pH pe3ynTaTi HHXAJIATOPBT TpsiOBa 1a Oble Ha
CTaifHa TeMIepaTypa npeau ynorpeoa.

o [a 3apenu nHxanaropa, KaTo T0O pa3KiaTé 100pe U U3IPBhCKa BbB Bb3AyXa YETHPH IBTU NpeaAn
mbpBaTa ynorpeda Win JBa MbTH, KOraTo HHXAJIATOPHT HE € O TI0JI3BaH TOBEYE OT CEJIeM JIHH,
clle]] eXXeCeAMUIHOTO U3MUBAHE WM aKo € OWJI U3IyCHAT.

o Jla n3mnakea ycraTa cH ¢ BOJa ClIeJ] UHXAJIUPAHE Ha 103aTa, 3a J1a CE CBEJIe JO MUHUMYM pUCKa
oT opodapuHreanta kanauno3a. Jla He reira Bogara.

IIpu BupbsckBaHe Ha Trixeo Aerosphere ompezenen 06em OT CyCIeH3MsATa H3/IH3a OT HHXAJIATOPA MO
Haysirane. Korato naumeHThT BOAUIIBA MPE3 MyH/IIYKA IO CBIIOTO BPeMe, KOraTo BIPBCKBaBa C
WHXAaJIaTopa, BEMIECTBOTO III€ TIOCTe/[Ba BAUIIAHUS Bb3AyX B AUXATEIHUTE IMHTHIIA.

HaLII/IeHTI/I, KOHMTO CC 3aTpyAHABAT a KOOPAUHUPAT BIPBHCKBAHCTO C NHXAJIMPAHCTO, MOKEC a
u3nossBat Trixeo Aerosphere c obemMHa kamepa, 3a Jia ce OCHT'YPH NPABUIIHOTO NPHIOKEHHE Ha
JIeKapCTBEHUST TPOIYKT. Trixeo Aerosphere moxe jia ce M3oJ3Ba ¢ 00EMHU KaMepH, BKITFOYUTEITHO
Aerochamber Plus Flow-Vu (Bx. Touka 5.2).

4.3 IIpoTuBomOKa3aHUs

CBpBXUYBCTBHTEITHOCT KbM aKTHBHOTO BEIIIECTBO WM KBbM HSAKOE 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 €hEKTH KAaTO ChPJICYHN aPUTMHUH, HAIPUMED MPEACHPIHO MBXKIICHE U TaXUKaAPIUs
MOJKe J]a ce HaOJI0AaBar ciiell IPUIOKEHHE Ha aHTarOHUCTH Ha MYCKapUHOBUTE PELIEITOPU
CUMITATUKOMUMETHUIH, BKIFOUUTEITHO TIINKOIMPOHUYM H hopMoTepo. To3u IekapcTBEH MPOAYKT
TpsiOBa Jja ce U3IMO0JI3Ba C IOBUIIIEHO BHUMAaHKE MPH MAIMEeHTH C KIIMHUYHO 3HAYUMO HEKOHTPOJIMPAHO
Y TE€XKO ChPJIEYHOCHA0BO 3a00IIABaHe, KaTO HAIpUMEpP HecTaOMIHA HCXeMHUYHA O0JIECT Ha ChPLETO,
OCTBP MHOKapACH UH(APKT, KAPIUOMHUOIIATHS, ChPACUYHH APUTMHUH U TEXKa ChbpACUHA
HEJOCTATHYHOCT.

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

[NoTeHInaNHO CeprO3Ha XMITOKAIMEMUS MOXKE JIa € pe3yJiTaT OT Tepanus ¢ B2-aronuct. ToBa nMa
MOTEHITHA J]a TOBEJIE 10 HeXKENIaH! ChbpAeYHOCHA0BU edekTH. [IpenmopruBa ce moBHIIIEHO BHUMaHHE
npu Texxka XOBb, Thit kaTo TO31 edekT Moxke 1a ObJie MOTEHIUPAH OT XUIOKCHS. XHUITOKATHEMHUSATA
MOJKE ChIIO Ja ObJIe MOTEHIMPaHa Ype3 eIHOBPEMEHHO JICYCHHE C IPYTH JISKAPCTBEHU MPOJIYKTH,
KOWUTO MOTaT J1a MPEeAN3BUKAT XUTIOKATHEMHUS, KATO KCAHTHHOBH MMPOU3BOIHY, CTEPOUIU U Y PETHUIIH
(Bk. Touka 4.5).

XUNEepriInKeMus

I/IHxanauMs{ Ha BUCOKH 03U [Sz-az[peHepquHM arOoHUCTHU MOXXE Ja JOBEAC A0 ITOBHUIIICHHA Ha
IJIa3MeHaTa rjroKo3a. 3a ToBa KpbBHATa 3axap TpSI6Ba Ja C€ mpociicadaBa 1o BpEME Ha JICUCHUCTO
ChIVIACHO YCTAHOBCHU HACOKHU IIPU MAIUCHTH C ,Z[I/Ia6€T.

ChIrbTCTBAIIM 3200IIBAHUS
To3u ieKkapcTBEH NPOAYKT TPsOBa J1a Ce U3IOJI3Ba C MOBUILIEHO BHUMAaHUE MPH MMALUEHTH C
TUPEOTOKCHUKO3A.

AHTI/IXOJ’II/IHCDI‘I/I‘IHO HCﬁCTBI/IG

[lopanu HETOBOTO aHTUXOIMHEPTUYHO ACHCTBHE TO3M JIEKAPCTBEH MPOAYKT TPIOBa J1a ce M3I0JI3Ba C
MOBHIIIEHO BHUMAaHHE MPH NAIMEHTH ChC CHMIITOMATUYHA XUTIEPIIA3Us Ha TIPOCTATaTa, PETCHIINS Ha
ypYHa WK C TECHOBI'bIHA TTaykoMa. [lanmenture TpsaoBa aa 6baaT MHGOPMUpAHH 32 IPU3HALIUTE U
CHUMIITOMUTE Ha OCTpa TECHOBI'bJIIHA TJIayKOMa U TpAOBa J1a ObJaT HHPOPMHUPAHU [a CIIpaT
yrnoTpebara Ha TO3H JISKapCTBEH IPOIYKT U HE3a0aBHO J]a C€ CBBPKAT ChC CBOS JIEKAp, aKO Pa3BUAT
HSIKOM OT T€3U IPU3HALM U CUMIITOMH.



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 0YaKBaHATa [oj13a PEBHIaBa MOTEHIIHATHKS pUCK (BK. ToukH 4.2 u 5.2).

YepHoapoOHO YBpEKIaHE

I[Tpy HanKeHTH ¢ TEKKO YePHOAPOOHO YBPEKIaHE, TO3H JICKAPCTBEH MPOYKT TPIOBa J1a ce U3I0JI3Ba
caMo aKo OYaKBaHAaTa I0J13a MPEBHIIIaBa MOTEHIUATHUS pUcK (BK. Touku 4.2 u 5.2). Te3u manueHTn
TpsiOBa Na ce HAOI0AaBaT 33 MOTCHIIUAHN HEXKEIAHU PEaKIIHH.

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

dapMaKOKHHETUYHN B3aUMOAECHUCTBUS

KinanyHu npoy4BaHus 3a B3aMMOACHCTBUS OT THIIA JIEKAPCTBO-JICKAPCTBO HE Ca MPOBESKAAHH C TO3U
JIEKapCTBEH MPOAYKT, 00adye Bb3 OCHOBA Ha iN VItro mpoy4YBaHusi ce CUMTA, Y€ MOTCHIHATBT 32
B3aUMOJIEMCTBHUS HA HIBO META00IM3bM € HUCHK (BXK. TOuka 5.2).

dopmotepoin He naxuoupa CYP450 eH3uME B TEpaneBTUYHO MPUIOKUMH KOHIIGHTpauu (BXK. TOYKA
5.2). By1e30HKI U TIIMKOMUPOHKYM He HHXHOUpat ik uHAympatr CYP450 eH3umu B TeparneBTHYHO
HPUIOKUMHI KOHLICHTPAIHH.

Merabonu3MbT Ha Oye30uu] ce Meauupa npeanumuao ot CYP3A4 (k. Touka 5.2). Ouaksa ce
€HOBPEMEHHOTO JiedeHre ¢ Molan naxuouTopu Ha CYP3A, Hanp. urpakoHaszon, kerokoHaszon, HIV
NPOTEa3HU HHXUOUTOPU B KOOUIMCTAT-ChIbPKAIIN TPOIYKTH, J]a TOBHIIN PHCKA OT CHCTEMHH
HEXKEJIaHU PeaKIliy, U TpsiOBa j1a ce N30srBaT, OCBEH aKo M0J13aTa MPEBHUIIaBa TOBUIICHUS PHCK OT
CHCTEMHH KOPTHKOCTEPOUIHHM HEXKEIIAH! PEaKIMH, KaTO B TO3M CIIy4ail MmarueHTuTe TpsioBa qa Obaat
HaOJIr0IaBaHM 32 HeXeNIaHH PEAKIUH, CBbP3aHH ChbC CHCTEMHU KOPTHKOCTEPOUIU. ToBa € OT
OrpaHUYEHO KIIMHUYHO 3HAYCHHUE MPHU KpaTKoTpaiHo (1-2 ceqmuim) eueHue.

OrpaHudveHnTe TaHHY 32 TOBA B3aMMOJICHCTBHE TIPHU BUCOKH JI03U MHXAIIMPAH OYJe30HU]] IOKA3BaT, 4e
MO’K€ J1a BE3HUKHE 3HAYUTEIIHO TIOBUIIICHUE HA TUTa3MEHUTE HUBA (CPEIHO YETUPH IIBTH), aKO
utpakoHasoi1, 200 My BeAHBXK THEBHO, CE MPHUJIara eAHOBPEMEHHO ¢ MHXAJIaTOPEH OyAe30HU]T
(emmanyHa 032 oT 1 000 Mukporpama).

TBl KaTO MIMKOMMPOHUYM C€ SIIMMHHUPA TTIABHO Upe3 ObOpenuTe, MOTEHIIMAIHO OMXa MOTIIH J1a
BBH3HUKHAT JIEKAPCTBEHH B3aUMOJCHCTBHSI C JIEKAPCTBEHH IPOIYKTH, MOBJIUSABAILY MEXaHU3MHUTE Ha
0BOpeuna ekckpenust. In Vitro, rimmkonupoHuyMm e cyoctpat Ha 0b0peunute Tpancnoprepu OCT2 u
MATEL/2K. EpexrsT Ha IuMEeTHIMH, Mojen Ha uaxuouTop Ha OCT2 1 MATEL, Bepxy
pasnpeieneHneTo Ha HHXaMPaHns TIIMKOIMPOHUYM MIOKa3Ba OTPpaHMUEHO MOBUILIEHHE Ha o0miaTa My
cucremHa excrio3unus (AUCo.t) ¢ 22% u neko noHmwkeHne Ha 0b0peunus KimpbHE ¢ 23% nopaan
€IHOBPEMEHHOTO MPUJIOKEHHE Ha [IMMETHIHH.

dapmakoMHAMUYHHU B3aUMOAEHCTBUSI

Jlpyeu anmumyckapunosu 1exapcmea u CUMNAmMuKOMUMemuyy

EnHoBpeMEeHHOTO MPUIIOKEHUE HA TO3H JIEKAPCTBEH MPOAYKT C IPYTH aHTUXOJIHHEPTHIHN
JIEKapCTBEHHU TPOAYKTH W/WIH TPOIYKTH, ChABPIKALIN IBITOAEHCTBAII P2-aipeHEpTHYHH arOHKUCTH,
HE € IPOYYBAHO U HE CE MPENopbhUBa, Thil KATO MOXKE J]a MOTCHLUPA U3BECTHUTE HEXKEJIaHU PeaKluu



Ha MHXAJIATOPHUTE MYCKAPUHOBU AHTArOHUCTH WK Ha P2-apeHepruYHUTE aroHUCTH (BXK. TOYKU 4.4
u 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-aapeHepriuyHuTe OJIOKEpH (BKIFOYMTEITHO KAITKHU 32 0YM) MOYXKE J1a OTCIA0ST I MHXHOUPAT edexTa
Ha ¢opmotepon. EnHoBpeMenHaTa ynorpeba Ha B-agpeHepruyHu OJI0Kepy TpsiOBa J1a ce u305rBa,
OCBEH aKO OYaKBaHATa I10J13a HE NMPEBHIIIaBa MOTCHIIMATHUS PUCK. AKO ca HEOOXOAUMH
B-anpeneprudHn O6II0KEpH, 32 MPEATIOYUTAHE Ca KapAHOCEIEKTUBHUTE [3-aIpeHEPTUIHH OJIOKEPH.

lpyeu papmaroounamuunu 83aumooeticmeus

ChIbTCTBALIO JICUCHUE ¢ XUHHUIUH, AU30THPAMU], TPOKAaHHAMUI, aHTUXUCTAMUHU, HHXUOUTOPH Ha
MOHOaMHWHOOKCH/1a3aTa, TPULIMKIMYHN aHTHICTIPECAHTH ¥ (PEHOTHA3UHN MOTaT J1a YABJDKAT

QT unTepBaNa M Ja yBelIn4aT pucKa OT KaMepHHU apuT™Mun. B nompianenue, L-nona, L-tupokcuH,
OKCHTOIIMH H JIKOXOJI MOTaT Jia HapylaT ChpAeYHATa TOJEPAHTHOCT KbM
0eTa2-CUMITaTHKOMUMETHIIH.

