INPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Revinty Ellipta 92 Mmukporpama/22 Mukporpama npax 3a HHXaJalus, IpeIBapUTEITHO J03UpaH

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Besika equandHa MHEXATAITNS TOCTaBs €Ha 0CBOOOIeHa 1032 (7103aTa, KOSITO C€ OCBOOOXKIaBa OT
MYHJIIIyKa) oT 92 Mukporpama GuytukazoHoB Qypoar (fluticasone furoate) n 22 muxporpama
BuianTepod (vilanterol) (kato Tpudenarar). ToBa CbOTBETCTBA Ha MPEIBAPUTEIHO TO3UPaHa 1032 OT
100 muxporpama QryTukazoHoB pypoart u 25 MUKporpama BUIaHTepod (KaTo TpudeHarar).

TTomMoOIITHO BEIIESCTBO C U3BECTHO ACHCTBUC

Bcsika ocBoboeHa 1032 ChABPKA TPUOTU3UTEITHO 25 Mg JaKT03a MOHOXHIPAT.

3a IIBJIHUSA COUCHK Ha IIOMOIIHHUTC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
IIpax 3a wHXaMaIws, IPeIBapUTEITHO JO3UPAH

Bsin mpax B cBetniocuB unxanatop (Ellipta) ¢ »bAT kanak Ha MyHIIIyKa 1 Oposd Ha TO3HTE.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

Actma
Revinty Ellipta e moka3zan 3a peoBHa Tepamnus Ha acTMa IPU Bb3PACTHU M IOHOIIX Ha Bb3PACT Ha U
Haja 12 roguHM, KBAETO € MOIXOISIIO MPIIaraHeTO Ha KOMOWHUPAH JIEKapCTBEH MPOIYKT
(mpAronmericTBal O€Ta-arOHUCT U UHXATATOPEH KOPTUKOCTEPOU]):
® MAIMCHTH, KOUTO Ca HE3aJ0BOJIUTEIIHO KOHTPOIMPAHH C HHXAJIATOPHU KOPTUKOCTEPOUIN U
,ITPH HY K2 WHXATUPAT KPaTKOACHCTBAIIM O€Ta,-aTOHHUCTH.
® TAIMCHTH, KOUTO Ca BEYE 3aI0BOJUTEITHO KOHTPOIUPAHU C HHXAIATOPHU KOPTUKOCTEPOUIH U
IIBJITOJIeiCTBAIN OeTar-arOHUCTH.

XOFBb (XpounyHa o6cTpykTHBHA Oe101po0OHa 0osecT)

Revinty Ellipta e mokaszan 3a cumnToMaTn4Ho JedeHne Ha Bb3pacTHu ¢ XOBb ¢ ®EO; < 70% ot
NpeABUICHOTO HOPMATHO (TIOCT-OPOHXOANIATATOPHO), C aHAMHE3a 3a eK3alepOanny BhIIPEeKn
peIoBHA OPOHXOIMIATATOPHA TEPATIHSL.

4.2 Jl03MpOBKA M HAYMH HA NMPUJIOKEHHE

gO?»H[}OBKa

Acmma

[Ipu nauuenTute ¢ actma TpsoOBa 1a ce npuiara Revinty Ellipta ¢ TakoBa KOIH4eCTBO aKTHBHO
BEIIECTBO, KOETO ChOTBETCTBA Ha Jj03aTa (piIyTHKa30HOB (hypoart, MOIXOAAIIA 33 TeKECTTa Ha
3abossiBaHeTO. JIekapuTe, KOUTO IIPEANNCBAT JIEKapCTBOTO, TPSAOBA Jja UMAT IPEeABU], Y€ IpU
MaIeHTH ¢ acTMa GuryTuka3oHoB ¢ypoart 100 MukporpamMa BeIHBK JHEBHO € MPUOTU3UTEITHO
€KBUBAJICHTEH Ha ()IyTHKa30HOB IponuoHaT 250 MUKporpama Ba IbTH JTHEBHO, a (PIIyTUKA30HOB
¢bypoar 200 MUKporpama BeIHBK JTHEBHO € MPUOIU3UTEITHO EKBUBAJICHTEH Ha (DIIyTHKA30HOB



npormmoHaT S00 MEKpoTrpaMa 1Ba IHTH THEBHO.
Bw3pacmuu u ronowu na ev3pacm va u Hao 12 eo0unu

Hayanna no3a ot enna unxananus ¢ Revinty Ellipta 92/22 MukporpamMa BeIHBK JHEBHO TpsiOBa j1a ce
MMa MPeBHI TIPU Bh3PACTHH W FOHOIIIW HA U HaJ 12 roJUHM, KOUTO UMAT HYKJa OT HUCKA JI0 cpellHa
J1032 UHXAJIATOPEH KOPTUKOCTEPOHT B KOMOHMHAIIMS C TBJITOICHCTBAI OeTa2-arOHUCT. AKO
MAIMEHTUTE ca HEAOCTaThYHO KOHTpoupanu ¢ Revinty Ellipta 92/22 mukporpama, 1o3ara Moxe J1a
ce yBeauuu Ha 184/22 Mukporpama, KOETO MOXKE J1a OCUT'YPH JOIIBIHUTEIHO MOA00pEeHUE Ha
KOHTPOJIa BbPXY acTMara.

ChbCTOSIHAETO HA MAUCHTUTE TPSOBa PEAOBHO Ja CE MPEOICHSIBA OT MEAUITMHCKH CIICITHAIICT, TaKa
Yye KOHIICHTpaNuATa Ha (QIyTHKA30HOB (DypoaT/BHUIIAHTEPOII, KOSITO MAIIUEHTUTE MTPUEMAT, J1a CE
3ama3Ba ONTUMAaJIHA U J]a Ce MPOMEHS caMmo M0 JIEKapcKo mpeanucanue. Jlozara cieasa aa ce TUTpUpa
JI0 IOCTUI'aHE Ha Hal-HHUCKATa J103a, IPU KOSATO Ce MOAIbprKa €PEKTHBEH KOHTPOJI BbPXY
CHMIITOMMUTE.

Revinty Ellipta 184/22 mukporpama TpsiOBa ja ce nMa npeBH/I IIPH Bh3PACTHY U FOHOIIIW HA U HaJI
12 roguHM, KOUTO UMAT HYKJa OT TIO-BHCOKA /1032 HHXAJIATOPEH KOPTHKOCTEPOUT B KOMOMHAIHS C
IBITOEHCTBAI OeTa2-arOHHUCT.

OOMKHOBEHO MaLMEHTUTE ycellaT moao0peHue B 0eoapooHaTa GyHKIHs B pAMKUTE HA 15 MUHYTH
cien naxanupane Ha Revinty Ellipta.

Brnpeku ToBa manueHTure TpsiOBa Aa ObAAT YBEAOMEHH, Y€ 3a MOJAbpPKaHE Ha KOHTPOJIA BBPXY
CHUMIITOMHUTE Ha acTMa € Heo0Xo/IMMa peJIoBHA eKeTHEBHA yITOTpeOa, KOSATO Jia TPOIBIDKU JIOPH MTPH
JIMIICBAaIia CUMIITOMAaTHKa.

AKO ce MOSBAT CUMIITOMHY B TIEPHO/Ia MEXKTy JIBa IpreMa, TpSOBa Jja ce MPHUIIOKU HHXAIATOPEH
KpaTKoJieicTBaI 0eTa,-aroOHICT 3a He3a0aBHO 00JIEKIaBaHe.

Heya na eév3pacm noo 12 eoounu

BbezomacHoctTa 1 epukacHoctTa Ha Revinty Ellipta npu netia Ha Bb3pacT mox 12 roauHu npu
MOKA3aHUETO acTMa HE Ca YCTAaHOBEHHU.

Revinty Ellipta He Tpsi0Ba 1a ce U3MoJI3Ba MPH Jielia Ha Bh3pacT o 12 ronuuu. Hanunuuure
[MOHACTOSIIIEM JAaHHHU Ca OIMCAHH B TOYKH 5.1 u 5.2.

XObFb

Bwspacmuu na u nao 18 2o0unu

Enna nnxananus ¢ Revinty Ellipta 92/22 Mukporpama BeHBXK THEBHO.

Revinty Ellipta 184/22 mukporpama He e nmokasad npu nauuentu ¢ XObb. HsaMa nombiHuTenHa nomnsa
OT TIpWJIarane Ha jio3a ot 184/22 mukporpama B cpaBHEHHE C J103a 0T 92/22 MuKporpaMa 1 uma
YBEJMYEH IMOTEHIMAJICH PUCK OT ITHEBMOHUS U CHCTEMHH HEXEJIaHW JICKAPCTBEHH PEaKIInH, CBbP3aHH

¢ ynorpebara Ha KOPTUKOCTEPOUIH (BXK. Touku 4.4 u 4.8).

OOWKHOBEHO MalMEHTUTE ycellar moaoopeHue Ha OenoapoOHaTa pyHKIMSA B paMKkuTe Ha 16-17
MUHYTH ciieq] naxanupane Ha Revinty Ellipta.

Ileduampuuna nonyrayus

Hsma crotBeTHa ynorpeba Ha Revinty Ellipta B neauatpuynaTa nomynanus (Ha Bb3pacT IOA
18 ronnamn) 3a mokazanueto XObBb.



CrenyaiHy rpyny HallueHTH:

Cmapuecka 6v3pacm

He e Heobxoanmo kopurupaHe Ha J103aTa 3a MalueHTH Ha BB3pacT 65 Win moBeYe TOAUHHA (BXK.
TOo4YKa 5.2).

bvopeuno yspeacoane
He e HEOOX0IMMO KOpHUTHpaHe Ha [103aTa MPH Ta3u MOIyaanus (BK. Touka 5.2).
Yeprodpobno yepesicoane

[IpoyuBanus IpH JULA C JIEKO, YMEPEHO TEXKKO U TEXKKO YePHOIPOOHO yBpEKIaHE Ca MOKA3aIIH
yBeJIMYaBaHE NMPU CUCTEMHATA €KCIO3UIHS Ha (UIyTHKa30HOB (ypoat (Ha Cmax 1 AUC) (BK.

TOo4YKa 5.2).

Jo3upaHeTo npu NanueHTH ¢ 4epHoIpoOHO yBpekaaHe TpsOBa aa Obae NpeAnasinBo, Thid KaTO IpH
TSIX UMa MO-TOJISIM PUCK OT CUCTEMHH HEXEaHU PEaKIiH, CBbP3aHU ¢ KOPTUKOCTEPOUJINTE.

[Tpu nanyeHTH ¢ yMEpEeHo TEXKKO HITH TEXKKO YepHOPOOHO YBPEKaHE MaKCHMAITHATA J103a €

92/22 mukporpama (Bx. Touka 4.4).

Hauue Ha npuiioxxeHue

Revinty Ellipta e camo 3a naxanupane npe3 ycrara.

Tps6Ba ma Obae MpHIIarad MO €HO W CHITIO BpEME Ha JICHS, BCEKH JICH.
OKOHYATETHOTO PEUICHHE 3a TOBA, Al MPUEMBT Ha J103aTa fa ObJie CYTPHH WIH Be4ep TPsAOBa Jia ce
OCTaBH Ha MNpelICHKaTa Ha JeKapsl.

CJ'IC,Z[ HHXaJIaluAa IIaluCHTUTC Tpﬂ6Ba Ja U3IUIaKBAT yCTaTa CU € BOJAA, 0e3 Ja s I'bJITaT.

AKo e mporycHaT IpHeM Ha /1033, CIe/IBalliaTa j03a TpsOBa Ja ce mpuemMe B 00MYaifHOTO Bpeme Ha
CIIeIBAIIUS JCH.

AKO ce chXpaHsiBa B XJIaJUITHUK, HHXAIaTOPHT TPsOBa J1a ce OCTaBH Ha CTaifHa TeMIiepaTypa
Hal-MaJIKO €JIMH Yac Mpeau yrmoTpeoda.

Koraro unxanaTopsT ce U3M0JI13Ba 3a IbPBH BT, HE € HEOOXOANMO J1a Ce PoBepsiBa Jajiu paboTu
MPaBUITHO U JIa ce TIOJrOTBs 32 YIOoTpeda Mo HIKaKbB creluaneH HaunH. TpsiOBa Jia ce ciieBat
MHCTPYKLHUHTE 32 YHOTpeOa CThIKA IO CTHIIKA.

Wuxanaropst Ellipta e onakoBaH B THE3/10, ChIBPIKAIIO callle ChC CYIINTEN 32 HaMallsiBaHe Ha
Biarata. Camiero cbC CymmTes TpAOBa 1a ce U3XBBPIIM U HEe TPAOBa /1a ce 0TBaps, /e WIN HHXAJIUpa.

[MarueHTHT TPsIOBA M@ ObJIC TOCHBETBAH Jia HE OTBAps T'HE3/I0TO, IOKATO HE € TOTOB Jla MHXAJIUPa 71034
OT JIEKapCTBOTO.

[Ipu u3BaskJaHETO My OT THE3I0TO, HHXAIATOPHT IIie Ob/Ie B TIO3HIINSA ,,3aTBOpeH” . ,,I3mon3Baiite 10”
garara TpSI6Ba Ja CC HaITuIc Ha HpCIIBI/II[CHOTO 3a TOBa MSICTO Bbpxy €THUKECTA Ha I/IHXElJ'IaTOpa.
,,/I3TI0I3BaiiTe 10” naraTa € 6 CeAMHIN OT JaTaTa Ha OTBapsHe Ha rHe3moTo. Ciern Ta3u narta
WHXaJIaToOpbT He TPSAOBa Ja ce U3IM0J3Ba MoBede. | He30TO MOXKe /1a C€ U3XBBPIIU CIIE]] ITbPBOTO
OTBapsHE.

WHuCcTpykuuuTe 3a ynorpeba ,,cThka 1o cTenka” 3a 30-mo30Bus naxanatop Ellipta (kommaecTso 3a
30 mHM), MOKa3aHU MO-A0IY, ce OTHACAT 1 3a 14-mo30Bus naxanatop Ellipta (kommdaecTso 3a 14 gam).



Hucmpyxyuu 3a ynompeba

1. Hpoqememe moea npedu da 3anoyneme

AKO KanakbT Ha HHXAJaTopa ce OTBOPH U 3aTBOPH 0€3 JIa ce MHXAINUPA JICKAPCTBEHUSAT TPOYKT,
no3ara 1me 0bae 3aryoeHa. 3arydeHaTa mo3a mie Obje 3aabppKaHa B HHXajJaTopa, HO Bedue HiIMa Ja
MOKe 2 ObJle HHXaIUpaHa.

He e B3MOXHO 110 CIy4alfHOCT € eJIHa MHXaJallus Jia ce TIpUeMe HaJ[BUINABAIIO JI03aTa KOJIHYECTBO
OT JIGKapCTBEHHUsI MPOIYKT WIIX JIBOIHA J103a.

Kanak

Bceexnu meT, KoraTo ro
OTBapATE, IPUTOTBATE

bposau Ha Jo3HTe ¢Ha Jo3a OT
JICKapCTBOTO.

Toil moka3Ba KOIKO J03I OT JICKAPCTBOTO ca OCTaHAaIL
B IIHXaj1aTopa.
Hpe;[l[ HHXAJIATOPBT da e o H3MO0J/J3BaH, GPOH‘ILT

nmoka3Ba Touno 30 mo3H.

Toit oTOposBa ¢ 1 Mo-MaIKo BCEKH BT, KOTATO
OTBOpIITE KAIaKa.

Korato ca ocTaHaIH Mo-Maako ot 10 go3m,
MOJIOBHHATA 0T Oposia MOKA3Ba UepBeHO.

Crmen KaTo I3MOI3BaTe MOCIeIHATA oosa,
MoJIOBHHATA OT 6p0}1‘[a IIoKa3Ba 1epBeHO H Ce

nosaBaBa Hudparta 0. Bamuar nexanatop cera e
TpaseH.

Axo creq ToBa OTBOPHTE Kallaka Ha HHXajlaTopa,

GPOH‘I’BT Ha JO3UTE IIe ¢e MMPOMEHIL OT HAIIOJIOBITHA

UEPBEH HA H31ATTO YEPBEH.

2. Ilpucomese na 0o3a

OTBOpeTe KaIiaka, KoraTto CT¢ roToBU Ja MHXaJIUPATC O034. HHX&J’IaTOp’BT HC TpSI6Ba Ja CC pa3Kjiamia.

[Irp3HETE Kamaka HaJoIy, TOKATO ce uye mpakBaHe. Cera JeKapCTBEHUT MPOAYKT € TOTOB 3a
WHXaIUpaHe.

3a NoTBBpKICHHE OPOSYBT HA JIO3UTE OTOPOsiBa ¢ 1 Mo-Manko. AKo, KOTaTo ce 4ye MIPaKBaHeTo,
OpoAYBT HE 0TOPOM, MHXAJIATOPBT HAMA Aa 0cBOOOIM J103a U TPsiOBa a ce 3aHece 00paTHO Ha
(apmarneBTa 3a ChBET.

Mysamyk

OTBODH 3a BB3AYX




3. Kak 0a ce unxanupa nexapcmeenusam npooykm

HHX&J’IaTOp’BT TpSI6Ba Ja CC ABbPXKU JaJICd OT yCTaTa U TpSI6Ba Ja C€ u3auiia KOJIKOTO € Bb3MOXKHO, HO
HC TpSI6Ba Ja CC U311IlBa B UHXAJIaTOpaA.

MyHIIYKBT TpsIOBa J1a ce TIOCTaBH MEXKY YCTHUTE U CIIe]l TOBA YCTHUTE TPSOBA Ja e 3aTBOPSAT
IUTBTHO OKOJIO Hero. [lo BpeMe Ha ynoTpeba oTBOpHUTE 32 BB3/IyX HE TPSAOBA J1a CE MOKPHUBAT C IPHCTH.

o Wuxanupaiite ¢ e1HO MPOABILKUTEIHO, PABHOMEPHO U IBJIOOKO BAMIIBaHE. JbXBT TpsiOBa na ce
3aIBpxKH 03 Ja ce M3AMIIBA, KOJKOTO € Bb3MOXHO Ha-IbITO (Hal-Malko 3 — 4 ceKyHan).

. OTtcTpaHeTe HHXajaTopa OT ycTara.

° W3 nunraiite 0aBHO M CIIOKOIHHO.

7 &

YeTHHUTE ce MPHIENAT
0K0JI0 MYHIIIYKA NpPH
HHXAJHPAHE.

He 0.10okHpaiiTe ¢ NPbLCTH
OTBOPHTE 32 Bb3IYX.

Bb3MoxHO € Ja HC YCCTUTC JICKAPCTBCHUA MMPOAYKT HUJIU BKYCa MY, 1OPU KOIraTO MHXAJIIATOPBT CC
H310JI3Ba MMPABUITHO.

MyH,Z[I]_[yK’bT Ha MHXAJIaTOpa MOKE [1a CC MOYUCTU CBhC CyXa KbpIia, IIPEAN Aa CC 3aTBOPU KAIIAKBT.

4. 3611’)’!601)61’”6 uHxajiamopa u usniakHeme ycmanmia cu

IInp3HeTE Kamaka Harope JOKbACTO MOXKE, 3a J1a IOKPpUC MYHAIIYKA.
CJIC,I[ KaTO CTC U3MOJI3BAJIM MHXaJlaTopa, U3INIaKHETE yCTaTa CH C BOJa, 0e3 Ja s reJirare.

ToBa 111e HaMaJIi BEPOSTHOCTTA J1a TIONYYUTE Bh3MAICHUE B YCTATA MK I'bPJIOTO KATO HEXKEIAHH
PEaKITUH.




4.3 IIpoTuBOMOKA3aAHUA

CBpPBXYyBCTBUTEIHOCT KbM aKTHBHUTE BELIECTBA HJIM KbM HIKOE OT TIOMOIIHHUTE BEILECTBA,
n30poeHu B Touka 6.1.

4.4 CroenuajJHu npexynpexIeHusi U NpeanasHu MepKU Npu ynoTpeoda

Biomasane Ha 3a00JsIBaHETO

OnyTHKa3zoHOB (ypoat/BIIAHTEPOI He TpsiOBa Ja Ob/Ie M3MOI3BaH 3a JICUCHUE HA CHMIITOMHUTE Ha
OCTBHP acTMaTHYCH MPUCTBHII WK OcTpa ex3anepodanus npu XOBb, kouto Hamarat u3noa3BaHeTo Ha
KpaTKoJeicTBaI OpoHXoaMIaTaToOp. Y BEIMUaBaIa ce yroTpeda Ha KpaTKOIeHCTBAIIN
OpoHXOAMIATATOPH 3a O0JICKUYaBaHE HA CUMIITOMUTE MTOKA3Ba BIONIABAaHE HA KOHTPOJIA U Hajara
MAIMEeHTHT J1a ObJe MperieaH OT JeKap.

ITammmentute ¢ actma wm XObb He TpsiOBa 1a TPEeKBCBAT JICUSHUETO ¢ (DITyTHKA30HOB
(hypoat/BunanTepos 6e3 JeKapCcKu KOHTPOJI, Thi KaTo Ciell MPeKbCBAaHETO CUMIITOMHUTE MOTAT J1a Ce
MOSABSIT OTHOBO.

[lo Bpeme Ha jeyeHue ¢ GIIyTHKa30HOB (ypoaT/BUIAHTEPOI MOTaT J1a HACTHIIST CBbP3aHHU C acTMaTa
HE)XEeJNaHU peakuuu u ex3anepoauun. [lanuenture TpabBa nqa ObIaT MHCTPYKTUPAHU Aa IPOIBIDKAT
JICUCHUETO, HO JIa MOTHPCSAT JIEKAPCKU CHBET, aKO CUMIITOMHUTE Ha aCTMAaTa OCTaHAT HEKOHTPOJIUPAHH
WIN ce BJIOLIAT cje] 3armouBane Ha JedueHuero ¢ Revinty Ellipta.

Ilapagokcanen OpoHxXOCIa3bM

Moske na ce HosBU mapaJoKcalicH OPOHXOCTa3bM C BHE3AITHO YBEIMYaBaHE HA XPHUIIOBETE CIIE IPUEM
Ha Jio3aTa. ToBa ChCTOSIHUE TPSOBA J1a C€ TPETUPA He3a0aBHO C KPATKOACHCTBAII HHXAJATOPCH
oponxoamiararop. TpsOBa He3abaBHO Ja ce npeycTaHoBH yrnorpedarta Ha Revinty Ellipta, na ce
HAIPaBH OIICHKA HA ChCTOSIHUETO HA TMAIMEHTA U MPHU HEOOXOAMMOCT JIa C& HA3HAYU ANTCPHATUBHO
JICUYCHUE.

CbpaeyHo-ChI0BU eHEKTH

ChpaedHo-ChJ0BU e(DEeKTH, KATO ChP/ICYHN apUTMUU, HAIP. CYNPABEHTPUKYIApHA TaXUKaAPIUs 1
EKCTPACHCTOIIH, MOTaT Jia ce HaOII01aBaT MpY CHMIIATUKOMUMETHYHY JICKAPCTBEHH MTPOIAYKTH,
BkiountenHo Revinty Ellipta. B mmane6o-koHTponupaHo nNpoyyBaHe MPU YYACTHUIM C yMEpeHa
XOBb u anamHe3a 3a, W MOBUIIICH PUCK OT ChPJIEYHO-CHI0BO 3a00JIsiBaHe, HE ¢ HaOI0aBaHO
MOBHUIIIaBaHE HA PUCKA OT ChP/ICYHO-CHJIOBH CHOUTHS TIPH MAIMEHTH, TIOTy4aBaIiy QJIyTHKa30HOB
(hypoat/BraHTEPOI B CpaBHEHHE ¢ TuIane0o (Bx. Touka 5.1). [lopanu ToBa ¢uryTHKa30HOB
(hypoat/BunanTepoIT TPIOBA 1a Ce U3IOJI3BA MPEATA3IINBO MIPH MAIUEHTH C TEKKO ChPACYHO-CHIIOBO
3a00JIIBaHEe WM HAPYIIEHUS HAa ChPJACUYHUSA PUTHM, THPEOTOKCUKO3a, HEKOPUTHPAHA XUITOKATUEMHUS
WM TAIUEHTH, IPEAPA3oN0KeHN KbM HUCKH HUBA HA CEPYMHUS KaJIUH.

IlanueHTH ¢ Y4epHOAPOOHO YBpPEKIAHE

[Ipu manueHTH ¢ yMEPEHO TEKKO JI0 TEXKKO YSPHOAPOOHO yBpEKIaHE TPSAOBA J1a CE U3IOJI3BA /1032 OT
92/22 MukporpamMa U Te3u NaIMeHTH TPsOBa 1a ObJaT HAOMI0JaBaHU 32 CUCTEMHH HEXEIIaHU
peakmuy, CBbP3aHu ¢ yrmoTpedara Ha KOPTHKOCTEPOUIn (BXK. ToUka 5.2).

CucreMHn PCAKIIMHK, CBbP3aHH C VHOTD€63 Ha KOPTUKOCTEPOUAHN

IIpu Bcexn MHXaAIATOPEH KOPTUKOCTEPOH I, TIO-CTIICIIHAITHO TIPY IIPUEM Ha BUCOKH JIO3U 32
MPOIBDKUTEIHU EPUOAU OT BPEME, € Bb3MOXKHO J1a C€ TOSIBST CUCTEMHH peakiuu. [losiBaTa Ha Te3u
peaKIuu € Mo-MaJIko BEepOsiTHA, OTKOJIKOTO MIPU MEPOPATHUTE KOPTUKOCTEPOUIU. Bh3MoxHUTE
CHCTEMHH PEaKIMH BKIIOYBAT CHHAPOM Ha KBIIMHT U KBIIMHTOUTHH YEPTH, TOTHCKAHE Ha
Ha0BOpevHaTa PYHKIMS, HAMAISIBAHE HA MUHEpaTHATa TUIbTHOCT Ha KOCTHTE, 3a0aBsiHE HA pacTexka



IIpH JIelia U FOHOIIN, KaTapaKTa U IJIayKoMa H PSJIKO PeIuLa CUXUYHH HIIH TOBEJICHYSCKH IPOMEHH,
BKJIIOYBAIIH TICHXOMOTOPHA XUIIEPAKTHBHOCT, Pa3CTPONCTBA HA ChHSI, TPEBOXKHOCT, ACHIPECHS HIIH
arpecusi (0coOeHO Tpu Jiena).

OyTHKA30HOB Qypoat/BHIAHTEPOI TPsIOBa J1a ce puIIara mpeanasiuBo MpH MalueHTH ¢ 6eroapodHa
TyOepKyJ103a WU MPU MAMEHTH ¢ XPOHUYHH WM HEIEKYBaHU MH(EKITIH.

3DI/ITCJ'IHI/I CMYIIICHUA

[Ipu crcTEMHO | JIOKATHO MPUIIOKEHUE HA KOPTUKOCTEPOH I Ca Bh3MOXKHH CHOOIICHHUS 32 3PUTEITHH
CMYIIEHU. AKO TPY MAIMEHT Ca HAMIIE CUMITTOMH KaTo 3aMbIJICHO 3PCHUE WU IPYTH 3PUTEITHH
CMYIIIEHUS, MAIUSHTHT TPSOBa J1a O'b/Ie HACOUYCH 32 KOHCYATAIHS ¢ 0()TAIMOJIOT 32 OIICHKA Ha
BB3MOXHHTE MPUYNHH, KOUTO MOTAT JIa BKJIFOYBAT KaTapakTa, TIayKoMa MU PellKu 3a00IIIBaHMS KaTO
neHTpaiiHa cepo3na xopuoperunonatus (1ICX), 3a kouTo ce cro0maBa cien CUCTEMHO H JIOKAITHO
U3II0JI3BaHE HA KOPTUKOCTEPOUIH.

XHIEPrIuKEMUS

JlokiiagBaHu ca ciiydau Ha IMOBHUINABaHE HA HUBATa HAa KPbBHATA 3aXap NP MAIMCHTH ¢ 1uabeT U ToBa
TpsiOBa Ja ce uMa MPEABH/I IIPHU MPEANMCBAHE Ha JICKAPCTBOTO Ha MAllMEHTH C aHAMHE3a 33 3axXapeH
nuader.

ITauesmonns npu nanment ¢ XOBb

HaburonaBa ce moBuIlieHa 4eCTOTa Ha THEBMOHMS, BKITIOYUTEITHO THEBMOHUS HaJlaramia
xXocTHuTanu3anys, npu narueaTa ¢ XObb, konTo mpreMat nHXalIaTOpHA KOPTHKOCTepouan. MMa
HSIKOM JTaHHU 32 MOBUIIICH PUCK OT MTHEBMOHMS IIPH ITOBHUINIABaHE HA CTEPOMIHATA /1032, HO TOBA HE Ce
JIEMOHCTpHpPA YOSTUTEITHO B PAMKHUTE HA BCUYKH MTPOYYBAHUSI.

Hsama Y6elII/ITeHHO KIIMHUYHO JJOKAa3aTCJICTBO 3a Pa3JIMKU B PaMKHUTEC Ha Kjlaca MEXAY MHXAJIaTOPHUTE
KOPTHUKOCTCPOUAHU IMPOAYKTU, OTHOCHO I'OJICMUHATA Ha pYCKa OT THEBMOHMS.

Jlekapure TpsiOBa 1a NPOCIEASIBAT 32 Bb3MOXKHO pa3BUTHE Ha MHEBMOHMS pH naientu ¢ XOBB, Toit
KaTO KJIMHUYHATA KapTHHA Ha TE3U MH(EKIIUHU Ce MPEIOKPHUBA ChC CUMIITOMUTE Ha eK3alepOanuy Ha

XOBb.

PuckoBure dakropu 3a mHeBMOHMS Npy TanMeHTH ¢ XOBb BKIIFOUBAT HACTOSIIIO TIOTIOHOMYIICHE, MO-
HampeHaua Bb3pacT, HUCHK MHAEKC Ha TenecHa Maca (U TM) u Texxka XOBb.

ITHeBMOHMS TP MMAITMEHTH C acTMa

CrayvanTe Ha MTHEBMOHUS MPH NALMEHTH C aCTMa ca OMJIM YeCTH MpH Mo-BUCOKUTe 03u. CiryyanTte Ha
ITHEBMOHMS TP MALMEHTH € aCTMa, IpueMaIiu (GayTuka3oHoB (ypoaT/BHIAaHTEPOT

184/22 mukporpama ca OMIM MHOTO ITOBEYE B CPABHEHHUE C TE3U IIPH MAI[UCHTH, IIPUEMAIn
(dayTuka3oHOB (ypoat/Bunantepon 92/22 Mmukporpama win mianedo (Bx. Touka 4.8). He ca 6unu
WACHTU(PHULINUPAHU PUCKOBU (PAKTOPH.

Tlomonrau BCIICCTBA

To3u nexapcTBeH NPOAYKT ChabpKa JakTo3a. [laruenty ¢ peaxku HaciaeICTBEHH Tpo0IeMy Ha
HETMIOHOCHUMOCT KbM TallakTo3a, IThJICH JIAKTa3eH Ae(UIUT MU TITI0OKO30-TallaKTO3HA ManabcopOIus He
TpsI0Ba J]a M3MOI3BAT TO3H JICKAPCTBEH MPOIYKT.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU MPOAYKTH U APYru (popMu HA B3anMoelicTBUE

Knnanuno 3HaunMu JICKapCTBCHU B3aHMOHeﬁCTBHﬂ, MEANUpPAHU OT (l)J'IYTI/IKaSOHOB
Q)ypoaT/BHnaHTepon B KIIMHUYHU 103U, CE€ CUUTAT MAJIKO BEPOATHU, IOpaAU HUCKUTE IIJIa3MCHU



KOHIICHTPAITNH, KOWTO CE€ JIOCTUTAT CJIe] HHXAIATOPHO JO3UPAHE.

Bsaumoneiictue ¢ 0era-0y10kepu

Bbera,-aapeneprudnuTe 0J0KEpH MOraT aa OTCaa0sAT WM aHTaroHu3upaT ehekra Ha OeTas-
aJIpeHepPTUYHUTE arOHUCTH. EJJTHOBPEMEHHOTO NMPHIIOKECHNE HAa HECEIIEKTUBHY U CEIICKTUBHU
OeTar-aipeHePrUYHH OJIOKEpH TPsOBa J1a ce M304rBa, OCBEH aKO UMa HAJIOKUTCITHHU MPUYMHU 32
TAXHATa yrmoTpeoa.

Bzaumoneiicteue ¢ CYP3 A4 naxuburopu

®nyTrKa3oHOB (hypoar ¥ BUIAHTEPOI OBP30 C€ OUMCTBAT Ype3 eKCTEH3UBEH METa00IN3bM IPH ITEPBO
npeMUHaBaHe upe3 yepHoapooHus ensum CYP3A4.

IIpenopruBa ce MOBHIIICHO BHUMAHUE TIPH €THOBPEMEHHO npmiiarane ¢ moraun CYP 3A4
MHXUOUTOPH (HAIp. KETOKOHA30JI, PUTOHABHP, NPOIYKTH, ChAbP)KAIIN KOOUIUCTAT), Thil KATO
CBILECTBYBA Bb3MOXHOCT 32 TIOBUILIABAHE HA CUCTEMHATa eKCIO3UIHA Ha (DIyTHKa30HOB (ypoaT u
BUIIaHTepo. EnMHoBpeMeHHO puitoskeHHne TpsiOBa jia ce n30srea, OCBEH aKo MoJj3ara MpeBUIaBa
YBEJIMYEHHS PUCK OT CHCTEMHH KOPTUKOCTEPOUIHH HEXETIAHHU PEaKIINH, B KONTO CiTydail MallueHTUTe
TpsiOBa J1a ce MpoCiesIBaT 32 CHCTEMHH KOPTUKOCTEPOHIHU HeXXenanu peakuuu. [IpoyuBane 3a
nexapcTBeHu B3aumoaeicTBus ¢ CYP3A4 ¢ noBrapsmm ce 1031 € OMII0 MPOBEIEHO MPH 3IpaBU
WHIMBUIY ¢ KoMOMHanusATa GayTrka3zoHoB ¢ypoat/Bunantepon (184/22 Mukporpama) U MOIIHUS
CYP3 A4 nnxuburop keroxkonazon (400 mg). ETHOBpeMEHHOTO NPHIOKEHHE € TOBUIIMIO CPETHUTE
croitHocT Ha AUC 024) 1 Cinax Ha (pi1yTHKa30HOB (hypoaT, choTBeTHO ¢ 36% u 33%. IloBumasanero
Ha eKCIo3HIuATa Ha (piyTHKa30HOB (hypoaT ce cBbp3Ba ¢ 27% HamansBaHe Ha 0-24 4acoBHUs TETJIOBEH
CpelleH cepyMeH KopTu30J1. ENHOBpEMEHHOTO IPUIIO)KEHHE IIOBUIIIaBA CPEAHUTE CTOIHOCTH Ha
AUC 0-t) 1 Cax Ha BUWIAHTEPOJI CHOTBETHO € 65% u 22%. [loBuIIaBaHEeTO HA EKCHIO3UIIMUATA HA
BUJIAHTEPOJ HE € OMJIO CBBP3aHO C yBeJIMYaBaHe Ha CUCTEMHHTE e(DEeKTH Ha OeTa-arOHUCTUTE BBPXY
ChpJIeUHATA YeCTOTa, HUBaTa Ha cepyMuus kaymid win QTcF uatepsana.

BzauMmoneiicteue ¢ naxnouropu Ha P-rimmkonporenn

®D1yTUKA30HOBHAT Pypoar v BUIAHTEPOI ca cyocTpatu Ha P-rmukonporens (P-gp). Kimmanano
(hapMakoIOrHYHO IPOYYBaHE MPH 3APABU HHAUBUIY C MIPUIOKEHNE Ha BUJIAHTEPOJI, €THOBPEMEHHO C
moruus P-gp u ymepern CYP3A4 uuxuOuTop BepamnaMuil, He € I0Ka3aJio HIKaKbB 3HAUUM e(EeKT
BBPXY (apMaKOKHHETHKATa Ha BIJIAHTEpoI. He ca mpoBekaaHu KIMHUYHY (HapMaKOJIOTHYHH
Npoy4BaHus cbe crieruduyer P-gp uaxuOuTop n QuyTukazoHoB gypoar.

CUMITATHKOMUMETUYHM JICKAPCTBEHU MPOAYKTH

EAHOBpEMEHHO MPUJIOKEHUE HA IPYTH CUMIATUKOMUMETHYHH JICKAPCTBEHH MPOTYKTH
(caMOCTOSITEITHO HJIH KaTO YacT OT KOMOWHHMpaHa Teparus) MOXKe Jla MOTCHIIUpa HeKESTAaHUTE PEaKInu
Ha ¢uyTHKa30HOB (ypoat/Buiaantepos. Revinty Ellipta He TpsiOBa a ce u3moi3pa B KOMOMHALIUS C
JPYTH IBJITOACHCTBAIIM OCTar-aIpeHEPTHYHHA arOHUCTH WU JIEKAPCTBEHH MPOIYKTH, ChAbPIKAIIN
JBJITOZICHCTBAIIN OeTar-aJPCHEPTHYHN arOHUCTH.

Ilenuarpuyna nomnyJanus

[IpoyuBanus 3a B3aMMOJEHCTBUATA Ca IPOBEXJaHU CaMO IIPU Bb3PACTHH.
4.6 dDeprTHauTeT, OPEMEHHOCT U KbpPMeHe

BpemenHocT

[IpoyuBanus IpH >KUBOTHH Ca MOKa3aJId PEIPOIYKTUBHA TOKCUYHOCT MPH €KCIIO3ULIUHU, KOUTO HAMAT
CHOTBETHO KJIMHMYHO IpUIIoKeHne (BK. Touka 5.3). JIumcBaT win uMa orpaHU4eHH JaHHU OT
ynoTpebata Ha QpayTHKa30HOB (pypoat M BUiIaHTepos TpudeHaTaT Npu OPEMEHHH KEHH.



[IpunosxenneTo Ha GIyTHKa30HOB (ypoaT/BUIAHTEPOI IIPH OPEMEHHH JKEHU MOXKE J1a ¢€ OOMHUCIIH,
caMo aKo OYaKBaHUTE MOJI3U 3a MaifkaTa HaBUINABAT MOTEHIMAIHUS PUCK 3a (deTyca.

Kspmene

Hsama nocraTeuna nH(popMaIus 3a eKCKpenusaTa Ha (payTHKa3oHOB (QypoaT Witk BIJIAHTEPOI
TpudeHaTaT u/Win MeTaboIMTHTE B KbpMara. Bee mak, Apyru KOPTHKOCTEPOUIHN U O€Ta,-arOHKCTH ca
OTKPHUTH B KbpMara (BXK. Touka 5.3). He Moxe 1a ce U3KITI0YH PUCK 32 KbPMECHHTE
HOBOPOJICHU/KbpMaYeTa.

TpsOBa ma ce B3eMe perieHre Aajiu a ce MPEeyCTaHOBU KbPMEHETO WY /Ia CE MPEYCTaHOBH JICUEHUETO

C (bHYTI/IKEBOHOB (bypO&T/BHJIaHTepOH, KaToO CC B3eMartT NpeaABU/ 1oJji3aTa OT KbPMCHCTO 3a ICTCTO U
noJj3arta OT JICUCHHUETO 3a KCHarTa.

DepTunuTer

Hsima mannum o oTHOIIEHNe Ha hepTuimTeTa pu xopa. [IpoydBaHust Py )KUBOTHU HE TIOKA3BaT
edekT Ha GIyTHKa30HOB (ypoatT/BUIAHTEPO] TpUPEHATAT BbpXY depTunnureTa (BxK. Touka 5.3).

4.7 EdexTn BbpXy cioco0HOCTTA 32 modupane H padoTa ¢ MAIIUHA

OnyTHKa30HOB (ypoaT WK BUIAHTEPO HE TIOBIHUSABA U MOBJIHSIBA MPEHEOPEKUMO CITIOCOOHOCTTA
3a modupane 1 paboTa c MaIIVHH.

4.8 HexenaHu JeKkapcTBEeHH peakKINU

Pestome Ha npodn/ma 3a 0€30IMaCHOCT

JlanHuTE OT TOJNIEMU KIMHUYHY ITpoy4uBanus 3a actMa 1 XOBb ca u3noi3Banu 3a onpe/ieisiHe Ha
YEeCTOTaTa Ha HEXKEIAHUTE JICKAPCTBEHU PEaKIlUi, CBbp3aHu ¢ (hiyTuka3oHoB (pypoat/Bunantepoir. B
mporpamata 3a KIMHHYHO pa3padoTBaHe 3a actMa o010 7 034 manueHTH ca OWiIu BKITFOUYEHU B
WHTETpHUpaHa OIICHKAa Ha HeXKEJIaHUTE peakuu. B mporpamarta 3a KIUHUYIHO pa3zpadoTane 3a XObb
00110 6 237 y4acTHUIM ca OMITM BKJIFOUYCHU B HHTETPUPAHA OIICHKA HA HEXKEIIAHUTE PEaKIUHU.

Haii-yecto choOnIaBaHNTE HEKENIAHH JICKAPCTBEHHU PEAKINU ¢ (IIYyTHKa30HOB (GypoaT U BHIAHTEPOI
ca rnaBoOosme U Ha3opapuHruT. C H3KIIIOYEHNE HAa TTHEBMOHUS U QPaKTypH, TPOPHUIBT HA
6e3onacHocT e nojooeH npu nauuentute ¢ actMa u XOBB. 1o Bpeme Ha KITMHUYHUTE TPOYYBaHUS,
MMHEBMOHUS 1 (hpaKkTypu ca HaOIIogaBaHu Mo-4ecto npu nanuenture ¢ XObb.

TabauyeH CIHUCHK HA HEXKEIAHUTE JICKAPCTBCHU PCAKIINH

HesxenanuTe peakimu ca n30pOSHH B 3aBUCHMOCT OT CUCTEMO-OpTaHHHUs KJIac M 4yecToTara. 3a
KIacu(UKaIUs Ha YECTOTHTE € U3MOJI3BaHa CIICIHATA KOHBEHIUS: MHOTO YecTH (>1/10); yecTH
(>1/100 mo <1/10); meuectr (>1/1 000 g0 <1/100); peaxu (=1/10 000 xo <1/1 000); MHOrO peaKu
(<1/10 000).

B®B BCSIKO IpYIUpaHE MO YECTOTA HEXKETAHUTE JICKAPCTBEHHU PEAKIIMU Ca TIPEACTABCHU B HU3X OIS
pen 1Mo OTHOIICHHE HA CEPUO3HOCTTA.

Cl/ICTeMO-OpFaHeH KJ1ac Hexenanu PC€aAKIINHA YecToTa

Undexnyun u nndecranum [TaeBMOHMS* Yectn
Wndexiys Ha ropHUTE TUXaTEITHU
IBTHUILA

Bpouxut

T'pun

Kanamnnosa Ha ycraTa U rbpJioTo
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CucremMo-opraneH Kjiac Hexenanm peakuum YectoTa
Hapyuienust Ha ”MyHHaTa Peakiiuu Ha CBpBX4UYBCTBUTEIHOCT, Penxu
cucTemMa BKJIIOUMTENTHO aHa(UIIaKCus,

aHruoeqieM, OOpUB U YPTUKAPHSL.
Hapymenus na metabonusma | XunepriukeMus Hewectn
U XpaHEeHETO
Tlcuxu4Hu HapyIIeHUS TpeBoXKHOCT Penxu
Hapymenus Ha HepBHaTa I'maBoGomue MHoro yectn
cucreMa Tpemop Penxu
Hapymienns Ha ounte 3ambrieHo 3peHne (BXK. Touka 4.4) Heuectn
Cobpaevnn HapyIICHUS Excrtpacucronu Heuectn

ITannuranun Penxu

Taxukapaus Penxu
Pecniuparopuu, rppaau u Hazodapunrur MHoro yectn
METUACTHHATHA HAPYIICHUS Opodapunreanta 0oyka Yectn

CunrynT

DapuHrUT

Punut

Kannmmna

Huchonns

ITapagokcaneH OpoHXOCTIa3bM Penxu
CroMantHo-4peBHU Kopemna 6omka Yectn
HapyIICHAS
Hapymenns Ha MyckyJiHO- Aptpanrus Yectn
CKeJIeTHAaTa CUCTEeMa U Bonka B repba
ChEAMHUTEITHATA ThKaH Opaktypu**

MycKyJHM cia3Mu
OO0y HapymieHUS U eheKTH IIupexcus Yectn
Ha MSICTOTO Ha MPHUIIOKEHHUE

*, ** Bmwkre mo-noiy ,,Onucanve Ha n30paHu HEXKEJIaH! PeaKITuu

Onrcanve Ha N30paH HEXKETaHH JICKAPCTBEHH PEaKIIUN

*[Inesmonus (Bx. Touka 4.4)

B unTerpupan aHanus ot ABe peIUIMKaTUBHU €IHOIOAMIIHY IIPOYUBaHUs [IPU YMEpEeHa JI0 TeXKa
XOBb (cpenen npeasuneH noct-opouxonunararoped ckpuauHroB ®EO; 45%, crannaptHO
otkionenue (SD) 13%) c exzanepOauus B mpeaumHara roquna (n = 3 255), OposT Ha ciaydanTe Ha
nHeBMoHnus 3a 1 000 manuenToroauau ¢ 97,9 npu dnyrrkazoHos ¢ypoat/sunantepoi (FF/VI) 184/22
Mukporpama, 85,7 npu FF/VI 92/22 mukporpama u 42,3 npu rpymnata Ha Bunantepos (VI)

22 mukporpama. bposT Ha cinydyante Ha Texxka mHeBMOHMS Ha 1 000 manueHTOroquHN € CbOTBETHO
33,6, 35,5 u 7,6, a OposT Ha cirydanTe Ha cepro3Ha maeBMonHns Ha 1 000 mammuentoroauau ¢ 35,1 mpu
FF/VI 184/22 muxporpama, 42,9 npu FF/VI 92/22 mukporpama, 12,1 npu VI 22 mukporpama. Cnen
KOPEKIIHsI CIIOpPE] eKCIIO3UINATA CIIy4anTe Ha ITHEBMOHHMS C JieTaneH u3xoJ ca 8,8 mpu FF/VI 184/22
Mukporpama crupsimo 1,5 npu FF/VI 92/22 mukporpama u 0 ipu VI 22 muxporpama.

B mmanie60-xontponupanoro npoyusane (SUMMIT) npu naruentu ¢ ymepena XObb (cpenen
MIPOLIEHT MOCT-0OpoHxoaunararopeH ckpuHuHToB ®EO; 60%, SD 6%) 1 aHamHe3a 3a, WM TTOBUIIICH
PHUCK OT ChPACYHO-CHIOBO 3a00J1s1BaHe, yecToTara Ha mueBMoHus pu FF/VI, FF, VI u mnaneo6o e:
HeXxenaHu peakun (6%, 5%, 4%, 5%); cepno3an nexxenanu peaxun (3%, 4%, 3%, 3%); cMbpTHH
CIIydad 10 BpeMe Ha TepalmsATa, 3a KOUTO € MpeleHeHo, Ye ce Ib/hkat Ha mHeBMoHus (0,3%, 0,2%,
0,1%, 0,2%); xopurupaHuTe crpsiMo ekcnosunusara yectotu (3a 1 000 roanHu NeyeHue) ca:
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CHOTBETHO Hexenmanu peaknuu (39,5; 42,4; 27,7; 38,4); cepro3an Hexenanu peaknnn (22,4; 25,1;
16,4; 22,2); CMBPTHH CITydad 10 BpeMe Ha TEpaImsITa, 32 KOUTO € TIPEIIEHEHO, Ue Ce TbKAT Ha
naeBmonus (1,8; 1,5; 0,9; 1,4).

B unaTerpupan ananus ot 11 npoyuBanus pu actMa (7 034 manueHTH) YecToTaTa Ha THEBMOHHATA Ha
1 000 nauuentoroaunu e 18,4 npu FF/VI 184/22 mukporpama cripsamo 9,6 npu FF/VI 92/22
Mukporpama u 8,0 B rpyrnara Ha rmianeoo.

**Dpaxmypu

B nBe permnukatuBHE 12-MeceuHu npoyyBaHus npu oomo 3 255 nauuentu ¢ XOBb dectoTara Ha
(bpakTypuTe Ha KOCTH KaTo IsUI0 € OMiIa HUCKA NP BCHYKH TPETUPAHU TPYIIH, C TTO-BHCOKA YECTOTA
npu Bcuuky rpynu, npuemainy Revinty Ellipta (2%), cpaBHeHu ¢ rpymnata, npuemalia BUIaHTepO

22 mukporpama (<1%). Benpeku ue e numaio noseye (pakTypu npH rpynuTe, npuemaiiu Revinty
Ellipta B cpaBHEHHME ¢ TpyIIaTa, MpHeMallia BUJIaHTepo 22 MUKporpaMa, GpaKkTypu, KOUTO ¢a TUITMYHO
CBBp3aHHU C yrnorpedara Ha KOPTUKOCTEPOUIH (HAIp. CTUHATIHA KOMIIPECHS/TOPAKOITyMOATHI
BepTeOpanHu GpaKkTypH, MPOKCUMATTHH (EMOpaTHU U aneTadynapHu GpakTypH) ca HaOlIroJaBaHu IpU
<1% B pamenara, Tpetupanu ¢ Revinty Ellipta u Bunanrepoi.

B npoyusanero SUMMIT, yecrorata Ha BcuukH ciaydau Ha ¢axtypu npu FF/VI, FF, VI u nnane6o e
2% BBB BCIKO paMo; (GpaKkTypH, 4ecTo CBhp3BaHM ¢ ynoTpebarta Ha MKC, ca mo-manko ot 1 % BB
BCSIKO paMo. Kopurupanute cripsmo ekcro3urusata gectoT (3a 1 000 roauHu JIedeHue) 3a BCHIKH
cilydau Ha pakTypu ca: cboTBeTHO 13,6; 12,8; 13,2; 11,5; dpakrypu, 4ecTto CBbp3BaHM C yrnoTpedara
Ha IKC ca cvotBeTHO 3.,4; 3,9; 2,4; 2,1.

[Tpu naTeTprpan aHanu3 ot 11 npoyusanus 3a actMa (7 034 nanueHTn), yectorara Ha QpaKTypuTe €
6mna <1% u Te OOMKHOBEHO ca OMIIM CBBP3aHU C TpaBMa.

Cno0InaBate Ha MMO03MPAHU HOWKEIIAHHU PEAKITUH

Cro0ImaBaHeTo Ha IMOI03MPaHN HEXKEJIaHHU PEeaKIny Ciie]] pa3pelaBane 3a ynorpeda Ha JIeKapCTBEHHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISABA a TIPOIBIKH HAOIOICHUETO Ha ChOTHOIIIEHUETO TOI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEAUIMHCKUTE CIICIIUATHCTH CE H3UCKBA J]a ChOOIIABAT BCSIKA
M0JI03UPaHa HeXellaHa Peakius uype3 HallMOHAIHA CHCTEMa 3a ChOOIaBaHe, TIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

CumMnromu u IOpU3Hau

[penosupane Ha GIyTHKAa30HOB (GypoaT/BHIAHTEPOI MOXKE JIa IPUYHWHY MPU3HAIM U CUMIITOMH,
JUBJDKAIIN CE HA JICWCTBUETO Ha OTACTHUTE KOMIIOHEHTH, BKIIFOUUTEITHO TaKWBa, HAOIIOIaBaH! TIPU
TpeIo3upaHe Ha JPYTU 0€Ta,-arOHUCTH U B CHOTBETCTBUE C MIO3HATUTE KJIACOBH e(hEeKTH Ha
WHXQJIATOPHUTE KOPTUKOCTEPOUIH (BXK. Touka 4.4).

Jleuenune

Hsma cnienuduano neuenue npu npego3upane ¢ GiayTukazoHoB ¢ypoat/Bunanrepot. [Ipu
npeao3upane, NalMEeHTHT TPsIOBa J1a ce MOAI0KH Ha MOJABPKAILO JEYSHNE ChC ChOTBETHO
npociensBaHe Mpyu HEOOXOAUMOCT.

KapauocenekrupHa 6eta-010Kkana TpssOBa 1a ce 0OMKCIM caMo MPH 3a1bI00oYaBaliy ce €PeKTH OT
MpeI03upaHe C BUJIAHTEPOJI, KOUTO Ca KIMHUYHO 00E3MOKOUTETHA U KOUTO HE CE MOBJIUSBAT OT
noIbpoKaIy Mepku. KapauocenekTuBH 0eTa-0JIOKUpAIIY JICKapCTBEHHU MPOIYyKTH TPsIOBa Ja ce
W3MOJI3BAT C TPEANA3IMBOCT NPH MAIUEHTH ¢ aHAMHE3a 32 OPOHXOCIa3bM.

HOCJ’IC,Z[BaH_[I/ITG MCPKH TpSI6Ba Ja Cca B CbOTBCTCTBUC C KIIMHUYHATA MMPAKTHUKA UJIU KAKTO CC
IMPEropbYBa OT HAIIMOHAJIHUA LICHTHP IO OTPpaBAHUA, [IPU HAJIMYNUEC HAa TaKbB HECHTHP.
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5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

®dapmakoTepaneBTHYHA Tpyma: JlekapcTBa 3a 00CTPYKTUBHU 3200 IsBaHMs HA AUXATSITHUTE THTHIIA,
AIPCHECPIruYHU CpEaACTBa B KOM6I/IHaHI/I$I C KOPTUKOCTEPOUIN HUJIU APYTH JIEKAPCTBA, C USKIIIOUCHHUE HAa

anTuxonuHepruanu cpeactsa ATC xox: RO3AKI10.

MexaHU3bM Ha IEWCTBUE

(DJ'IYTI/IKS.BOHOBI/I}IT (bypoaT 1 BUWIAHTCPOJI Ca NPCACTABUTCIIN HA JIBA KJlaCa JICKApCTBa (CI/IHTCTI/I‘-ICH
KOPTHUKOCTCPOUA U CCIICKTUBCH, HLHFOHCﬁCTBam 6eTa2—peuer{TopeH aFOHI/ICT).

dapMakoIMHAMUYHU ePEKTH

Drnymuxazoros gypoam

DyTHKA30HOBUAT (PYpOAT € CHHTETHUYEH TPUQPITyOPHUPAH KOPTUKOCTEPOU] C MOIITHO
MPOTHUBOBB3MAIUTEIHO JeiicTBrEe. He € M3BeCTeH TOUHUAT MEXaHU3bM, Upe3 KOUTO Iy THKA30HOBUST
(dhypoat noryusiBa cumnroMute Ha actMa 1 XOBB. YcraHOBEHO €, 4e KOPTHKOCTEPOUIUTE HMAT
IIUPOK 00XBAT Ha BB3JICHCTBUS BbPXY MHOTO THITOBE KJIETKH (Harp. eo3nHo(rn, Makpodaru,
TUMQOIIUTH) U MEIUATOPH (HAIP. IUTOKMHN U XEMOKHHH, Y4acTaBaIlld BbB BH3MAIUTEITHS IIPOIIEC).

Bunanmepon mpugenamam

Bunanrtepon TpudeHaTar e cesleKTUBEH AbiroaeicTnai Oeras-aapeHepruder aronuct (JJBA).
Cuwura ce, ye hapMakogoruaauTe e(hekTH Ha O0eTa,-aIpeHOPEIENITOPHUTE arOHUCTH, BKITIOUHUTEITHO
BUJIaHTEPOJ Tpu(eHaraT, ce IbJDKAT, Hali-MaJIkOTO YaCTUYHO, Ha CTUMYJIMpaHe Ha MHTpalenylapHaTa
aJIeHWIATIMKIIa3a, CH3UM, KOWTO KaTaJu3upa NpeBpbhIIaHeTo Ha afgeHo3uH Tpudocdat (ATD) no
nmuKIn4aeH-3,5’-aneHo3ud Monodocdar (mukmmaeH AM®). [TosumennTe HuBa Ha nuKymdeH AM®
MIPEeIN3BUKBAT OTITyCKaHe Ha OpOHXMAIHATA IJ1a/IKa MyCKyJaTypa U HHXHOUpaHe Ha
0CBOOOKIaBaHETO HA METUATOPH HA CBPbXUYBCTBUTEIHOCT OT OBP3 TUI OT KIETKHUTE, OCOOEHO OT
MaCTOIIMTHUTE.

Mexny koptukoctepouaute u JJJIBA HacTbIBAT MOJEKYJISIPHUA B3aUMOIEUCTBHUSI, IPU KOUTO
CTEPOMIUTE AKTHUBHUPAT O€Tar-pelleNTOPHUS T'eH, TOBHUIABANKN OPOS M UyBCTBUTEIHOCTTA Ha
peuentopute U JIJIBA moAroTBAT MIIOKOKOPTUKOWIHUSA PELIETITOP 32 CTEPOUTHO3aBUCHMO
aKTUBUPAHE W TIOBUIIABAT KJIEThYHATA HyKJICapHA TPAHCIOKANHNSA. T€31 CHHEPTUYHU B3aUMOICHCTBUS
BOJISIT 10 YBEJIMYEHA IPOTUBOBB3MAIUTEIHA aKTUBHOCT, KOETO € IOKA3aHO in Vitro U in vivo, Ipu
ToJIsIM OpOM KJIETKH Ha BB3MAJICHUETO, CBbP3aHM ¢ maTtoduznonoruata Ha actmara 1 XObb. B
MOHOHYKJICAPHH KJISTKHU OT nepudepHa KpbB Ha yuactHui ¢ XOBB, e Habo1aBan mo-rojsm
MPOTUBOBB3MAIUTENIEH €EKT IMPH MPUIIOKEHUE Ha KOMOMHAIUATA (ITyTHKA30HOB
bypoat/BunanTepol, B cpaBHeHHE ¢ QIyTHKa30HOB (hypoaT, MpHUIaraH CaMOCTOSTEIHO MPH
KOHIIEHTPAINH, JOCTUTHATH C KIMHIUYHU 103U. 3aCHJICHUAT MPOTUBOBB3NanuTeneH epext Ha J[/IbA
KOMIIOHEHTa € ogo0eH Ha To3u, nonydeH ¢ npyru UKC/JABA komOuHauuu.

KinnnunyHa ehukacHOCT ¥ 0€30IacHOCT

Acmma

B tpu daza Il pangomuzupanu, qeoinocienu npoyupanus (HZA106827, HZA106829 u
HZA106837) ¢ paznuyHa NpoIbHKUTETHOCT ca OWIK OLleHeH! 0e30macHOCTTa 1 e(hUKAaCHOCTTa Ha
($yTHKa30HOB (ypoaT/BUIAHTEPOJI IPU BH3PACTHH U IOHOIMIN C IEPCUCTHpalia acTMa. Benuku
yuyacTaHAIM ca n3non3Bann MKC (maxanaTopeH KopTukocteponn) cbe wiu 6e3 JJIbA 3a Hail-mamko
12 cenmunm npeau Bu3uta 1. B npoyuBane HZA 106837 BCHUKY MAMEHTH ca UMAJIM Hali-MaJlIKoO €1Ha
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ek3arepbanys B TOAMHATA MPEAN BU3HTA 1, KOSTO € M3UCKBAJIA JICYSHHE C TIEPOPATHU
KopTukocTepouau. B mpoyusane HZA 106827 ¢ mpoabmkutenHocT 12 cenMuiin e Owita orieHeHa
epukacHocTTa Ha QIyTHKA30HOB (pypoat/Bunantepon 92/22 mukporpama [n=201] u ¢pryTHKa30HOB
¢dypoar 92 mukporpama [n=205] B cpaBHeHHE ¢ Tuiane60 [n=203], BCUYKH MPUIIaTaHu BEAHBK
nHeBHO. B poyuBane HZA 106829 ¢ npoab/KUTETHOCT 24 ceaMULM € Ouia OllcHeHa e(pUKACHOCTTa
Ha ¢uyTHKa30HOB (ypoat/Buaantepo 184/22 mukporpama [n=197] u payruka3zoHoB Gpypoar

184 muxporpama [n=194], mpunaranu u B 1BaTa ciayvas BEIHBX JHEBHO B CPAaBHEHUE C
¢ryTrkazoHoB nipormoHaT 500 MUKporpama JiBa bTH JHEBHO [n=195].