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

C’LHIGCTBYBa IMOBHUIICH PUCK OT apUTMUU NIPHU NALIMCHTH, I1OJTydaBallly CbIIbTCTBallla aHECTE3UA 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.

Hswma ot ¢ ynorpebata Ha npornienant HFO-1234ze(E) no Bpeme Ha OpeMEHHOCT HJIH KbPMEHE MpU
xopa. [IpoyuBanusTa obade 3a epexra Ha HFO-1234ze(E) BbpXy penpoaykTuBHATA GYHKIHS U
eMOpHO(EeTaTHOTO pa3BUTHE NIPU KUBOTHHU HE MMOKA3BaT KJIMHUYHO 3HAYNMH HEXKETaHU e(PEeKTH.

He ca npoBexaanu penpoyKTUBHA TOKCHKOJIOTHYHH MTPOYYBAHUS TIPH KUBOTHH C TO3H JICKAPCTBECH
npoaykT. JlokasaHo e, ue Oyme30HH I HHAyIHpa eMOpHodeTaTHa TOKCHYHOCT MPH IUTHXOBE U 3aif1IH,
e(heKT Ha KJ1aca TIFOKOKOPTHKOMIN. B MHOTO BUCOKH [T03H/HIBA HAa CHCTEMHA €KCITO3HUIINS
(hopMOTEPOIT ITPEAMN3BUKBA HMILUIAHTAIIMOHHH 3aryOH, KaKTO U HaMaJIeHHE Ha TETJIOTO MPH PaXKJAaHe U
Ha paHHATA MMOCTHATAHA MPEKUBSIEMOCT, TOKATO MIMKOMUPOHUYM HAMA 3HAYMMU ¢EKTH BBPXY
penpoayknuaTa (Bx. Touka 5.3).



[IpuoskeHneTo Ha TO3M JIEKAPCTBEH MPOIYKT ITPpH OpeMEHHH JKeHU TPsAOBa J1a ce 0OMHUCIIH caMO aKko
OYaKBaHaTa MoJI3a 3a MailkaTa onpaBaBa MOTCHIIMAIHUS PUCK 3 IJI0/A.

Kopmene

EnHo kMMHUYHO (hapMaKOJIOTHYHO MPOyYBaHe TOKa3Ba, ¢ NHXAIUPAHUAT OyIe30HU CE CKCKPeTHpa
B KbpMaTa. byie30Hu1 00aue He ce OTKPHBA B KPHBHU MPOOH OT €CTECTBEHO XpaHEHU KbpMadeTa. Bb3
OCHOBA Ha (PapMAKOKHHETUYHHUTE IAapaMETPU € U3UMCIICHO, Y€ IJIa3MeHATa KOHIICHTPAIIHS [IPH JCTETO
e o 0,17% ot mia3MeHaTa KOHIIEHTpalus Ha Maiikata. ClieZJ0BaTEIHO, HE Ce 04aKBaT e(heKTH,
JUBJDKAIIU Ce HA OyE€30HU/, IPH KbpMaueTa, YUUTO MaKH Ca TIOIyYaBalid TCPAICBTUYHU JIO3H 3a
TO3U JICKAPCTBEH MPOJYKT. He € M3BeCTHO Jaliv TIIMKOMUPOHUYM MM (POPMOTEPOIT CE EKCKPETUPAT B
kbpMarta. ChOOIIIaBaT ce JaHHU 3a MPEMHUHABAHE Ha TIMKOMUPOHUYM U OPMOTEPOJ B MAHYHHOTO
MJISIKO TIPH ITBXOBE.

[TpunoxxeHue Ha TO3M JEKAPCTBEH MPOIYKT IPH KEHU, KOUTO KbPMSIT, TPAOBA Aa ce MMa IpeaBul
caMo aKo OYaKBaHaTa I10J13a 3a MaliKaTa € M0-rojIsIMa OT Bb3MOKHUS PHUCK 3a AETETO.

DepTUInuTeT

ITpoyuBaHus MPH IMIBXOBE Ca MOKA3aIN HeXeaHn ePeKTH BbPXY (PepTHINTETa CaMO MPH J030BH
HHUBA MMO-BUCOKH OT MaKCHMaJTHATa eKCIO3UIMs Ha (hopMoTepoi mpu xopa (BK. Touka 5.3). byaezonn
U TJIHKOITHPOHKYM TIOOT/ICIIHO HE TPEIM3BUKBAT HUKAKBH HEXeIaHu eeKTH BbPXY (GepTUiiuTeTa Ipu
IbXoBe. HsiMa BEpOSITHOCT TO3H JICKApCTBEH MPOIYKT, IPHIIOKEH B PENOPHUNTEIIHATA 1034, 1a
moBJusie (epTUINTETA MIPH XOPa.

4.7 EdexTu BbpXy cniocodHOCTTA 3a modupaHe u padoTa ¢ MAITUHA

Trixeo Aerosphere He MOBJMsBA WK TTOBIIHSIBA PEHEOPEKUMO CITIOCOOHOCTTA 3a mopupane u padora
C MalIMHU. 3aMaiiBaHeTo, 00aue € HeuecTa HeXeJlaHa Peakiys, KOATO ClIeBa Jja ce B3eMe IPeABH]
npu modupane wim pabora ¢ MalluHH.

4.8 Hexenanu JeKapcTBeHH peaKuu

Pesrome Ha nmpodiia Ha 6€30HacHOCT

[MpoduirbT Ha 6E30MACHOCT Cce XapaKTepusupa ¢ epeKTUTE Ha Kilaca KOPTUKOCTEPOM/IH,
AQHTUXOJIMHEPTUIM U P2-afipeHEpIrHYHN e()EKTH Ha KJlaca, CBbP3aHH C OTAEIHUTE KOMIIOHEHTH Ha
KoMOuHaruaTa. Hali-4ecTo cho0OIaBaHUTE HEXKETaHW PEAKIIMH TIPU MALMEHTH, OTyYaBald TO3H
JIEKapCTBEH MPOAYKT, ca mHeBMoHus (4,6%), opanna kanaumosa (3,0%), rinaBodonue (2,7%) u
uH(EKIMs Ha TMKOYHKTE bTHIna (2,7%).

CHOuceK Ha HEXXKEIAHUTE PEAKIINU B TAOJINYEH BUI

CIHCBHKBT HA HEXKCIIAHUTE p€aKknu C€ OCHOBAaBa Ha ONMTA C TO3HU JICKAPCTBCH MPOAYKT OT KIIMHUYHUTC
HU3IHUTBAaHHUA U OIIUTA C OTACITHUTC KOMIIOHCHTH.

YecroTara Ha HE)KENAHUTE PEAKIMHU € OIPE/ENICHa, KaTO € W3IOJI3BaHa ClIeHATA KOHBEHIHS: MHOTO
gectu (>1/10); wectu (>1/100 no <1/10); nmewectu (>1/1 000 mo <1/100); pemxu (=>1/10 000 mo
<1/1 000); muoro peaxu (<1/10 000) u ¢ Hen3BecTHA YecTOTA (OT HAMYHUTE JIAHHU HE MOXeE J1a Obie
HalpaBeHa OLICHKA).



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

CucremMo-opranes Kjiac IIpeanoynTan TepMHUH YecroTa
Ungpexyuu u ungpecmayuu | [TneBMOHMS Yectu
Wudexuns Ha TMKOYHUTE THTUIIA
OpaHa KaHANI03a
Hapywenus na umynnama | CBpbX4yBCTBUTEIHOCT Heuectn
cucmema Anrnoenem HewussectHa

Hapywenus na
€HOOKPUHHAMA CUCmeMa

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

MHoro penku

eqbeKmu HA MACmomo Ha
npuosncerue

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 I'maykoma HeussectHa
Karapakta
3ambrieHo 3penne (BxK. Touka 4.4)
Covpoeunu napyuenus CopiieOueHe Uectn
CreHokapaus Heuectn
Cobpreunu aputMuu (IpeIChPIHO MBXK/ICHE,
HaJIKaMEpHa TaXUKap/Us U €KCTPACHCTOIIN)
Taxukapaus
Pecnupamopnu, epvonu u | luconus Yectn
MeOUACMUHAIHUY Kanummna
HapyuieHus bponxocnaszem Heuectn
Jpa3sHeHe B rbpiioTo
Cmomawino-upesHu TI'agene Yectu
Hapyuienus Cyxora B ycTaTa Heuectn
Hapywenus na koscama u | O6pazyBaHe Ha CHHUHU Heuectn
NOOKOJCHAMA MbKAH
Hapywenus na myckyano- | MycKyIHH cria3Mu Yectn
cKelemHama cucmema u
CLeOUHUMENTHAMA MHKAH
Hapywenus na 3anbpprkaHe Ha ypuHA Heuectn
OvOpeyume u NUKOUHUME
nvmuwa
Obwu napyuwienus u Bbonka B repaute Heuectn

Onucanue Ha 1/13603}11/1 HCXCJIaHU pCaKIInu

IInesmonus

KRONOS e 24-cenmuuno npoy4BaHe rpu o010 1 896 manueHTH ¢ yMepeHa 10 MHOTO TeKKa CTEIeH
Ha XOBb (cpenen ®EO; cien OponxoamnaTarop npu ckpuaupaneto 50% oT oyakBaHusl, CTAHIAPTHO
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otkionenne [SD] 14%), 26% ot xouTo ca moayumin ex3arepOanus Ha XOBb B rogunaTa mpeau
BKJIFOYBAHE B POyYBaHETO. YecToTara Ha MOTBHPACHH CHOUTHSI HA THEBMOHHMS, ChOOIICHH 10 24
cenmuiy, ¢ 1,9% (12 marmentn) 3a Trixeo Aerosphere (n=639), 1,6% (10 marmenTn) 3a
dopmorepooB 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) 3a OTKPUTOTO JicueHHE ¢ PopMOTEpOIIOB hymapar
muxuapat/oynesonun Turbuhaler (FOR/BUD) TBH 6/200 mukporpama (n=318).

ETHOS e 52-cemmuuno npoyuBane npu 06110 8 529 maruenTy (B momyaysTa 3a mpoyyBaHe Ha
0e30MacHOCTTa) ¢ yMEepeHa 10 MHOTO Texka creried Ha XOBb 1 anaMHe3a 3a yMEpeHU HIIH TeXKH
eKk3arepOany B paMKkuTe Ha npeaxonannte 12 mecena (cpenen @EO; cien OpoHXOIUIATATOP IPH
ckpunupaneto 43% ot ouyakBanusi, SD 10%). UectoTtara Ha nmoTBbpaeHa mHeBMOHus € 4,2% (90
nanueHTH) 3a Trixeo Aerosphere (n=2 144), 3,5% (75 nauuentu) 3a (opMoTepooB Gpymapar
nuxuapat/rmukonupornym/oyaesonun (FOR/GLY/BUD) MDI 5/7,2/80 mukporpama (n=2 124), 2.3%
(48 yuactauum) 3a FOR/GLY MDI 5/7,2 mukporpama (n=2 125) u 4,5% (96 yuactaum) FOR/BUD
MDI 5/160/ mukporpama (n=2 136).

CrpoO1uiaBane Ha HOAO3UPAHU HEXKEIAHN PEAKIINT

ChoO0I1aBaHeTO Ha MOIO3UPAHU HEKEIIAHU PEaKIIUK Clie]l pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakKHO. TOBa IMO3BOIISABA Ja MTPOIBIDKH HAOMIOIEHNETO Ha CHhOTHOIIIEHUETO OJI33/PUCK 32
NeKapcTBeHUS NpoAyKT. OT MEIUIIMHCKUTE CIICIIUAIMCTH CE U3MCKBA Ja ChOOIIaBaT BCAKa
MOJI03UPaHa HEXKEIaHa PeaKIKs Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIIaBaHe, OCOYCHA B

[Mpunosxxenue V.

4.9 TIlpemo3mpane

[Ipeno3upaneTo MOXKeE J1a JOBEJIE 10 3aCHIICHH aHTUXOJIMHEPTUYHH U/HIIH [32-apeHEPTUYHH IPU3HAIIN
Y CUMIITOMH, Hali-4ECTHTE OT KOUTO BKIIFOYBAT 3aMBIIIEHO 3pEHHE, CyX0Ta B yCTaTa, TajicHe,
MYCKYJICH CIIa3bM, TPEMOP, TNIaBOOOIIHE, ChPIIcOMEHE U CUCTONIHA XunepToHus. Korato ce usnoisea
XPOHUYHO B ITPEKOMEPHH JIO3H, MOKE JIa CE MOSABAT CUCTEMHH TIFOKOKOPTUKOCTEPOUTHH e(DEeKTH.

Hsma To4HO ompeieneHo ieueHre npy Ipeao3rpaHe ¢ TO3H JeKapCTBEH MPOAYKT. AKO HACTHITH
Hpeo3upaHe, MAUEHTHT TPsAOBa 1a Ob/e JeKyBaH MOIBPIKAIIO ¢ MOIXO/IIO MPOCIeIIBaHe IPU
HYX/a.

5. ®APMAKOJIOTMYHHA CBOMCTBA

51 ®@apmakoguHAMUYHM CBOMiCTBA

dapmakoTepaneBTuuHa rpyna: JlekapcTsa 3a JjeueHre Ha OOCTPYKTUBHH 3a00JIsIBaHUS Ha

JIUXaTEJIHATE IbTHUIIA, AJAPCHEPIHYHHU CPEICTBA B KOMOMHAIIMS ¢ AaHTHXOJUHEPTHUHHU CPEICTBA
BKJIFOUUTEIIHO TPOHHM KoMOMHanuu ¢ kopTukoctepouau, ATC kom: RO3AL11.

MexaHuU3bM Ha IEWCTBUE

Trixeo Aerosphere cbapprka Oyae30HNI, TIIOKOKOPTUKOCTEPOHL M [Ba OPOHXOIMIATATOPA:
TIIHKOTIMPOHUYM, ABJITOAEHCTBAI MyCKApUHOB aHTarOHKUCT (AHTHXOJMHEPTHK) U (HOPMOTEPOIT,
JUBJITO/ICHCTBAII P2-apeHEPTHUYCH arOHHUCT.

Byne3onun e riroKOKOPTUKOCTEPOM I, KOMTO IIPH MHXAJIHpaHe uMa Obp30 (B paMKUTE Ha 4acOBE) U
J10303aBUCHMO MPOTHBOBB3NAINUTEIHO IEHCTBUE B TUXATEITHATE TBTHUIIA.

T JIMKOIIUPOHUYM € ZL’LJ’IFO,I[Cf/’ICTBaH.[ MYCKapUHOB aHTarOHUCT, KOITO YeCTO CE€ OTHACSA KbM
AHTUXOJIMHEPTUYHUTE CPECACTBA. OCHOBHUTE MHIIICHU Ha AHTUXOJIMHEPTUIHHUTE JICKApCTBa Ca
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MYCKapHHOBHTE PEICTITOPH, JIOKATU3UPAHH B PECITUPATOPHUS TPAKT. B muxaTemHUTe MBTHINA TOU
nposiBsiBa hapMakoIoruuHu ehekTH upe3 nHxuOupane Ha M3 perientopute B riajgkata MycKyJiaTypa,
KOETO BOJIY JI0 OpOHXOIWIIaTaIlMsl. AHTAarOHU3MBT € KOHKYPEHTEH U o0patuMm. [IpenoTBpaTsiBaHeTo Ha
OpOHXOKOHCTPUKTUBHUTE €()eKTH, HHIYIIUPAHU OT METHIIXOJIHMH U alleTUIXOJIUH, € J0303aBHCUMO U
pob/oKaBa moeeue ot 12 yaca.

dopMOTEPOIT € CEIIEKTUBEH [32-aApeHEePrUYCH arOHUCT, KOMTO IpU HHXATHPaHe BOAM 10 ObP30 U
MPOJBIDKUTEIHO OTITyCKaHe Ha OpOHXHMATHATa TJIajika MyCKyJIaTypa IpH MalueHTH ¢ o0paTumMa
00CTPYKIIMS Ha TUXATEITHUTE ITbTUIIA. BpOHXOAMIATHPAIIHAT eEKT € T0303aBUCHM, C HAYAJIO Ha
edekTa B paMkuTe Ha 1-3 MUHYTH ciell nHXananusata. [IpoIbIDKUTEITHOCTTA Ha eeKTa ¢ Hal-MaJKo
12 yaca cien eTHOKpaTHA 103a.

Kinnununa edhukacHoCT

Eduracnoctra u 6e3omacHocTTa Ha Trixeo Aerosphere ca oreneHu mpy MalueHTH ¢ yMEpPEHa 10
MHoro Texxka XOBb B 1Be panmoMu3upanu KITMHUYHA U3MUTBAHUA ¢ ycropensau rpynu, ETHOS u
KRONQOS. Jlgete mpoyuBaHus ca MHOTOIICHTPOBH, ABOHHOCcenH. [lanuieHTTe ca cCHMITOMaTHaHI
cbe ckop oT Tecra 3a orenka Ha XOBB (COPD Assessment Test, CAT) >10, kouTo 1mosy4aBaT JIBe
WJIH TTOBEYE JTHEBHU O UTPIKAIIM TEPAIUU B POIbIDKEHUE HAa Hall-MaIko 6 ceMuIm mpeu
CKPUHUHTA.

ETHOS e 52-cemmuuno usnursane (N=8 588 pannomusupanu; 60% Mbike, cpeHa Bb3pacT

65 roauHM), B KOETO Ce CpaBHsIBAT qBE MHXamanuu Ha Trixeo Aerosphere gpopmoteposioB hymapar
muxuapat/rmukonupornym (FOR/GLY) MDI 5/7,2 mukporpama, u popmoTteposioB hymapar
muxuapat/oyaezonnn (FOR/BUD) MDI 5/160 mukporpama. [lareHTuTe MMaT yMepeHa 0 MHOTO
texxka XOBB (PEO: cnen 6porxomunararop >25% no <65% ot oyakBaHus) 1 TpsIOBa 1a ©MAT
aHaMHe3a 3a eJ[Ha FJIM TI0BeYe yMEePEeHH WU TexKH ex3anepOarnun Ha XObb B roqunaara npeau
ckpuHHHTa. CHOTHOIIEHUETO Ha MAlMEHTH ¢ yMEepeHa, TeXKKa U MHOTO Texkka crenied Ha XOBb e
cboTBeTHO 29%), 61% 1 11%. Cpennata uzxoana croitnoct ®EO; BEB BCHUKH TPYIIH €

1 021-1 066 ml, a mo Bpeme Ha CKPUHUHTA CPEIHUST MPOIIEHT CJIel OPOHXOAMIATATOP IPOTHO3UPa
OEO; e 43%, a cpequusar CAT pesynrar e 19,6. [IbpBruHara kpaiiHa Touka Ha m3nutBanero ETHOS
€ YecToTara Ha yMEpEeHH MK TeXKH ek3enepbarnu Ha XOBb mo Bpeme Ha jeuenue ¢ Trixeo
Aerosphere B cpaBaenne ¢ FOR/GLY MDI u FOR/BUD MDI.

KRONOS e 24-cenqmuyuno usnutBane (N=1 902 pangomusupanu; 71% mbxe, cpeiHa Bb3pacTt

65 roauHM), B KOETO Ce CPaBHsIBAT J[BE MHXAJIAIMK JBa ITbTH JHEBHO Ha Trixeo Aerosphere,
FOR/GLY MDI 5/7,2 mukporpama, FOR/BUD MDI 5/160 Mmukporpama u OTKPUTO JICUCHHUE C
aKTHUBHO JIEKAPCTBO 3a cpaBHEHHE GopmoTeposioB hymapar auxuapat/oymezonn Turbuhaler
(FOR/BUD TBH) 6/200 mukporpama. ITanuenTture nmMaT ymepena g0 Muoro Texxka XObb (DEO;
cnen Oponxoaunararop >25% no <80% ot ouyakBanust). ChOTHOIICHHETO HA MALMEHTUTE C YMEPEHa,
Texxka u MHOTO Tekka XOBb e crotBeTHO 49%, 43% 1 8%. Cpennusar nzxoaeH ®EO; BbB BCHUKH
rpymu e 1 050-1 193 ml, a no Bpeme Ha CKpHHUHTA CPEAHUST MPOICHT OT o4akBanus PEO; cien
oponxoamnararop € 50%, nax 26% ot marueHTHTE CHOOIIABAT aHAMHE3A 32 €JIHA U I0BEYE
yMepeHa WM TexKa ex3auepOauns Ha XOBb npe3 usmunanata roguna u cpeaaust CAT ckop e 18,3.
[poseneHo e 28-cemMUYHO ybIDKaBaHe 0 52 ceMUIIM Ha JICUSHHE B €JJHA IOArpyIa OT
yuacTHUIuTe. [IspBryHNTE Kpaitnu Touku Ha npoyuBaneTo KRONOS ca ®EO: o Bpeme Ha jiedeHne
ot oz kpusata ot 0-4 yaca (DEO; AUCo.4) 3a 24 cenmunm nipu Trixeo Aerosphere B cpaBHeHHE ¢
FOR/BUD MDI u npomsiHaTa 1o BpeMe Ha JICYSHHUE, CIIPSIMO U3XOJHOTO HUBO Ha CYTPEIIHHS
npezamo3oB ®EO1 3a 24 ceamunu tipu Trixeo Aerosphere B cpasuenne cse FOR/GLY MDI.

[Ipu BkIIOUBaHE B MPOYYBAHETO Hal-uecTUTE MoAAbpsKaiy Tepanun 32 XObb, crobmenn B

npoyusanustTa ETHOS u KRONQOS, ca ICS+LABA+LAMA (chotBetHO 39%, 27% ), u ICS+LABA
(crotBetHO 31%, 38% ), LAMA+LABA (cbotBetHO 14%, 20%).
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Egexm evpxy exzayepbayuume

Yumepenu unu meoicku exzayepoayuu

B 52-cemmuynoro npoyuBane ETHOS Trixeo Aerosphere 3naunmMo HamansiBa CpeTHOrOIUIITHATA
YeCTOTa Ha YMEPCHHU/TEXKKH eK3anepoaluu o BpeMe Ha jgedenuero ¢ 24% (95% Cl: 17, 31; p<0,0001)
B cpasHenne ¢ FOR/GLY MDI (gecrora; 1,08 crp. 1,42 ceburns Ha manuenToroausa) u ¢ 13%

(95% CI: 5, 21; p=0,0027) B cpasuenne ¢ FOR/BUD MDI (uectota; 1,08 crp. 1,24 cxbutus Ha
MAIMEHTOTOINHA).

[MTonsure, HaOIIOJaBaHH 110 OTHOIIIEHHE Ha YeCTOTaTa Ha rouIiHa 06a3a Ha ymepenu/Texxkn XObb
ex3arepoanuu Hax 24 ceqmui B KRONOS kato 11510 ChOTBETCTBAT Ha TE3U, HA0JI01aBaHU B
ETHOS. ITogo6penusra B cpaBuerne ¢ FOR/GLY MDI ca cratuctndeckn 3HaunMu, 00ade
nogo6penws B cpasaenne ¢ FOR/BUD MDI u FOR/BUD TBH ne mocturar craructudecka
3HAYHMOCT.

Teorcku exzayepbayuu (600ewu 00 XOCHUMANU3AYUSL UTU CMBDI)

B ETHOS Trixeo Aerosphere HamaisiBa roJuIIHaTa 4eCTOTa Ha TEKKH eK3alepOaIiuu mo BpeMe Ha
neyenue ¢ 16% (95% ClI: -3, 31; p=0,0944) B cpaBuenune ¢ FOR/GLY MDI (4ectora; 0,13 cmp. 0,15
crOuTHs Ha manmenToroauna) u ¢ 20% (95% Cl: 3, 34; p=0,0221, "e ce cunra 3a CTATUCTUYIECKU
3HAYMUMO MPU KOPEKIIUsI 32 BCHYKA MHOTOKPATHH cpaBHEeHHUs) B cpaBHeHre ¢ FOR/BUD MDI
(uecrora; 0,13 crp. 0,16 crOMTHS Ha MAIMEHTO-TOINHA).

B aBere npoyuBaHus MOJ3M [0 OTHOIICHKE Ha eKk3arepOanunTe ca HaOMoJaBaHy IPH MAIMEHTHUTE C
yMepeHa, Texka U MHOro Texxka XOBbb.

Egpexmu evpxy benoopobnama gynxyus

B ETHOS u KRONOS Trixeo Aerosphere mogo6pssa 6emoapodHaTa GyHKINS 10 BpEeMe Ha JICUCHHE
(PEOs) B cpaBaenne ¢ FOR/GLY MDI u FOR/BUD MDI (Bx. Tabnuia 2 3a ETHOS u Ta6nuia 3 3a
KRONOS). HabmroaBa ce npoabpkuTelieH eekT 3a 24-ceIMUYHNS TIEPUO/I Ha JICYCHHE B IBETE
MPOyYBaHUs U B MPOJbIDKeHne Ha 52 ceamunu B ETHOS.