B npoyusanus HZA106827/ HZA 106829 nonbIHUTEIHUTE IBPBUYHHI KPailHU TOUKH 33 €PUKACHOCT
ca oW MpoMsiHATa OT M3XOIHOTO HUBO Ha MPEAJI030BaTa CTORHOCT (MIpe-OpOHXO0MIaTaTOPHO U
npenno3oBo) Ha EO; mpu kIMHUYHA BU3WTA B Kpas Ha MEpHO/ia Ha JIEUYSHHE MTPU BCUYKN YYaCTHUIN
u TernoBeH cpeneH cepueH GEO; B nmpoabmkenue Ha 0-24 yaca cien NpUIoKeHUE HA 103aTa,
W3UYKCIIEH B OJrpyIa OT YYaCTHULIM B Kpas Ha Mepuoja Ha edeHue. [IpomsiHaTa OT U3X0IHO HUBO HA
MpoIIeHTa 24-9acoBH Meproau 6€3 HeOOXOAMMOCT OT MPIIIOKEHUE Ha KPATKOICHCTBAIIT
0eTa,-aroHNCT, IPH HYK[a, [T0 BpeMe Ha JICUEHHETO € Ouiia BTOpUYHA KpaifHa TOYKa ChC
CTaTUCTUYECKa. Pe3ynTaTtuTe OT MbPBUYHUTE U KJIFOUOBUTE BTOPUYHU KpailHU TOUKHU IIPU TE3U
MIPOyYBaHUS ca IpeacTaBeHy B Tabnmma 1.
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Tabauua 1 — Pe3yaraTé oT MbPBUYHU M KJIIOYOBH BTOPUYHU Kpaiinu Touku B HZA106827 u

HZA106829
IIpoyuBane Ne HZA106829 HZA106827
Tepanesruuna no3a | FF/VI 184/22 FF/VI 184/22 FF/V192/22 FF/V192/22
FF/VI* BE€IHDLK THEBHO BE€IHBXK JTHEBHO BE€IHBXK JTHEBHO BE€IHDLK THEBHO

(MHKpoOTrpammu)

cupsamo FF 184
BEJHBK JHEBHO

cupsimo FP 500
JIBa 'bTH AHEBHO

capsimo FF 92
BEJIHBK THEBHO

crpsMo Tu1aneoo
BEJIHBXK JTHEBHO

nannu (Last Observ

IIpomsina oT U3X0AHO HMBO HA Mpena030B PEO; Mo MeToI HA MONBbJIBAaHE HA
ation Carried Forward (LOCF))

JIMIICBAIIUTE

Paznuka B 193 ml 210 ml p<0,001 36 ml 172 ml
JICYCHUETO

P croitnoct p<0,001 p<0,001 p=0,405 p<0,001
(95% CI) (108; 277) (127; 294) (-48; 120) (87; 258)
Ternosen cpenen cepuen PEQ,; B Teuenne Ha (-24 yaca cJie npuiioKeHHe Ha 103aTa
Paznuka B 136 ml 206 ml 116 ml 302 ml
JICYCHUETO

P croitnoct p=0,048 p=0,003 p=0,06 p<0,001
(95% CI) (1; 270) (73; 339) (-5; 236) (178; 426)

IIpomsina cnpsiMmo U

3X0JIHOTO HUBO HA

npoueHTa 24-4acoBu nepuoan 6e3 Heod0X0AUMOCT OT

NMPUJI0KCHUE HA KpaTKOIleﬁCTBam 0eTa-arOHUcCT IPpU HYKAA

Paznuka B 11,7% 6,3% 10,6% 19,3%
JIEYCHUETO

P croitnoct p<0,001 p=0,067 p<0,001 p<0,001
(95% CI) (4,9; 18.4) (-0,4; 13,1) (4,3; 16,8) (13,0; 25,6)
IIpomsiHa OT M3X0/IHO HMBO HA MPOIIEHTA HA 24-4YacOBHU NMepHOAHU §€3 CUMIITOMHU

Paznuka B 8,4% 4,9% 12,1% 18,0%
JIEYCHUETO

P croitnoct p=0,010 p=0,137 p<0,001 p<0,001
(95% CI) (2,0; 14,8) (-1,6; 11,3) (6,2; 18,1) (12,0; 23,9)
IIpoMsiHA OT U3X0IHO HUBO HA cyTpelnHusi (AM) BbPX0B eKCIUPATOPEH 1e0uT

Paznuka B 33,5 I/min 32,9 I/min 14,6 I/min 33,3 I/min
JIEYCHUETO

P croitnoct p<0,001 p<0,001 p<0,001 p<0,001
(95% CI) (22,3;41,7) (24,8; 41,1) (7,9; 21,3) (26,5; 40,0)
IIpoMsiHa OT U3X01HO HMBO HA BeyepHus (PM) BLPX0B eKCIMPATOPEH Ae0UT

Paznuka B 30,7 I/min 26,2 I/min 12,3 I/min 28,2 I/min
JIEYCHUETO

P croitnoct p<0,001 p<0,001 p<0,001 p<0,001
(95% CI) (22,5; 38,9) (18,0; 34,3) (5.,8; 18,8) (21,7; 34,8)

*FF/VI = ¢hnymuxazonos ¢hypoam/eunanmepon

HZA106837 e 6miio ¢ pa3mudHa MPOIBIKATETHOCT HA JICUSHUETO (0T MUHUMYM 24 CeIMUIIA 10
MaKCHUMyM 76 CEIMHILIM, KaTo MO-TOJIIMAaTa 4acT OT MallMEeHTHUTE ca OWIK Ha JIeYeHHe Hal-MaJKo

52 ceamunn). B HZA106837 mauuentute ca OMIM paHJOMU3UPAHH Ja IPHEMAaT BEAHBK JHEBHO
(haytukazoHoB (ypoat/Bunantepon 92/22 mukporpama [n=1 009] unu ¢iaytukazoHoB Gypoar

92 mukporpama [n=1 010]. B HZA106837 mepBu4HaTa KpaifHa TOYKa € OWjIa BpeMeTO JI0 IIbpBaTa
TEXKa ex3anepOanus Ha actmara. Texka ek3auepOanys Ha acTMa € onpe/iesieHa KaTo BIOIIAaBaHe Ha
acTMarta, HaJjlaraio yrnorpedara Ha CHCTEMHHU KOPTHKOCTEPOUTU B MTPOIBIDKEHNE HA Hal-MaJIKo 3 JHU
WM XOCITUTAIN3AIINS, HJTH TIOCEIIEHNE B OT/ICIICHUE 3a CIIeNTHA TOMOII, BJDKAIIO CE HA acTMa, KOSITO
€ HaJOKWJla MPUIIOKEHHE Ha CUCTEMHH KOpTUKocTepouan. KopurupaHoto cpeaHo n3MEeHEHUE OT
M3XO0JHO HUBO Ha mpeano3osata croiHocT Ha DEO, cho e 6o oleHeHo KaTo BTOPUYHA KpaiiHa

TOYKa.

B HZA106837 puckbT OT mosiBa Ha TeXKa ek3alepOanus Ha acTMa MpH NalleHTH, TPHEeMan
¢ryTHKa30HOB Pypoat/Bunantepon 92/22 mukporpama, e oun HamazieH ¢ 20 % B cpaBHEHHE C
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(hnytukazoHoB pypoaT 92 MukporpaMa camocTosTeaHo (koeduiueHT Ha pucka 0,795; p=0,036

95% CI 0,642; 0,985). UectoTaTa Ha TEKKHUTE eK3alepOaiy Ha acTMa 3a €I1H MAIMCHT 3a €IHA
roauna e 6una 0,19 B rpynara Ha ¢uryTnka3oHoB ¢ypoat 92 mukporpama (npubimusurento | Ha Bceku
5 ropunn) u 0,14 B rpynara Ha ¢iryTHKa30HOB GypoaT/Bunantepon 92/22 MukporpaMa
(npubsu3urenHo 1 Ha Bceku 7 roauuu). ChOTHOIIEHUETO MKy YECTOTAaTa Ha eK3alepOaliuy 3a
(hnytukazoHoB pypoat/Bunantepon 92/22 mukporpama u GayTHka3oHOB Gypoat 92 Mukporpama e
omo 0,755 (95% CI 0,603; 0,945). Toa npezacrapnsiBa 25 % HaMaleHUE HAa YECTOTATa HA TEKKUTE
eK3alepOalyy Ha acTMa 3a JIila, KOUTO ca Ha JIeueHHe ¢ (IyTHKa30HOB (ypoat/BUIaHTEPOI

92/22 mukporpama B cpaBHEeHHE ¢ (UIyTHKa30HOB dypoat 92 mukporpama (p=0,014). 24-qacoBusr
OpoHxoaminaraTopeH edekt Ha (QIyTHKa30HOB (ypoaT/BUIAHTEPOII € OMIT TOATbPIKAH MPe3 LeNus
€IHOTOJUILICH MEPUO/] Ha JieueHHe Oe3 JaHHU 3a 3ary0a Ha eukacHocT (0e3 Taxuduuakcus).
OnyTnkazoHoB Qypoat/BrinanTepon 92/22 MUKporpama mnociaeoBaTesHo nokasea 83 ml mo 95 ml
nonoopenus B npeano3osust ®EO, na 12-ta, 36-1a u 52-pa ceamuiia u B KpaiiHaTa TOUKa, B
cpaBHeHHE ¢ (QayTHKa30HOB (ypoat 92 mukporpama (p<0,001 95% CI 52, 126 ml B kpaiinata Touka).
UYeTtnpuaeceT U YETUPH MTPOLICHTA OT MALMEHTHTE B TpyIaTa Ha (IIyTHKa30HOB (QypoaT/BHIAHTEPOI
92/22 mukporpama ca omiu g00pe koutposaupanu (ACQ7 <0,75) B kpas Ha JICUCHHUETO, B CPABHCHHE C
36 % ot mauueHTUTE B TpymnaTa Ha QayTHKa3zoHoB (ypoat 92 mukporpama (p<0,001

95% CI 1,23; 1,82).

Ipoyusanus cnpsamo KomouHayuy carmemepor/Paymukasonos nponuoHam

IIpu exno 24-cenmuuno npoyusane (HZA113091) npu Bp3pacTHU MAIMEHTH U IOHOIIH C
HEKOHTPOJIMpaHa MEPCUCTUPALIla aCTMA, U IBETE JICUCHHUS — (IIyTUKa30HOB (ypoaT/BUIAHTEPOIT
92/22 mukporpama, Ipuiarad BeJHbX THEBHO BeUep, U CaIMETepol/ Iy THKa30HOB MPOITMOHAT
50/250 mukporpama, puiaraH asa IIbTH JHEBHO, Ca TOKa3aJld MOJ00PEHHUs OT U3XOAHO HUBO Ha
oenonpobHata pyHKIMsA. Kopurupanure cpeiHA HapacTBaHUsI IIPH JICYSHUETO OT U3X0IHA CTOHHOCT
Ha TernoBHuUTe cpeanu 0-24 yaca croiinoctd Ha DEO, ot 341 ml (dnyTHKa30HOB
¢dypoat/Bunanrepon) u 377 ml (canmereposn/¢IryTHKa30HOB MPOMMOHAT) ca TIOKA3aIH ISUIOCTHO
nmogoOpenue Ha OenoapoOHara GpyHkIus 3a 24 yaca v ipu nBeTe Tepanuu. Kopurupanara cpemta
pas3nuka npu JieueHreTo ot -37 ml mexxay rpynure He e 6una craTuctTiudecku 3Haunma (p=0,162). 3a
npeano3osust ®EO,; yyacTHuuTe B rpynara Ha (IyTHKa30HOB (ypoaT/BHUIAHTEPOII Ca JOCTHTHAIH
CpeIHO M3MEHEHHE N0 METO/1a Ha Hali-MaJIKUTe KBapaTH OT N3X0XHO HUBO OT 281 ml, a yqacTHUIINTE
B IpyIaTa Ha cajaMeTepol/(pIyTHKAa30HOB IPOMHOHAT ¢a AOCTUrHaMM mpomsiHa oT 300 ml; (pa3nukara
B KOpHTHpaHaTa cpeHa cToiHOCT oT -19 ml (95%CI:-0,073; 0,034) He e Ouna cTaTHCTUYECKH
3Haunma (p=0,485).

[IpoBeneHo e 24-ceIMUYHO paHAOMH3UPAHO JBOWHOCIAIO MPOYyYBaHe C napaneianu rpynu (201378)
3a IEeMOHCTpHpaHe Ha HeMHpEpHOpHOCT (C u3Mmoi3Bane Ha rpanuIa ot -100 ml 3a mpexmo3zoBara
crorinocT Ha DEQ)) Ha uyTHka3oHOB Gypoat/BumanTepon 92/22 MUKporpaMa BeIHBXK JTHEBHO
cripsimo canmveTtepodt/FP 50/250 mukporpama 18a bTH THEBHO TP BH3PACTHH U FOHOIIH, YUATO acTMa
€ I00pe KOHTpOJIMpaHa ciiel 4-CeIMIUYHO HE3aCNIeIeHO JeueHue che canmeTepos/FP 50/250
MUKporpamMa asa mbTH JHeBHO (N = 1504). Yyactauuunte, pangomusupanu Ha FF/VI Benubxk aAHEBHO,
nojabspxKar GyHKUIUATA Ha OenuTe ApoOOBE, CpaBHUMA C TE€3H, paHAOMU3UpaHu Ha canmetepos/FP
JIBa THTH JHEBHO [pa3nimKa B mpenno3osara croitHocT Ha @EO; ot +19 ml (95% CI: -11; 49)].

He ca npaBeHu cpaBHUTETHH MTPOYYBAHUS CPEILY CAIMETEPOJT/(DIYyTHKA30HOB MPOITMOHAT WU CPEILY
npyru komOouaanuu MKC/[IJIBA, 3a na ce cpaBHAT 1O TOIXOSAI HAYWH €PEKTUTE BPXY
ek3arepbanunTe Ha acTMa.

Monomepanus ¢ prnymuxazonos gpypoam

Enno 24-cenMudHO paHIOMUZHPAHO, TBOWHOCIAIO TuTaedo KoHTpompano npoysane (FFA112059)
oLeHsIBa 0€30MacHOCTTa U epUKACHOCTTA Ha (PIyTHKa30HOB (hypoat 92 MUKpOrpaMa BeIHBK THEBHO
[n= 114] u ¢nyTuxazonos npornnonat 250 MUKporpama aa IbTu 1HeBHO [n=114] cnpsmo nnane6o
[n=115] mpu BB3pacCTHU ¥ IOHOIIH C TIEPCUCTHpAIA ACTMA. BCHUKK ydacTHHIIM € TpsOBaio aa Obaat
Ha ctabuina no3a UKC 3a naii-manko 4 cenMuiy npeau Bu3uTa | (CKpuHHUpalla BU3NUTA) U
M3M0J3BaHETO Ha OeTaz-aapeHepruunu aronuctyu (AJIBA) He e 6110 Mo3BOJICHO B paMKHTE Ha
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4 ceamur ot BusuTa 1. [TbpBHUYHATa KpaliHa TOYKA 32 €UKACHOCT € MPOMSIHA OT U3XOTHOTO HUBO Ha
pean030Bus (TIpen-0OpOHX0aMIATaTOPHO U IIpeaa030B0) @EO, mpu KIMHWYHA BU3HUTA B Kpasi HA
nepuoia Ha JieueHue. [I[poMsHaTa OT U3XOAHOTO HUBO HA MPOIICHTA Ha 24-4acOBH MEPHOIM Oe3
HEOOXOUMOCT OT MPUIIOKCHUE Ha KPATKOICHCTRAII 0€Ta,-arOHUCT, TIPH HYK/a, TI0 BpeMe Ha
24-ceqMUYHUS TIEPHOJ] HA JICUCHHE € BTOPUYHA KpaifHa TOYKa ChC CTATUCTHYECKa cuia. B Touka ot
BpeMeTo Ha 24-Ta ceqmuiia QIIyTHKA30HOBHUAT QypoaT U (IIyTUKa30HOBUSAT MPOIIHMOHAT YBEINYaBaT
npengo3oBata croitHocT Ha ®EO; crotBeTHO ¢ 146 ml (95% CI 36; 257 ml, p=0,009) u 145 ml
(95% CI 33; 257 ml, p=0,011) B cpaBHeHue ¢ mane6co. OayTHKa30HOBUAT Pypoar u
(hIyTHKA30HOBHSIT ITPOITHOHAT YBEIMUABAT MPOLICHTA Ha 24-4aCOBH MEPHOIU 0€3 HEOOXOAMMOCT OT
MIPUJIOKEHUE Ha KpaTKoJeicTBam] OeTax-aroHUCT pH HY»k1a, choTBeTHO ¢ 14,8% (95% CI1 6,9; 22,7,
p<0,001) u 17,9% (95% CI 10,0; 25,7, p<0,001) cripsimo mane6o.

HpO@OKCII/;uOHHO npoy4edane C u3noj36aHe Ha ajlepeen

BpoHxonpoTeKTUBHUAT ePeKT Ha GIyTHKa30HOB (hypoat/BuianTepos 92/22 Mukporpama o
OTHOIIIEHNE HAa PAHHUA U KbCHHUSA aCTMATHYEH OTTOBOP KbM MHXAJIATOPEH aJepPreH € OICHEH B
1a1e00-KOHTPOIMPAHO, C MTOBTAPSIIH C€ T03H, YETBOPHO KpbcTocaHo npoyuBane (HZA113126) npu
MAIMEeHTH C Jieka acTMa. [lanmenTuTe ca paHIOMU3HPaHH Ja MOTy4aBat Iy THKa30HOB
dhypoat/Bunantepoin 92/22 mukporpama, FF 92 mukporpama, BuiiaHTeposi 22 MUKpOrpama Hilu
riane0o BeAHBX JHEBHO 3a 21 THU MOCIeaBaHO OT MIPOBOKALIMS C U3IOJI3BaHE Ha anepreH 1 yac ciex
KpaifHaTa 7j03a. AJIEpreHbT € OMJT OT akapH OT AOMAIlIeH NpaX, KOTEIIKY eNUIepMaIHN KICTKH, HITH
MOJIeH 0T Ope3a, KaTo U300phT Ce € OCHOBABAN HA WHAWBUAYAITHUTE CKpUHHUpAIIHU TecToBe. CepriiHu
n3MepBanust Ha PEO; ca cpaBHEHU ChC CTOWHOCTUTE NMPEAN MPOBOKALMATA C aJlepreHa, MoJTyuYeH!
clle]l MHXaNnupaHe Ha GU3NOIOTHYEH pa3TBop (M3xoaHo). Karo usno, Hail-ronemure eekTH BbpXyY
paHHMS aCTMAaTHYCH OTTOBOP ca HAOJII0aBaHU ¢ (PIyTHKAa30HOB (hypoaT/BUIAHTEPOI

92/22 mukporpama, cpaBHeHH ¢ (GIyTHKa30HOB (hypoat 92 MUKpoOrpama Wid BUIAHTEPOII

22 mukporpama camoctostenHo. Kakto gpnytukazonos ¢ypoar/Bunantepon 92/22 Mukporpama, Taka
u GuIyTHKa30HOB Qypoar 92 MUKporpama Ha MPaKTHUKa MPEeMaxBaT KbCHUS aCTMAaTU4eH OTTOBOP B
CpaBHEHHE C BUJIAHTEPOI caMoCTosATeNNHO. DIIyTHKa30HOB dypoat/Briantepon 92/22 MukporpaMa
OCUTYpSIBa 3HAUUTEIHO MO-TOJIsIMa 3aIlUTa CPELly ajepreH-uHAyLHpaHaTa OpoOHXHaIHa
XHUIIEPPEAKTUBHOCT B CPABHEHHE C MOHOTEpAMUTE ¢ (PIyTUKA30HOB Pypoar U BUIAHTEPOJI KaKTO €
OTICHEHO Ha 22-Ms JICH ¢ ITOMOIITa Ha TIPOBOKAIINS C METAXOJIHH.

Ilpoyusane na 6ponxonpomexmuerume egpexmu u epekmume 8bpxy
Xunomanamo-xunopuzo-uadowvopeunama (HPA) oc

BbponxomnporektuBauTE edexth U epekrure BrpXxy HPA-octa Ha FF cripsmo FP wm Oyne3onwnn
(BUD) ca onierenn B 1miare00-KOHTPOIUPAHO, KpbcTocaHo npoyuBane (203162) ¢ eckanarus Ha
Jlo3aTa Py MHOTOKPATHO MPHJIOKEHUE MPHU 54 Bh3pacTHU C aHAMHE3a 33 aCTMa, XapaKTepu3upaiia ce
C XMIEPPEaKTUBHOCT Ha nuxaTtennute mbTuima u ®EO>65% ot npeasuaenoro. [lanuenture ca
PaHAOMU3MpPAHH HA €JIWH WU JIBa IEPHUO/Ia Ha JICYCHHUE, ChCTOAIIH C€ OT NEeT 7-THEBHU (a3u Ha
eckamanus Ha fgo3ata Ha FF (25, 100, 200, 400, 800 mukporpama/nen), FP (50, 200, 500, 1 000,

2 000 muxporpama/men), BUD (100, 400, 800, 1 600, 3 200 mukporpama/neH) wiu muiamne6o. Cren
BCsKa (pasa Ha eckamanys Ha J03aTa ca OleHEeHH OPOHXOMPOTEKIHSTA YPE3 XUIIEPPEAKTUBHOCT Ha
JUXaTeJTHUTE MbTHULIA KbM IIPOBOKALUS C aeHO3HH-5'-MoHOpochaT (AMP) (mpoBokupara
KOHILIEHTpanus, npeausBuksaiia >20% nonuxaBane Ha DEO; [AM® PC20]) u 24-yacoBus Ter0BeH
CpE/ICH CepyMEH KOPTHU3OJL.

B pamxuTe Ha 0J00peHUTE TEPANIEBTUIHH T030BH HHTEPBAIH 32 acTMa, cToitHocTuTe HAa AM® PC20
(mg/ml) u Ha noTHckane Ha KopTu3ona (%) ca ceotBeTHO: 81 M0 116 mg/ml u 7 no 14% 3a FF (100 no
200 mukporpama/nen), 20 no 76 mg/ml u 7 g0 50% 3a FP (200 zo 2 000 mukporpama/nen), u 24 no
54 mg/ml u 13 o 44% 3a BUD (400 mo 1 600 mukporpama/ieH).

Xponuuna obcmpyxmusna benoopooua bonecm (XOBB)

IIporpamara 3a KITHHUYIHO pa3paboTBane, cBbp3ana ¢ XObb, BkiarouBa eqHo 12-ceAMUIHO
(HZC113107), nBe 6-meceunu (HZC112206, HZC112207), nse egnoronuinu (HZC102970,
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HZC102871) u eqro > 1-rogumrao nmpoyusane (SUMMIT). Te ca pannoMu3upann KOHTPOJIUPAHU
MIPOYYBAHUS IIPH MMAIMCHTH, C KIMHUYHA quardo3a XObb. Te3u npoy4yBaHus BKIIIOYBAT H3MEPBaHE HA
OenmonpoOHaTa (GYHKIUS, TUCITHEATa U YMEPEHO TEXKKUTE, U TEIKKUTE eK3alepOarim.

Llecmmeceunu npoyusanus

HZC112206 u HZC112207 ca 24-ceqnMuyHHA paHAOMHU3UPaHH, ABOHHOCIENH, MJIaned0 KOHTPOIUPaHH
NPOYYBAHUS C IAPAICITHU TPYIH, CpaBHSBAIM eeKTa Ha KOMOMHAIMATA CIIPSIMO BHJIAHTEPOI U
(hnytukazoHoB pypoaT camocrosTenHo, u miaredo. HZC112206 omeHsiBa epukacHOCTTa Ha
¢$yTuxazoHoB ¢ypoat/Bunanrepoi 46 /22 mukporpama [n=206] u payTHKa3zoHOB
¢dypoat/Bunanrepon 92/22 mukporpama [n=206], cupsimo ¢uryTHKa3oHOB GypoaT 92 Mukporpama
[n=206], BunanTepon 22 mukporpama [n=205] u miane6o [n = 207], BCHUKH NMPHUIOKECHN BETHBK
nueBHo. HZC112207 ouensiBa eukacHocTTa Ha (hayTHKa30HOB (ypoaT/BUIAHTEPOIT

92/22 mukporpama [n=204] u ¢pyTukazoHoB ¢pypoat/Bunanrepoin 184/22 mukporpama [n=205],
crpsMo GIryTHKa30HOB Qypoat 92 mukporpama [n=204], gayrukazonos ¢ypoat 184 mukporpama
[n=203] u BunanTepon 22 mukporpama [n=203], u rurane6o [n = 205], BCHUKH TPUIOKEHH BETHBK
JTHEBHO.

Buno e HeoOX0IMMO BCHYKH MAIMEHTH J]a UMaT aHaMHe3a 3a Hail-manko 10 makeTo-roguHu
TIoTIOHONy1IeHe; choTHOUeHne ®EQ/@BK crien npunoxenne Ha candyTaMoil MO-MaJIko OT WK
pasHo Ha 0,70; ®EO, cnen npuiioskeHre Ha caldyTaMoJl ITO-MalbK OT Wi paBeH Ha 70% oT
IPEABUICHOTO U Jja UMatT cOOp OT TeCTa 3a HUBO HA JUCIHES 110 MOAXU(UIMpaHaTa CKajla Ha
OpuTaHCKusA MeITuIMHCKU u3cienoBarencku cbBeT (Modified Medical Research Council - mMRC) >2
(cxama 0-4) mpu ckpunupane. [Ipu ckpunupane, cpennust npea-oporaxoamnararoped PEO; e 42,6%
1 43,6% OT mpeaBUACHOTO U CpeHaTa 00paTUMOCT € choTBeTHO 15,9% 1 12,0% mpu HZC112206 n
HZC112207. lonbIHUTETHN IbPBUYHU KPAHU TOYKH B JIBETE POYUYBAHMS Ca TETJIOBHUTE CPEAHU
croitHoct HAa @EO; ot wac 0 1o 4 waca ciex qo3ata Ha 1eH 168 1 mpoMsHa OT U3XOAHATA CTOMHOCT
Ha npenno3oust ®EO; Ha nen 169.

WuTerpupan aHanu3 Ha JBETE MPOYYBAHUS MMOKa3Ba, 4e (IIyTHKa30HOB (ypoaT/BIUIAHTEPOIT

92/22 Mukporpama nofo0psiBa KIMHUYHO 3HaUYUMO OenoapoOHara ¢yHkiusa. Ha nen 169
¢nyTrKa30HOB GypoaT/BuiaanTepon 92/22 MUKporpaMa 1 BUJIAHTEPOJ MOBUIIABa KOPUTUpAHATa
cpenna npeano3osa croitHocT Ha DEO; crotBeTHO € 129 ml (95% CI: 91, 167 ml, p <0,001) u c

83 ml (95% CI: 46, 121 ml, p < 0,001), B cpaBrenue ¢ mnane6co. @ayTrka3zoHOB (ypoaT/BIUIAHTEPOIT
92/22 mukporpama noBuIaBa npengo3zonara croitnoct Ha @EO; ¢ 46 ml, B cpaBHeHHE ¢ BUIIAHTEPOII
(95% CI: 8, 83 ml, p=0,017). Ha nen 168 ¢urytukazonoB gpypoat/Bunantepon 92/22 Mukporpama u
BHJIAHTEPOJI TIOBHINIABAT KOPUTHpaHaTa TerioBHa cpeaHa croiHocT Ha @EQ; 3a nmepuona 0 - 4-tu gac
crotBeTHO ¢ 193 ml (95% CI: 156, 230 ml, p < 0,001) u ¢ 145 ml (95% CI: 108, 181 ml, p <0,001), B
cpaBHeHHe ¢ miane6o. OnyTukazoHoB Gpypoat/Bunantepod 92/22 Mukporpama MmoBHIIaBa
KOpHUTHpaHaTa TerjoBHa cpeaHa ctoiHocT Ha @EQ; 3a mepuoza 0 - 4-tw gac ¢ 148 ml, B cpaBHEHHE
ChC CAMOCTOSITEITHO MPHIOKEH QryTHKa3oHoB gypoart (95% CI: 112, 184 ml, p < 0,001).

12-meceunu npoyueanus

IIpoyusanusara HZC102970 u HZC102871 ca 52-ceaMUYHM paHIOMHU3UPAHHU, IBOHHOCIENH,
napaienHo-TPYNOBH MPOYYBaHUs, CpaBHABAILU epekTa Ha (IIyTHKa30HOB (ypoaT/BHIAHTEPOI
184/22 mukporpama, ¢hi1yTHKa30HOB (pypoaT/BuiianTepoi 92/22 mukporpama, (hayTHKa30HOB
(dhypoat/BunanTepost 46/22 MuUKporpama CrpsmMo BUJIAHTEPOIT 22 MUKPOrpaMa, BCHUKH TPUI0KCHH
BEJHBK AHEBHO, TI0 OTHOIIECHHE HAa FOAMIIHATA YECTOTA HA YMEPEHU/TEXKH eK3auepOauy npu
yuactHuIM ¢ XObb ¢ anamHe3a 3a TIoTIOHOMyIIeHe Hail-Manko 10 makeToroJuHu U ChC ChOTHOILIIEHHUE
Ha ®EO,/®BK cnex npunokeHue Ha candyTaMol o-MaJiko oT win paBHo Ha 0,70 1 cTOHHOCT Ha
®EO, cnen nmpuiokeHue Ha can0yTaMoI Mo-Majika win paBHa Ha 70 % OT NpeABUACHOTO U
JOKYMEHTHpaHa aHaMHe3a 3a > | ex3auepOauus Ha XOBB, mpu KosTo ce € HaloXKUIIOo JeYCHHUE C
AQHTUOMOTHIIN W/WITH TIEPOPATTHU KOPTHKOCTEPOUAN HIIM XOCIIUTAIN3AIMSA 110 BpeMe Ha 12-Te mecera
npeaxoxaany Bu3nrta 1. [IbpBryHaTa KpaiiHa TOuka € roMIIHATa YECTOTA HA YMEPEHO TEXKH H
TEXKH eK3alepOannu. Y MEepeHn/Te:KKU eKk3anepOaiy ca onpeesieHH KaTo BIOIIABAILIH Ce
CHMITOMH, ITPY KOUTO C€ € Hajaraio Je4eHUe C ePOPATHN KOPTUKOCTEPOUIH M/UIN aHTHOHMOTHIIH
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WK XocmuTanu3anus. [IpoyuBanusTa ca uMainy 4 ceMHUUEH BhBEXKIAII TIEPHOJI, TI0 BpeMe Ha KOHUTO
BCHYKH YYaCTHHUIIU Ca IIPUEMaJIM Ha OTBOPEH IPUHIIUII CaIMETepos/(pIyTHKa30HOB ponroHaT 50/250
MUKpOTrpaMa JiBa ITbTH THEBHO, 3a Jla ce cTaHaapTu3upa ¢papmakorepanusata 3a XObb u na ce
cTabunu3upa 3a00IsIBaHETO TIPS PAaHIOMHU3UPaHE HA 3aCIICTICHOTO JieueHne 3a 52 cenmuiy. [Ipenn
BBBEXKIAINMS IEPUO]], YIACTHUIIUTE ca TPEKbCHANN yroTpedara Ha mpeauiay Jiekapetsa 3a XOBB, ¢
W3KITIOYEHHUE Ha KpaTKOJCHCTBAIM OpoHXo iIaraTopu. EqHoBpeMeHHaTa ynotpeba Ha HHXaIaTOPHU
JUBJITOJIeHCTBANY OpoHXoArIaTaTopu (0eTaz-arOHUCTH U AaHTUXOJIMHEPTUIIN ), TPOAYKTH, ChIbPIKAIIU
KOMOWHAIHUATA HIIPATPOITNYM/CAIOyTaMOIl, IEPOPATTHU OETa,-arOHUCTH H IPOJTYKTH, ChIBPIKAIIN
Teo(MIIHMH, HE ca TI03BOJISIBAHY 0 BpeMe Ha Niepro/ia Ha jJeueHue. [103BoJsIBaHN ca IepopaiHit
KOPTUKOCTSPOUIM U aHTUOUOTHIIN 32 ObP30 TEPAIEBTUYHO TOBIHUsABaHE Ha ek3anepoanuute Ha XObb
C TOYHO OIpeNIeICHH yKa3aHus 3a ynorpeba. [lo Bpeme Ha nmpoy4BaHUsATa YYACTHUITUTE Ca TIPUEMAIIN
cajaOyTaMoJI TIpH HyX1a.