Tadonauuna 2: AHaausu Ha oesoapoonara pyuxkius — ETHOS (cnupomeTpuyHo moanpoy4ysane)

Trixeo FOR/GLY FOR/BUD Pa3znauka Mexay JieueHusITa
Aerosphere MDI MDI 95% CI
(N=747) (N=779) (N=755) Trixeo Trixeo

Aerosphere cnp. | Aerosphere cnp.
FOR/GLY MDI | FOR/BUD MDI

Haii-nucka 129 (6,5) 86 (6,6) 53 (6,5) 43 ml 76 ml
croiinoct Ha ®PEO; (25, 60) (58, 94)
(ml) 3a 24 p<0,0001 p<0,0001%#

ceqmuiy, LS Ha
cpeaHaTa IMpoMsHA
OT U3XOJHOTO HUBO

(SE)

®EO; AUCp.43a 24 294 (6,3) 245 (6,3) 194 (6,3) 49 ml 99 ml
cexmuny; LS Ha (31, 66) (82, 117)
cpenHaTa NpoMsHa p<0,0001%* p<0,0001
OT M3XOJHOTO HHBO

(SE)

# p-CTOWHOCT HE € KOPUTHPaHa 32 MHOXXECTBEHOCT B HepapXWUHHS TUIAH 32 U3CIIe/IBaHe
LS = naii-mankure kBaaparty, SE = crannaprtaa rpemka, Cl = nosepurenen unrepsai, N = 6poii B
nomnyJamus ¢ HamepeHue 3a sieuenue (Intent-to-Treat)
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Tadauna 3: AHagu3u Ha 6esionpooHara pynkuusa — KRONOS

Trixeo | FOR/GLY | FOR/BUD FOR/ Paznuka mexnay JedyeHusTa
Aerosp MDI MDI BUD 95% CI
here (N=625) (N=314) TBH Trixeo Trixeo Trixeo
(N=639) (N=318) | Aerosphe | Aerosph | Aerosphere
I'é cmp. €re cnp. cnp.
FOR/GLY FOR/BU FOR/BUD
MDI D MDI TBH
Haii-aucka 147 125 73 88 22 ml 74 ml 59 ml
CTOMHOCT HA (6,5) (6,6) (9,2) 9,1) 4,39) | (52,95) | (38, 80)
®EO; (ml) 3a p=0,0139 | p<0,000 | p<0,0001*
24 cenMuIH, 1
LS nHa cpennara
MPOMSHA OT
H3XOJHOTO
HUBO (SE)
®EO; AUCq4 305 288 201 214 16 ml 104 ml 91 ml
3a 24 cenMUIIy; (8,4) (8,5) (11,7 (11,5) (-6, 38) (77, (64, 117)
LS na cpennara p=0,1448* 131) p<0,0001
MPOMSIHA OT p<0,000
HU3XOIHOTO 1
HUBO (SE)

# p-CTOHHOCTTA HE € KOPUTHUPAHA 33 MHOYKECTBCHOCT B MepapXUUHUS TUIaH 3a U3CIICABaHE
LS = naii-mankute kBaapatu, SE = crangaptHa rpemika, Cl = uatepBanna qosepurensoct, N = 6poit
B TOMYJIALIMS C HAMEPECHHE 32 JICUCHHE

Obnexuasane Ha cumnmomume

B ETHOS, uzxonHuTe cpenHr CKOPOBE 3a IUCITHES BapUpaT OT 5,8 - 5,9 B rpynuTe Ha JedeHue.
Trixeo Aerosphere 3naunmMo o00psABa HEAOCTHTA HA BB3AYX (M3MEPEH C M3IONI3BaHe Ha (hOKATIEH
ckop Ha MHnekca 3a nmpexoaua aucmues (Transition Dyspnoea Index, TDI) 3a 24 ceamuiiu) B
cpasuenne ¢ FOR/GLY MDI (0,40 exununmm; 95% Cl: 0,24; 0,55; p<0,0001) u B cpaBHeHuE ¢
FOR/BUD MDI (0,31 exunumm; 95% CI: 0,15; 0,46; p<0,0001). [TomoOpenusTa ce moaabpxar 3a
52 cenmuiin. B KRONOS m3xonHuTE CpeHn pe3yaTary 3a AucIiHes Bapupar ot 6,3 — 6,5 B rpynure
Ha jieuenue. Trixeo Aerosphere 3HaunTenHo mo00psiBa HEJOCTUTA HA BB3/yX 3a 24 CeMUIIN B
cpasuenne ¢ FOR/BUD TBH (0,46 egunurm; 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, cevpzaro cvce 30pagemo

B ETHOS Trixeo Aerosphere 3naunmMo 1mo00psiBa 3ipaBHHsI CTATyC, CrieiuduyueH 3a 3a00JsIBAHETO
(omenen upe3 Pecrimparopuus BeripocHuk Ha St. George [St. George’s Respiratory Questionnaire,
SGRQ] 06111 ckop), 3a 24 cenmurm B cpaBHenne ¢ FOR/GLY MDI (mogo6penwe -1,62;

95% ClI: -2,27, -0,97; p<0,0001) u B cpaBuenune ¢ FOR/BUD MDI (momo6penwue -1,38,

95% ClI: -2,02, -0,73; p<0,0001). ITogobpenwusra ce momabppskar 3a 52 ceqmunu. B KRONOS,
nopoOpenusra cpasHenu ¢ FOR/GLY MDI, FOR/BUD MDI u FOR/BUD TBH ue nocturar
CTaTHCTHYECKA 3HAYUMOCT.

Ynompeba na cnacumenna mepanusi

B ETHOS Trixeo Aerosphere 3Haunmo HaMalsiBa yrorpebara Ha CIiaCUTeIHa Teparus 10 BpeMe Ha
nedyenue 3a 24 ceamuim B cpaBHeHne ¢ FOR/GLY MDI (paznuka mexy

neuenusra -0,51 snpsckBanus/nen; 95% ClI: -0,68, -0,34; p<0,0001) u FOR/BUD MDI (pa3znuka
mexy sedenusra -0,37 sBupbckBanusi/neH; 95% Cl: -0,54, -0,20; p<0,0001). Hamaneunuero ce
moreprka 3a 52 ceamuin. B KRONOS, pasnukure cpasuenu ¢ FOR/GLY MDI, FOR/BUD MDI u
FOR/BUD TBH He ca cTaTHCTHYECKH 3HAYHUMH.
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IlenuaTpudHa momyJamnus

EBpomeiickaTa areHuus o JiekapcTBata 0cBOO0XKAaBa OT 3aIbJDKCHUETO 3a MPEOCTaBSIHE Ha
pe3yaTaTUTe OT MpOoyuYBaHusATa ¢ TriXxeo Aerosphere BbB BCHUKH MOATPYITH HA MEMATPUIHATA
nonynarwus npu XOBB (Bk. Touka 4.2 3a nHGpOpMAIKs OTHOCHO YIOTpeOa B MEAUATPHSATA).

5.2 dapmakoKMHeTHYHH CBOWCTBA
Cren naxananus Ha KoMOMHanuUATa GOPMOTEPOII, TTUKOMUPOHUYM U OyIe30HU],
(apMaKOKHHETHKATa Ha BCEKH KOMIIOHEHT € MoJj00Ha Ha HabIro1aBaHaTa MpH OTAEIHO NPUIIOKEHHE

Ha BCAKO aKTHBHO BCIICCTBO.

Edext Ha obeMHaTa KaMepa

VYnorpebara Ha TO3H JIeKapCTBEH MPOIYKT ¢ oOeMHa kamepa Aerochamber Plus Flow-Vu nipu 3apaBu
J0OPOBOJIIIM HE MMOKa3Ba MOBUIIIEHHE Ha 00mIaTa cucTeMHa excro3unus (n3mepena upe3 AUCo+) Ha
OyIe30HM I, TMKOTUPOHUYM Win (opmotepod. [Topumenue Ha Cmax Ha OyI€30HU, TIIMKOITHUPOHHYM
1 opMoTEpOII ce HabI0AaBa Mmpu ynorpedaTa ¢ o0eMHa kamepa, ChoTBeTHO ¢ 27%, 88% u 50%.
YyacTHULIUTE, KOUTO UMAT HUCKA SKCIIO3HIHs 0e3 00eMHa kamepa (BeposITHO TOpaJIu JolIa TEXHUKA
Ha WHXAJHMPaHe), UMAT T0-TOJIIMO TTOBHIIIEHHE Ha 00I[aTa CHCTEMHA €KCIIO3HUIINs, KOTaTO U3I0JI3BaT
obeMHa Kamepa.

AOGcopOuus

byoesonuo

Cren MHXanaTopHO MPUIIOKEHHE Ha TO3H JieKapcTBeH MpoAyKT npu nanueHTH ¢ XOBb Chax Ha
Oynesonun HacThBa B pamkute Ha 20 10 40 muayTH. CTallMOHAPHO CHCTOSIHUE CE IOCTUTA CIET
npuOIU3UTENHO 1 1eH Ha MHOTOKPATHO MpHJIaraHe Ha TO3H JIEKAPCTBEH MPOAYKT U CTETIEHTA Ha
eKkcro3uLus € npuban3uTesnHo 1,3 TbTH M0-BUCOKA OTKOJIKOTO CJie]l ITbpBaTa J103a.

T nuxonuponuym

Cren MHXaNaTOpHO NPWIOKEHHUE Ha TO3M JIEKapcTBEH MpoAyKT npH nauueHTH ¢ XOBB, Chax Ha
TJIMKOITMPOHUYM HACThIBa cliesl 6 MUHYyTH. CTallMOHAPHO CHCTOSIHUE CE IOCTUTA CIIEe]T
NpUOIU3UTENHO 3 THU HA MHOTOKPATHO MpHJIaraHe Ha TO3M JIEKAPCTBEH MPOIYKT U CTETIEHTA Ha
ekcro3uius e npubau3uTenHo 1,8 mbTH mo-BUCOKa OTKOJIKOTO ciie]l ITbpBaTa J103a.

Dopmomepon

Cren MHXaNaToOpHO MPUIIOKEHHE Ha TO3M JieKapcTBeH MpoayKT npH narueHTH ¢ XOBB, Chyax Ha
¢dbopmoTtepos HacThiBa B pamkuTe Ha 40 10 60 MunyTH. CTallMOHAPHO CHCTOSIHUE CE IOCTUTA CIIE]T
NpUOIU3UTENHO 2 THU HA MHOTOKPATHO MpHUJIaraHe Ha TO3M JIEKAPCTBEH MPOJYKT U CTETIEHTA Ha
€KCITO3UITHS € IPUOIM3UTENHO 1,4 MbTH MO-BUCOKA OTKOJIKOTO CJIeN ITbpBaTa /103a.

Pasnpenenenue

byoesonuo

W3uncnenusaT npuBHIeH 00eM Ha pasnpe/enieHue Ha Oy1e30Hu B crannoHapHo cberosiHue € 1 200 I,
MOJTyY€H Ype3 MOIyJIaloHeH papMaKkoKHHETHYEeH aHaiu3. CBBP3BaHETO C IJIa3MEHUTE NPOTEHHHU 32
oynesonun e npubamsutenHo 90%.

Tnuxonuponuym

WzuncnenusT npuBHjeH 00eM Ha pasnpejieieHue Ha IMKOMUPOHIYM B CTAIlMOHAPHO ChCTOSIHUE €
5500 I, mosry4en upe3 nomynanuoHeH papMakOKHMHETHYEH aHa 3. B mrana3oHa Ha KOHIGHTpaIMUTe
ot 2-500 nmol/l cebp3BaneTO € MIIa3MEHHUTE MPOTEHMHU HA MIMKOMUPOHIYM Bapupa ot 43% 1o 54%.
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Dopmomeporn

M3uncneHusT npuBHICH 00eM Ha pasnpe/eieHue Ha (OpMOTEpOs B CTAIIMOHAPHO ChCTOSIHUE €

2 400 |, momyd4eH upe3 momyaanuoHeH papMaKOKMHETHUCH aHaIn3. B quana3oHa Ha KOHICHTpAIUUTE
ot 10-500 nmol/l cebp3BaneTO € MIIa3MEHUTE MPOTEUHU Ha GpopmoTepost Bapupa ot 46% 1o 58%.

Buorpancdhopmars

byoezonuo

Bynesonun ce moiara Ha ekcreH3uBHa (mpubiamnsuteano 90%) GuoTpancopmanus Ha IbPBO
pEeMUHABaHe Mpe3 YepHHs Apo0 10 METa0OJIUTH C HUCKA TIIIOKOKOPTUKOCTEPOUIHA aKTUBHOCT.
['TIOKOKOPTUKOCTEPOHIHATA AKTUBHOCT HA OCHOBHHUTE MeTaboNUTH, 6 B-Xxuapokcu-0yae3onu 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. Bropuunute MeTabonuTHY MbTUIIA
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

Cren MHTPaBEHO3HO NMpHJIOKeHUe Ha 103a 0,2 Mg U30TOIHO MapKUpaH TIUKOMUPOoHHYyM 85% ot
J03aTa ce OTKpHBa B ypuHata 48 yaca ciiel NpUIOKEHHETO, KaTO M3BECTHA PalHOAKTUBHOCT CE
OTKpHBA CHIIO U B XIJIbUKaTa. EQEKTUBHUAT TepMUHAICH €TMMUHALOHEH HOIY>KUBOT Ha
TJIMKOITUPOHUYM, MTOJTyYeH Ype3 MOMyIaluoHeH (hapMaKOKMHETHYEH aHanu3, ¢ 15 gaca.