Pesynrarute oT ABETE MpOYUBaHHS MOKA3BAT, Y€ JICUCHUETO C (PIYyTUKA30HOB (Pypoat/BUIaHTEPOT

92/22 mMukporpamMa BeJIHBXK JTHEBHO BOJHU J0 MO-HUCKA FOIUIIIHATA YECTOTA Ha YMEPEHUTE/TEKKUTE
ex3anep6anuu Ha XOBb B cpaBHeHme ¢ BuianTepon (Tabnuma 2).
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Tabanna 2: AHaJIM3 HA YecTOTaTa HA eKk3alepoanun cien 12 MecevHO JedeHHe

HZC102970 HZC102871 Huterpupanu
HZC102970 u
HZC102871
(IyTHKa30HOB (IyTHKa30HOB (IyTHKa30HOB

Bunantepon BH?;ZE?:;QH BunanTtepon Bn?gflgzg/on BunanTtepon BH?;ZE::;ZJH

Kpaiina Touxa | O 10%) 92/22 (n=409) 92/22 (n=818) 92/22
(n=403) (n=403) (n=806)

YMepeHo Te:KKH H TEKKHU eK3anepoannu
Kopurupana
cpenHa
TOJTUIITHA
YeCcToTa 1,14 0,90 1,05 0,70 1,11 0,81
ChOTHOIIICHHE
CIIPSIMO
BHJIAHTEPOJT 0,79 0,66 0,73
95% CI (0,64,0,97) (0,54; 0,81) (0,63; 0,84)
p-CTOHHOCT 0,024 <0,001 <0,001
% Ha
HaMaJIIBaHE 21 34 27
(95% CI) (3; 36) (19; 46) (16;37)
AOcoroTHa
pasjuka B
Opos Ha
rojauHa
CIPSIMO
BHJIAHTEPOJT 0,24 0,36 0,30
(95% CI) (0,03; 0,41) (0,20; 0,48) (0,18;0,41)
Bpeme 1o
mbpBaTa
ek3arepoanus:
OTHocHUTeNeH
PHUCK 0,80 0,72 0,76
(95% CI) (0,66; 0,99) (0,59; 0,89) (0,66; 0,88)
% Ha
HaMalIsIBaHe
Ha pucKa 20 28 24
p-CTOMHOCT 0,036 0,002 p<0,001

[Ipu unrerpupan ananu3 va HZC102970 u HZC102871 na Ceamuna 52 e nabnronaBaHo ogoOpeHne
NpU CpaBHEHUE Ha QIIyTUKA30HOB Pypoat/BuinanTepod 92/22 Mukporpama CopsMo BUIAHTEPOT

22 MUKporpamMa B KOpUTHpaHaTa cpefHa mnpenmgo3oBata croiHocT Ha @EO; (42 ml 95% CI: 19; 64 ml,
p<0,001). 24-gacoBus OpoHXOIUIATATOPEH €EKT Ha (PIYyTUKA30HOB (Pypoat/BUIaHTEPOT €
NOJIBPYKaH CJIEA IbpPBaTa 1032 32 CAHOTOIUILHUS [IEPUO/]] Ha JIedeHHe Oe3 TaHHH 3a 3ary0a Ha
eduracHocT (6e3 Taxudrmakcuc).

00610 npu ckpuHUHTA B iBeTe poyuBanus 2009 (62%) manueHT ca uMalli aHaMHE33/pUCKOBH
(hakTopu 3a ChPJIEYHOCHIOB pUCK. UecToTaTa Ha aHaMHE3a/pUCKOBU (PAKTOPH 32 ChPACUYHOCHIOB PUCK
¢ Ouyia cxo/iHa BbB BCUYKH TPYIIM Ha JICUEHUE, KATO Hal-4eCTO MAIMeHTH ca CTPaJair OT XUIIEPTOHHUS
(46%) cnenBaHu OT Te3M ¢ xuriepxonecteponemus (29%) u 3axapen quadet (12%). B tasu moarpyna
ca OuM HaOJII0IaBaHU CXOHHU e(DeKTH Ha HAMAaJISIBAHE HAa YMEPEHO TEKKHUTE U TEKKUTE
eKk3alepOanyu, KakTo 1pu odIara nomynamms. [Ipy narueHTiTe ¢ aHaMHe3a/pUcKoBH (HaKTOpH 32
CBHPJICYHOCHIOB PUCK (PIIYyTHKA30HOB (ypoat/BunanTepon 92/22 MukporpaMa ca OBEIH 10
3HAYUTEITHO MO-HUCKA TOIMIITHA YeCTOTa Ha YMEPEHO TeKKH/TeXKH ex3enepoaru npu XObb B
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CpaBHEHHE C BIJIAHTEPOJ (KOPUTHPaHa CpeHa FOJUIlIHA YecToTa, choTBeTHO 0,83 1 1,18; 30%
Hamaunenue (95% CI 16; 42%; p<0,001)). I1pu Ta3u noarpymna ca HabIOJaBaHU MMOJAOOPEHNS U Ha
52-pa ceaMuIa IpU CpaBHEHUE Ha QIIyTHKA30HOB Pypoat/BuinanTepos 92/22 Mukporpama Cupsmo
BUJIAHTEPOJ 22 MUKpOrpama o0 OTHOILIEHNE Ha KOpUTUpaHaTa Cpe/iHa Mpe1030BaTa CTOMHOCT Ha
®EO; (44 ml 95% CI: 15; 73 ml, (p=0,003)).

Ipoyusanusa c npodvixcumenrocm > 1 2o0una

SUMMIT e MHOTOLIEHTPOBO, paHIOMU3HUPAHO, ABOMHOCIIAIO MPOyYBaHe, OLEHIBALI0 edexTa Ha
¢$yTHKa30HOB (ypoaT/BuIaHTepos 92/22 MUKporpaMa B CpaBHEHHE C IJ1anedo BEPXY
npexxuBseMocTTa pu 16 485 yuactaunu. IIspBudHaTa kpaiiHa TOUKa € CMBPTHOCT IO BCAKA
IpUYKHA, & BTOPUYHA KpalfHa TOYKa € KOMOMHAIUS OT ChbPAECYHO-CHIA0BH CHOUTHS (ChPIEUHO-Ch0BA
CMBPT 110 BpeMe Ha JIeUeHUe, MHOKapAeH HHPAPKT, MO3bUYEH UHCYJIT, HECTAOUIHA aHTMHA HWIIN
MpexoHa ICXEMHUYHA aTaka).

[Ipenu pangoMusupane, y4acTHULUTE € TPSOBAIO J1a MPEYCTaHOBAT, U3MOJI3BAaHUTE HA N3XOAHO HUBO
npenectBany jgedenus: Ha XOBb, konto BKIIIOYBAT ABITOAEHCTBAIN OPOHXOUIATATOPH U
WHXaJATOPHU KOpTHKOCTepouu (28%), mparoneiicTBamy OporxoamiaraTopu camoctosTesHo (11%)
¥ MHXAJaTOPHU KOPTUKOCTEPOUIN caMocTosTesHO (4%). Cren ToBa yUaCTHHIIUTE ca PaHIOMH3HPAHU
Jla moryvaBar (ayTHKa3oHOB (ypoat/Bunantepon 92/22 mukporpama, GiayTuka3oHOB Gypoar

92 MuKporpama, BUWJIAHTEpoJ 22 MUKpOrpama Wiy 1anedo, U ca JeKyBaHH CpeaHo 1,7 roquHu

(SD = 0,9 roguun).

VYyactaumute ca umanu ymepena XOBbb (cpenen mporedT mocT-6poHX0InIaTaTOpeH CKpUHUHTOB
®EO; 60% [SD = 6%], u anaMHe3a 3a, MJIM TOBUIIIEH PUCK OT ChPAEYHO-CHI0BO 3aboisBane. [1pe3
12-Te Mecerna mpean Mpoy4YBaHEToO, pu 61% OT ydacTHUINTE HE ca ChOOIIaBaHU eK3anepOaui Ha
XOBB, a mpu 39% ot yuacTHULIUTE € choOLIeHa >1 ymepeHo Texka/Texka ek3auepoauus Ha XOBb.

CMBPTHOCTTA 110 BCSIKa MPUYKHA €: IpU QIIyTHKa30HOB (ypoat/Bunanteporn 6,0%; npu mianedo
6,7%; npu pyTHKa3zoHOB Gypoart 6,1%; npu Bumantepon 6,4%. Kopurupanara cipsimo
eKCITO3UIUATa CMBPTHOCT 10 Besika mpryuHa 3a 100 manmenTa/ronnna (%/ronuHa) e: Iy THKa30HOB
¢bypoat/Bunantepon 3,1%/ronuna; mianedo 3,5 %/roguna; poyrrkasonos gypoart 3,2%/ronuHa; u
BUIaHTepon 3,4%/ronuHa. PUCKBT OT CMBPTHOCT NpU (IIyTHKA30HOB Qypoat/BUIaHTEPOI HE CE
pas3nnvaBa 3HAUMTEITHO B cpaBHEHHE ¢ manebo (koepuuuent Ha pucka (HR) 0,88; 95% CI: 0,74 no
1,04; p=0,137), ayrukazonos ¢ypoar (HR 0,96; 95% CI: 0,81 no 1,15; p=0,681) nnu Bunantepon
(HR 0,91; 95% CI: 0,77 mo 1,09; p=0,299).

PuckbT OT KOMOMHUPAHO CHPIICYHO-CHIOBO CHOUTHE NPpU (IYyTUKA30HOB (DypoaT/BHIIAHTEPOIT HE Ce
paznryaBa 3HaUMTENHO B cpaBHeHHe ¢ tianedo (HR 0,93; 95% CI: 0,75 no 1,14), pmyTrkazonoB
¢ypoar (HR 1,03; 95% CI: 0,83 mo 1,28) nmm Bumarrepon (HR 0,94; 95% CI: 0,76 no 1,16).

IIpoyusanus cnpsamo KOMOUHAYUYU caimemepor/PrymuKa3oHos NPONUoOHam

[Tpu 12-cenmuuno npoyusane (HZC113107) npu nanmentu ¢ XOBb e nemoncTpupano nogobpenue B
CpaBHEHHE C M3XOJHOTO HUBO Ha OeoapoOHaTa GyHKIUs ¢ GIyTHKa30HOB (PypoaT/BUIAHTEPOI

92/22 mMukporpama, mprueMaH BeHBX JHEBHO, CYTPUH U ChC CaIMETEPOJI/(PIIyTHKa30HOB IPOITMOHAT
50/500 mukporpama, npueMaH J1Ba IbTH JHEBHO. KopUrupanute cpeiHd HapacTBaHUS MPH JICUYCHUETO
OT HU3XO0JIHA CTOHHOCT Ha TerjoBHU cpeauu 0-24 yaca croiinoctr Ha DEO; ot 130 ml (payTrukaszonos
(dhypoat/Bunantepoi) u 108 ml (caameTepos1/¢pryTHKa30HOB IPOIMOHAT) ca MOKa3aJIH MSJIOCTHO
nofgoOpeHue Ha 6enoapoOHaTa ¢pyHKIUS 3a 24 yaca u npu ABete Tepanuu. Kopurupanata cpeana
pasnuka npu Jiederneto ot 22 ml (95% CI: -18, 63 ml) mexay ABETE rpynu HE € OWiIa CTAaTHCTUYCCKH
3Haunma (p=0,282). Kopurupanara cpeana mpomsiHa OT U3X0JHATa CTOMHOCT Ha npeano3osus ®EO,
Ha feH 85 e 6una 111 ml npu rpynara Ha ¢uyTrka3oHOB ¢ypoat/Bunantepon u 88 ml npu rpymnata Ha
canMeTepoIt/pIyTHKa30HOB MPONHOHAT; pasiukara oT 23 ml (95% CI: -20, 66) Mexxay rpynure He €
OmTa KIIMHAYHO 3HAYMMa WIIU CTaTUCTHYecKH 3HaunmMa (p=0,294).

He ca mpoBex1ann cpaBHUTEIIHHE MPOYYBAHUS CIPSAMO CaIMETEPOII/(IIyTHKa30HOB MIPONUOHAT I
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CTIPSIMO IPYTH YTBBPJCHN OPOHXOIUIIATATOPH, 32 JIa CE CHIIOCTABAT aJICKBATHO €(EKTUTE BEPXY
ek3arepbanuute mpu XObb.

[lenuarpuyna nonyJanus

Acmma

Edwukacuoctra 1 6e3onmacHocTTa HAa KoMOuHauATa Qiryrruka3zonos ¢ypoat (FF)/sBunanarepon (VI),
MpuUjiaraHa BeJIHbX JTHEBHO, B cpaBHeHHe ¢ FF, mpunaran BeqHbK JHEBHO, 3a JICYCHUE HA aCTMa MPH
NIeAMATPUYHY MMAIMEHTH Ha Bh3pacT 5 — 11 roJuHM € OlleHeHa B PaHIOMU3UPAHO JTBOMHOCIIAIIO
MHOTOIICHTPOBO KJIIMHUYHO M3IUTBAHE C MPOIBIDKUTEITHOCT 24 CeIMUIM U 1-ceIMUYCH MepHo;] Ha
npocnenssane cien Toa (HZA107116), BkmouBamio 673 marueHTH Ha HHXATATOPHI
KOPTUKOCTEPOHIN C HEOBIATHA aCTMa.

[Ipenn BKIIIOYBAHETO MIM B M3ITMTBAHETO BCUYKH YYACTHHUIIM Ca Ha CTaOWMITHA Teparus 3a acTMa
[mHXamaTop ¢ kpaTKoIEHCTBAIl O€Ta-arOHUCT WM C KPATKOACHWCTBAII AaHTArOHUCT Ha MyCKapUHOBUTE
pelenTopu, IUIC nHXanatopHo npwiarad koprukoctepous (MKC)] ot mone 4 cenqmunu npenu
Busura 1. [lanuenTtuTte ca cbc CUMITOMH (T.€. 3200JISIBAHETO UM € OCTaHaJI0 HEOBIAASHO) TI0 BpeMe
Ha TEKYIIOTO UM JICUEHHE 32 aCTMa IPeIX BKIIOYBAHETO UM B U3ITUTBAHETO.

B m3nmTBaHeTO yUaCcTHUIHTE ca JIEKyBaHU ¢ (IyTHKA30HOB (hypoat/BunanTepoln 46/22 Mukporpama
(337 nanmmentn) win payTrka3zoHoB Gypoat 46 mukporpama (336 marnuenty). JlBama manueHTH — 10
€/IMH BBB BCAKO PaMo, HE ca OLCHUMHU 3a e(pUKACHOCT.

[TbpBUUHaTa KpaiiHa TOUKa € MPOMSIHA CIIPSIMO U3XOJHOTO HMBO Ha yCpeJHEHaTa 3a ceqMuuute 1 10
12 B meprosia Ha JICUEHUE B M3IMIMUTBAHETO CTOWHOCT HA MPEAN030BUs (T.€. IPU HAl-HUCKA CTOWHOCT Ha
KOHIICHTpAITUATA) CYTPEIIeH BEPXOB ekcrpaTopeH aeout (peak expiratory flow — PEF), otuuran
©XEITHEBHO B €JICKTPOHEH THEBHUK Ha ManuenTa (pa3nuka Mexay komouHamusata FF/VI u FF).
IIpomsHATA CHIPSIMO U3XOMHOTO HUBO Ha MPOIIEHTA Ha 24-9acOBUTE TIEpUOAH 0€3 HeOOXOAMMOCT OT
CIIACUTEITHO JICKAPCTBO Ipe3 ceamuiiy 1 1o 12 B meprosa Ha JIeYCHHE B U3MUTBAHETO ¢ BTOPUYHA
KpaliHa TOYKa C JIOCTaThYHA CTATHCTUYECKA MOIIHOCT 32 TOITyJanusaTa Ha Bb3pact 5 — 11 roguan. He
ca yCTaHOBeHH pa3nuku B epukacHocTTa mexny FF/VI 46/22 mukporpama u FF 46 mukporpama
(Tabmnwma 3). Ilpu ToBa Mpoy4UBaHe HE ca YCTAHOBEHU HOBU ChOOpaKeHMsI, CBbP3aHU C 0€30TaCHOCTTA.

Ta6auua 3: Pe3yjaraT 3a mMbpBUYHATA U BTOPUYHATA KPaliHA TOYKA € J0CTAThYHA
cratuctuyecka mounoct B HZA107116

Ceamuum 1 g0 12 (hyTHKa30HOB (b THKA30HOB
¢dypoat/BunanTepoa™® dhypoat*
n=336 n=335

IIspBHYHa KpaiiHa TOYKa
[IpoMsiHa cripsMO U3X0aHOTO HUBO Ha cyTpeinnus PEF (I/min)

LS cpenna nmpomsHa (SE) 12,0 (1,86) | 8,8 (1,86)
Pasnuka mexxny nedenusnta (FF/VI copsmo FF) 3,2
(95% CI), p-cToitHOCT (-2,0; 8,4), p=0,228

BTopana Rpaifma TOYKA C JOCTAThYHA CTATUHCTHYECCKA MOIIHOCT

[TpomsHa cTIpsMO U3XOMHOTO HUBO Ha MpOIeHTa Ha 24-4yacoBUTE mieproan 0e3 HeoOXOAMMOCT OT
CHACHUTEITHO JICKAPCTBO

LS cpenna mpomsna (SE) 27,1 (1,75) | 25,8 (1,75)
Paznuka mexxny neuenusita (FF/VI cipsimo FF) 1,3
(95% CI), p-cToliHOCT (-3,6; 6,2), p=0,614

*[armenture ca nmonydaBanu FF/VI 46/22 mukporpama Benubx gHeBHO win FF 46 mukporpama
BEHHX JHEBHO
LS (least squares) = Haii-mankure kBaaparu, SE = ctanmapraa rpemika, CI = qoBepureneH
MHTEpBaJl, N = Opoil yyacTHHULM, BKItoYeHn B aHanu3a (Lsutata ITT nonymnanus e: 337 3a FF/VIu
336 3a FF)
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Xponuuna obcmpyxmuena 6enoopobua boirecm

EBporietickara areHmus 1o JeKapcTBaTta 0CBOOOXKIaBa OT 3abJDKCHHAETO 32 MPEI0CTaBsSHE Ha
pe3ynratute oT npoyuBanusita ¢ Revinty Ellipta BB Bcuuku moarpynu Ha neuaTpUYHATA TOMYJIAIS
3a XObb (Bxk. Touka 4.2 3a uHGOpPMAIIHI OTHOCHO YIIOTpeOa B IEANATPHUATA)

5.2 ®apmMakoKWHeTHYHH CBONCTBa

AOGcopOrus

CroitHocTHTE Ha a0COJIOTHATA OMOHATMYHOCT Ha (DJIYTHKA30HOB (pypoaT v BUIAHTEPOJI, KOraTo ca
MPUJIOKEHH Upe3 MHXANIAIUI KaTo (IyTHKA30HOB (hypoaT/BHIIAHTEPOJI, OOMKHOBEHO ¢a ChOTBETHO
15,2% un 27,3%. Ilepopannata OMOHATMYHOCT HA (QIYTUKA30HOB (PypoaTt ¥ BUIAHTEPOI € HUCKA,
0OMKHOBEHO CTOMHOCTHUTE ca chOoTBETHO 1,26 % 1 < 2 %. MMmaiiku npeaBua HUCKATa epopanHa
OMOHAJIMYHOCT, CUCTEMHATa €KCIIO3ULUA Ha (UIyTHKAa30HOB (ypoaT U BUJIAHTEPOII ClIE/l HHXAJIATOPHO
NPUIOKEHHUE, Ce IBDKHU IIIaBHO Ha abcopOIMs Ha WHXaNIMpaHaTa 4acT OT [03aTa, JOCTaBeHa B Oenute
IpoOoBe.

Paznpenenexue

Crniet MHTPaBEHO3HO MPIUIOKEHUE (DITYTUKA30HOBUAT (DypoaT v BUJIAHTEPOJ CE PA3IPEACIIAT
3HAYHUTEITHO ChC CPEITHU 00EMH Ha paslpeiesieHue B CTAIIMOHAPHO ChCTOSTHUE ChOTBETHO 661 1 1

165 1.

DyTHKA30HOBUAT (PypOAaT ¥ BUJIAHTEPOJI CE CBHP3BAT B HUCKA CTETICH C YSPBCHUTE KPHBHH KIICTKH.
In vitro cebp3BaneTo Ha (IYTHKA30HOBUS (ypoaT U BHIAHTEPOJI C IUIa3MEHU NMPOTEHHH B YOBEIIIKA
IJ1a3Ma € BUCOKO, OOMKHOBEHO CTOMHOCTHTE ¢a CHOTBETHO > 99,6 % u 93,9 %. He e mabmogaBano
MOHIKABAHE HA CTEIICHTA Ha CBhP3BaHE Ha TUIA3MEHUTE MPOTEUHHU i1 Vitro TIPH JUIa ¢ ObOPEeYHO MIIN
4epHOPOOHO YBPEKIaHE.

OyTHKa30HOBHAT (QypoaT U BIIIAHTEPOII ca cyocTparu 3a P-rmukomnporenn (P-gp), Ho ce cumra, e e
MAaJIKO BEPOSTHO €THOBPEMEHHOTO NPUIIOKEHHE Ha (PITyTHUKa30HOB (ypoaT/BUIAHTEPOT C
nHXHOUTOpH Ha P-gp na mpoMeHn cucTeMHaTa eKCIOo3UIus Ha (PIIyTUKa30HOB (pypoaT ¥ BHIAHTEPOI,
THH KaTO U JIBETE MOJICKYJIH ce abcopOupat moope.

Buorpanchopmarms

B®3 ocHOBa Ha in Vvitro TaHHU, TIIABHUTE ITHTHUINA 32 METa00IM3bM Ha (IIyTHKAa30HOBH Qypoar u
BUJIAHTEPOJ MPHU Xopa ce Meaunupat ocHoBHO upe3 CYP3A4.

OCHOBHUSAT BT HA META00JIM3bM Ha (ITyTHKA30HOBUS (Qypoar € upe3 XUApoin3a Ha S-hIyopoMeTH
kapOOTHOATHATA TPy 10 METAOOIUTH ChC 3HAYUTEITHO MOHMKCHA KOPTHKOCTEPOUIHA aKTUBHOCT.
OCHOBHUSAT ITBT HA META0OJIM3bM Ha BIWIAHTEPOI € upe3 O-geankmwinpaHe 10 peauia MeTaboIiTH ChC
3HAYHUTEIHO TOHWKEHA [31- ¥ [32-aTOHUCTUYHA aKTUBHOCT.

Enumunupane

Cren nepopaiHO NpHIOKEeHUE (PIYyTUKA30HOBHUAT GypoaTt ce eITMMUHHIpPA MIPH X0pa IIIaBHO Ype3
METa00IM3bM, KATO META0OIUTUTE CE EKCKPETUPAT MOUTH U3LSUIO ¢ pexanmuute, < 1 % ot
BBH3CTAHOBEHATA PAaJUOaKTHBHA /1032 CE IMMUHUPA C ypHHATA.

[Ipu npoy4dBaHe ¢ paAr0aKTUBHO MapKUpaHe MpHU X0pa, HAIIpaBeHO Ype3 MEPOpPaICH IbT Ha
BBBEX/AHE, € YCTAHOBEHO, Y€ CJIE IEPOPAIHO MPUIIOKEHHE BUWIAHTEPOII C€ €IMMUHMPA [NIABHO 4pe3
MeTabOJM3bM, MOCIIEIBaH OT EKCKPEIHs Ha METa0OIMTHTE B YpUHATA U (PeKaJHHUTEe ChOTBETHO
npubimzutenHo 70 % u 30 % ot paguoakTUBHATA J103a. [[pUBMIHUAT TU1a3MEH €JIMMUHALIMOHEH
HOJTy’)KMBOT Ha BIJIAHTEPOJI CJIE/ €THOKPATHO NHXAJATOPHO MIPUIIOKEHNE Ha (DITyTHKa30HOB
(dypoat/BunaHTepos 0OMKHOBEHO € 2,5 yaca. EQeKTHBHUAT MOMYKUBOT 32 aKyMyJIMpaHEe Ha
BHJIAHTEPOJI, ONIPEENIEH OT MHXAIATOPHO MPHIOKEHNE Ha MHOTOKPATHH JIO3U OT 25 MUKpOrpaMa
BHUIaHTepod, € 16,0 gaca npu nmuua ¢ actMa u 21,3 vaca npu nuna ¢ XObb.
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IlenuaTpuyHa momyaamus

Ipu ronomw (12 roauHu ¥ TOBEYE) HAMA MPENOPHUBAHH IPOMEHH Ha J103aTa.

dapmakoknHEeTHKAaTa, 6€30MaCHOCTTa U ePUKACHOCTTA Ha (DIyTHKA30HOB (hypOAT/BHIAHTEPOI ca
NPOYYCHH TPH JIela Ha Bb3pacT oT 5 10 11 roauHu, HO MPEenopbKY 3a JT03MPOBKATa HE MOTaT Ja Obaat
naaeHu (Bx. Touka 4.2). @apMakoKMHETHKATa, 0€30IaCHOCTTa U e(pUKACHOCTTA Ha (PIIyTHKA30HOB
(hypoat/BUIAHTEPOJT TIPH Jiela Ha Bb3PAcT MO S5 TOAWHH HE Ca YCTAHOBCHH.

CnegnanHH TpYyIId MOITYyJIAIun

Cmapuecka 6v3pacm

Edexrure Ha Bp3pacTTa BEpXY (papMakoKMHETHKATa Ha (PIyTHKa30HOB (hypoaT ¥ BUIAHTEPO ca
ycraHoBeHH B nipoyuBanus ¢asa Il 3a XOBb u actma. Hama nannu Bp3pactTa (B Ananasona 12 go 84
TOJIMHHM) Ja TOBIUABA (DapMaKOKHMHETHKATA Ha (IIyTHKAa30HOB (DypoaT U BHIIAHTEPOII ITPH XOpa ¢
acTma.

Hsma nanHu Bbh3pacTTa a HOBIUsBa (hapMaKOKMHETHKATa Ha (IyTHKA30HOBUS (hypoart ImpH xopa ¢
XOBB, 1o ¢ HabmonaBano mosumasane (37 %) Ha AUC (.24) Ha BIJIAHTEPOIT B IPOCIIEASIBAHUS
BB3pacToB Auana3oH oT 41 mo 84 roaunu. 3a uile B cTapyecka Bh3pacT (Ha 84 TOAWHU) C HUCKO
tenecHo terio (35 kg), ce mpensmwkaa AUC (0-24) Ha BUIaHTEPO 1a € ¢ 35 % mo-BrcoOKa OT mpueraTa
3a nomrymanusta (mure ¢ XObb Ha Be3pact 60 rogunu u TenecHo Terto 70 kg), mokato Cmax HE ce
npoMeHs. Majiko BepOosSTHO € Te3U Pas3auyus Ja ca OT KIIMHUYHA 3HAYUMOCT.

Hsima mpemopbuBaHy TPOMEHH Ha J03aTa 3a MaIlMeHTH B cTapyecka Bh3pacT ¢ actMa uin ¢ XObb.
bvbpeuno yspeocoane

Kimanaao dapmakonorniHo npoydsane ¢ (IyTHKa30HOB (GypoaT/BIIAHTEPOII € MTOKA3allo, Y€ TEXKKO
0B0OpeyHo yBpexaaHe (KpeaTHHUHOB KIUphHC < 30 ml/min) He BOJIM 10 3HAYUTEIHO MO-BHCOKA
€KCIO3ULMS Ha (IIyTUKA30HOB (Pypoat ¥ BUIAHTEPOJ WM A0 MO-U3Pa3eHU KOPTUKOCTEPOUIHU HITH
0eTa-arOHUCTHYHH CUCTEMHU €()EKTH B CPABHEHUE ChC 3][PABU HHIIVBHIH.

[Mpu nanmeHTn ¢ 6HOPEYHO YBpEXKIaHE HE Ce Halara KOpUrHpaHe Ha J03aTa.
EdexTute npu xemoananusa He ca NpOy4YBaHH.
Yeprnodpodno yepescoane

Cren MHOTOKPATHO NMPHJIOKEHUE Ha (IIyTUKA30HOB Qypoat/BUIaHTepOI 3a 7 JTHU € HAaOI0AaBaHO
NOBHUIIIaBaHE HA CUCTEMHATa €KCIO3UIMS Ha QIIyTHKA30HOB (pypoar (110 Tpu IBTH, U3MEPEHO Upe3
AUC 924)) pu nuia ¢ yepHoapooHo yepexaane (Child-Pugh A, B unu C) B cpaBHEHHUE ChC 31paBU
nHauBHAN. [loBHIIaBaHETO HA CHCTEMHATA KCIIO3HIMA Ha (UIyTUKA30HOB (ypoaT mpu JIHLA ¢
yMepeHo TeXKo uepHoapobHo yspexaane (Child-Pugh B; 184/22 mukporpama ¢uryTnka3zoHOB
(bypoat/BunanTepoI) e CBbp3aHo cpenHo ¢ 34 % MoHIKaBaHe Ha CEPyMHUS] KOPTHU30J B CPaBHEHHUE
cbC 371paBu HHAMBHIM. CHcTeMHaTa eKCIO3UIMSA Ha (IIyTHKAa30HOB (hypoaT mpy HOpMaIN3UpaHa 1032
€ CXOJJHa IpH JIUIIa C YMEPEHO TEXKKO U TeKKO uepHoapoOHO yBpexkaane (Child-Pugh B nim C).

Ciie1 MHOTOKPATHO MPHIOKEHHE Ha (IyTHKA30HOB (DypoaT/BHUIIaHTEPOJI 3a 7 JHH HE € HaOJII01aBaHO
3HAYUTEIHO MOBUIIABaHE HA CHCTEMHATa eKCcro3uLus Ha BIIAHTEPOI (Cnax 1 AUC) npu nmna ¢ Jexo,
YMEPEHO TEXKKO U TEKKO yepHOApoOHO yBpexkaane (Child-Pugh A, B unu C).