Dopmomepon

Exckpernusita Ha (hopMOTEPOI € IPOoyUeHa ITPH IIECT 3/[paBu IOOPOBOIIIIN CIIE] €THOBPEMEHHO
NPUIOKEHHE Ha U30TOIHO MapKUpaH GOpMOTEpOII Upe3 MepopalieH U HHTPaBeHO3EH IbT. B ToBa
npoy4sane 62% oT pajgroaKTHBHOCTTA, CBBbp3aHa C JIEKApCTBOTO, CE OTKPHBA B YPHHATA, JIOKATO
24% ce enuMuHUpaT BHB pekanunte. EQEeKTHBHUAT TEpMUHAIICH ETMMUHAIIMOHEH MOTYKHBOT Ha
(dbopMoTEpOI1, IOTYUEH upe3 NMoIyIanroHeH GpapMakoKHHeTH4eH ananus, ¢ 10 gaca.

CHGLII/IaJ'IHI/I nonyjganvuu

Bw3pacm, non, pacalemnoc u meano

He e HeoOxommMa KOpEKIUs Ha J03aTa Bb3 OCHOBA Ha ed)eKTa Ha Bh3pacTTa, M0Ja Ui TErJIOTO
BBPXY (PapMaKOKUHETUYHHUTE TTOKA3aTeNN Ha OYy1€30HU I, TIUKOMTUPOHUYM U (POPMOTEPOIT.
Hswma chinecTBeHu pasnuky B oomara cuctemna excrosunus (AUC) Ha BCHUKH CheIMHEHHS
MEXy 31paBu 700poBoiIy oT Amonus, Kuraii u ot 3anagauTte appKaBy. JIMIICBAT TOCTATHYHO
(hapMaKOKMHETUYHHU JaHHU 3a APYTUTE €THUUYECKH MTPUHAICKHOCTH HIIH PacH.
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Yeprodpobuo yepesicoane

He ca npoBexxaanu (hapMaKOKHMHETUYHH MTPOYYBAHUS C TO3H JICKAPCTBEH MPOAYKT IIPU MAIMESHTH C
4epHOAPOOHO yBpexaane. Tvit kaTo o0ave u Oyae30HUA, U POPMOTEPOII C€ EMUMUHHUPAT MPETUMHO
Ype3 YepHOAPOOCH MeTaboIM3bM, MOXKE J]a C€ OYaKBa MOBUIIICHA EKCITO3HIINS MPH MAIIMEHTH C TEXKO
4epHOIPOOHO yBpexkIaHe. [ TMKOMUPOHMYM CE€ U3YUCTBA OT CUCTEMHOTO KPhBOOOpAIICHUE TPEAUMHO
uype3 0BOpedHa eKCKpenrst ¥ IOpaar TOBa HE C€ 0YaKBa YEPHOIPOOHOTO YBPEXKIaHE /1a TTOBIHsIE
CHUCTEMHATa CKCIIO3HIIUSI.

bvopeuno yepescoane
He ca mpoBexxganu mpoyduBaHus 3a olleHKa Ha ehekTa Ha OBOpPEedHO YBpEKIaHE BPXY
(hapMakOKHHETHKATa HAa OYJIC30HU]T, TIIMKOITUPOHUYM U (POPMOTEPOIL.

EdexTpT Ha 650pedHO YBpEKIaHE BHPXY €KCIIO3UITUATA Ha OYA€30HN], TTINKOIMPOHIYM U
(dopMoTEpOIT B MPOABIDKEHHE HA 10 24 CEIMHIM € OI[EHEH Ype3 MOIyTaloHeH (apMaKOKHHETHYCH
aHanu3. M3uncnenara ckopoct Ha riaomepynHa ¢puntpanus (EGFR) Bapupa ot 31-192 ml/min, koeto
MIPEJICTAaBIISIBA TUAIa30H OT YMEPEHO OBOPEUHO YBpEKIaHe [0 JIUIca Ha OhOpedHOo YBpEKIaHe.
Cumynupanero Ha cuctemHa ekcriosunms (AUC, ;,) npu yuactaunm ¢ XOBb ¢ ymepena crernieH Ha
6n0peuno yBpexaane (EGFR 45 ml/min) moka3sa npubimisurentHo 68% MoBHIIICHHE HA TITHKOMTUPOHHYM
B cpaBHenue ¢ marmenTn ¢ XOBb ¢ Hopmanua 660peuna ¢pyukmus (eGFR >90 ml/min). Ycranoseno
e, ye ObOpeuHaTa (PyHKIMS HE IOBJHSIBA EKCIO3UIMsITa Ha Oyae30Hu 1 i GopmoTepo. [Ipu
nanuerTute ¢ XOBb emHoBpeMeHHO ¢ HICKO TeNECHO TETJI0 U YMEPEHO-TEXKO HapyIlIeHa Ob0pedHa
GbyHKIUS MOKe J1a ce HaOmo1aBa MPUOIM3UTEITHO YABOSIBAHE HA CHCTEMHATa eKCIIO3UIIHS Ha
TJIMKOTTUPOHHUYM.

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

HexnuHnvHuTE JaHHU HE MOKa3BaT 0COOEH PUCK 3a XOpa Ha 0a3aTa Ha KOHBEHLIMOHATIHUTE
(bapMaKoJIOrHYHH POYYBaHU 32 OE30MACHOCT, MPOYYBAHHS 32 TOKCUYHOCT MPH MHOTOKPATHO
IIPWIAraHe, TeHOTOKCUYHOCT U KAHLEPOrE€HEH IIOTEHLHAI.

He ca nposexnanu npoyuBanusi ¢ KOMOMHanusATa Ha Oy 1€30HU A, TIIMKONMPOHUYM U (POPMOTEPOII 110
OTHOIIIEHHE Ha TEHOTOKCUYHOCT, KaHLIEPOT€HEH NOTEHLIMANl M1 TOKCUYHOCT 32 PENPOIyKIHATA U
PasBUTHETO.

B nipoyuBanus Ha penpoayKIKATA TPH )KUBOTHHU C€ JOKA3Ba, Y€ TIIOKOKOPTHKOCTEPOUINTE, KaTO
Harnp. Oyae30Hu I, MHAyIMpaT Mandopmanuu (Iiernka Ha HeO1eTo, CKeaeTHH MaidopMmarwn). Te3u
EKCIIEPUMEHTAHN PE3YJITaTH MPH )KUBOTHU 00ave He ca OT 3HAUYCHHE MPU XOpa B MPENOPbUUTEITHUTE
no3u (Bk. Touka 4.6). Byie30Hu1 He MTOKa3Ba TYMOPOTEHEH MOTEHIMA IPU MUIIKH. [IpH rbXoBe €
Ha0JII0/1aBaHa TIOBHIIIEHA YeCTOTa Ha XEMaTOIEyJIapHH TYMOPH, KOMTO Ce CUUTAT 3a e(peKT Ha Kiaca
TIPY TUTBXOBE CIIE TIPOIBIDKUTENTHA €KCITO3HIINS Ha KOPTHKOCTEPOHIH.

[IpoyuBaHusiTa HA PENPOIYKIUATA MIPU )KUBOTHU ¢ (POPMOTEPOJT ITOKA3BAT JIEKO HamalleH pepTuiiuTeT
NPY MBXKHUTE TUIBXOBE IPU BUCOKA CUCTEMHA €KCIIO3HULUS U UMITJIAaHTAIIMOHHU 3aryOu, KakTo U
HaMmaJieHa paHHa OCTHATaTHA [IPEXHUBSIEMOCT ¥ HAMAJICHO TETJI0 NP PaskKAaHETO MPH 3HAYUTEITHO
M0-BUCOKA CHCTEMHA €KCIO3ULUA OT €KCIO3UIMATA, JOCTHTaHa 110 BpeMe Ha KIMHUYHOTO
npuiiokeHue. JIeKko MoBHIIEHHE Ha 9eCTOTaTa Ha MAaTOYHH JIEHOMHUOMH € HaOII0IaBaHO MPH IITHXOBE
W MHUIIIKH, TpeTHpanu ¢ hopMoTepod, — ehekT, KOHTO ce cuuTa 3a epeKT Ha Kiaca P rprU3adu Cliej
MPOJIBIDKUTEIHA SKCIIO3UIINS Ha BUCOKH JIO3U [2-aipCHOPEICTITOPHHA arOHNUCTH.

HpquBaHI/mTa Ha pepoAyKIUATa IIPU ) KUBOTHU C TJIMKOIIMPOHUYM ITOKAa3BaAT HAMAJICHO (l)eTaJ'IHO
TCIJIO MIPU IIJIBXOBE U 3a171u1/1 U c1abo HaaAaBaHC Ha TCTJIO HA TIOTOMCTBOTO Ha INIBXOBE MPCAN
OTOMBAHETO IIpU 3HAYUTECIIHO I1O0-BHCOKA CUCTEMHA CEKCITO3UINA OT JOCTUIrHATAaTa 110 BPpEME Ha
KIIMHUYHOTO IMPUIIOKCHHE. He ca Ha6JHOIIaBaHI/I JaHHU 3a KaHIECPOTrCHHOCT ITPU IUTBbXOBE U MUIIKH.
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6. DAPMALIEBTUYHU JAHHU

6.1 Cnucbk Ha IOMOIIHUTE BelIeCTBA

HFO-1234ze(E)

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

Kanuues xnopug

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoOCT

2 TOOVHU

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

6.4 CroenuajaHu yCJIOBHSI HA ChbXPaHeHUe

[a ne ce cpxpanssa Hax 30°C.

[a He ce u3nara Ha Temrneparypu mo-sucoku ot 50°C. Jla He ce mpoOKBa OMaKoBKaTa Mo HaJIAraHe.
[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
alyMUHUEBO [OKPUTHE, JKBJIT IJIACTMACOB IIYJIBEPU3AaTOP U MYHAIIYK C IIPUKPEIICHA CUBA
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$IT J'IeKapCTBeH HpO,Z[YKT WX OTHHAABYHUTEC MaTepI/IaJ'II/I OT HCTO TpH6Ba Ja ce I/I3XB’pr'I$IT
B CBOTBCTCTBUC C MCCTHUTC N3UCKBAHUAA. OHaKOBKaTa 110 HAJIAraHE HE TpHGBa a ce I‘Iyl'II/I, Hp06HBa
nJin H3raps[ y IIOpI/I KOorato € BUIuMo HpasHa.

7. NPUTEXATEJ HA PASPEILIEHUETO 3A YIIOTPEGA

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)

17



9. JATA HA ITBPBO PABPEIIABAHE/IIOJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[laTta Ha mepBO pa3pemanane: 9 nekemepu 2020 r.
[JaTa Ha TIOCIETHO MTOTHOBSIBAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

IMoapobHa uHpoOpMaIKs 3a TO3M JIEKapCTBEH MPOIYKT € MpeJocTaBeHa Ha yebcaiita Ha EBpomneiickaTa
areHIusl Mo JiekapcTaaTa https://www.ema.europa.eu
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https://www.ema.europa.eu/

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 OCBOBOX/IABAHE HA ITAPTUIN

HwMe u azipec Ha TPOU3BOJUTENS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINTE

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 N 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 pasperienneto 3a ynotpeba ([TPY) tpsodsa na mogane nspsus [TAJIB 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
JIEHHOCTH, CBBP3aHU C IPOCiIeIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, ocoueHu B ogoopenus [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 JeKapcTBaTa;

e BMHAIU, KOIaTo C€ U3MEHS CUCTEMATa 3a YIIPaBICHUE HA PUCKA, 0COOEHO B pe3ysTar 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 ¢
npocIie/siBaHe Ha JIeKapcTBeHaTa 0e30MacHOCT MM CBEKIaHEe HA PHUCKA JI0 MUHHMYM).
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NPUJIOXKEHHUE Il

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA

22



JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA - EJUH UHXAJIATOP

‘ 1. NME HA JIEKAPCTBEHUA NTPOAYKT

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

‘ 2. OBsIBSABAHE 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

HFO-1234ze(E), 1,2-mucteapomi-Sn-riuiepo-3-pocoxoarH 1 KAIIHEB XITOPHUI.
Coabpixka GayopchabpiKaliy MapHUKOBH Tra3oBe.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EIHA OITAKOBKA

CycrieHsust mMoJ] HaJIsAraHe 3a HHXaIAIus
120 BupbckBanus (1 uHxamarop)

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEKJIAHE

Pazknarere nodpe npenu ymnotpeda.
[Ipenu ynorpeba npodereTe IMCTOBKATA.
MHXanaTtopHO NPUIOKEHUE

OtBoOpeTe TyK

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TIPOAYKT TPSBBA
A CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

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

‘ 7. JAPYI'U CHEHUAJIHA NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
Jla ce uzmoi3Ba B paMKuTe Ha 3 Mecella OT OTBapsiHE Ha TOpOMYKATA.
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‘ 9. CIHEIIlMAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce coxpansasa Hax 30°C.

[la He ce u3nara Ha Temreparypu mo-sucoku ot 50°C.
[a He ce mpoOuBa omakoBKaTa MO/ HAJIATaHE.

[a ce cbxpaHsaBa Ha CyX0 MSCTO.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJISTHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

‘ 11. HMME M AJIPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIHOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
Isenus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1498/002 120 BipbsCKBaHUS

| 13. HAPTHJEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. VKA3AHHS 3A VIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

trixeo aerosphere

‘ 17. YHUKAJIEH WIEHTUPUKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOD.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 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 NTPOAYKT

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

HFO-1234ze(E), 1,2-mucteapomi-Sn-riuiepo-3-pocoXoarH 1 KAIIHEB XITOPHUI.
Coabpixka GayopchabpiKaliy MapHUKOBH Tra3oBe.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

CycrieH3us o1 HaJlisiraHe 332 MHXAAIHs
I'pymoBa onakoBka: 360 BupbckBanus (3 onakoBku oT 120 BIpbcKkBaHMSA)

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEKJIAHE

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

6. CIIEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTVIEJA U TOCET'A HA JIEIIA

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

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
[a ce nzmon3Ba B paMKuTe Ha 3 MeceIa OT OTBapsHE Ha TOpOMUKaTa.
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‘ 9. CIHEIIlMAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce coxpansasa Hax 30°C.

[la He ce u3nara Ha Temreparypu mo-Bucoku ot 50°C.
[a He ce nmpoOKBa WHXaNaToOpa MoJ HaJsraHe.

[a ce cbxpaHsaBa Ha CyX0 MSCTO.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJISTHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

‘ 11. HMME M AJIPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIHOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
Isenus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

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

| 13. HAPTHJEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. VKA3AHHS 3A VIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

trixeo aerosphere

‘ 17. YHUKAJIEH WIEHTUPUKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOD.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 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 NTPOAYKT

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

HFO-1234ze(E), 1,2-mucteapomi-Sn-riuiepo-3-pocoxoarH 1 KAIIHEB XITOPHUI.
Coabpixka GayopchabpiKaliy MapHUKOBH Tra3oBe.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

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

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEKJIAHE

Pazknarere nodpe npenu ymnotpeda.
[Ipenu ynorpeba npodereTe IMCTOBKATA.
MHXanaTtopHO NPUIOKEHUE

OtBoOpeTe TyK

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TIPOAYKT TPSBBA
A CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

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

‘ 7. JAPYI'U CHEHUAJIHA NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
Jla ce uzmoi3ea B paMKuTe Ha 3 Mecella OT OTBapsiHE Ha TOpOUYKATA.
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‘ 9. CIHEIIlMAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce coxpansasa Hax 30°C.

[la He ce u3nara Ha Temreparypu mo-sucoku ot 50°C.
[a He ce mpoOuBa omakoBKaTa MO/ HAJIATaHE.

[a ce cbxpaHsaBa Ha CyX0 MSCTO.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJISTHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

‘ 11. HMME M AJIPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIHOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
Isenus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

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

| 13. TAPTHJEH HOMEP

ITapTuna:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

trixeo aerosphere

‘ 17.  YHUKAJIEH WAEHTU®PUKATOP — JIBYUSMEPEH BAPKOJ

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

TOPBUYKA OT ®OJINO

‘ 1. NME HA JIEKAPCTBEHUA NTPOAYKT

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

‘ 2. HUME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

I'ogen no:
[a ce u3non3Ba B paMKuTe Ha 3 Mecena OT OTBapsiHe Ha TOpOHYKATa.

| 4.  TIAPTHJEH HOMEP

ITapTuna:

5.  JIPYIO

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 JIEKAPCTBEHUMSA NPOAYKT U I'BTMIIA) HA BBBEKJIAHE

Trixeo Aerosphere 5/7,2/160 |g o HansTaHe 3a MHXATAINSA
formoterol fumarate dihydrate/glycopyrronium/budesonide
MuaxanaropHo npuiioxeHue

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

| 4. TAPTHJEH HOMEP

|5.  CBABPKAHME KATO MACA, OGEM WJI EAMHULIN

120 BnpbckBaHuUs

6.  JPYIO

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 JIEKAPCTBEHUMSA NPOAYKT U I'BTMIIA) HA BBBEKJIAHE

Trixeo Aerosphere 5/7,2/160 |ug mox HaIsIraHe 3a HHXATAIHS
formoterol fumarate dihydrate/glycopyrronium/budesonide
MHxanaTopHO NPUIIOKEHUE

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

| 5.  CBABPKAHME KATO MACA, OGEM WJI EAMHULIN

120 BrpbckBaHuS

| 6.  JPYIO
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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.

o 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJIOXKH J1a Sl IPOYETETE OTHOBO.

o AKO UMate HIKaKBH JIOTBIHUTETHA BBIIPOCH, TTonhTaiiTe Bamms iekap win gapmarieBT.

. ToBa nekapcTBO € npenanrcaHo JnyHo Ha Bac. He ro mpeorcrrnBaiite Ha apyru xopa. To Moxe
Jla M HaBpely, HE3aBUCHMO Ue TPU3HAILMTE HA TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo Bamure.

o AKO TIONTyYuTe HAKaKBU HEeXEJIaH! peaklny, yBeqoMmeTe Bamms nekap, wnu gpapmanest. Tosa
BKJIFOYBA U BCUYKH Bb3MOXHU HEKCIIAHU PC€aKIIMK, HCOIMMMCAHN B Ta3W JINCTOBKA. Buxte
TouKa 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

1. Kakso nipencrasisisa Trixeo Aerosphere u 3a KakBo ce U3moi3Ba

2. KakBo Tpsi0Ba 1a 3Haere, npeau aa u3nonssate Trixeo Aerosphere

3. Kaxk ma nsmomnssare Trixeo Aerosphere

4. BB3MoKHM HEXeTaH! peakIiu

5. Kak na cexpansiBate Trixeo Aerosphere

6. ChIpprkaHne Ha OTIAKOBKATA U TONBIHUTEIHA HHPOPMANUs
VYkazanwst 3a ynorpeba

1. KakBo npeacraBasia Trixeo Aerosphere u 3a kakBo ce H3Mo0Ji3Ba

Trixeo Aerosphere cbabpika TP aKTUBHU BelecTBa: (HOPMOTEPOIIOB pyMapar TUXHUapar,
TJIMKOITUPOHUYM U Oy I€30HHI.

e  dopmoTeposoB pyMapaTr TUXUAPAT U INUKOMUPOHUYM MPUHAIJIEKAT KbM IpyIia JeKapcTBa,
HapeveHH “OpoHxoauiaratopu’. Te neicTBaT M0 pa3IMuHU HAYMHH, 32 Jia TIPEOTBPATAT
CTAraHETO Ha MYCKYJIUTE OKOJIO AMXATEIIHUTE IbTHUILA, KATO yJIECHABAT HABIM3aHETO U
M3JIM3aHETO Ha BB3AYX B Oenute qpobose.

e byne3oHua npuHaIiIeKu KbM CpyIia JIeKapcTBa, HapedeHu “koptukoctepounn’”. Te neicTBar
KaTO HaMaJlsIBaT Bh3MaJeHUeTo B Oenute Bu nmpobose.

Trixeo Aerosphere e uHxanaTop, KOWTO Ce U3M0JI3Ba MIPH Bb3PaCcTHH ¢ 6eJI0ApOOHO 3200 sBaHEe
HapeveHo ,,XpOHYHa 00CTpYKTHBHA Oemoapodua 6oaect (mn ,,XOBB*), mpoabKUTENHO
3a0oJsiBaHe Ha AMXATEIHUTE IbTUIIA B Oenute qpodoBe.

Trixeo Aerosphere ce n3nosn3sa 3a o0IeKIaBaHe Ha JAUIIAHETO M MOJA00PsSIBaHEe HA CUMIITOMUTE Ha
XOBB, kaTo HalpUMeEp HEIOCTHT Ha BB3IAyX, CBUPKAIIM XPUIIOBE M Kanutuia. 1rixeo Aerosphere
MO’K€ CBIILO Ja PEJOTBpaTH akTuBH3UpaHeTo (ex3auepoOarnmu) Ha XOBB.

Trixeo Aerosphere mocraBs ak THBHHTE BeIeCTBa B OeuTe APOOOBE MPH BIUIIBAHE. AKO HU3II0JI3BATE
TOBa JIEKAPCTBO PEJOBHO JIBa ITBTH Ha JICH, TO IIIe TIOMOTHE 32 HaMaisiBaHe Ha eekture Ha XObb
BbPXY €XKeIHEBHUS BU XKUBOT.

2. KakBo Tpsi6Ba 1a 3HaeTe, mpeau Aa u3noassare Trixeo Aerosphere

He n3nou3Baiite Trixeo Aerosphere
. aKo CTe aJepru4Hu KbM GOPMOTEPOIIOB PyMapaT JUXUAPAT, TNIMKOMUPOHUYM, OYAE€30HHU HITH
KBM HSAKOS OT OCTaHAJIUTE ChCTABKHU HA TOBA JIEKapCTBO (M30pOEHH B TOUKa 6).
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IIpenynpesxaeHust U MpeanasHu MEPKH

Trixeo Aerosphere ce u3non3Ba KaTo MPOIBIDKUTENHO Toaabpixkaiio Jeuyenne Ha XOBb. He ro
H3I0JI3BaliTe 32 JIeYeHHe HA BHe3AalleH NPUCTHII HA HEJOCTUT HA Bb3AyX WM CBUPKAIIU
XpHIIOBe.

Ipo6aeMu ¢ TUIIAHETO HEMOCPEICTBEHO CJle/l MPUJI0KEeHne

AKO TOITyYuTe CTATaHe B IbPJANTE, KAILIUIIA, CBUPKAIY XPUTIOBE M HEJIOCTUT HA BB3yX
HEMOCPEICTBEHO CIIe/T KaTo u3roisBate Trixeo Aerosphere, cpere ynorpedaTa My U KaseTe
BeHara Ha Bammus nekap (Brwxre ,,CeprHo3HN HEXETAaHW PEAKIIUK B HAYAJIOTO Ha TOuKa 4 3a
moBeYe HHPOPMAITHS).

AKO HEZIOCTUI'BT Ha BB3/AYX, CTATAHETO B I'bPAUTE, CBUPKAILIUTE XPUIIOBE WM KaIlJIMLIATa ce
BJIOIIIABAT, IOKATO U3Noi3BaTe 1rixeo Aerosphere, TpsiOBa na mpoabDKUTE @ M3N0sI3BaTe TriXeo
Aerosphere, Ho 1a ce cBbpkeTe ¢ Barms nekap Bb3MOXKHO Hall-CKOPO, Thid KaTo MOXeE Jia ce
HYXIA€TC OT JOIMIBJIIHUTCIHO JICYCHUC.

I'oBopete ¢ Bamus Jiekap, npean aa usnoJssare Trixeo Aerosphere, ako:

uMare BUCOKO KPBBHO HANATaHE WU MPOOJIEMH ChC CHPIIETO;

uMaTe Tuader;

uMmate 0enoapoOHa HHDEKIHS;

uMare mpoOJIeMH ¢ IIUTOBUIHATA JKIIE3a,;

“MaTe HUCKHM HMBa Ha KaJIMK B Kp’bBTa;

uMaTe MPOOJIEMH C MPOCTATATa WK MPOOJIEMHU C YPUHUPAHETO;

UMaTe O4CH IPoOJIeM, HapeUeH ,,[JIayKOMa ChC 3aTBOPEH BI'BI";

uMaTe npooyieMu ¢ OBOPEIUTE WK C YepHUS APOO.

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

Jeua v roHOImIM
Trixeo Aerosphere He e mpoyd4BaH 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 JIa IpHeMare JApyrH jiekapcTsa. ToBa BKIIIOYBA JIEKAPCTBA, MOMyYeHH 0e3 perernra u
OunkoBH JiekapcTa. ToBa ce Haara, 3amoto Trixeo Aerosphere Mosxe aa moBiusie IeHCTBHETO HA
HsiKoH JiekapcTBa. ChIO Taka HAKOM JIEKapCTBa MOTaT Jia MOBJUSAT JeiicTBUeTo Ha Trixeo Aerosphere
WJIH J1a TOBHUIIAT BEPOSTHOCTTA OT MOJTyYaBaHe Ha HE)KEIAHH PEaKIiH.