He ca nabmonaBany Bb3IEHCTBHSA C KIIMHIYHO MTPUIIOKEHNE HA KOMOMHAIMATA (IIyTHKa30HOB
(dypoat/BunaHTEepoN BbpXY O€Ta-aipeHEepPrUHUHUTE CHCTEMHH €(peKTH (ChpACUECH PUTHM HIIU CEPYMEH
KaJIMii) IpH JIMLA C JIEKO 10 YMEPEHO TEXKO YepHOAPOOHO yBpeKaaHe (BUIaHTepo, 22 MUKporpama)
WM C TeKKO YepHOAPOOHO yBpexkaaHe (Bumanteposn, 12,5 Mukporpama) B CpaBHEHHE ChC 3IPABH
WH/UBH]IY.
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Lpyeu cneyuannu epynu nonynayuu

[Tpubmuzurennure croitnoctd Ha AUC 0.24) 32 (IIyTHKa30HOB (ypoaT IpHu Juia ¢ actma oT Mzrouna
Azus, Anonust n FOronsrouna Azus (12-13 % ot yuacTaunute), ca Omnm odbngaitao 33 % 1o 53 %
MO-BUCOKH B CPaBHEHHE C JIPYTH pacoBu rpynu. HsiMa nanuu, obade, mo-BHUCOKaTa CUCTEMHA
EKCITO3UITHS MPH Ta3| MOIYJIANS 1a € CBhP3aHa C IMO-TOJSIM e(eKT BbpXy 24-4acoBaTa €KCKpenus Ha
KOPTH30J] B ypruHaTa. B cpaBHEHUE C MuIa OT IPYTH PacoBU TPy, 00MIaitHO Cax Ha BUIIAHTEPOIL,
MIpeIBUCHA 3a JIHIa ¢ a3uaTcku rmpousxon e ¢ 220 mo 287 % mo-Bucoka, a AUC o-24) € cpaBHUMA.
Hsma nannu, o6ave, mo-Bucokara Cpax Ha BUJIAHTEPOJI 12 BOJHM JO KIIMHUYHO 3HAYUMH €(DEKTH BBPXY
CBHPJICYHUS PUTHM.

IIpu numa ¢ XOBB croitnoctute Ha AUC (0.24) 32 uIyTHKa30HOB (Gypoat npu jinna ot M3rouna Asus,
SImonus u FOromsrouna Asus (13-14 % ot nunata), ca 6mmm ooukHOBeHO 23 % 10 30 % mMO-BUCOKH B
CpaBHEHHME C JIMLIA OT MHAOeBpoIeickara paca. Hama nannu, obayue, mo-Bucokara CUCTEMHA
EKCIIO3HITUS MIPH Ta3M IMOIyJIAIHS Ja € CBhP3aHa ¢ Mo-TolsM edekT BbpXy 24-uacoBaTa eKCKpenus Ha
KOpTHU30J B ypuHata. Pacara HsiMa eeKT BbpXy CTOMHOCTUTE Ha (hapMaKOKHHETUYHHUTE TTApaMeTpH
Ha BwiIaHTepou mpu auna ¢ XObb.

Ilon, mezno u unoexc na menechama maca (MTM)

B®3 ocHOBa Ha momynanuoHeH GpapMakOKHHETHYEH aHainu3 Ha JaHHuTe oT (daza Il npoyusane npu
1213 yyactaunm ¢ actMma (712 sxenn) u 1225 yuactaurm ¢ XObb (392 xenn), HiMa JaHHU TOJBT,
ternoto 1 UTM (MHIEKC Ha TelecHaTa Maca) Jja OKa3BaT BIMAHUE BHPXY (apMaKkOKMHETHKATa Ha
¢yTHKa30HOBUS Qypoar.

B®3 ocHOBa Ha morynanuoHeH GapMaKOKHHETHICH aHainu3 mpu 856 yyactauny ¢ actMa (500 xeHn) u
1091 yuactaunu ¢ XOBbb (340 sxeHn), HAMa TaHHU TMONBT, Ter1oTo 1 UTM na oka3BaT BIusSHUE
BBPXY (papMaKOKWHETHKATa Ha BHJIAHTEPOIL.

He ce nanara kopurupase Ha 103ata Bb3 OCHOBA Ha 1o, Teryio u UTM.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

®DapMakoIOrHMYHUTE U TOKCUKOJIOTHYHHUTE e()eKTH, HaOIIt01aBaHu ¢ (DIyTHKAa30HOB (PypoaT uiu
BUJIAHTEPOJI B HEKJIMHUYHU MPOYYBAHMS ca OMJIH T€3H, OOMYalHO CBbP3BAHH HJIH C
TJIFOKOKOPTHKOM/TU, WK ¢ OeTaz-aroHucTH. IIpuiiokeHunero Ha (i1yTHKa30HOB (hypoaT B KOMOMHALIUS

C BWJIAHTCPOJ HE € JOBCJIO 1O HAKAKBA 3HAYUTCIIHA HOBA TOKCUYHOCT.

T'eHOTOKCHYHOCT M KAaHIIEPOTCHHOCT

Drymukazonos pypoam

®D1yTUKA30HOBHAT Pypoar He € OMII TeHOTOKCHYEH TIPY CTaHAAPTEH HAOOP OT MPOyIBAHUS M HE € O
KaHIICPOT€HEH NIPU MPOYYBAHUS C TUTHXOBE U MHIIKH, HA KOUTO TPE3 LIEHS )KUBOT Ca MPUIaraHu
WHXAJIATOPHHU JIO3U B EKCIIO3UITUH, CXOJTHU HA TE3U TPH MaKCUMallHaTa MpernopbyuBaHa J103a IpHu Xopa,
BB3 ocHoBa Ha AUC.

Bunanmepon mpugenamam

B nmpoyuBanus 3a reHeTHYHA TOKCHYHOCT BUJIaHTEpOd (KaTo anda-heHuIuHaMar) u
TpueHUIIOLETHA KUCETMHA He ca OMJIM TeHOTOKCHYHH, KOETO IMOKa3Ba ue BUJIAHTEPOI (KaTo
TpudeHaTaT) He MPe/ICTaBIsIBA TCHOTOKCHUYEH PHCK 3a XOpa.

HO,Z[O6HO Ha HaXOJKH 3a Apyru 66Taz—aFOHI/ICTI/I, IIpU MpOYyUBaHUA C UHXAJIATOPHO MPUTIOKCHHUC B
MMPOABJIKCHUC HA AT )KUBOT, BUJIAHTCPOJI TpI/I(l)CHaTaT € JOBCII A0 HpOJ’II/I(l)epaTI/IBHI/I e(l)CKTI/I B
PEOPOAYKTUBHUA TPAKT HaA IIJIBXOBE U MUIIIKH OT XCHCKHU IIOJI U B XI/IHO(bI/ISaTa Ha rurpXoBe. He e
Ha6J'IIO)_IaBaHO MOBHUIIABAHC HA PA3IPOCTPAHCHUCTO HAa TYMOPH IPHU IIJIBXOBC U MUILIIKHU IIPU
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eKCTIO3HITNH, CHOTBETHO 1,2 1w 30 mbTH IMO-BUCOKH OT TE3U IIPH MaKCHMaTHaTa MPEnopbhUBaHa J103a
IpH X0pa, Bb3 ocHoBa Ha AUC.

PCHDOZ[VKTI/IBHEI TOKCHUYHOCT M TOKCUYHOCT 3a Pa3BUTUCTO

Dnymuxazoros gypoam

Edexrure, HabMI01aBaHU ClIe]] HHXATATOPHO MPUIIOKEHNE Ha (IIyTUKAa30HOB (pypoaT B KOMOUHAIIUS C
BWJIAHTEPOJI ITPH TUTHXOBE, Ca OHMIIM CXOJ/IHU C Te3H, HAOII0JaBaH! caMo ¢ IIyTHKA30HOB ypoar.
OyTHKA30HOBUAT (PypoaT HE € TIOKa3BaJI TEPATOTEHHOCT MPH ILTHXOBE M 3alIH, HO € 3a0aBsiI
Pa3BUTHETO NIPH TUTHXOBE U € MPUYUHSIBAI a00PTH MIPH 3alIK B 1034, TOKCUYHHM 3a MaiikaTta. He ca
HaOJr0aBaHu e(DEKTH BbPXY Pa3BUTHETO MPH IUIHXOBE B €KCIIO3UIINH, IPUOTUZUTEIIHO 3-ITbTH
MO-BUCOKH OT T€3U MPU MaKCHUMaJiHaTa NpernopbyBaHa 103a Npu Xopa, Bb3 ocHoBa HA AUC.

Bunanmepon mpugenamam

Bunanrtepon TpudeHaTar He € moKa3BaJl TePaTOreHHOCT Ny ITbX0Be. [Ipy nHXanaTopHu NpoyYBaHUS
NpY 3ai11, BUJIAHTEPOJI TpUQEHATAT € HMaN ePeKTH, CXOJJHH Ha Te3U, HAOJIr0IaBaHH C IPyTU
OeTaz-aroHUCTH (BpOJIeHA TIeTIKa Ha HeOIeTo, OTBOPSHH KIIETIaud, CpacTHAIN peOpEeHO-CTePHAITHN
CerMeHTH M (hIeKcypa/HenpaBuiIHa POTalus Ha KpaHuLuTe). [Ipu NoaK0KHO NMPHUIIOKEHHE HE Cca
HaOIronaBaHu eeKTH PU EKCTIO3UINHN 84-ITbTH MO-BUCOKH OT T€3H MPU MaKCHMaJlHATa
penophYBaHa J103a IMpHU X0pa, Bb3 ocHoBa Ha AUC.

Huto dnyTtrkazonoBusT Qypoar, HUTO BUIAHTEPONI Tpu(EHATAT ca UMAIIM HIKAKBH HeXelaHUu epeKkTH
BBPXY (epTHINTETa WIH BBPXY Mpe- U MOCT-HATATHOTO Pa3BUTHE MPHU IIHXOBE.

6. DAPMAIEBTUYHHU JAHHU

6.1 ChoucbK Ha NOMOIIHHUTE BEIIECTBA

JlakTo3a MOHOXHIpAT
Marue3ueB cteapat

6.2 HecbBMecTHMOCTH
Henpunoxumo.
6.3 Cpox Ha rogHoOCT

2 TOOIUHHU
Cpok Ha TOJHOCT B IEPHO/a Ha U3IOJI3BaHE CIIe]] OTBAPSIHE HAa THE3J0TO: 6 CEIMUIIH.

6.4 Crnenuananm yca0BHs HA CbXpaHeHHe

Ha He ce cpxpansiBa Hax 25°C. AKo ce CbXpaHsBa B XJIaJWIHUK, HHXaIaTOPHT TPsIOBaA 1a ce OCTAaBU Ha
CTalfHa TeMIepaTypa Hali-MaJIko 3a €JIMH yac Ipeay yrnorpeoda.

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a 1a CC MPCANa3u OT BJIara.

I[aTaTa, CJICA KOATO MHXAJIATOPBHT HE Tp}16Ba Ja C€ M3II0JI3Ba, TpSI6Ba Ja CC HaluIleC Ha MPEABUACHOTO
3a TOBAa MSACTO BbPXY CTHUKCTA. I[aTaTa TpSI6Ba Jla CC HaIUIIIC BEAHAra CJICA U3BAXKIAHC Ha MHXAJIaTOpa
OT T'HE310TO.

6.5 Buawu cbabpxaHue Ha ONMAKOBKATA

Nuxanatopst Ellipta ce ¢bCTOM OT CBETIIOCHBO TSUIO, XBJT Kallak Ha MyHJIIITYKa U OposiY Ha JO3UTE,
OITaKOBAaH € B THE3/I0 OT JJAMUHUPAHO (POIHO, ChIBPIKAIIO Callle ChC CYIIUTEN CUIIMKarell. [ He310To e
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3ari€gyaTaHo ¢ OTACIAIIO CC (bOHI/IO.
HHX&J’IaTOp’BT € MHOI'OKOMIIOHCHTHO YCTpOfICTBO, CBCTABCHO OT IMOJIUIIPOIUIICH, ITOJIUCTUIICH C
BHCOKA IINTBTHOCT, IOJIMOKCHUMETHIICH, HOJ'II/I6YTI/IJ'ICH Tepe(i)TaJ'IaT, aKpI/IJ'IOHI/ITpI/IJ'I—6YTaZ[I/IeH—CTI/IpCH,

NOJMKApOOHAT M HEPHKIaeMa CTOMaHa.

WuxanatopbT chabpika Be ONHUCTEpP-ICHTH OT JAMUHUPAHO aTyMUHHEBO (POINO, KOUTO OCUTYPSIBAT
00110 14 mnu 30 mo3u (koxmyecTBo 3a 14 wm 3a 30 nHM).

OnaxkoBku ¢ uHxanatopu ot 14 nnu 30 go3u. I'pynosa onakoska ot Muxanaropu ¢ 3 x 30 no3u.
He Bcuuky BHJIOBE OMAKOBKH MOTaT Jia ObJaT ITyCHATH Ha Ma3apa.
6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBbPJIsIHE

Hewnsnon3sanust JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTEC MAaTCpUaId OT HETO TpH6Ba na €€ U3XBBPJIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3UCKBAHMA.

7. ITPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Wpnanpus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
EU/1/14/929/001

EU/1/14/929/002
EU/1/14/929/003

9. JATA HA TBPBO PASPEILIABAHE/TIOJJHOBSIBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[Hata Ha mbpBO pa3pewaBane: 2 mait 2014 r.
Jlata Ha mocneaHo noaHoBsABaHe: 26 ronm 2018 .

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[Tonpo6na mH(pOpManys 3a TO3M JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiiTa Ha EBpomneiickara
areHuus 1o JexkapcTBaTa http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Revinty Ellipta 184 mukporpama/22 MuUKporpaMa mnpax 3a WHXanauus, IpeaBapUTEIHO JO3UPaH

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika eqnHIMYHA MHXANAIMS 0CTaBs €1Ha 0cBOOOIEHA 71032 (103aTa, KOSITO Ce 0CBOO0XKJaBa OT
MyH/IIyKa) oT 184 Mukporpama ¢urytrkazoHoB gypoar (fluticasone furoate) u 22 Mukporpama
BunanTepod (vilanterol) (kato Tpudenarar). ToBa CbOTBETCTBA Ha MPEABAPUTEIHO TO3UPaHA 1032 OT
200 muxporpaMa QyTHKa3oHOB (pypoat u 25 MUKporpama BUIaHTEpod (KaTo TpudeHarar).

TTomMoOITHO BEIIESCTBO C U3BECTHO ACHCTBUC

Bcsika ocBob0eHa 1032 ChABPKA MPHOIH3UTEITHO 25 Mg JaKT03a MOHOXHIPAT.

3a IIBJIHUSA COUCHK Ha IIOMOIIHHUTC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
IIpax 3a wHXANMAIMs, IPEIBAPUTEITHO JO3UPAH

Bsin mpax B cBetiiocuB unxanatop (Ellipta) ¢ »bAT kanak Ha MyHIIIYKa 1 OpOsSd Ha TO3HTE.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Actma
Revinty Ellipta e oka3an 3a peioBHa Tepanus Ha acTMa IIPY Bb3PACTHHU M IOHOIIM Ha Bb3PACT Ha U
Haja 12 roguHM, KBAETO € MOIXOIIIO MPIIaraHeTO Ha KOMOWHUPAH JIEKapCTBEH MPOIYKT
(mparonmericTBall OeTa-arOHUCT U UHXATATOPEH KOPTUKOCTEPOU]):
® TAIMCHTH, KOUTO Ca HE33J0BOJIUTEIIHO KOHTPOJIMPAHH C MHXATATOPHU KOPTUKOCTEPOUIN H
,IIPH HY K2’ WHXATUPAT KpaTKOACHCTBAIIM O€Ta,-aTOHHUCTH.
® TAINEHTH, KOUTO ca BEY€ 3aJOBOJUTEITHO KOHTPOIUPAHHU C NHXATATOPHU KOPTUKOCTEPOUIN 1
IBJITOIeiCTBAIN OeTar-arOHUCTH.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

AOBI/IQOBKa

Acmma

[Ipu manmenTHTe ¢ actMa TpsAOBa na ce npriara Revinty Ellipta ¢ TakoBa KOJIM4eCTBO aKTHBHO
BEIIIECTBO, KOETO CHOTBETCTBA Ha J03aTa (hIyTHKA30HOB (ypoat, MOIXOASIIA 32 TeKECTTa Ha
3abomsBaneTo. JIekapuTe, KOUTO MPEANKCBAT JIEKapCTBOTO, TPAOBA ja UMAT MPEABHI, Ye MPH
MaueHTH ¢ actMa (ayTrka3oHoB ¢ypoat 100 Mukporpama BeAHBK JHEBHO € MPUOTUZUTETHO
EKBUBAJICHTCH Ha ()IyTHKAa30HOB NponMoHaT 250 MUKporpama JiBa bTH JTHEBHO, & (PITyTHKa30HOB
¢ypoat 200 MuKporpama BeIHBK JHEBHO € MPUOTU3UTEIHO €KBUBAJICHTEH Ha (DIIyTHKA30HOB
nponmoHat 500 MuKporpamMa /iBa bTH JHEBHO.

Bw3pacmuu u onowu na év3pacm na u nao 12 2o00unu

Havanna no3a ot enna uaxananus ¢ Revinty Ellipta 92/22 mukporpama BeIHBX JHEBHO TpsAOBa Jia ce
¥Ma TPEJBUI TP Bb3PaCTHU U FOHOIIM Ha U HaJ 12 roauHM, KOUTO UMAT HY’KJa OT HUCKA 70 CpeaHa

28



J103a UHXQJIATOPEH KOPTUKOCTEPOUL B KOMOMHAIIMSA C IbJTrO/leiCcTBall OeTaz-arOHUCT. AKO
MAIMEHTUTE ¢a HEAOCTAaThYHO KOHTpoupanu ¢ Revinty Ellipta 92/22 mukporpama, 1o3atra Moxe J1a
ce yBennud Ha 184/22 Mukporpama, KOETO MOXKE J1a OCUT'YPH AOIBIHUTEIHO OA0OpEHHE Ha
KOHTpOJIa BbPXY acTMmara.

CBCTOSIHAETO HA MMAMEHTUTE TPSOBa PEAOBHO Ja C€ MPEOICHSIBA OT MEAUITMHCKH CIICITHAIICT, TaKa
Yye KOHIIEHTpAaIUATa Ha (DIyTHKA30HOB (DypoaT/BUIIAHTEPOII, KOSITO MAIIMEHTUTE MTPUEMAT, J1a Ce
3ama3Ba ONTUMAaTHA | JIa Ce IPOMEHS caMo 10 JIeKapcKo mpeanucanue. Jlozara cieasa aa ce TUTpUpa
JI0 TOCTUI'aHe Ha Hal-HKUCKATa J103a, IPU KOSATO Ce MOIbprKa €(PEKTHBEH KOHTPOJI BbPXY
CHMIITOMMUTE.

Revinty Ellipta 184/22 mukporpama TpsiOBa Ja ce ©Ma MpeIBUJI IPU Bb3PACTHU U IOHOIIN Ha U HaJl
12 ronuHHU, KOUTO UMAT HYXJIa OT MO-BUCOKA /1032 MHXATATOPEH KOPTUKOCTEPOUI B KOMOMHALIUS C
IBITOEHCTBAI OeTa2-arOHHUCT.

OOMKHOBEHO MAITMEHTUTE YCeIaT mogoopeHue B 6enoapodHaTa GyHKINSI B paMKATE Ha 15 MUHYTH
cien nnxanupane Ha Revinty Ellipta.

Brrpekn ToBa manueHTUTe TPSAOBA Aa OBAAT YBEJAOMEHH, Ye 3a TIOJIbpKaHe Ha KOHTPOJIA BBPXY
CUMIITOMHUTE Ha acTMa € HeoOX0/IMMa peJIoBHA eKeIHEBHA yIIOTpeOa, KOSATO Jia TPOIBIDKU JIOPH MPH
JIUTICBAINA CHMIITOMATHKA.

AKXO ce IOSBSIT CUMIITOMU B neprnoga MEXIy ABa rpuema, Tp$I6Ba Jla C€ IPHUJIOKHU NHXAJIAaTOPECH
KpaTKOHeﬁCTBam 66Taz—aFOHI/ICT 3a He3a0aBHO 00JIEKYaBaHE.

MakcuManHara npenopbunTeita g03a ¢ Revinty Ellipta 184/22 Mukporpama BeIHBXK JTHEBHO.
Heya na eév3pacm noo 12 eoounu

be3onacHocTTa U ehukacHocTTa Ha Revinty Ellipta npu nena Ha Bb3pact 1oz 12 roguau npu
MOKA3aHUETO aCTMa HE €A YCTAaHOBEHHU.

Revinty Ellipta He Tpsi0Ba aa ce n3non3Ba NpH aena Ha Bb3pacT nox 12 rogunu. Hannunute

[MOHACTOSIIIEM JAaHHHU Ca OIUCAHH B TOYKH 5.1 u 5.2.

CHCLII/IaJ'IHI/I TPyl NanyvcHTH

Cmapuecka 6v3pacm

He e HE0OX0mMMO KOpHTUpaHe Ha J103aTa 33 MAIMeHTH Ha Bb3pacT 65 WK MOBeYe TOAUHU (BXK.
TO4YKa 5.2).

bvopeuno yspescoane
He e Heob6xonnmo KopurupaHe Ha 103aTa IPH Ta3H MOIMyanys (BXx. Todka 5.2).
Yeprnodpobno yepesicoane

[IpoyuBanus IpH JULA C JEKO, YMEPEHO TEXKKO U TEXKKO YepHOIPOOHO yBpEKIaHE ca MOKA3aJIH
yBeJIUYaBaHe MPU CHCTEMHATa eKCHO3UIMs Ha QiyTuKazoHoB gypoat (Ha Crax 1 AUC) (BK.

TO4YKa 5.2).

Jo3upaneTo npu nanueHTH ¢ 4epHOApoOHO yBpekaaHe TpsOBa aa Obje NpeAnasinBo, Thid KaTo IpH
TSX UMa MO-TOJISIM PUCK OT CUCTEMHH HEXKEIaHU PEaKlnH, CBbP3aHU ¢ KOPTHKOCTEPOUANTE.

[Tpn manmeHTH ¢ yMEpeHO TEKKO HIIH TEXKO YEPHOAPOOHO yBpEXkIaHe MaKCUMallHaTa /1032 €

92/22 mukporpama (BxK. Touka 4.4).

Hauun Ha OPHUITOKCHUC

Revinty Ellipta e camo 3a naxanupane npe3 ycrara.
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Tpsa6Ba ma Oba€ MpHIIaraH MO €HO W CHITI0 BpEME Ha JICHS, BCEKH JICH.
OKOHYATEITHOTO PEUICHHE 3a TOBA, Al MPUEMBT Ha J103aTa fa Ob/ie CYTPHH WIH Be4ep TPsSOBa Jia ce
OCTaBH Ha MpelICHKaTa Ha JeKapsl.

Cren mHXaaIus MarueHTUTe TPsIOBa Ja M3IIIAKBAT ycTaTa CH ¢ BoAa, Oe3 Ja sl I'bJITar.

AKo e mmporycHaT IpHeM Ha /1033, CIe/IBalllaTa j03a Tps0Ba /1a ce mpuemMe B 00MYaiiHOTO Bpeme Ha
CIIe/IBAIINS JICH.

AKO ce chXpaHsBa B XJIaIMITHUK, MHXAJIATOPBT TPSAOBA Jla CE OCTABH HA CTaliHA TEMIIepaTypa
Hal-MaJIKO €JIMH Yac Mpeau yrmoTpeoa.

Koraro unxanaTopsT ce U3M0J13Ba 3a IbPBH BT, HE € HEOOXOANUMO J1a Ce MPoBepsiBa Jajiu paboTu
MPaBUITHO U JIa ce TIOJrOTBs 32 YIOTpeOa Mo HIKaKbB creluaneH HaunH. TpsiOBa Jia ce ciieiBat
MHCTPYKIIUHUTE 32 yIoTpeba CThIIKA M0 CTHIIKA.

WuxanatopsT Ellipta € onakoBaH B rHE3/10, ChBPIKAIIO Callle ChC CYIIUTEN 32 HaMalsiBaHEe Ha
Biarata. Camero cbC CymmTel TpAOBa 1a ce U3XBBPIIHM U He TPAOBa /1a ce 0TBaps, S/e WIN HHXAJIUpa.

HaLII/IeHT'LT TpH6Ba Ja 6’[:,[[6 MMOCHBCTBAH J1a HC OTBAPA 'HE30TO, JOKATO HE € IT'OTOB da MHXAJIUpa A03a
OT JICKapCTBOTO.

[Ipu u3BakJaHETO My OT THE3/I0TO, HHXAIATOPHT IIie Ob/Ie B TIO3HIINSA ,,3aTBOpeH” . ,,I3momn3Baiite 10”
JlaTata TpsOBa Jia Ce HAIHUIIIE Ha TPEABUICHOTO 3a TOBA MSICTO BBPXY €THKETa Ha MHXAJIATOpa.
,,/I3M03BaiiTe 10 narara € 6 CeAMUIM OT JaTaTa Ha OTBapsiHe Ha rHe3M0To. Cres Ta3u nara
WHXaJIaToOpbT He TPsAOBa Ja ce U3IM0JI3Ba MoBede. [ He310TO MOXKe 1a C€ U3XBBPIIU CIIe]] ITEPBOTO
OTBapsHE.

WucTpyxkiune 3a ynorpeba ,,cThIKa o cThiika’” 3a 30-mo30Bus naxanatop Ellipta (kommuectso 3a
30 nHM), TOKa3aHU TO-/I0ITy, c€ OTHACAT U 3a 14-mo3oBus naxanatop Ellipta (kommuectso 3a 14 mHn).

Hucmpyxyuu 3a ynompeba

1. Ilpouememe mosa npedu da 3anouneme

AKO KanmakbT Ha HHXaJaTopa ce OTBOPH U 3aTBOPH 0€3 /1a Ce MHXAIIMPa JCKapCTBEHUAT MIPOIYKT,
no3ata mie Oblie 3aryoeHa. 3aryoeHara j03a 1ie Ob/e 3abpikaHa B HHXaJIaTopa, HO Beue HiaMa Ja
MOJXKe J1a ObJIe MHXaIupaHa.

He e BB3MOXKHO 10 CIy4YaifHOCT ¢ €/IHa MHXAIAIUS Ja Ce TIPUEMe HaIBUIIIABAIIO J]03aTa KOJIMISCTBO
OT JICKapCTBEHUS MPOJYKT WU IBOMHA J103a.
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Kanax

Bcex npT1, Koraro ro

OTBapATe, IIPUTOTBATE

Bbposu Ha 103uTe €JHa J103a OT
JICKapCTBOTO.

Toil moka3Ba KOJIKO 1031 OT JIEKAPCTBOTO ca OCTaHaJIl
B IIHXajaTopa.
Hpeml HHXATaTOPHT Aa e om H3IMO0J3BAaH, GPOH‘ILT

moka3sea TouHo 30 go3m.

Toit otOposBa ¢ 1 mo-MaTKo BCEKIH BT, KOTATO

OTBOPUTE KallaKa.

Korato ca octanaan mo-mMaako ot 10 1o3m,
[0JIOBHHATA OT OpoAva MOKA3BA YePBeHO.

Cres KaTo H3IOI3BaTe MOCTIe/HATA /1034,
[0/IOBHHATA OT OPOAYA MOKA3BA YePBEHO H ce
nosapaBa nudparta 0. Bamuar nHxanaTop cera e
mpaseH.

AKo cieq ToBa OTBOPIUTE KallaKa Ha ITHXajJaTopa,

6p0H‘I’BT Ha JO3HITE e €€ IPOMEHIL OT HAIlOTOBIIHA

UCPBCH Ha H3LATI0 UCDBCH.

2. Ipucomssne na 0o3a

OTBoOpeTe Karaka, Korato CTe TOTOBH Jia HHXallpaTe j103a. HxanatopbT He TpsAOBa Ja ce pa3Kialia.

IInp3HeTe Kamaka HaAOdy, AOKATO ce uye IpakBaHe. Cera JeKapCTBEHUST IPOLYKT € TOTOB 3a
WHXaJNpaHe.

3a NOTBBpKICHHE OPOSYBT HA TO3UTE OTOPOsBa ¢ 1 Mo-Maiko. AKO, KOraTo ce uye MpakBaHeTo,
OposYBT HE OTOPOM, MHXAJIATOPBT HAMA J1a OCBOOOIM J103a U TPsIOBa Ja ce 3aHece 00paTHO Ha
(hapmarieBTa 3a ChBET.

Mysamyx

OTBOpH 3a BB3IYX

3. Kax 0a ce unxanupa nexapcmeenusam npooykm

WuxanatopbsT TpsaOBa aa ce IbPKH Jajed OT ycTaTa v TpOBa Ja Ce W3/MIIA KOJTKOTO € Bb3MOXKHO, HO
He TpsAOBa J1a Ce U3IMIIBA B HHXAJIATOPa.

MyHamyKbT TpsiOBa 1a ce IOCTaBH MEXKAY YCTHUTE U CIIe]l TOBA YCTHUTE TPAOBa Ja ce 3aTBOPAT
IUTBTHO OKOJI0 Hero. [1o Bpeme Ha ynoTpeba OTBOpHTE 3a BB3AyX HE TPsOBa 1a ce MOKPHUBAT C MPBCTH.
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o Wuxanupaiite ¢ eIHO MPOABIKUTEIHO, PABHOMEPHO U JIBJIOOKO BAMIIBaHE. [IbXBT TpsiOBa 1a ce
3aIbPKU 0€3 J1a Ce U3IUINBA, KOJIKOTO € Bb3MOYKHO HAl-IbJITr0 (Hali-Maliko 3 — 4 CeKyH/IH).

o OTcTpaHeTe HHXAIATOPA OT yCTara.

o Wznumaiite 6aBHO U CITIOKOHHO.

/ " &

YcTHHTE ce mpAIensT
OKO0.10 MYHIIIYKA IIPH
HHXAJIHPaHe.

He 0s10kHpaiiTe ¢ NpbcTH
OTBOPHTE 32 Bb3IyX.

Bb3MmoxHO € Ja HC YCCTUTC JICKAPpCTBCHUA MMPOAYKT HUJIN BKYCa MY, 1OPU KOTraTO MHXAJIATOPBHT CC
HM3I10JI3Ba MPAaBUIIHO.

MyHAIIyKBT Ha HHXaJATOpa MOXKE Ja Ce TIOYHCTH ChC CyXa KbpIia, IPEe/IN 1a CE 3aTBOPH KallaKbT.

4. 3611’)’!601)6’%6 uHxaiamopa u usniakHeme ycmanmia cu

IInp3HEeTE Kammaka Harope JOKbACTO MOXKE, 3a J1da TIOKPpUC MYHAIIYKA.
CJIC,I[ KaTO CTC M3MOJI3BAJIM MHXaJlaTopa, U3INIaKHETE yCTaTa CH C BOJa, oe3 Ja s reJrare.

ToBa 111e HaMaJTd BEPOSATHOCTTA J1a TIOYYHTE Bh3MAICHUE B YCTATA MM IbPJIOTO KATO HEXKEJIAHH
PEaKITHH.