Kasxxere Ha Bamust jiexkap win papMareBT, ako IpUeMaTe HIKOe OT CIEIHUTE:

. JIeKapCTBa, HapeueHu Oerta-0okepu (KaTto Hamp. aTeHOJIOJ WK MPOTIPAHOIION), KOUTO MOKE J1a
Ce M3I0JI3BaT 32 BUCOKO KPHBHO HaJISITaHE MJIM IPOOJIEMH ChC ChPIIETO WK 3a JICYEHHE Ha
riaykoma (KaTo Harp. TUMOJION);

. JIeKapCcTBa, KOUTO CE M3IION3BAT 3a JIeYeHNE Ha T'bONYHN MH(EKLUH, KaTO HaIp. KETOKOHA30JI
WJIM UTPAKOHA30J;

. JIEKapCcTBa, KOWTO CE M3IOJI3BAT 3a JeueHne Ha XM B undexius, kato Harp. pUTOHABUP WIIH
KOOHIIUCTAT,

® JICKApCTBA, KOUTO ITOHM>KAaBAT KOJIMYECTBOTO Ha KaJmii B KpbBTa, KaTo Hanp.:

- KOPTHKOCTEPOU/IM, IPUEMaHH TIpe3 ycrara (KaTo Harp. IPEIHH30JI0H);

- JIMYPETHUIIH - JIEKApCTBa, KOUTO YBEINYaBaT OTACISHETO HAa yprHa (KaTo Harp.
(bypo3eMu 1 WM XUAPOXIOPOTHUA3HT), KOUTO MOTAT Jia Ce U3IOJI3BAT 3a JICUCHHE Ha
BHCOKO KPbBHO HAJIATaHE,;

- HSIKOM JICKapCTBa, N3IOJI3BAHH 32 JICYeHHE Ha POOJIeMH C AMIIaHeTo (KaTo Harp.
TeO(DMITHH), HAPEUCHH ,,METUIIKCAHTHHHU;

o BCHYKH JICKapCTBa, KOUTO JCHCTBAT IO ChIMs HA4YMH KaTo Trixeo Aerosphere, kato Hamp.
THOTPOIHNYM, UIIPATPOIIUYM, aKIUINHUYM, YMEKIHUIUHAYM WIIA CaIMETEPOIT, appopMOTEpoI,
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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 ChbPACYHUS PUTHM, KaTO HATp.
aMHUOJIapOH;
o JIeKapCcTBa, KOUTO MOTaT Jia TPOMEHSIT eJICKTPHIecKaTa akTUBHOCT Ha ChpiieTo (HapeueHa ,,QT

UHTEpBaJ ‘), KaTO Hamp. JIEKapcTBa 3a:

- nenpecust (Kato HaIp. HHXHOUTOPH HA MOHOAMHHOOKCHIAa3aTa WU TPUIIMKIHIHN
AHTHIENPECAHTH);

- Gaktepuanau nHdeKImu (KaTo HAMp. ePUTPOMHULIMH, KIAPUTPOMHUILIUH HITH
TEUTPOMHUITUH);

- aJIeprUYHU peaknni (aHTHXMCTAMHHK).

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] BHUMaHHE TIPU
modupane win paboTa ¢ MaIuHA.

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 J03a € IBC BIIPBCKBAHUA [IBA ITBbTU HA ACH — JIBC BIPBHCKBAHUA CYTPHUH U ABC
BIPBCKBAHUS BEYCP.

Baxxno e aa usnon3sare Trixeo Aerosphere Bceku jieH - 1opu u aa Hamare cumnromu Ha XOBb mo
TOBa BpEME.

IMomueTte: Bunaru u3aksaiite ycrata cu ¢ Bojia ciiejl kaTo usnoissare Trixeo Aerosphere. Tosa e
HE00X0IMMO, 3a Ja ce IIpeMaxHe OCTaHAJIOTO B ycTaTa JiekapcTBo. M3mioiiTe Ta3u Bosa, HE s
r'BITANTE.

Kak na ro m3nosassare

Trixeo Aerosphere e 3a HXaJIaTOPHO MPUIIOKECHUE.

Mo, mpoderere ,, YKa3aHus 3a ymoTpeda“ B Kpas Ha Ta3H JUCTOBKA. AKO HE CT€ CUTYPHH Kak J1a
usnos3Bate Trixeo Aerosphere, ropopete ¢ Barust iekap wiu hapmarieBT.

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, aKo H3II0JI3BaTeE ,,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 cripesin ynotpedara Ha 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 HeKeJIaHH PeaKIuu

Heuectn (Moxe 1a 3acerrat 10 1 aa 100 mqymu)

3aTpyaHeHO qUIIaHe HEMOCPEACTBEHO CJIE PUI0KEHUETO!

o aKo TIOJIyYHTe 3aTPyIHEHO JHUINaHe BeHAra clie]] M3Mmoji3Bane Ha Trixeo Aerosphere, kato
HaIpuMeEp CTAraHe B I'bPJAUTEC, KalllJIMI[a, CBUPKALIU XPUITIOBE WJIM HEAOCTUT HA BB3AYX, CIIPETE
ynorpedaTa Ha TOBa JIEKAPCTBO U Ka)keTe BelHara Ha Bainus Jiekap.

AJlepru4Hy peakumu:

. TO/{yBaHe Ha JIUIIETO, 0COOEHO OKOJIO ycrara (MolyBaHeTO Ha e3MKa WITH T'bPII0TO MOXKE J1a
3aTPY/HH MPETIbIIAHETO);

. 00pHB WM YPTHKAPHSI 3a€JHO ChC 3aTPYIHEHO JHIIAHE;

. BHE3AITHO PUMAJISIBaHE.

Tesu cumnrToMu MOXxe Aa ObAaT NPU3HALY HA AJIEpTHYHa PEaKLus, KOSITO MOXKE /1a CTaHe CEPHUO3HA.
Crpere ynotpebara Ha TOBa JISKApCTBO M [TOBUKAWTE MEAUIIMHCKA IOMOI BEHAra, aKO 3a0eJIe:KUTe
TOPHUTE CEPUO3HU HEKEINaH! PEAKIINH.

Apyru HexeJaHu peakuuu
Kaxxere na Bamus nexap win papmarieBT, ako 3a0€IeKNUTE HIAKOS OT CIICIHUTE HEXKEJIaHH PEaKIUH:

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

. KaHu103a B ycrara (reouuna unpekuus). M3miaksane Ha yctata Bu ¢ Boja He3abaBHO ciel
u3nos3BaHe Ha Trixeo Aerosphere Moxe jia ITOMOTHE Jia IPeI0TBPaTH TOBA.

9yBCTBO 33 TPEBOXKHOCT;

TPYZHO 3aCIIHBaHe;

ITO3MBH 3a MOBPbBINaHe (TafeHe);

rJ1aBo0OJIHE;
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KalllTUIIa WK MPETPaKHAIOCT,;

MYCKYJIHU KpaMIIH,

yceliaHe Ha OMeHeTo Ha chpiieto (chpredueHe);

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

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

Kaxere Ha Barust iekap, ako nMarte HIKOS OT CIICAHUTE PEaKIlUH, TOKATO M3Mo3Bare TriXeo
Aerosphere, Te Moxke 1a OBIaT CHMIOTOME Ha HHGEKIHS Ha GenTe poboBe:

L IMMOBUIIICHA TEMIIEpATypa WK CTYACHU TPBHIIKH,
L YBEJIIMYCHO OTACIIAHE Ha CJIY3, IIPOMAHA Ha LIBETA Ha CJ1y3Ta,
L 3aCWICHA KalllIna WiIN 3aCUJIBAHC Ha 3aTPYAHCHHUCTO HA JUIHAHETO.

Heuectn (Moxe na 3acernat 1o 1 va 100 mymm)
TperepeHe, TPEMOp WK yCellaHe 3a 3aMaiiBaHe;
CyXOTa B ycTaTa WJM JIEKO Apa3HeHe B I'bPIIOTO;
HACHHSIBAHE Ha KOXAra,

ycelaHe 3a 0e310KO0ICTBO, HEPBHOCT WM B30y 14,
JeTpecus,

YCKOpEHa MM HEpaBHOMEpHA ChpeyHa AeHOCT;
00JIKa WM CTATAHE B IbPAUTE (CTCHOKAPIHS);
3aTPYJAHEHO YpUHUPAHE.

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

C HeH3BeCTHA 4eCTOTa (YeCcToTaTa He MOXKE JIa C€ ONPE/ICIU OT HATMIHUTE TaHHH):

L 3aMBIJICHO 3pCHUC,

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

L4 IMOBHUIIICHO HAJIATAHC B OKOTO (FJ'IaYKOMa);

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

3aTPy/IHHU MPETIIBIIAHETO).

Cpol0maBaHe HA HesKeJIAHH PeaAKIHHU

AKO TIOITyunTe HIKAKBU HEXEJaHH JISKApPCTBEHH peakiiy, yBejgoMere Bamus nexap wim gpapmarenT.
ToBa BKJIIOUBA BCHYKH B3MOYKHHM HEONMCAHH B Ta3H JMCTOBKA HEXXENAaHU peakuuu. MoxeTe ChIIo J1a
ChOOIIUTE HEXKENAHH PEaKIUU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32 ChoOIIaBaHe, IOCOYeHA B
punoxenue V. Karo chobliaBare HexelaHU PeakLul, MOXKETE J1a 1aIeTe CBOsI IPUHOC 3a
NoJy4YaBaHe Ha NoBeue HH(OpMAaIHs OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Trixeo Aerosphere

CopxpaHsBaiiTe ToBa JIEKAPCTBO HA MSICTO, HEAOCTBITHO 3a JIeTia.

He n3nomsaiite Trixeo Aerosphere ciie cpoka Ha rOHOCT, OTOENSA3aH BbPXY KapTOHEHATa
OIIaKOBKa, TOpOMYKATa M MHXANATopa NoJ Hanirane cien ,,l'onen 10:*“. CpoKbT HAa TOTHOCT OTTOBAPSI
Ha [I0CJIeIHUSI JIEH OT IIOCOYEHUs Mecell.

Cren oTBapsiHe HAa TOpOMYKaTa HHXAJIATOPBT TPsIOBA J1a ce U3MOJI3Ba B PAMKUTE Ha 3 Mecella.
CoxpansBaiiTe HHXaJIaTOpa B 3alleyaTaHaTa TOPOMUKa, N3BaJIeTe MHXAJATOpa OT 3aredyaTaHara

TopOMUKa He3abaBHO Mpeau MbpBaTa ynorpebda. B neHs Ha oTBapsHe Ha TOpOWYKaTa 3aMUIIETE aTaTa
Ha €TUKETa Ha HHXAJIATOpa B IPEIOCTaBEHOTO MSICTO.
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Ma ne ce cpxpansasa Hax 30°C. [la ce cbXpaHsSBa Ha CyXO MSCTO.

3a Hali-moOpu pe3ysiTaTH HHXAIATOPBT TPIOBa 1a ObJIc HA CTaiiHa TeMIepaTypa, Ipeau 1a To
W3MOJ3BaTe.

He uynere, He mpoOuBaiiTe 1 He H3rapsiiTe OMAKOBKATa MO HAJSATAHE, IOPH KOTaTO € BUANMO Tpa3Ha.
He usnon3paiite U He ChbXpaHsBalTe OJU30 10 U3TOYHUK HA TOTUITMHA WIA OTKPUT OT'BH.

He m3xBbpiasiiTe TekapcTBara B KaHATW3AMMATA I B KOHTEHHEPA 32 TOMAIITHH OTHAIbIIH.
[Nonwuratite Bamus dapManieBT Kak a U3XBBPIATE JICKapCTBaTa, KOUTO BeUue He u3mnoi3pare. Te3u
MEpPKH 1€ CIIOMOTHAT 3a OlMa3BaHe Ha OKOJHATa Cpea.

6. ChabpikaHue HA OMAKOBKATA U JONBJIHUTENHA HHOpManus

Kakso cbabp:xa Trixeo Aerosphere
AKTUBHH BeliecTBa: GopMoTepoioB hymapar AUXUAPAT, TITUKOMUPOHUYM U OyIE30HUI.

Besika equHIYHA HHXAJTAIMS OCUTYPsIBa JOCTaBEHA /1032 (103ata, KOsTO U3JIH3a OT MyH/IIIyKa) OT
5 Mukporpama GopMoTEepoIOB PymMapaT JUXUIpat, 9 MUKporpama TIMKOMTUPOHUEB OPOMMU,
EKBUBAJICHTEH Ha 7,2 MUKpOTpaMa IIIHKonupoHuyM 1 160 mukporpama Oyne30HuUI.

ToBa chOTBETCTBa Ha OTMEpEHa J03a (T.€. 103aTa, KOATO U3IN3a OT BEHTHUA) 5,3 MUKporpama
(dhopMoTeposioB pymapat nuxuapar, 9,6 MUKporpaMa riIMKOIMPOHUEB OPOMH /I, CKBUBAJICHTHH Ha
7,7 MUKpOTpaMa TTHKONHPOHUYM 1 Oyne30uuy 170 Mukporpama.

Hpyru ceeraBku: HFO-1234ze(E), 1,2-aucteapous-sn-riuiepo-3-GpochoxonuH u KaaiueB XJIOPH/.

ToBa j1ekapcTBO Chabprka (HIyopChIbprKallyi MApHUKOBU Ta3oBe. Beeku nuxanarop chabpika 9,5 g
HFO-1234ze(E), crotBercTrant Ha 0,000013 Tona CO; ekBuBajIeHT (ITOTEHIIMAI 3a TII00ATHO
satoruisiae (global warming potential, GWP = 1,37)). HFO-1234ze(E) e nporienieHT, KOHTO J0CTaBsI
BIPHCKBAaHHSATA HA TOBA JIEKapcTBO B Oenmure Bu 1pobose.

Kaxk m3raexaa Trixeo Aerosphere u KakBo CbIbpKa 0NMaKoOBKAaTa
Trixeo Aerosphere e cycrieH3us 101 HAJIATaHe 33 MHXAJIAIHS.

Trixeo Aerosphere mpezcrapisiBa KOHTEHHEP ¢ MHAXKATOP 3a J03UTE, JOCTABEH C KBJIT IJIACTMACOB
IIyJIBEPU3ATOP U MyHIIIYK. MyHAIIYKBT € IOKPUT C OTCTPaHABAIlA CE CHBA 3aIUTHA Kalayka.

Trixeo Aerosphere ce noctassi B TOpOHUKa OT (OJIHO, KOSTO ChIbprKa OMIAKOBKA ChC CYIIUTE, U €
OTIaKOBaH B KAPTOHEHA OTMAKOBKa.

Trixeo Aerosphere e Hann4eH B ONTAKOBKH, Chabpxkan 1 naxanatop cbe 120 BOpbCcKBaHHS U B
TPYIIOBH OTMIAKOBKH, CHCTOSIIY C€ OT 3 KAPTOHEHH ONAKOBKH, BCSKA OT KOUTO ChAbPIKA I10
1 unxanarop cbe 120 BupbckBanus. He Bcuuky BU0OBe ONaKOBKK Morar a ObAaT MyCHATH Ha masapa.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
AstraZeneca AB

SE-151 85 Sodertalje

IBenms

IIpounsBoguten

AstraZeneca Dunkerque Production
224 Avenue de la Dordogne

59640 Dunkerque

Opanmus
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3a JomBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
MIPEJICTABUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: +32 237048 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

El\dda
AstraZeneca A.E.
TnA: +30 210 6871500

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

DpaHuus
AstraZeneca
Tél: +33 141294000

Hrvatska
AstraZeneca d.o.0.
Tel: +385 1 4628 000

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

island
Vistor
Simi: +354 535 7000
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +32 237048 11

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

Malta
Associated Drug 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: 4431711310

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



Italia Suomi/Finland

AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Puh/Tel: +358 10 23 010
Kvbztpog Sverige

Aléktop Oappokevtikn Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija

SIA AstraZeneca Latvija
Tel: +371 67377100

IIaTa Ha IMOCJCIHO NMpepasrjekaaHe Ha JIUCTOBKaTa

IMonpo6Ha nH(MOpMaIUs 3a TOBa JIEKAPCTBO € TIPeOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus
1o JiekapcrBara: https://www.ema.europa.eu
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HpoqueTe npeau 1a u3IoJi3BaTe nHxajaaTopa

YKA3AHUA 3A YIIOTPEBA

TRIXEO AEROSPHERE
(hopMOTEPOIIOB hyMapaT IUXUAPAT/TIHKOITUPOHIYM/OYIE30HM T

CycrnieH3us o HaJIsiraHe 3a MHXalalus
3a MHXaJATOPHO NPUIIOKEHNE

Mouisi, mpoveTeTe BHUMATETHO T€3H YKA3aHHUS.
Bammsit Trixeo Aerosphere (HapeueH ,,uHXaJIaTop** B Ta3H JIMCTOBKA) MOXKE J]a CE pa3indyaBa OT
MHXAJIATOPHUTE, KOUTO CTE U3MOJI3BAIIHU MTPEIH.

Baxkna undopmanus

o Camo 32 MHX2JIATOPHO NPUJIO’KEHHe Ipe3 ycTaTa.

. Hoaroreere Bamys nHXa1aTop 3a IbpBaTa My ynorpeda, KaTo ro 3apeaure.
. N3nuakBaiiTe AKbJATHS ILYJIBEPU3ATOP BCSKA CEAMULA.

[ ]

IIpaBere 2 BIpbCKBAaHUS OT JIEKAPCTBOTO CYTPUH U 2 BIPbCKBAHUS Bevep.

CpxpaHsiBaHe HA HHXAJ1aTOpPa

o [a ne ce cpxpansiBa Han 30°C. [la ce cpxpaHsBa Ha CyX0 MSICTO.
o He cbxpaHsiBaiiTe BbB BJIa:KHA cpe/la, HAPUMeP B OaHsITA.
o CobxpansiBaiiTe Bamms HHXanaTop ¥ BCHUKH JICKapCTBa Ha MSICTO, HEJIOCTBITHO 3 Jela.

YacTu Ha MHXAJTATOpPA
NuaukaTop 3a BIPbCKBAHUSITA
IIpukperneH Ha BbpXa Ha KOHTEMHEPA IIOJT HAJISATAHE.

KouTeiinep moa HajsiraHe (BbTpe)
Chapprka JeKapcTBOTO.

IlynBepusaTop
Chbabprka KOHTEHHEpA 10 HAJIATaHE.

Mynamyk
UznpbckBa 1ekapcTBOTO.

Kanauka Ha MyHAlIyKa
[IpennasBa MyHAITyKa, KOraTO HHXAJIaTOPBT HE C€ U3IOJ3BA.
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OTuuTaHe HA HHANKATOPA 32 BIPHCKBAHUATA
® HNHaukaTopbT 3a BOIPHCKBAHUSITA I1Ie OpoH 00paTHO M0 1 BCeKH MbT, KOraTo BIPbCKaTe
JIEKAPCTBOTO.

Crpeika
[Tocoura ocTaBarust Opoii BIPbCKBAHHS

Kniara 30Ha
ITopbuaiiTe HOB HHXaANATOP, KOraTo
CTpesKara € B KbJITaTa 30Ha

YepBeHna 30Ha
M3xBBHpiieTe nHXanaTopa, Korato
crpenkara couu 0 B yepBeHara 30Ha

(® He ce onuTBaiiTe 12 HANPaBUTE BIPBLCKBAHE, KOIAaTO CTPe/KaTa coun 0, 3a10TO HIMA 12
MOJIy4HTe IBJIHA 1032.

IHopbuka Ha HOB MHXAJIATOP
o ITopbuaiiTe HOB MHXAJAaTOP, KOraTo CTpeNKaTa Ha MHAMKATOPA 3a BIPBCKBAHUATA € B )KBJITATA
30Ha.

M3xBBpJIsIHE HA HHXAJIATOPA
W3xBBpieTe MHXAIATOPa ChIVIACHO MECTHUTE YKa3aHHs, KOrarTo:

. WHINKATOPHT 32 BIPbCKBaHMsITa TOKa3Ba 0
WITH
o 3 Mecela cie]] H3BaXKIaHETO HA HHXAJIATOpa OT TOpOUYKaTa OT Qoo

He n3no/3BaiiTe HOBTOPHO U He U3II0JI3BaliTe MyJIBEPU3ATOPA C KOHTEHHEPH € JIEKAPCTBO OT
APYTY NHXAJIATOPH.
He npoOusBaiiTe n He XBbpJIsiiiTe KOHTeliHEPA B OT'bH WJIN HHCUHEPATOP.

INPE/IN ITbPBATA YIIOTPEBA - 3apenere unxajgatopa 4 mbTH NpeIn MbPBATa YHOTPEOA

° [Ipenn na uznon3pare Bamms naxanatop 3a OpbB BT, 3apeieTe TO Taka, 4e Ja IOIydnTe
TOYHOTO KOJIMYECTBO JIEKAPCTBO, KOTATO TO M3MOI3BATE.

3apexnaane 1

MaxHeTe KanaykaTa Ha MyHJIIYKa.
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3apexxnane 2

Paskmarere moOpe nHxanmaTopa u HanpaseTe 1 MpPoOHO U3NPBHCKBaHe BHB Bh3yXa, KaTO IO

HacouBaTe HacTpanu ot Bac. [ToBropere 3a 001110 4 Mpo0HM U3NPHbCKBAHNS, PA3KIIAIaAMKN TIPEIH
BCSIKO TTPOOHO U3MPHCKBAHE.

3 ’
X4 o610 - :‘
PaskiiaTete m m3anpnckanTe , j‘ -
npooHo 2z
& 5
e

@ 3a 3apeKaane ca NMpcABUACHU NOII'bJIHUTCIIHA U3NPHCKBAHUA. He nponycxafne 3apeKIaAHETO.

@ Ipesapexnane na uuxanaropa: 3a ;a mpe3apenuTe, HarpaBeTe 2 MPOoHU
° cJIe U3IUIaKBaHE Ha IIyJIBEpHU3aTopa H3IIPBbCKBAHUA, pa31<namaﬁlcn IIpean BCIAKO
®  aKo Ce M3IyCHE npoOHO U3IMPBCKBAHE.

®  aKO He ce W3II0JI3Ba [I0BeYe OT 7 JHU

X2 06110
Pa3kaarere u
H3NPBCKaliTe MPOOHO

EXXEJHEBHA YIIOTPEBA, cyrpun u Beuep — Bauinaiite Bauero JiekapcTBo|
. JlHeBHA 1032 2 BIPBCKBAHUS CYTPHH U 2 BIPbCKBAHUS Bevep.

o W3makHeTe ycraTa ¢ BOjAa Clie/l 2-Te BIPHCKBaHUs, 3a J1a IPEIOTBPATUTE I'bOMYHA HHPEKITHS.

Crprka 1

MaxneTte kanaukaTta Ha MyH/iIyka. [IpoBepere 1aau nMa Helo B MYHAIIYKA U IO MpeMaxHeTe
npeau ynorpeoda.
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Crpnka 2

Pasknamraiite
no0pe
HHXanaropa
TIpEaH BCIKO
BIIPBCKBaHE.

U3 anmaiite
HAITBJIHO.

ITocTaBete
MYH/IIYKa B
ycTaTa CH U To
oOxBaHeTE ¢
YCTHH.
Haxknonete
rjaBaTa CH
Ha3aJ, KaTo
JI'BPIKUTE €3UKa
CH TIoJ,
MYyHJIIYKa.

3amoyHeTe aa
BIMILIBATE
IBJIIOOKO U
0aBHO, JOKATO
TIpaBUTE

1 BnpbckBane.
[Ipoabiokere na
BIIMIIIBATE,
JIOKATO TIOBEYe

HC MOXKCTC.

3aapBKTe IbXa CH
KOJIKOTO MOJKETE, /10
10 cexynau.

Crbnka 3 Crbnka 4 Crbnka 5
Crnoxere 0OpaTHO Karavkara W3nnakHeTe ycraTta cu ¢ Boza.
Ha MyHJIYKA. Msmmoitte Bonara. He
IosTopere rbaTaiire.
Crtbnka 2
NpHU BTOPOTO
BIPBCKBaHe

MN3IIJIAKBAHE BCAKA CEJMHUIIA— U3nuakBaiiTe myJBepU3aTopa BeAHbK CEIMUYHO)

o MznnakeBaiiTe »KbJITHS MyJIBEpPU3aTOP BCSIKA CeIMMIA, TaKa Y€ Jja HE CE HaTPyIBa JIEKAPCTBO
1 /1a He OJOKMpa cTpyATa Npe3 MyHIIIYKa.

. He no3posisiBaiiTe KOHTEHEPa 1a c€ HAMOKPH.

. IIpe3ape:xxnaiite cien U3IIaKBaHe.

HN3niaakBane 1 Ns3miakBane 2

MaxHeTe KOHTeHepa U I'0 OCTaBeTe HacTpaHa.
He no3BoJssiBaiiTe KOHTeliHepa /1a ce
HAMOKPH.

MaxHeTe KamadkaTa Ha MyH/ITyKa.
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HNsniaksBane 3

HszniakBane 4

ITycHere Toruta Boja rnpe3 MyHiyka 3a 30 CeKyHIM U Clie/l TOBa
npe3 Bbpxa Ha mynBepusatopa 3a 30 cexynnu. M3ninakHere 3a
60 cexynam 001I10.

HM3TpbeckaiiTe BogaTa
KOJIKOTO MO:Ke To-100pe.

g4

He noacymanaiite ¢
Kbpna uwiu cajiderka.

HszniakBane 5

Hs3niakeane 6

[TornenHeTe B MyJIBepU3aTOpPa U MYHJIIIYKA 32
HATPYIIBaHE Ha JICKApCTBO. AKO MMa HIKaKBO
HATPYTAHO JIEKAPCTBO, TIOBTOPETE CTHITKUTE
,,J3mrakBane ot 3 10 5.

/ /
/

| |

= | — | _—
&j - -/
: / /

OcraBeTe 1a U3ChXHE Ha BB3IyX, 32
npeanoyuTane npe3 Homra. He crnaraiite
KOHTeWHepa 00paTHO B MyJIBEPU3ATOPA, aKO TOH
BCE OILIE € MOKBD.

Tpe

HN3niaakBane 7

HNsminakeBaune 8

Koraro n3cbxHe, mocTaBeTe MbPBO Kana4ykaTa
HAa MYHJIIYKA U CIIE/] TOBA JIEKO HATHCHETE
KOHTEeIHepa Ha0JTy B MyJIBEPHU3aTOPA.

[Ipe3apenere nHxamaTopa, KaTo HaIlPaBUTE
2 MPOOHH M3NPHLCKBAHUS, KaTO Pa3KjalaTe
IIPEJIU BCSIKO MPOOHO U3MPHCKBAHE.

X2 06110
Paskiaartere
"
H3NnpbCcKanTe
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