4.3 IIporuBomokazaHus

CBpPBXUYBCTBUTEITHOCT KbM aKTUBHHUTE BEIIECTBA HJIM KbM HIKOE OT IOMOIHUTE BEIECTRA,
n30poeHu B Touka 6.1.
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4.4 CroenuajJH{ NpexynpexIeHUusi U NpeanasHu MepKHU MpH ynoTpeoda

BromraBane Ha 3a0019BaHETO

OyTHKa30HOB Qypoat/BUIAHTEPOI HE TPsOBa Jia O'b/ie U3MONI3BAH 32 JICYeHUE HAa CHMIITOMHTE Ha
OCTBHpP aCTMATHYCH MPUCTHIT, KOUTO HajJaraT M3MOI3BAHETO Ha KPATKOICHCTRAII OPOHXOIUIATATOP.
YBennuasara ce yrmorpeda Ha KpaTKoIeicTBany OpOHXOAMIIaATaTOPH 332 00JIEKUYaBaHe Ha
CHUMIITOMHTE MTOKa3Ba BIIOIIaBaHE HA KOHTPOJIA M HaJlara MalueHThT Ja Obje Tperiead oT JieKap.

HaL[I/IeHTI/ITC C aCT™Ma HE Tpf[6Ba Ja NPEKbBCBAT JICUCHUCTO C (1)J'IYTI/IKEI3OHOB q)ypOﬁT/BHJ'IaHTGpOII 0e3
JICKApPCKH KOHTPOIJI, TBHU KaTo CJIC MPEKBCBAHETO CUMIITOMUTE MOraT Jia C€ MOABAT OTHOBO.

ITo Bpeme Ha nevyeHue ¢ GuIyTHKa30HOB (ypoaT/BUIAHTEPOI MOTAT a HACTBIIAT CBBP3aHH C acTMara
He)XeJlaHU peakuy U ex3auepOanuu. [lanmenTure TpsAa6Ba 1a 6b1aT HHCTPYKTHPAHH J1a TIPOIBIDKAT
JICYCHUETO, HO JIa MIOTHPCSAT JICKAPCKU ChBET, aKO CUMIITOMUTE HAa aCTMATa OCTaHAT HEKOHTPOIUPAHH
WK Cce BJIOMIAT cjie]] 3arouBaHe Ha JieueHuero ¢ Revinty Ellipta.

IlapagokcaneH OpoHxXOCcIa3bM

Moxe fa ce mosiBH MapagoKcalieH OpOHXO0CHa3bM C BHE3AIIHO YBEJINYaBaHE HA XPUIIOBETE CJie]] IPHEM
Ha no3ata. ToBa checTOSHHE TPIOBa Aa ce TpeTupa He3abaBHO ¢ KpaTKOAeHCTBRAI HHXATATOPEH
Oponxoamnaratop. TpsOBa He3abaBHO 1a ce mpeycTaHoBH ynoTpedarta Ha Revinty Ellipta, na ce
HalpaBH OLIEHKA Ha CbCTOSHUETO HA MAallMeHTa U PU HEOOXOAUMOCT Jla c€ Ha3HAYM aJITEPHATHBHO
JIeYCHHE.

CuplieyHO-CHA0BU eheKTr

CppredHo-cha0BH ePEeKTH, KaTo ChbpIACUHH apUTMHUH, HATIp. CYNPAaBEeHTPUKYIapHA TaXUKapaAUsI U
EKCTPaCHCTOJIH, MOTaT Jia ce HaOIro1aBaT Mpy CUMIIATUKOMUMETHYHH JIEKapCTBEHH MTPOAYKTH,
BktountenHo Revinty Ellipta. B mnane6o-koHTpoaupaHo NpoyyuBaHe MPH YYaCTHHULIM C yMEpEHa
XOBbb u anamHe3a 3a, WX TOBHUIIICH PUCK OT ChPACYHO-CHIOBO 3a00JIsBaHe, HE € HaOII0JaBaHO
HOBHIIABAHE HA PUCKA OT ChPJCYHO-CHI0OBU CHOUTHS TP MAIIMEHTH, [OTydaBaniy (ryTHKa30HOB
¢dypoat/BunanTepos B cpaBHeHue ¢ mianedo. [lopaan ToBa payTukazonos ¢ypoat/BuiaHTepOI
TpsiOBa J1a ce M3MOJI3BA MPEITa3]IUBO TPH MAIUEHTH C TEXKKO ChPCYHO-ChIOBO 3a00IIsIBaHE WITH
HapYIIEHHS Ha ChPJICYHUS] PUTHM, THPEOTOKCHKO3a, HEKOPUTHPAaHA XUTIOKAINEMHS WU TTaIlUCHTH,
Npeapa3noaoKeH! KbM HUCKH HUBA HA CEPYMHUS KaJIUil.

IlanueHTH ¢ Y4epHOAPOOHO YBpPEKIAHE

[Ipu manueHTH ¢ yMEPEHO TEKKO JI0 TEXKKO YSPHOAPOOHO yBpEKIaHE TPSAOBA J1a CE U3IOJI3BA 1032 OT
92/22 MukporpamMa M Te3u NalMeHTH TpsOBa 1a ObJaaT HAOMI0JaBaHH! 32 CUCTEMHH HEKEJIaHH
peakmuy, CBbP3aHu ¢ yrmoTpedara Ha KOPTHKOCTEPOUIH (BXK. TOUKa 5.2).

CucTeMHH peakiiy, CBEP3aHU ¢ YIIoTpeda Ha KOPTHKOCTEPOMIH

IIpu BCcekU MHXATATOPEH KOPTUKOCTEPOU I, TIO-CIICIIHATHO MPH MPUEM HA BHCOKH JI03HU 3a
TPOIBKUTEIHU MIEPHON OT BpEMe, € Bh3MOXKHO J1a CE MOSABAT CUCTEMHH peakiuu. [losiBata Ha Te3u
PEAKIHH € 0-MaJIKO BEPOSITHA, OTKOJIKOTO MPHU MEPOPATHUTE KOPTUKOCTEPOUIU. Bh3MOXKHHTE
CHUCTEMHHM PEaKIMH BKIIIOYBAT CUHAPOM Ha KBIIIMHT ¥ KBIIMHTOUJIHU YEPTH, IOTHCKAHE Ha
HanObOpeyHaTa GyHKIMS, HAMAJIABAaHE HA MUHEPATHATA TUITBTHOCT HAa KOCTUTE, 3a0aBsSHE HA pacTexa
IIpu A€1a U IOHOLINW, KaTapaKTa U INiayKoMa U PAAKO pe€aniia NICUXUYHU UKW TOBEACHYCCKU IIPOMCHH,
BKJIFOYBAIH IICUXOMOTOPHA XHUIICPAKTUBHOCT, pa3CTpOI71CTBa Ha CbHs, TPEBOXHOCT, ACTIPECUA UITU
arpecusi (0COOCHO TIpH JIeTia).

OyTHKa30HOB Qypoat/BHIAHTEPOI TPsIOBa J1a ce puIiara mpeanasinBo MpH MalueHTH ¢ 6eroapodHa
TyOepKyJi03a WM MPH TAIUEHTH ¢ XPOHUYHH WM HEJIeKyBaHH MH(DEKIHH.

33



3DI/ITCJ'IHI/I CMYIIICHUA

[Ipu crcTeMHO U JIOKATHO MPUIIOKEHNUE Ha KOPTUKOCTEPOH U Ca Bh3MOXKHU CHOOIIICHUS 32 3PUTEITHH
CMyIICHHs. AKO IPHU MAIlMEHT Ca HAJHUIEC CUMIITOMHU KaToO 3aMbIJICHO 3PEHUE WK APYTH 3PUTEITHU
CMYIIICHUS, MAIMEHTHT TPsIOBa 1a O'b/ie HACOUCH 32 KOHCYNTAIUS ¢ 0(TaIMOIIOr 3a OlleHKa Ha
BB3MOXKHHATE TIPUIMHN, KOUTO MOTAT J1a BKIIIOYBAT KaTapakTa, IIayKoMa WK PeIKH 3a00JIBaHUS KaTO
neHTpanHa ceposna xopuoperunonatus (LICX), 3a kouTo ce cro0IIaBa ciex CUCTEMHO U JIOKAITHO
W3MO0JI3BaHE Ha KOPTUKOCTEPOUIN.

XHUIeprinkeMus

JlokiagBaHu ca Clydad Ha IMOBHINIABaHE Ha HUBATa Ha KPbBHATA 3axap IpH HAallMEHTH ¢ JUa0eT 1 TOBa
TpsiOBa Ja ce uMa MPEABH/I P NPEANMCBaHE Ha JICKAPCTBOTO Ha MALlMEHTH ¢ aHAMHE3a 33 3aXapeH
nuader.

ITauesmonnst npu nanment ¢ XOBb

HaburoaBa ce moBuIlieHa 4eCTOTa Ha THEBMOHMS, BKITFOYMTEITHO THEBMOHUS HaJjlaramia
xXocuHuTanu3anys, npu narueaTa ¢ XObb, konTo mpreMat nHXalIaTOpHA KOPTHKOCTepouan. Mma
HSIKOU JJAHHU 32 MOBUIIICH PUCK OT MHEBMOHMS MPY MOBUIIABAHE HA CTEPOUAHATA 034, HO TOBA HE CE
JIEMOHCTpHpPA YOSTUTEITHO B PAMKHUTE HA BCUYKH MTPOYYBAHUSI.

Hsama Y6elII/ITeHHO KIIMHUYHO JOKAa3aTCJICTBO 3a Pa3JIMKU B pPaMKHUTE Ha KjlaCa MEXAY MHXAJIATOPHUTE
KOPTUKOCTCPOUAHU IMMPOAYKTHU, OTHOCHO I'OJICMUHATA HA PUCKAa OT MHCBMOHMHH.

Jlexapure TpsiOBa 11a mpociaeasBaT 3a Bb3MOKHO pa3BUTHE HA THEBMOHUS Iipu marmuentu ¢ XObb, Tri
KaTo KIMHUYHATA KapTUHA HA Te3W MHPEKIUH ce MPEITOKPHUBA ChC CUMIITOMUTE Ha eK3arepoanuy Ha

XOBb.

Puckoure dakropu 3a mHeBMOHHMS TpH naieHTH ¢ XOBb BimoYBaT HACTOSIIO TIOTIOHOIYIIICHE,
Mo-HaTpeTHaNIa Bh3pacT, HUCHK WHAEKC Ha TenecHa Maca (MTM) u Texxka XOBb.

ITHeBMOHMS TP MMAITMEHTH C acTMa

Chiy4anTe Ha THEBMOHUS MPH NALMEHTH C aCTMa ca OMJIN YeCTH MpH Mo-BUCOKUTe A03u. Ciryyanrte Ha
ITHEBMOHHMS IPH NALMEHTH € aCTMa, IpueMaIny (GayTHka3oHOB (ypoaT/BHIIAHTEPOIT

184/22 mukporpama ca OWIM MHOTO MOBEYE B CPABHEHUE C TE3H MIPH NAlMEHTH, IPHEMAaIln
(ayTuka3oHOB (ypoat/Bunantepon 92/22 Mmukporpama win mianedo (Bx. Touka 4.8). He ca 6unu
UICHTU(HUIIIPAHN PUCKOBH (aKTOPH.

TTomonrau BCIICCTBA

To3u nexapcTBEeH NPOAYKT ChIbpKa JakTo3a. [lanuenTy ¢ peaku HaciaeICTBEHH Tpo0iIieMy Ha
HEMIOHOCHMOCT KBbM TallaKT03a, IThJICH JIAKTAa3¢H JS(PUIUT WIH TIFOKO30-TaTaKTO3HA MatadcopOIus He
TpsI0Ba J]a M3MOI3BAT TO3H JICKAPCTBEH MPOIYKT.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrH (OPMH Ha B3auMojelicTBHe
KnvnHudHO 3HAUMMU JIEKapCTBEHHN B3aMMOACUCTBYS, METUUPAHU OT (ITyTHKAa30HOB
Q)ypoaT/BHnaHTepon B KNIMHUYHU 1031, C€ CUUTAT MAJIKO BEPOATHH, IOpaAU HUCKUTE IJIa3MCHU

KOHOCHTpAMHU, KOUTO CC NJOCTUTAT CJICA MHXAJIATOPHO JO3UPAHEC.

BzanmonerictBue ¢ 0eTa-010xkepu

BeTaz—az[peHeerqHHTe 6J'IOKepI/I Morart ga OTCIA0AT WK aHTaroHusupar e(l)eKTa Ha OeTas-
AAPCHCPIruIHUTE arOHMUCTH. EI[HOBpCMeHHOTO IMPUIIOKECHUEC HAa HECCIICKTUBHU U CCIICKTUBHU OeTa,-

34



aJipeHepruIHU OJIOKepH TpsiOBa Jia ce U304rBa, OCBEH aKO MMa HAJOXKHUTEIIHU IPHIMHU 32 TIXHATA
ymoTpeoa.

Bzaumoneiicteue ¢ CYP3 A4 naxuburopu

®nyTHKa3oHOB (ypoat M BUIAHTEPOT OBP30 C€ OUMCTBAT Ype3 eKCTEH3UBEH METa00IN3bM IPH ITEPBO
npeMuHaBaHe upe3 yepHoapooHus ensum CYP3A4.

IIpemopruBa ce MOBUIIICHO BHUMAHUE TIPH eTHOBpeMeHHO nprutarane ¢ mortau CYP 3A4
MHXUOUTOPH (HaIp. KETOKOHA30JI, pPUTOHABHP, MPOLYKTH, ChAbPKAIIX KOOULIKCTAT), ThI KaTo
CBILECTBYBA Bb3MOXKHOCT 32 TIOBUIIIABAHE HA CUCTEMHATa eKCIO3UIHA Ha (PIyTHKa30HOB (hypoat u
BUIIaHTepoJ. EnMHOBpeMeHHO puitoskeHHe TpsiOBa J1a ce n30srBa, OCBEH aKo MoJj3ara MpeBUIaBa
YBEJIMYEHHsI PUCK OT CUCTEMHH KOPTHKOCTEPOUIHU HEXKEJaH!U PEeaKiH, B KOWTO Cly4yaid NalueHTHTe
TpsiOBa J1a ce MpOoCesIBaT 32 CHCTEMHH KOPTUKOCTEPOUIHU HeXXenanu peakuuu. [IpoyuBane 3a
nexapcTBeHr B3auMonencTBusi ¢ CYP3A4 ¢ moBTapsmu ce 103U € 6110 MPOBEAEHO PU 3PaBH
WHIMBUIY ¢ KOMOMHanusATa GayTrka3zoHoB (ypoat/Bunantepon (184/22 MukporpaMa) U MOIIHUS
CYP3A4 naxubutop ketokoHazon (400 mg). EmHOBpeMEHHOTO MPHIIOKEHUE € TIOBUIITUIIO CPETHUTE
crortHocTH Ha AUC 024) 1 Cinax Ha b1y THKA30HOB (hypoaT, choTBeTHO ¢ 36% 1 33%. [ToBuimaBanero
Ha eKCIIo3uIuATa Ha (PryTHKa30HOB (ypoat ce cBbp3Ba ¢ 27% HamansBaHe Ha 0-24 4acOBHS TETJIOBCH
CpeJleH cepyMeH KOpTU30Jl. EMHOBpEMEHHOTO MPUIIOKEHHUE ITOBUILIABA CPETHUTE CTOMHOCTH Ha

AUC 0-t) 1 Cax Ha BUWIAHTEPOJI CHOTBETHO € 65% u 22%. [loBuIIaBaHEeTO HA EKCHIO3UIMUATA HA
BWJIAHTEPOJI HE € OMJIO CBBP3aHO C yBeIMUYaBaHe Ha CUCTEMHHTE e(DEeKTH Ha 0eTa-arOHUCTUTE BBPXY
ChpJeYHAaTa YeCTOTa, HUBaTa Ha cepyMHus kanuii i QTcF nntepsana.

Bzanmonerictere ¢ nExnOUTOpH Ha P-TIIHKONpOTENH

OyTHKA30HOBUAT (QypoaT U BUIAHTEpOJI ca cyocTpatu Ha P-rmukonporenn (P-gp). Knuanuno
(hapMakoIOrMYHO POYYBaHE MPH 3PABU HHAUBUIY C MIPUIOKEHNE Ha BUIAHTEPOJI, €THOBPEMEHHO C
moruus P-gp u ymepern CYP3A4 uuxuOuTop BepamnaMuil, He € I0Ka3aJio HIKaKbB 3HAUUM e(EeKT
BBPXY (apMakOKMHETHKAaTa Ha BuiIaHTepoll. He ca mpoBeskaanu KIMHUYHH (HapMaKOIOTHYHH
Npoy4BaHus cbe crienuduyen P-gp naxuOuTop n QuyTukazoHoB gypoar.

CUMITATHKOMUMETUYHM JICKAPCTBEHHU IPOAYKTH

EnHOBpeMEeHHO NpHUIIOKEHHE HA IPYTH CUMIIATHKOMUMETHYHH JICKAPCTBEHU TIPOAYKTH
(caMOCTOSITEITHO WJIM KaTO YacT OT KOMOMHHMpaHa Teparnus) MOXKe J1a MOTCHIMPa HeXKEeITAaHNTE PEaKInu
Ha (pryTukazonos dypoatr/Bunanrepon. Revinty Ellipta He Tps6Ba na ce u3mon3sa B KOMOHMHALIUS C
JOpYyTU IBITOACHCTBALIM OeTar-aJpeHEePruYHH arOHUCTH WIIH JIEKAPCTBEHH MPOIYKTH, ChABPKAIIU
IBITOACHCTBAINM OeTas-aJpeHEPIHYHN arOHUCTH.

Ilenuarpuyna nomnyJanus

[MpoyuBanus 3a B3aMMOJICHCTBHUATA Ca MPOBEXK/IAHH CAMO ITPH BH3PACTHH.
4.6 @epTUINTET, D)PEMEHHOCT U KbpMeHe

Bbpemennoct

[TpoyuBanus npH )KUBOTHU Ca TIOKAa3aJIl PENPOIYKTHBHA TOKCHYHOCT MPH €KCIO3UINH, KOUTO HAMAT
CHOTBETHO KJIMHUYHO MPHUJIOKEHHUE (BK. Touka 5.3). JIumcBat uinu nMa orpaHu4eHy JaHHU OT
ynoTpebara Ha QIyTHKa30HOB (pypoat U BUIaHTepos TpudeHaTaT Ipu OPEMEHHH >KEHH.

[punoxenneTo Ha GIIyTUKA30HOB (ypoat/BHIAHTEPOI PH OPEMEHHU KEHH MOXKe Jia ce 0OMUCIH,
caMo aKo OYaKBAHUTE IOJI3M 3a MaiikaTa HaJBUIIIABAT TIOTESHIIMATHUS PUCK 32 deTyca.
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Kspmene

Hsama nocrateuna nH(popMaIus 3a eKCKpenusaTa Ha (IyTHKa30HOB (pypoaT WU BIJIAHTEPOI
TpudeHaTaT W/ IWiIu MeTabOJIUTHTE B KbpMaTa. Bce mak, Apyru KOpTUKOCTEPOUAH U O€Ta,-arOHUCTH Ca
OTKPHUTH B KbpMara (BXK. Touka 5.3). He Moxe 1a ce U3KITI0YH PUCK 32 KbPMECHHTE
HOBOPOJCHH/KbpMayeTa.

Tps0Ba 1a ce B3eMe pelIeHue Jalii Jja ce MPEYCTaHOBH KbPMEHETO WIIH JIa C€ TIPEYCTAHOBH JICUCHHETO

¢ QuryTHKa30HOB (Pypoat/BUIIAHTEPOI, KATO CE B3EMAaT MPEIBUJI TI0J13aTa OT KBPMEHETO 3a JIETETO U
moJi3aTa OT JICUSHUETO 3a JKECHATa.

DepTunuTer

Hsama nanHu 1o oTHOIIEHUE Ha (hepTUINTETa IpH X0pa. [IpoydyBaHus Mpu )KUBOTHU HE ITOKA3BAT
edexT Ha GIyTHKa30HOB (ypoatT/BUIAHTEPO] TpU(EHATAT BbpXY (epTunnuTeTa (BXK. Touka 5.3).

4.7 EdexTn BbpXy cioco0HOCTTA 32 modupaHe u padoTa ¢ MAIIUHA

OnyTHKa30HOB Qypoar WM BUIAHTEPOJT HE TIOBJIHSBA HITU MOBIIUSBA IPEHEOPEIKUMO CIIOCOOHOCTTA
3a modupane 1 pabora ¢ MaIIVHH.

4.8 HexenaHu JeKapCTBEHH PeaKIUH

Pesiome Ha npodn/ma 3a 0€30IMaCHOCT

JlaHHUTE OT TOJIeMHU KIMHUYHH MTpoy4uBaHus 3a actMa 1 XObb ca u3monsBany 3a onpeessHe Ha
YeCTOTaTa Ha HEXKEIAHUTE JICKAPCTBEHU PEaKIluy, CBbp3aHu ¢ (IyTHka3oHoB (pypoat/BuinanTepoir. B
mporpamara 3a KIMHUYHO pa3paboTane 3a acTMa 00mio 7 034 manueHTH ca OWIN BKJIFOUYCHHU B
WHTETpHUpaHa OICHKa Ha HeXKEJaHUTe peaknuu. B mporpamara 3a KTuHUYIHO pa3padoTBane 3a XObb
00110 6 237 y4acTHUIM ca OMITU BKJIFOYCHU B MHTETPUPAHA OIICHKA HA HEXKEIIAHUTE PEaKIUH.

Haii-yecTo cb0011aBaHUTE HEXKENAaHH JIEKAPCTBEHH PEaKIH ¢ (QIIyTHKAa30HOB (Gypoar U BUJIAHTEPOI
ca rmaBo6osnue u HazogapuHTUT. C U3KITI0YEHNE Ha THEBMOHUA U GPAKTYpH, TPOPMIBT HA
Oe3onacHocT e noxodeH npu nauuertute ¢ actMa 1 XOBB. 1o BpeMe Ha KITMHUYHUTE TPOYYBaHUS,
MMHEBMOHUS 1 (hpaKkTypH ca HaAONI0gaBaHu Mo-4ecto npu nanuentute ¢ XObb.

TabauyeH CIKUCHK HA HEXKCIAHUTE JICKAaPCTBCHU PCAKIIMH

HesxenannTe peakimu ca n30pOSHH B 3aBUCHMOCT OT CUCTEMO-OPTaHHHMs KJIac U 4yecToTara. 3a
Kaacu(UKaIKs Ha YSCTOTUTE € M3MOJI3BaHa ClIeIHATa KOHBEHIHS: MHOTO uecTH (>1/10); yecTn
(>1/100 mo <1/10); meuectu (>1/1 000 g0 <1/100); peaxu (=1/10 000 mo <1/1 000); MHOTO peaKu
(<1/10 000).

BbB BCSAKO IpyHHpaHE [0 Y€CTOTA HEKEIAHUTE JIEKaPCTBEHH PEAKIMU Ca MPEICTABCHU B HU3X OIS
pel 1o OTHOIICHHE HA CEPUO3HOCTTA.

Cl/ICTeMO-OpFaHeH KJ1ac Hexenanu PC€aKIIuMN YecrToTa

Undexnun u nndecranum [TaeBMOHMS* Yectn
Wndexnys Ha TOpHATE TUXATEITHHA
IbTHIIA

Bpouxut

T'pun

Kannuno3a Ha ycrata u rbplioTO

Hapymenus Ha umyHHaTta Peakuun Ha cBpbXUyBCTBUTENHOCT, | Penku
cucTemMa BKJIIOUMTENTHO aHa(UIIaKCusl,
aHruoeqieM, OOpUB U YPTUKAPHSL.
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CucremMo-opraneH KJjiac Hexenann peakuum YectoTa
Hapymenus na metabonusma | XunepriukeMus Hewectn
U XpaHEHETO
Tlcuxu4Hu HapyIIEHUS TpeBoXKHOCT Penxu
Hapyuienust Ha HepBHATa I'maBoGonme MHoro dyectu
cucreMa Tpemop Penxu
Hapymenus Ha ounrte 3aMbIiIeHO 3peHue (BXK. Touka 4.4) Heuectn
Cobpaevnn HapyIIeHUS Excrtpacucronu Heuectn

ITannuranun Penxu

Taxukapaus Penxu
Pecniuparopuu, rppaau u Hazodapunrur MHoro yectu
MEANACTUHAIHU HapyIIEHUs Opodapunreanna 60omnka Yectn

CunrynT

DapuHruT

Punut

Kannmmna

Huchonns

[TapagokcaneH OpoHXocnazbM Penxu
CroMantHo-4peBHU Kopemna 6omka Yectn
HapylLIeHus
Hapymenns Ha MycKkyJHO- Aptpanrus Yectn
CKEeJIeTHaTa cucTeMa U Bonka B repba
CBhEIMHUTETHATA ThKaH Opakrypu**

MyckyJHM cia3Mu
001y HapymieHUs 1 eheKTH IIupexcus Yectn

Ha MACTOTO Ha NPHUIIOKCHUEC

* ** Buxkre mo-noay ..Onucanve Ha n30paHy HEXENAHU PEAKIun’

Onucanue Ha I/I36DaHI/I HCXKCIaHH JICKAPCTBCHH PCAKITMNA

*[Muesmonus (Bx. Touka 4.4)

B uHTErpUpaH aHANMK3 OT JBE PEIUIMKATUBHYU STHOTOUIITHH MTPOYYBaHUS TP YMEPEHA JI0 TEKKA
XOBBb (cpenen npeasuaeH noct-Opouxoamnataroper ckpuauaros ®EO; 45%, crangaptHO
otkionenne (SD) 13%) c ex3anepbanus B mpeauirHaTa roguHa (n = 3 255), 6posT Ha ciiydanTe Ha
nHeBMoHus 3a 1 000 manuenTo-roaunu € 97,9 npu ¢urytuka3zonos ¢ypoat/Bunanrepon (FF/VI)
184/22 mukporpama, 85,7 npu FF/VI 92/22 mukporpama u 42,3 npu rpynarta Ha Buiantepoi (VI) 22
MUKporpama. bposT Ha ciayuanTe Ha Texkka maeBMonns Ha 1 000 manueHToroAuHY € CHOTBETHO 33,6,
35,5 u 7,6, a OposT Ha ciydyauTte Ha cepro3Ha mHeBMoHUsS Ha 1 000 manmenToronuuu e 35,1 npu
FF/VI 184/22 mukporpama, 42,9 npu FF/VI 92/22 muxporpama, 12,1 npu VI 22 muxporpama. Cnen
KOPEKIIMs CIIOpe]] eKCIO3UIUATA CIyYanuTe Ha ITHEBMOHMS ¢ JieTajeH u3xon ca 8,8 npu FF/VI 184/22
Mmukporpama crupsmo 1,5 npu FF/VI 92/22 muxporpama u 0 npu VI 22 muxporpama.

B mnane6o-konTponupanoro npoyusane (SUMMIT) npu nammmentu ¢ ymepera XOBb (cpenen
MPOLICHT MTOCT-OpoHxoauinaraTopeH ckpuauHroB ®EOQ; 60%, SD 6%) u anaMHe3a 3a, WU OBUIICH
PHCK OT ChbpACYHO-CHAOBO 3a00saBane, yectorara Ha mHeBMOoHMs npu FF/VI, FF, VI u nnane6o e:
HeXxenaHu peakun (6%, 5%, 4%, 5%); cepno3an nexxenanu peaxun (3%, 4%, 3%, 3%); cMbpTHH
CIIyJad 0 BpeMe Ha TepamusTa, 32 KOUTO € MPereHeHo, 4e ce AbrkaT Ha mHeBMonus (0,3%, 0,2%,
0,1%, 0,2%); xopurupaHuTe crpsiMo excrosunusara yectotu (3a 1 000 roanHu NeyeHue) ca:
CBHOTBETHO HexkenaHu peakimu (39,5; 42,4; 27,7; 38,4); cepno3nu Hexenanu peakiun (22,4; 25,1;
16,4; 22,2); cMBbpPTHH CIIy4ad IO BpeMe Ha TepamnusTa, 32 KOUTO € MPEIEeHEHO, Y€ Ce ThIDKAT Ha
mueBmonus (1,8; 1,5; 0,9; 1,4).
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B unaTerpupan ananus ot 11 npoyuBanus mpu actMa (7 034 manpeHTH) decToTaTa Ha THEBMOHHUATA Ha
1 000 marmenToroaunu e 18,4 mpu FF/VI 184/22 mukporpama copsimo 9,6 npu FF/VI 92/22
MUKporpamMa u 8,0 B rpymnara Ha rianeoo.

**Dpaxmypu

B nBe permukatuBaA 12-MeceuHu npoyuBanwms mpu o01mmo 3 255 mamuentu ¢ XOBb decroTaTta Ha
(bpakTypuTe Ha KOCTH KaTo IsUI0 € OMiIa HUCKA IIPU BCUYKH TPETUPAHHU TPYIIH, C TO-BHCOKA YECTOTA
npu Bcuuky rpynu, npuemainy Revinty Ellipta (2%), cpaBHeHu ¢ rpymnata, npreMalia BUIaHTepos

22 mukporpama (<1%). Benpeku ue e umaino nosede GpakTypu NpH rpynuTe, npuemaiiu Revinty
Ellipta B cpaBHEHHME ¢ TpyIIaTa, MpHeMallia BUJIaHTepoJ 22 MUKporpaMa, GpaKkTypu, KOUTO ¢a TUITMYHO
CBBbp3aHH ¢ ynorpedara Ha KOPTUKOCTEPOUAN (HAMp. CIMHAIIHA KOMIIPECHS/TOPAKOITyMOATHI
BepTeOpanHu GpaKkTypH, MPOKCUMATIHH (EMOpPATHU U aneTadynapHu (GpakTypH) ca HaOlroJaBaHu IpU
<1% B pamenara, Tpetupanu ¢ Revinty Ellipta u Bunanrepoi.

B npoyusanero SUMMIT, yecrorata Ha BcuukH ciaydau Ha ¢axtypu npu FF/VI, FF, VI u nnane6o e
2% BBB BCSIKO paMo; HpakTypH, dyecTo cBbp3BaHu ¢ ynorpebara Ha MKC, ca mo-manko ot 1% BbB
BCSIKO pamo. Kopurupanure cripsmo ekcno3urusita gectoTH (3a 1 000 roauHm jieueHre) 3a BCHIKH
cilydad Ha QpakTypu ca: choTBeTHO 13,6; 12,8; 13,2; 11,5; dpaktypu, 4ecTo CBbp3BaHM C yroTpedara
Ha MKC ca cwotBeTHO 3.4; 3,9; 2,4; 2,1.

[pu unTerpupan anamus ot 11 npoyusanus 3a actma (7 034 manuenTH), yectorata Ha QpaKTypHTe €
6mna <1% u Te OOMKHOBEHO ca O CBBP3aHU C TPaBMa.

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHHN PEAKITHH
Cp0o011aBaHETO HA MOI03UPAHU HEXKEIIAHN PEaKIIMU ClIe] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHHUS

MMPOAYKT € BaKHO. ToBa mo3BonsiBa Ja IpOabJIKA Ha6J’IIO,I[eHI/IeTO Ha CbOTHOIICHUECTO non3a/p1/1c1< 3a
JICKApCTBCHUSA TPOAYKT. OT MEIUIIMHCKUTE CICIUAINCTH CE U3UCKBA 1a C’BO6H_[aBaT BCsKa
IIoJ03MpaHa HEXKEIaHa peaKrd 4YpE3 HAllMOHAJIHA CUCTEMA 3a C’BO6H.IaBaHC, II0CO4YCHAa B

IIpunoxxenue V.

4.9 Ilpeno3upane

CumMnromMu u IpU3Hau

[penosupane Ha GIyTHKAa30HOB (PypoaT/BHIAHTEPOI MOXKE JIa IPUYHNHY MTPU3HAIM U CUMIITOMH,
JUBJDKAIIY CE HA JICWCTBUETO Ha OTACTHUTE KOMIIOHEHTH, BKIIFOUUTEIHO TaKWBa, HAOIFOIaBaH! TIPU
TIpeIo3upaHe Ha JPYTU 0€Ta,-arOHUCTH U B CHOTBETCTBUE C MIO3HATUTE KJIACOBH e(hEeKTH Ha
WHXQJIATOPHUTE KOPTUKOCTEPOUIH (BXK. Touka 4.4).

Jleuenune

Hsma cnienuduano neuenue npu npeao3upane ¢ GiayTukazoHoB ¢ypoat/Bunanrepoit. [Ipu
peIo3upaHe, MalUeHThT TPSOBA J1a Ce MOJI0KHU Ha MOJIBPIKAIIO JICUSHHE ChC ChOTBETHO
MIpOCIeasBaHe IPU HEOOXOJUMOCT.

KapaunocenekruBna 6eta-610kana TpsOBa 1a ce OOMHCIH caMo TIPH 3aIbJI0OYABAIIHN Ce €PEKTH OT
MpeI03upaHe C BUJIAHTEPOJI, KOUTO Ca KIMHUYHO 00E3MOKOUTETHA U KOUTO HE CE MOBJIUABAT OT
noiIbprkaiy Mepku. KapauocenekTuBau 0eTa-0JI0KUpAIIH JICKapCTBEHHU MPOIYyKTH TPsIOBa Ja ce
M3II0JI3BAT C TPENAa3IMBOCT MPH MAIMEHTH ¢ aHAMHE3a 32 OPOHXOCIA3bM.

HOCHCHBaHII/ITe MCEPKH Tp$[6Ba Ja ca B CbOTBETCTBUEC C KIIMHUYHATA IMPAKTHUKa UJIU KaKTO CC
MMpEropbYBa OT HAITMOHAIIHUA LICHTHP IO OTPaBAHUA, [IPU HAJITMYNEC HAa TaKbB HECHTHP.
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5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 dapmakoguHAMHYHH CBOMCTBA

dapmakoTepaneBTHYHA rpymna: JlekapcTBa 3a 00CTPYKTHBHH 3a00/IABaHNS HA TUXATEITHUTE ITHTHUINIA,
aZipeHEepPruyHYU CPEICTBA B KOMOMHAIMS ¢ KOPTUKOCTEPOUAN HIIU IPYTH JISKApCTBa, C U3KJIIOYEHUE Ha

antuxonuHeprudnu cpeactea ATC xox: RO3AKI10.

MexaHn3bM Ha JIEHCTBUE

DyTHKA30HOBUAT (PypoaT ¥ BUJIAHTEPOJI Ca MPEICTABUTEIN HA J[Ba KJIaca JICKapCTBa (CHHTETUYCH
KOPTHUKOCTEPOU M CETIEKTUBEH, ABJIT0IeHCTBAI O€Ta,-peleITOPESH arOHUCT).

(DaDMaKO JUMHAMWYHNU Cd)CKTI/I

Dnymuxazoros gypoam

D1y TUKa30HOBUAT (ypoaT € CUHTETUYEH TPUPIyoprpaH KOPTUKOCTEPOUL C MOIITHO
IPOTHUBOBB3NAIUTENIHO AeHcTBUE. He e u3BecTeH TOUHUAT MEXaHU3bM, Ype3 KOUTO (IIyTUKA30HOBUAT
¢ypoat nosnusiBa cumnromute Ha actMa 1 XOBB. YcTtanoBeHo e, ye KOPTUKOCTEPOUIUTE UMAT
MIMPOK 00XBAaT Ha BB3AEHCTBUS BBPXY MHOTO THIIOBE KJIETKU (HAmp. €03uHOQWIN, Makpodary,
TUMQOLNTH) ¥ MEAUATOPH (HATIP. IUTOKWHU M XEMOKHHH, Y4acTaBaIl[i BbB BH3MAIUTEIHHS MTPOILIEC).

Bunanmepon mpugenamam

BunanTeposn Tpud)eHaTaT € CeJISKTUBEH IBJIT0/cicTBal OeTaz-aapeHeprudeH aronuct (J1JIBA).
Cunra ce, ue papMaKoIOrHIHUTE €PEKTH Ha OeTar-aAPEHOPELENITOPHUTE aTOHUCTH, BKITIOYUTEIIHO
BUJIaHTEpOJ TpueHaraT, ce IbJDKAT, Hali-MaJIkOTO YaCTUYHO, Ha CTUMYJIMpaHe Ha MHTpalenylapHaTa
aJICHUTATIINKIIa3a, €H3UM, KOMTO KaTaau3upa IpeBphINaHeTo Ha aaeHo3uH Tpudocdat (ATD) no
IUKIAYeH-3’,5’-aneHo3un MoHogochat (nukinueH AM®). [lopumennte HuBa Ha nukIndeH AM®
NpeU3BUKBAT OTITyCKaHe HA OpOHXUAIHATA TJaJKa MyCKyJaTypa 1 HHXUOupaHe Ha
OCBOOOXKIaBAaHETO HA MEINATOPH HAa CBPBXIYBCTBUTEIHOCT OT OBP3 THII OT KIETKUTE, 0COOEHO OT
MaCTOIIMTHUTE.

Mexny koptukoctepouaute u JJJIbA HACTHIBAT MOJIEKYJISIPHHA B3aUMOJICHCTBYSI, IPHU KOUTO
CTEPOMINTE aKTUBHPAT O€Tar-pelieNTOPHHS T'eH, TOBHUIIaBaiiKy OpOS M IyBCTBUTEITHOCTTA Ha
peuentopure u I/IBA noAroTBAT IIOKOKOPTUKOUAHUS PELIEIITOP 32 CTEPOUTHO3aBHCUMO
aKTHUBHpaHE U MOBUIIABAT KJIEThYHATA HyKJI€apHa TPAHCIOKANUA. Te3u CHHEPIrUYHU B3aUMOICHCTBUS
BOJAT 10 YBEJIMYEHA IIPOTUBOBB3IAIUTEIHA aKTUBHOCT, KOETO € JOKA3aHOo In Vilro U in vivo, Ipu
roJisiM Opoii KJIIETKH Ha Bb3MaJICHUETO, CBhP3aHu ¢ narodusnonorusta Ha actmata 1 XObb. B
MOHOHYKJICapHHU KJIETKHU OT nepudepHa kpbB Ha yyactHuLM ¢ XOBb, e Ha0monaBad no-roism
NPOTHUBOBB3MATHTENEH e(eKT MPH MPUI0KEHUE Ha KOMOUHAIHATA (PITyTHKA30HOB
(dypoat/BunanTepos, B cpaBHeHNE ¢ QIyTHKA30HOB (Pypoar, npuiaraH caMOCTOSTEITHO TPH
KOHLIEHTPALWHU, JOCTUTHATH C KIMHUYHH J03U. 3aCUICHUT NpoTHBOBb3nanuteneH edext Ha JJABA
KOMITOHEHTa € o100eH Ha To3u, nony4deH ¢ npyru MKC/JJJIBA komOuHanmm.

Knnanuna edukacHocT 1 0€300aCHOCT

Acmma

B tpu ¢a3za Ill pannomuszupanu, neoiinocienu npoyuBanus (HZA106827, HZA106829 u
HZA106837) ¢ paznnyHa IpOXbKUTEITHOCT ca OWJIH OIEHEH! 0€30IacHOCTTa U €(pUKACHOCTTAa HA
¢ty THKa30HOB (ypoaT/BHIAHTEPOII IIPH BH3PACTHH U IOHOIIN C IIEpCUCTHpAIA acTMa. Benuku
yuacTHuM ca m3nonsBainu UKC (unxanaropen koptukocteponn) cbe mnu 6e3 JIBA 3a Haii-manko
12 cenpmunm npeau Bu3uta 1. B npoyuBane HZA 106837 BCHUKM MAalMEHTH ca UMAJIN Hali-MaJIKO €1Ha
ek3arepbanys B TOAMHATA MPEAN BU3HTA |, KOSTO € M3UCKBAA JISUeHHE C TIEPOPATHA
koptukocteponnu. B nmpoyuBane HZA 106827 ¢ mpoabmkutenHocT 12 cenMuiu € Ouiia oreHeHa
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e(pukacHocTTa Ha (hIyTHKa30HOB (pypoat/Buitantepoit 92/22 mukporpama [n=201] u payTHKa3oHOB
(dhypoat 92 mukporpama [n=205] B cpaBHeHue ¢ mianeoco [n=203], BCHYKHU IpUIaraHd BEIHBK
nmHeBHO. B mpoyuBane HZA 106829 ¢ npoabmxuteTHOCT 24 ceaqMuiy € Ouia olicHeHa epUKaCHOCTTa
Ha (ayTuka3zonos ¢ypoat/Bunantepon 184/22 mukporpama [n=197] u payrukazonos ¢pypoar

184 mukporpama [n=194], mpunaranu 1 B 1BaTta Cirydasl BeIHBXK JHECBHO B CPaBHEHHUE C
¢yTukazoHoB mponuoHat 500 MUKporpama JiBa IbTH AHEBHO [n=195].

B npoyuBanuss HZA106827/ HZA 106829 nombIHUTEIHUTE TBPBUYHH KPailHA TOYKH 33 €)UKACHOCT
ca OWJIM MPOMSIHATA OT M3XOJHOTO HMUBO Ha MPEA1030BaTa CTOMHOCT (MPea-OpOHXO0IUIATaATOPHO U
npenno3080) Ha ®EO; mpu kIIMHUYHA BU3WTA B Kpast HA TIEPUO/Ia HA JICUCHHUE ITPU BCUYKU YYaCTHUIIN
u TernoBeH cpenaeH cepueH ®EO; B npogbmxenue Ha 0-24 yaca cie NpuiIoKEHUE Ha 103aTa,
W3YMCIICH B TIOATPyIIa OT YYaCTHUIIM B Kpas Ha Teproja Ha JiedeHue. [IpomsHaTa OT M3X0IHO HUBO HA
rporeHTa 24-4acoBu nepuou 0e3 HeoOXOAMMOCT OT MPUIIOKECHUE Ha KPATKOACHCTBAII OeTa)-
aroHUCT, TIPH HYXKJa, TI0 BpEMe Ha JICUCHHETO € Oriia BTOPHYHA KPaiiHa TOYKA ChC CTATUCTHYCSCKA.
Pe3ynratuTe OT MbPBUYHATE U KIIFOUOBHUTE BTOPUYHHU KPAHU TOUKU IIPH T3 MPOYUBAHUS Ca
npeacraBeHu B Tabmuma 1.
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Tabauua 1 — Pe3yaraTé OT MbPBUYHU M KJIIOYOBH BTOPUYHHU Kpaiinu Touku B HZA106827 u

HZA106829
IIpoyuBane Ne HZA106829 HZA106827
Tepanesruuna no3a | FF/VI 184/22 FF/VI 184/22 FF/V192/22 FF/V192/22
FF/VI* BE€IHDLK THEBHO BE€IHBXK JTHEBHO BE€IHBXK JTHEBHO BE€IHBLK THEBHO

(MHKpoOTrpammu)

cupsamo FF 184
BEJHBK JHEBHO

cupsimo FP 500
JIBa 'bTH AHEBHO

capsimo FF 92
BEJIHBK THEBHO

cpsMO Tu1aneoo
BE/IHBXK JTHEBHO

nannu (Last Observ

IIpomsina oT U3X0AHO HMBO HA Mpena030B PEO; mo MeTo1 HA MONBJIBAaHE HA
ation Carried Forward (LOCF))

JIMIICBAIIUTE

Paznuka B 193 ml 210 ml p<0,001 36 ml 172 ml
JICYCHUETO

P croitnoct p<0,001 p<0,001 p=0,405 p<0,001
(95% CI) (108; 277) (127; 294) (-48; 120) (87; 258)
Ternosen cpenen cepuen PEQ,; B Teuenne Ha (-24 yaca cJjie npuiIoKeHHe Ha 103aTa
Paznuka B 136 ml 206 ml 116 ml 302 ml
JICYCHUETO

P croitnoct p=0,048 p=0,003 p=0,06 p<0,001
(95% CI) (1; 270) (73; 339) (-5; 236) (178; 426)

IIpomsina cnpsiMmo U

3X0JIHOTO HUBO HA

npoueHTa 24-4acoBu nepuoan 6e3 Heod0X0IUMOCT OT

NMPUJI0KCHUE HA KpaTKOIleﬁCTBam 0eTa-arOHUcCT IPpU HYKAA

Paznuka B 11,7% 6,3% 10,6% 19,3%
JIEYCHUETO

P croitnoct p<0,001 p=0,067 p<0,001 p<0,001
(95% CI) (4,9; 18.4) (-0,4; 13,1) (4,3; 16,8) (13,0; 25,6)
IIpomsiHa OT M3X0/IHO HMBO HA MPOIIEHTA HA 24-4YacOBHU NMepHOAHU §€3 CUMIITOMHU

Paznuka B 8,4% 4,9% 12,1% 18,0%
JIEYCHUETO

P croitnoct p=0,010 p=0,137 p<0,001 p<0,001
(95% CI) (2,0; 14,8) (-1,6; 11,3) (6,2; 18,1) (12,0; 23,9)
IIpoMsiHA OT U3X0IHO HUBO HA CyTpelHusi (AM) BbPXOB eKCIUPATOPEH 1e0uT

Paznmuka B 33,5 I/min 32,9 I/min 14,6 I/min 33,3 I/min
JIEYCHUETO

P croitnoct p<0,001 p<0,001 p<0,001 p<0,001
(95% CI) (22,3;41,7) (24,8; 41,1) (7,9; 21,3) (26,5; 40,0)
IIpoMsiHa OT U3X01HO HMBO HA BeyepHus (PM) BLPX0B eKCIMPaTOPeH Ae0UT

Paznmuka B 30,7 I/min 26,2 I/min 12,3 I/min 28,2 I/min
JIEYCHUETO

P croitnoct p<0,001 p<0,001 p<0,001 p<0,001
(95% CI) (22,5; 38,9) (18,0; 34,3) (5.,8; 18,8) (21,7; 34,8)

*FF/VI = ¢hnymuxazonos ¢hpypoam/eunanmepon

HZA106837 e 6miio ¢ pa3mudHa MPOIBIKATETHOCT Ha JICUCHUETO (0T MUHUMYM 24 CEIMHUIIA 10
MaKCUMyM 76 CEIMHIIN, KaTo MO-TOJIIMAaTa 4acT OT MallMeHTUTE ca OWIK Ha JIeYeHHe Hal-MaJKo

52 ceamunn). B HZA106837 mauuentute ca OMIM paHIOMU3UPAHH Ja IpUEMAaT BEAHBK JHEBHO
(hnytukazoHoB pypoat/Bunantepon 92/22 mukporpama [n=1 009] unu ¢iaytukazoHoB Gypoar

92 mukporpama [n=1 010]. B HZA106837 mepBudHaTa KpaifHa TOYKa € OnjIa BpeMEeTO JI0 IIbpBaTa
TEXKa ex3anepOanus Ha actmara. Texka ek3auepOanys Ha acTMa € orpe/ielieHa KaTo BIOIIABaHe Ha
acTMarta, HaJjlaraiio yrnorpedara Ha CHCTEMHHU KOPTHKOCTEPOUIU B MTPOIBIDKEHNE HA Hall-MaJIKo 3 JHU
WM XOCITUTAIN3AIINS, HITH TIOCEIIEHNE B OT/ICIICHUE 3a CIIeNTHA TOMOII, JBJDKAIIO0 Ce Ha acTMa, KOSITO
€ HaJOKWJIa MPUIIOKEHHE Ha CUCTEMHH KOpTUKocTepouau. KopurupaHoTo cpeaHo n3MEHEHUE OT
M3XOJHO HMBO Ha npenno3oBara croiHocT Ha @EQ; cbI10 € 6110 OLleHeHO KaTo BTOPUYHA KpaiiHa

TOYKa.

B HZA106837 puckbT OT mosiBa Ha TeXKa ek3alepOanus Ha acTMa MpH NalueHTH, IPHEeMan
¢ryTHKa30HOB Pypoat/Bunantepon 92/22 mukporpama, e oun HamazeH ¢ 20 % B cpaBHEHHE C
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(haytukazoHoB pypoaT 92 MukporpaMa camocTosTeaHo (koeduiueHT Ha pucka 0,795; p=0,036

95% CI 0,642; 0,985). UectoTaTa Ha TEKKHUTE eK3allepOayy Ha acTMa 3a €I1H MAIMCHT 3a ¢IHa
roauna e 6una 0,19 B rpynara Ha ¢uryTHka3oHoB ¢ypoat 92 mukporpama (npubiamuzurtesnto | Ha Bcekn
5 ropunn) u 0,14 B rpynara Ha ¢iryTHKa30HOB GypoaT/Bunantepos 92/22 Mukporpama
(npubnu3urenHo 1 Ha Bceku 7 roauuu). ChbOTHOIIEHHUETO MEXK/Y YECTOTAaTa Ha eK3alepOaliuu 3a
(haytukazoHoB pypoat/Bunantepon 92/22 mukporpama u GayTHKa3oHOB Gypoat 92 MuKporpama e
ouo 0,755 (95% CI 0,603; 0,945). ToBa npeacrapmnsiBa 25 % HaMaleHUE Ha YECTOTATa HA TEKKUTE
ek3alepOalyy Ha acTMa 3a Jiuila, KOUTO ca Ha JieueHue ¢ (IIyTHKa30HOB (ypoat/BUIaHTEPO

92/22 mukporpama B cpaBHEHHE ¢ (IIyTHKa30HOB dypoat 92 mukporpama (p=0,014). 24-qacoBusr
OpoHxoamiaraTopeH edekt Ha (QIyTHKa30HOB (ypoaT/BUIAHTEPOII € OMIT TOALBPIKAH Mpe3 Lens
€IHOTOJUILICH MIEPUO/] Ha JieueHHe Oe3 JaHHU 3a 3ary0a Ha eukacHoCT (0e3 Taxuduuakcus).
OnyTHKa3oHOB Qypoat/BrianTepon 92/22 MUKporpama mocjaeoBaTelHo nokasea 83 ml o 95 ml
nonoopenus B npeano3osust ®EO, na 12-ta, 36-1ta u 52-pa ceamuiia 1 B KpaiiHaTa TOUKa, B
cpaBHeHHE ¢ (QayTHKa30HOB (ypoat 92 mukporpama (p<0,001 95% CI 52, 126 ml B kpaiinata Touka).
YernpuaeceT U YETUPH MTPOLICHTA OT NALMEHTHTE B IpyIMaTa Ha (IIyTHKa30HOB (QypoaT/BHIAHTEPOI
92/22 mukporpama ca omiu g00pe kourposaupanu (ACQ7 <0,75) B kpas Ha JICUCHHUETO, B CPAaBHCHHE C
36 % ot mauueHTUTE B rpynaTa Ha QayTHkKa3zoHoB (ypoat 92 mukporpama (p<0,001

95% CI 1,23; 1,82).

Ipoyusanus cnpsamo KomMouHayuy carmemepor/Paymukasonos nponuoHam

IIpu eqno 24-cenmuuno npoyusane (HZA113091) npu Bp3pacTHU MAIMEHTH U IOHOIIH C
HEKOHTPOJIMpaHa MEPCUCTUPALIIA aCTMA, U IBETE JICUCHHUS — (PITyTHKa30HOB (ypoaT/BUIAHTEPOIT
92/22 mukporpama, Ipuiarad BeJHbX THEBHO BeUep, U CaIMETEpol/(PIIyTHKa30HOB POITMOHAT
50/250 mukporpama, puiaraH asa IIbTH JHEBHO, Ca TOKa3aJld MOJ00PEHHUS OT U3XOIHO HUBO Ha
oenonpobHaTa pyHKIMA. KopurupanuTe cpeiHA HapacTBaHUsI IIPH JICYSHUETO OT U3X0JHA CTOHHOCT
Ha TernoBHuUTE cpeanu 0-24 yaca croitnoctd Ha DEO, ot 341 ml (dpnyTHKa30HOB
¢dypoat/Bunanrepon) u 377 ml (canmereposn/¢IryTHKa30HOB MPOMMOHAT) ca TIOKa3aIH ISUIOCTHO
nmogoOpenue Ha OeoapoOHara GpyHKIE 3a 24 yaca v ipu nBeTe Tepanuu. Kopurupanara cpemta
pas3nuka npu JieueHreTo ot -37 ml mexxay rpynure He e Ouna craTuctTudecku 3Haunma (p=0,162). 3a
npeano3osust ®EO,; yyacTHuuTe B rpynara Ha (IIyTHKa30HOB (ypoaT/BUIAHTEPOII Ca JOCTHIHAIH
CpeIHO M3MEHEHHE 10 MeTO/1a Ha Hali-MaJIKUTe KBapaTH OT N3X0XHO HUBO OT 281 ml, a yqacTHUIINTE
B IpyIaTa Ha cajaMeTepol/GpIyTHKA30HOB IPOMHOHAT ¢a JOCTHUrHaMM mpomsHa ot 300 ml; (pa3nukara
B KOpHTHpaHaTa cpeiHa cToiHOCT oT -19 ml (95%CI:-0,073; 0,034) He e Ouna cTaTHCTUYECKH
3Haunma (p=0,485).

IIpoBeneno e 24-ceAMUYHO paHIOMHU3UPAHO IBOWHOCIIAIIO TIPOyYBaHe ¢ nmapayensu rpymu (201378)
3a IEeMOHCTpHpaHe Ha HemHpEpHOopHOCT (C u3Mmoi3Bane Ha rpanuIa ot -100 ml 3a mpexmo3zoBara
croitnocT Ha PEO) Ha dayTrka3zoHoB (ypoat/Bunantepon 92/22 Mukporpama BeIHBK THEBHO
capsimo canmetepos/FP 50/250 mukporpama fiBa bTH THEBHO NPH BB3PACTHH U IOHOIIH, YHSITO acTMa
€ Io0pe KOHTpOJIMpaHa ciiel 4-CeIMIUYHO HE3aCNIeTeHO JeueHue che canmmeTepos/FP 50/250
MUKporpama aBa mpTH 1HEBHO (N = 1504). Yuactaumure, pangomusupann Ha FF/VI Benabx THEBHO,
MOTHPKAT QYHKIMSITA HAa OeuTe IpoOOBe, CpaBHUMA C TE3W, PAaHIOMHU3UpaHu Ha camMeTepos/FP
JIBa THTH AHEBHO [pa3imKa B mpenno3osara croitHocT Ha PEO; ot +19 ml (95% CI: -11; 49)].

He ca npaBeHu cpaBHUTEIHU MPOYYBAHUS CPEILY CaIMETepOIl/(ITyTUKa30HOB TPOITUOHAT WIIH CPEIILy
npyru komOunanuu MKC/JIJIBA, 3a 1a ce CpaBHSAT 10 MOIXOSMI HAauuH €EKTUTE BbPXY
eK3arepOanunTe Ha acTMa.

Monomepanusa ¢ prymuxazonos gpypoam

Enno 24-ceqMuyuHO paHIOMH3MPAHO, ABOWHOCIAMO Mu1anebo KoHTponmpano npoysaHe (FFA112059)
olleHsIBa 0€30MacHOCTTa B epUKACHOCTTA Ha (pIyTHKa30HOB (hypoat 92 MUKporpaMa BeIHBK THEBHO
[n=114] u ¢myTukazonos nponuoHat 250 MUKporpaMa JiBa bTH JHEBHO [n=114] cipsimo miauedo
[n=115] mpu BB3pacTHU U IOHOLIM € TIEPCUCTHpAILA aCTMa. BCHUKN ydacTHHLM € TpsiOBajio Aa Obaat
Ha crabmiHa no3a UKC 3a Haii-manko 4 ceMuIy npean BU3uTa | (CKpUHHpala BU3UTA) U
W3MOJI3BaHETO Ha 6eTar-anpeHepruaau aroHucTH ([1JIBA) He € Omto mo3BOJICHO B paMKUTE Ha 4
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cenMuIm ot Bu3uTa 1. [TbpBUYHAaTA KpaiiHa TOUKA 32 €PUKACHOCT € MPOMSIHA OT M3XOJTHOTO HMBO Ha
pean030Bus (TIpen-0OpOHXOaMIIATaTOPHO U IIpeaao3080) @EO, mpu KIMHWYHA BU3HUTA B Kpast HA
nepuoia Ha JieueHue. [I[poMsHaTa OT U3XOAHOTO HUBO HA MPOIICHTA Ha 24-9acOBH MEPHOAM 0e3
HE00XOIUMOCT OT IMPUIIOKECHHE Ha KPAaTKOACHCTBAI OeTa,-arOHUCT, PU HYK]1a, 10 BpeMe Ha
24-ceqMUYHUS TIEPHOJ] HA JICUCHHE € BTOPUYHA KpaifHa TOYKa ChC CTATUCTHYECKa cHia. B Touka ot
BpeMeTo Ha 24-Ta ceqmuiia QIIyTHKA30HOBHUAT QypoaT U (IIyTUKa30HOBUST MPOTIMOHAT YBEINYaBaT
npengozoBata croiHocT Ha ®EO; crotBeTHO ¢ 146 ml (95% CI 36; 257 ml, p=0,009) u 145 ml
(95% CI 33; 257 ml, p=0,011) B cpaBHeHue ¢ mane6co. OayTHKa30HOBUAT Gypoar u
(h1yTHKAa30HOBHUSAT MPOMHOHAT YBEIMYABAT MPOIIEHTA Ha 24-4acOBU MepHoIu 0e3 HeOOXOAMMOCT OT
MIPUIOKEHUE HAa KPATKOISHCTBAII O€Ta,-arOHUCT, TIPH HYKJa, ChoTBeTHO ¢ 14,8% (95% CI 6,9; 22,7,
p<0,001) u 17,9% (95% CI 10,0; 25,7, p<0,001) cripsimo mare6o.

HpO@OKCII/;uOHHO npoydedane C U3noj36aHe Ha ajlepeen

BpoHxonpoTeKTUBHUAT ePeKT Ha GIyTHKa30HOB (hypoat/BuianTepos 92/22 Mukporpama o
OTHOIIIEHHE HA PAHHUSA U KbCHHUSA aCTMATHYEH OTTOBOP KbM MHXAJIATOPEH aJepreH € OIEHEeH B
1a1e00-KOHTPOJIMPAHO, C MOBTAPSIIH C€ T03H, YeTBOPHO KpbcTocaHo npoyuBane (HZA113126) npu
MAIMEeHTH C Jieka acTMa. [lanmenTuTe ca paHIOMU3HPaHH Ja MOTy4aBatT (IyTHKAa30HOB
dhypoat/Bunantepoin 92/22 mukporpama, FF 92 mukporpama, BiujiaHTeposi 22 MUKporpama HitH
riane0o0 BeAHBXK JHEBHO 3a 21 THH MOCIeBaHO OT MPOBOKALIMS C U3MOJI3BaHE Ha anepreH 1 yac cien
KpaifHaTa 703a. AJIepreHbT € OMI1 OT akapy OT JAOMAIICH Npax, KOTCIIKN eNUACPMaIHN KISTKU, HITH
NOJICH OT Ope3a, KaTo U300pbhT Ce € OCHOBABANI HA WHAWBUAYAITHUTE CKpUHHUpAIH TecToBe. CepuiiHu
n3MepBanus Ha @EO; ca cpaBHEHU ChC CTOWHOCTUTE NMPEAN MPOBOKALMATA C aJlepreHa, MoTyuYeH!
clle]l UHXanupaHe Ha (GU3N0IOTHYEH pa3TBop (M3xoaHo). Karo usio, Hail-ronemute eekT BbpXY
paHHMSA aCTMAaTHYCH OTTOBOP ca HAOJIIOIaBaHU ¢ (PIIyTHKAa30HOB (hypoaT/BUIAHTEPOI

92/22 mukporpama, cpaBHeHH ¢ (GIyTHKa30HOB (hypoat 92 MUKporpama Wid BUIAHTEPOJI

22 mukporpama camoctositennHo. Kakto gnytukazonos ¢ypoat/Bunantepon 92/22 Mukporpama, Taka
u GuIyTHKa30HOB Qypoar 92 MUKporpama Ha MPaKTUKa MPeMaxBaT KbCHUS aCTMaTU4eH OTTOBOP B
CpaBHEHHE C BUJIAHTEPOJ caMOCTOsATeNTHO. DiryTHKa30HOB dypoat/Bunantepon 92/22 MukporpaMa
OCUTYpsIBa 3HAUYUTEITHO MO-TOJIsIMa 3allUTa CPElly ajJepreH-uHAypaHaTa OpoHXHaIHa
XHUIIEPPEaKTHBHOCT B CPABHEHHE C MOHOTEpAMUTE ¢ PIyTUKA30HOB QPypoar U BUIAHTEPOJI KaKTO €
OTICHEHO Ha 22-Us JICH ¢ ITOMOIITa Ha TPOBOKAINS C METAaXOJIHH.

IIpoyusane na bponxonpomexmusHume epexmu u eghexmume 6bpxy
xunomanamo-xunoguzo-nadoovopeunama (HPA) oc

BpouxonporextuBaute edextu u epexture Bbpxy HPA-ocra na FF cripsimo FP unu Oynezonna
(BUD) ca oueHenu B mianed0-KOHTPOIUPAHO, KpbcTocaHo IpoyuBaHe (203162) ¢ eckananus Ha
J103aTa IPU MHOTOKPATHO IPHIIO’KEHNE IIPU 54 Bb3PacTHU C aHAMHE3a 3a acTMa, XapaKTepu3upala ce
C XHIeppeakTUBHOCT Ha quxatenante mbtuima u DEO>65% ot npenBuaeHoro. [lammentute ca
PaHIOMU3UPAHH Ha €UH W JIBA [IEPHO/a Ha JIEYEHUE, ChbCTOSIIY Ce OT IET 7-IHEBHU (a3u Ha
eckananus Ha no3ata Ha FF (25, 100, 200, 400, 800 mukporpama/nen), FP (50, 200, 500, 1 000,

2 000 mukporpama/nes ), BUD (100, 400, 800, 1 600, 3 200 mukporpama/nen) wiu rane6o. Cien
Besika (ha3a Ha ecKajlalus Ha J103aTa ca OLleHEHH OpPOHXOMPOTEKLUATA Ype3 XUIIEPPEaKTHBHOCT Ha
MUXATECITHUTE MTHTHUINA KbM ITPOBOKAITHS C alcHO3HH-5'-MoHObochaT (AMD) (mpoBoKHparia
KOHIIEHTpaIwsl, mpeau3Brksamia >20% noxmkasane Ha PEO; [AM® PC20]) u 24-gacoBust TerioBeH
CpelIeH CepyMeH KOPTHU30JI.

B pamkute Ha 0100peHNTE TEpanieBTHYHM JO30BH UHTEPBAJIM 3a acTMa, cToiiHocTuTe HAa AM® PC20
(mg/ml) n Ha noTuckane Ha KopTu3ona (%) ca cboTBeTHO: 81 10 116 mg/ml u 7 no 14% 3a FF (100 oo
200 mukporpama/nieH), 20 o 76 mg/ml u 7 no 50% 3a FP (200 no 2 000 muxporpama/nen), u 24 mo
54 mg/ml u 13 mo 44% 3a BUD (400 mo 1 600 mukporpama/neH).
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IlenuaTpuyHa momyaamus

Acmma

Edukacunoctra 1 6e3onmacHocTTa HAa KoMOMHamATa QiryTruka3onos ¢ypoat (FF)/sBunaarepoi (VI),
npujaraHa BeJIHBX JHEBHO, B cpaBHeHHe ¢ FF, mpunaran BeqHbX AHEBHO, 3a JIeYEHUE HA acTMa MPH
MeANaTPUYHH MAUEeHTH Ha Bb3pacT 5 — 11 ronquHu e olieHeHa B paHAOMHU3HPAHO JBOWHOCIISIIO
MHOTOLEHTPOBO KIMHUYHO U3MUTBAHE C MPOABIDKUTEIHOCT 24 ceIMUIM U 1-ceqMHUYEH Iepro Ha
npocneasBane cien toBa (HZA107116), Bkmousamio 673 madeHTH Ha HHXaJIaTOPHH
KOPTHKOCTEPOUIH C HEOBJIA/ISHA aCTMA.

[Ipenn BKITIOYBaHETO MM B M3MTMTBAHETO BCUYKH YYACTHHUIIM Ca HAa CTaOMITHA Teparns 3a acTMa
[nHXamaTop ¢ KpaTKoeicTBaIl OeTa-arOHUCT MK C KPATKOASHCTBAI aHTArOHUCT Ha MyCKapUHOBHTE
peuenTtopu, IIoc nHXajzatopHo npunarad koprukocrepoun (MKC)] ot mone 4 ceqmunym npenu
Busura 1. [lanuenTure ca cbc CUMITOMH (T.€. 3200JIIBAHETO UM € OCTaHAJIO HEOBJAISHO) 110 BpeMe
Ha TEKYIIOTO UM JIeueHHE 32 acTMa MPEeH BKIIOUYBAHETO UM B M3MUTBAHETO.

B m3nmTBaHeTO yUyacTHHUIHTE ca JIEKyBaHH ¢ (IIyTHKA30HOB (ypoat/BrianTepod 46/22 Mukporpama
(337 marmentn) unu GiryTrka3zoHoB Gypoat 46 mukporpama (336 marpentu). JlBama manueHTH — 1Mo
€IFH BHB BCAKO PaMo, HE ca OIIEHUMH 32 €(PUKACHOCT.

[IbpBUYHATA KpaifHa TOUKa € MPOMsIHA CIPSIMO M3XOTHOTO HMBO Ha YCpeJHeHaTa 3a ceqmuuute 1 10
12 B mepuoia Ha JiedYeHUE B U3NUTBAHETO CTOMHOCT Ha MPEAJ030BHsl (T.€. IPH Hal-HUCKA CTOHHOCT Ha
KOHIICHTpAIHUATA) CYyTPEIIeH BbPXOB eKcrupaTopeH neout (peak expiratory flow — PEF), oTunran
©XCITHEBHO B €JICKTPOHCH THEBHUK Ha ManueHTa (pa3nuka Mmexay komouHamuata FF/VI u FF).
IIpomsHATA CHIPSIMO U3XOMHOTO HUBO Ha MPOIIEHTA Ha 24-9acOBUTE TIEpUOAH 0€3 HeOOXOAMMOCT OT
CIIACHUTEITHO JIEKapCTBO Tpe3 ceamuiy 1 1o 12 B mepronaa Ha JieYeHre B H3MUTBAHETO € BTOPUYHA
KpaifHa TOYKa C JOCTaTh4Ha CTATHCTHYECKAa MOITHOCT 3a MOMyJanusaTa Ha Bb3pacT 5 — 11 roguau. He
ca ycTaHOBeHU pa3nuku B epukacHocTTa mexny FF/VI 46/22 mukporpama u FF 46 mukporpama
(Tabmuua 2). [Ipu ToBa MpoyyBaHe He ca YCTaHOBEHH HOBH ChOOpaKeHHs, CBbP3aHU C O€30MaCHOCTTA.

Ta6auna 2: Pe3yiTaT 3a MbpBUYHATA M BTOPHYHATA KpaiiHa TOYKA C 10CTAThYHA
cratucruniecka momnoct B HZA107116

Cenmunm 1 xo 12 (IyTHKa30HOB (hayTHKa30HOB
¢dypoat/BunanTepoa™® dhypoat*
n=336 n=335

II'bpBHYHA KpaiiHa TOYKa
[IpoMsiHa cripsMO U3X0aHOTO HUBO Ha cyTpeinnus PEF (I/min)

LS cpenna nmpomsHa (SE) 12,0 (1,86) | 8,8 (1,86)
Pasnuka mexny nedenusnta (FF/VI copsmo FF) 3,2
(95% CI), p-cToiiHOCT (-2,0; 8,4), p=0,228

BTOpl/I‘lHa Kpaﬁﬂa TOYKA C JO0CTAThbYHA CTATUCTHYCCKA MOIIHOCT

[TpomsHa crIpsMO U3XOMHOTO HUBO Ha MpOIeHTa Ha 24-4acoBUTE Tieproan 0e3 HeoOXOAMMOCT OT
CIACHUTEITHO JIEKAPCTBO

LS cpenna mpomsna (SE) 27,1 (1,75) | 25,8 (1,75)
Paznuka mexxny neuenusita (FF/VI copsimo FF) 1,3
(95% CI), p-cToliHOCT (-3,6; 6,2), p=0,614

*[armenture ca nmonydaBanu FF/VI 46/22 mukporpama Benubx qHeBHo win FF 46 mukporpama
BEHBK JHEBHO
LS (least squares) = Haii-mankure kBaapatu, SE = ctanmgapraa rpemika, CI = qoBeputeneH
MHTEpBaJl, N = Opoil yyacTHHULM, BKItoYeHHU B aHanu3a (Lsutata ITT nonymnanus e: 337 3a FF/VIu
336 3a FF)
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5.2 ®apmMakoKMHETHYHH CBOWCTBA

AOcopouus

CroitHocTHTE Ha a0COJIOTHATA OMOHAIMYHOCT Ha (DJIYTHKA30HOB (pypoaT v BUIAHTEPOJI, KOraTo ca
MIPUIOKEHH Upe3 MHXANIAIU KaTo (IIyTHKA30HOB (hypoaT/BHIAHTEPOJI, OOMKHOBEHO ¢a ChOTBETHO
15,2% u 27,3%. Ilepopannata OMOHATMYHOCT HA (QIYTUKA30HOB (PypoaTt ¥ BUIAHTEPOI € HUCKA,
0OWKHOBEHO CTOWHOCTHUTE ca ChOTBETHO 1,26 % u < 2 %. Mmaiiku rpeBuj HUCKATa IepopatHa
OMOHANMYHOCT, CHCTEMHATa EKCIO3UIHA Ha (QIIyTHKA30HOB (ypoaT M BIJIAHTEPOJI CJIE] HHXAIATOPHO
NPUIOKEHHUE, Ce ABDKHU TIIaBHO Ha abcopOIMs Ha WHXaIMpaHaTa 4acT OT Jj03aTa, JOCTaBeHa B OenuTte
JpoboBe.

PasnpenencHue

Cren MHTPaBEHO3HO MPHUJIOKEHUE (DITYTHKA30HOBHAT ypoaT U BIJIAHTEPOII CE PA3MIPEIEIISAT
3HAYHUTEITHO ChC CPEITHU 00EMH Ha paslpeesieHrue B CTAIIMOHAPHO ChCTOSHUE ChOTBETHO 661 1 1

165 1.

Oy THKA30HOBHAT (DypOaT U BHIIAHTEPOJI CE CBBP3BAT B HUCKA CTEIICH C YePBEHUTE KPBBHU KIICTKH.
In vitro cBBp3BaHETO HA (ITYTHKA30HOBUS (ypoar U BHJIAHTEPOII C TUIA3MEHH MTPOTEHHH B YOBEIIIKA
[1Ia3Ma € BUCOKO, OOMKHOBEHO CTOMHOCTHTE ¢a CHOTBETHO > 99,6 % u 93,9 %. He e HabirogaBaHo
MOHIKABAHE HA CTETICHTa HAa CBhP3BaHE Ha TUIA3MEHUTE MPOTEUHHU in Vitro TIPH JuIla ¢ ObOpeYHO Win
4epHOPOOHO YBPEKIAHE.

DiyTHKa30HOBUAT (ypoaT ¥ BHIAHTEPOI ca cydcTpartu 3a P-rimkonporens (P-gp), Ho ce cuuTa, 4e e
MAaJIKO BEPOSATHO €THOBPEMEHHOTO NPUIIOKEHHE Ha (ITyTHKa30HOB (hypoaT/BUIAHTEPOI C
MHXHOUTOPH Ha P-gp /1a mpoMeHu cucTeMHaTa eKCIO3UIUs Ha (hJIyTHKAa30HOB (pypoaT v BUIAHTEPOI,
ThH KaTO U IBETE MOJICKYJIH ce abcopOupar aoope.

Buorpanchopmarms

B®b3 ocHOBa Ha in vitro TaHHH, TIaBHUTE IBTHUILA 32 MeTa00IM3bM Ha (IIyTHKa30HOBUS (ypoar u
BUJIAHTEPOJI MPH X0pa, ce Menunpar ocHOBHO 4upe3 CYP3A4.

OCHOBHUSAT BT HA META00IM3bM Ha (IIyTHKA30HOBUS (ypoar € upe3 XUApoin3a Ha S-hIyopoMeTH
kapOoTHOAaTHATA rpyIa A0 METaOOIUTH ChC 3HAUYUTEITHO MOHMKECHA KOPTHKOCTEPOUIHA aKTHBHOCT.
OCHOBHUST ITBT HA META0OJIM3bM Ha BIIAHTEPOI € upe3 O-AealkuwinpaHe 10 peauia MeTaboIiTH ChC
3HAYUTEITHO OHIKEHA [31- U B2-arOHUCTHYHA aKTUBHOCT.

Enumunupane

Crer mepopaltHo IPUIOKEHHE (DIIYTUKA30HOBHST (DypoaT ce eNMMUHUPA PU X0pa TIIAaBHO Ype3
MeTaboNHn3bM, KaTO META0OIUTHTE CE eKCKPETHUPAT MOYTH U310 ¢ dpekanuute, < 1 % ot
BBH3CTAHOBCHATA PAIUOAKTHBHA /1032 CE CITMMHUHUPA C yPHUHATA.

[Ipu npoyuBaHe ¢ pagroaKTUBHO MapKHUpaHe NP XOpa, HAIIPaBEHO Ype3 MepopaleH MbT Ha
BBBEXK/IaHE, € YCTAHOBEHO, Y€ CIIE/ IEPOPAITHO MPHUIIOKEHNE BUJIAHTEPOJI CE EMMMUHHUPA TJIABHO Ype3
METa00IM3bM, MTOCTIEIBAH OT EKCKPELUsl Ha METa0OJIMTHTE B ypUHATa U (DEKATUUTE CHOTBETHO
npubnuzutenHo 70 % u 30 % ot paguoakTHBHATA 103a. [I[pUBUIHUAT II1a3MEH €IMMHHALIMOHEH
MOJTYKMBOT Ha BHJIAHTEPOII CIIe]l €IHOKPATHO WHXAIATOPHO MPHUIIOKECHUE Ha (IIyTUKA30HOB
(bypoat/BunanTepos 0OMKHOBEHO € 2,5 yaca. E(eKTHBHUSAT MOTYKUBOT 32 aKyMyJIUpaHe Ha
BUJIAHTEPOJI, OTIPEeicH OT HHXAJIATOPHO MPUJIOKEHHE HA MHOTOKPATHHU 103 OT 25 MUKporpama
BUJIAaHTEPOI, € 16,0 gaca mpu nuria ¢ actMma u 21,3 gaca mipu nuna ¢ XObb.

HCI[I/IEITDI/I‘-IHa DonyJialusa

IIpu roromm (12 roguHu ¥ IOBEUE) HAMA IIPETIOPHhUBAHA ITPOMEHH Ha J103aTa.

®dapMakOKMHETHKATA, 0€30MMacHOCTTa U e()UKACHOCTTa Ha (DITyTUKA30HOB (PypoaT/BUIIAHTEPOI ca
MPOYYEHHU TPH JIela Ha Bh3pacT oT 5 10 11 roauHu, HO MpEnophbKY 3a JI03UPOBKATa HE MOTaT Ja ObaaT
naaeHu (Bx. Touka 4.2). @apMakoKMHETHKATa, 0€30IaCHOCTTa U €(pUKACHOCTTA Ha (PIIyTHKA30HOB
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(bypoat/BUnaHTEpOII TIPH Jiela Ha Bh3pacT MO/ S TOJAWHHU HE Ca YCTAHOBCHH.

CHCLII/IaJ'IHI/I TPyl nonyjaalinnun

Cmapuecka 6v3pacm

Edekture Ha BB3pacTTa BHPXY (hapMaKOKHMHETHKATA Ha (DIIyTHKAa30HOB (pypoaT v BUIAHTEPOI ca
ycTaHOBeHH B ipoyuBanwms ¢a3za III 3a XObb u actma. Hiama manam Bp3pactTta (B tuama3ona 12 mo 84
TOJIMHHM) Ja TOBIHABA (hapMaKOKHMHETHKATA Ha (IIyTHKAa30HOB (DypoaT U BHIIAHTEPOII ITPH XOpa ¢
acTma.

Hsama npenoppruBann mpoMeHH Ha /103aTa 3a MalMeHTH B cTapyecka Bb3pacT ¢ actMa uin ¢ XObb.
bvbpeuno yspescoane

Knnanganao ¢apmakonorndno npoyusane ¢ (IyTHKa30HOB (GypoaT/BHIAHTEPOI € MTOKA3allo, e TEKKO
0B0peyHo yBpexaaHe (KpeaTHHHHOB KIuphHC < 30 ml/min) He BOM 10 3HAYUTEITHO MTO-BHCOKA
eKCTIO3UIUS Ha QIyTUKA30HOB (ypoat M BUJIAHTEPOI WIH A0 MO-U3Pa3eHU KOPTUKOCTEPOUITHU HITH
0eTa,-arOHUCTHYHH CUCTEMHHU €()EKTH B CPABHEHHUE ChC 3][PABU HHIVBH/IH.

[Ipu manmenTH ¢ OLOPEYHO YBpEXKIAHE HE CE HaJlara KOPUTHpAHE Ha J03aTa.
Edexrute npu xemouanusa He ca MpOydYBaHU.
Yeprodpobuo yepesicoane

Crenr MHOTOKPATHO MPHJIOKEHUE Ha (IIyTUKAa30HOB Qypoat/BUIaHTepPOI 3a 7 JTHU € HAaOI0AaBaHO
MIOBHUIIIaBaHE HA CUCTEMHATa €KCIO3ULUS Ha QIIyTUKA30HOB (ypoar (10 Tpu MBTH, U3MEPEHO Upe3
AUC(924)) pu nuia ¢ yepHoapooHo yepexaane (Child-Pugh A, B unu C) B cpaBHEHHUE ChC 31paBU
nHArBUAN. [loBUIIaBaHETO HA CUCTEMHATa eKCIO3UIMA Ha (IyTHKa30HOB (ypoaT MpH JIMIa C
yMepeHo TeXKo uepHoapobHo yspexaane (Child-Pugh B; 184/22 mukporpama ¢uryTnka3oHoB
(bypoat/BUIaHTEpOIT) € CBBP3aHO CPeTHO ¢ 34 % TOHIKaBaHe Ha CEPyMHHSI KOPTU30JI B CPAaBHEHHUE
ChbC 31paBu HHAMBHIM. CHcTeMHaTa eKCIO3UIMSA Ha (IIyTHKAa30HOB (hypoaT mpy HOpMaIN3UpaHa 1032
€ CXOJIHa IPH JIULAa C YMEPEHO TEXKKO U TEKKO yepHoapoOHO yBpexkaane (Child-Pugh B nim C).

Cren MHOTOKPATHO MPUJIOKEHUE Ha (ITyTHKAa30HOB ypoat/BUIaHTEPON 32 7 THH He € HaOJII0JaBaHO
3HAYUTEITHO TIOBHIIABaHE HA CHCTEMHATa eKcro3uiys Ha BUIaHTEPOII (Cmax 1 AUC) mpu nuna c Jieko,
YMEPEHO TEXKKO U TEKKO yepHOApoOHO yBpexkaane (Child-Pugh A, B unu C).

He ca mHaOnronaBanu Bh3ACUCTBUS C KIIMHUYHO MPUIOKECHUE HA KOMOMHANIUATA Ty THKA30HOB
(hypoat/BUIaHTEPOIT BHPXY O€Ta-aIpCHEPIrUYHUTE CUCTEMHHU €EKTH (ChPJCUYCH PUTHM HIH CEPYMEH
KaJINK) TIPH JIUIIA C JIEKO 0 YMEPEHO TEKKO YSPHOAPOOHO YBpEKIaHe (BUIAHTEPOII, 22 MUKpOTpama)
WJIH C TeKKO YepHOAPOOHO YBpeKaaHe (BIIIAHTEpOdI, 12,5 MUKporpaMa) B CpaBHEHHE ChC 3IPaBU
WH/IUBH/TY.

Lpyeu cneyuannu epynu nonynayuu

[Tpubnuzurtennure croitnoctd Ha AUC 0.24) 32 (iIyTHKa30HOB (ypoaT mpHu Juia ¢ actma oT Mzrouna
Aszns, SAnonus u FOrouzrouna Aszus (12-13 % ot yyactaumure), ca 6w oouvaiino 33 % 1o 53 %
MO-BUCOKHM B CPaBHEHHE C IPYTH pacoBu rpynu. Hsima nanuu, o6aye, mo-BHCOKaTa CHCTEMHA
€KCIIO3ULMS [TPH Ta3M MOIyJIalKs Aa € CBbP3aHa ¢ MO-TOJsM e(eKT BbpXy 24-uyacoBaTa EKCKpeLus Ha
KOPTHU30J B ypuHaTa. B cpaBHEHHE C JHIIa OT IPYTU PAaCOBU rpymnH, 00M4aiftHO Cmax Ha BUIIAHTEPOI,
MIpeIBUICHA 3a JIHIIa ¢ a3uaTcku rmpousxon e ¢ 220 mo 287 % mo-Bucoka, a AUC o-24) € cCpaBHIMA.
Hsma nannu, o6ade, mo-Bucokara Cpax Ha BUJIAHTEPOII 12 BOJH JO KIIMHUYHO 3HAYUMH €(DEKTH BBPXY
CBHpPACYHUS PUTHM.
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Ilon, meano u undexc na meaechama maca (MTM)
B®3 ocHOBa Ha momynanuoHeH GpapMakOKWHETHYCH aHaiu3 Ha naHHuTe oT (a3a Il npoyuBane npu
1213 yvactauiu ¢ actMa (712 sxeHu), HIMa JaHHH NOJBT, TeriaoTo 1 UTM (unaekc Ha TenecHarta

Maca) Jia OKa3BaT BIIUSHHE BbpPXY (papMakoknHeTHKaTa Ha (QIyTHKa30HOBHS (ypoart.

B®3 ocHOBa Ha momynanuoHeH GpapMakOKMHETHYCH aHaiIu3 pu 856 yyactHunu ¢ actMa (500 xenn),
HSIMA JIaHHU TIONBT, TersioTo 1 UTM na oka3BaT BIMsSHHE BbPXY (papMaKOKWHETHKATa HA BUJIAHTEPOIL.

He ce Hanara kopurupase Ha 103aTa Bb3 OCHOBA Ha 10, Tersio u UTM.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

®DapMakoIOrHYHUTE U TOKCUKOJIOTHYHUTE e()eKTH, Ha0Ito1aBaHu ¢ (PIyTHKa30HOB PypoaT uiu
BUJIAHTEPOJI B HEKJIMHUYHU MPOYYBAHMS ca OMJIU TE€3H, O0MYalHO CBBP3BAHH HJIH C
TJTFOKOKOPTHKOM/TU, WK ¢ OeTaz-aroHucTH. IlpuiiokeHunero Ha (iIyTHKa30HOB (hypoaT B KOMOMHALIUS

C BWJIAHTCPOJ HE € JOBCJIO O HAKAKBA 3HAYUTCIIHA HOBA TOKCUYHOCT.

T'éHOTOKCHYHOCT M KAaHIIEPOTCHHOCT

Drymukazonos ¢pypoam

OyTHKa30HOBUAT (PypoaT He € OMII T’eHOTOKCUYCH IIPY CTaHIapTeH HAOOp OT MpOyYBaHUS U HE € OWII
KaHIICPOT'€HEH NIPY MPOYYBAHUS C TUTHXOBE U MUIIKH, HA KOUTO MPE3 LIEHS )KUBOT Ca MPUIaraHu
MHXaJaTOPHHM JI03H B €KCIIO3UIIMH, CXOAHH Ha TE€3M MIPH MaKCHMaIHaTa IpernophuBaHa J103a IIPH X0pa,
BB3 ocHoBa Ha AUC.

Bunanmepon mpugenamam

B mpoyuBanus 3a reHeTHYHA TOKCHYHOCT BUJIaHTepod (KaTo anda-heHuIuHamar) u
TpueHUIIOLETHA KUCETMHA He ca OMJIM TeHOTOKCHYHH, KOETO IOKa3Ba ue BUJIAHTEPOI (KaTo
TpudeHaTaT) He MPeCTaBIsIBa TCHOTOKCHYECH PHUCK 32 XOpa.

ITomo6HO Ha HAXOKY 3a IPYTH O€Ta>-arOHKUCTH, MPU MPOYYBAHUS C MHXAIATOPHO MPHIIOKEHUE B
NPOJIBIDKCHUE HA IISUT )KUBOT, BUIAHTEPON TprdEHATAT € JOBEI JI0 MpoiudepaTHBHA €PEKTH B
PENPOYKTUBHHS TPAKT Ha TUIHXOBE U MUIIIKH OT JKEHCKH ITOJ M B Xuno(u3aTa Ha IrbXxoBe. He e
HaOJI0/JaBaHO TOBHIIIABAHE HA PA3IPOCTPAHCHUETO HA TYMOPH IPH ILTHXOBE W MUIIIKH IIPH
€KCITO3UINH, ChOTBETHO 1,2 umu 30 IbTH IMO-BUCOKH OT TE3H MPH MaKCHMaIHATa PerophbiBaHa 1032
pH X0pa, Bb3 ocHoBa Ha AUC.

PCHDOZ[VKTI/IBHEI TOKCHUYHOCT M TOKCUYHOCT 3a pa3BUTUCTO

Dnymuxazoros gypoam

Edexrure, HabMI01aBaHU ClIe]] HHXATATOPHO MPUIIOKEHNE Ha (IIyTUKAa30HOB (pypoaT B KOMOUHAIIUS C
BWJIAHTEPOJI ITPH TUTHXOBE, Ca OHMIIM CXOJIHU C Te3H, HAOII0JaBaH! caMo ¢ IIyTHKA30HOB ypoar.
OyTHKA30HOBUAT (PypOaT HE € TIOKa3BaJI TEPATOTEHHOCT MPH ILTHXOBE U 3alIH, HO € 3a0aBsiT
Pa3BUTHETO NIPH TUTHXOBE U € MPUYUHSIBAI a00PTH MIPH 3alIK B 1034, TOKCUYHHM 3a MaiikaTta. He ca
HaOJr01aBaHu e(DEKTH BhPXY Pa3BUTHETO MPH IUIHXOBE B €KCIIO3UIINH, TPUOTUIUTEIHO 3-IIbTH
MO-BUCOKH OT TE€3U MPU MaKCHUMajHaTa NpernopbyBaHa A03a Npu Xxopa, Bb3 ocHoBa Ha AUC.

Bunanmepon mpugpenamam
Bunanrtepon TpudeHaTar He € MoKa3BaJl TepaTOreHHOCT NpH ITbX0BE. [Ipy nHXaIaTOpHU NPOYYBaAHUS
IpY 3aiy, BUJIAHTEPOII TpUQEHaTaT € UMasl e)eKTH, CXOJHH Ha Te3H, HaOII01aBaHu C IPyTU

OeTaz-aroHUCTH (BpOJIeHA TeTIKa Ha HeOIIeTo, OTBOPECHH KJIETIauH, CPacTHAIN peOPEHO-CTEpHATHI
CErMeHTH U (prieKcypa/HenpaBUITHA POTAIlVsl Ha KpaiHuIuTe). [Ipyu moIK0KHO MPUIIOKEHUE HE ca
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HaOJro1aBaHu e(eKTH NPU EKCIIO3UIINN 84-ITBTH IMO-BUCOKH OT TE3H MPU MaKCHMAaITHATA
npenophYBaHa J103a MpHu Xopa, Bs3 ocHoBa Ha AUC.

Huto dnyTtrkazonoBusT hypoar, HUTO BUIAHTEPON TpU(EHATAT ca UMaIIM HIKAKBH HEXellaHu e(DeKTH
BBPXY (EPTUIIUTETA WK BHPXY MPe- U TOCT-HATATHOTO Pa3BUTHE NIPU TUTHXOBE.

6. DAPMAIEBTUYHHU JAHHU

6.1 Choucnbk Ha NOMOIIHHUTE BelIECTBA

Jlakto3a MOHOXHIpAT
Marue3ueB cteapat

6.2 HecbBmMecTHMOCTH
Henpunoxumo.
6.3 Cpox Ha roaHOCT

2 TOJIUHU
CpoK Ha TOJHOCT B NEPUOJIa HA U3IIOJI3BAHE CIE]l OTBApsSIHE HAa THE30TO: 6 CeIMULIN.

6.4 CuoeuuaJjHu ycJI0BHUSI HA CbXPAHEHUE

Ha He ce cpxpansiBa Hax 25°C. AKo ce CbXpaHsBa B XJIaJWIHUK, HHXaIaTOPbT TPsIOBaA 1a ce OCTAaBU Ha
cTalfHa TeMIepaTypa Hall-MaJIko 3a €JIMH Jac Ipeay yrnorpeoda.

[a ce cpxpaHsBa B OpUrMHAIHATa OMAKOBKA, 32 Ja Ce MPEa3y OT Biara.

[ararta, ciiex KOsITO MHXaJaToOpbT He TPAOBa Ja ce M3I10J13Ba, TPsiOBa 1a ce HalMIIE Ha MIPEIBUIECHOTO
3a TOBa MSICTO BBPXY eTukeTa. Jlatara TpsiOBa f1a ce HamuIIe BeAHAra Cliel N3BaXJaHe Ha HHXAIaTopa
OT THE3/0TO.

6.5 Buau chabpkaHHe HA ONIAKOBKATAa

Wuxanaropst Ellipta ce chCTOM OT CBETIOCUBO TS0, JKBJIT Kallak Ha MyH/IIyKa U OposY Ha JTO3HTE,
OIIaKOBaH € B FHE3/10 OT JIAMUHHUPAHO (HOJINO, ChABPIKAILO Callle ChC CYIIUTEN cuiukarei. ['He3noTo e
3are4aTaHo ¢ OTACIAIIO ce (HOIIHO.

WHxanaropbT € MHOTOKOMIIOHEHTHO YCTPOHCTBO, ChCTaBE€HO OT IOJIMIPONNIIEH, IOJHMETHIIEH C
BHCOKA IUIBTHOCT, IIOJIMOKCUMETUIIEH, TOJIMOYTUIIEH TepedTanar, akpHuIOHUTPUI-0yTaAueH-CTUPEH,

HOHI/IKaPGOHaT " HEpBbKAAacMa CTOMaHa.

WHxanaTopbT ChIbpiKa IBE OJIMCTEP-JICHTH OT JJAMUHUPAHO aTyMUHHEBO (OJIHO, KOUTO OCUTYpPSIBAT
00110 14 wim 30 mo3u (koamuecTBo 3a 14 v 3a 30 nHK).

OnaxkoBku ¢ nHxanatopu ot 14 niu 30 no3u. I'pynosa onakoska ot Muxanaropu ¢ 3 x 30 no3u.
He Bcuuky BUOBE OIIaKOBKM MOrat j1a ObAaT IyCHATH Ha 1asapa.
6.6 CrnenuajaHu NpeanasHu MepKH NP U3XBbPJIsIHE

Hewsnon3sanust JICKAPCTBECH MPOAYKT WM OTHAABYHUTEC MAaTCpUaJId OT HETO TpSI6Ba Ja C€ U3XBBPJIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.
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7. HHPUTEXKATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Upnanaus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/14/929/004

EU/1/14/929/005
EU/1/14/929/006

9. JATA HA ITbPBO PABPEINIABAHE/ITIOAHOBSIBAHE HA PASPEHHIEHHUETO 3A
YIIOTPEBA

JaTta Ha mepBO pazpemanane: 2 mait 2014 r.

Jlata Ha nocnenHo noaHoBsBaHe: 26 onm 2018 T.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoOHa uHdopMalKs 3a TO3M JCKApPCTBEH MPOAYKT € MPeIocTaBeHa Ha yeOcaiiTa Ha EBponeiickara
areHIIMs 10 JiekapcTBaTa http://www.ema.europa.eu.
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IMPNJIOKEHHUE IT
IMPON3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXKJIABAHE HA
IHAPTU N

YCJ0BUSA UK OT'PAHUYEHUSA 3A JOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEHIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJIHN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTH/U

Hme n aapeC HA MPOU3BOAMTCINTE, OTTOBOPHH 34 0CB060)K,I[aBaHe Ha NapTUuauTe

Glaxo Wellcome Production
Zone Industrielle No.2

23 Rue Lavoisier

27000 Evreux

Opanmus

b. YCJIOBUsA WJIN OI'PAHUYEHUA 3A JTOCTABKA U YIIOTPEBA

.HCKapCTBeHI/I}IT MPOAYKT CC OTITYCKa IO JICKAPCKO NPpCANNCaHUuC

B. JPYI'U YCJIOBUSA U UBNCKBAHUSA HA PASPEHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu akTyaJau3npanm aokiaanau 3a oezonacuoct (ITAIB)

WznckBanusita 3a mogasane Ha [IA/IB 3a To31 ekapcTBEH MPOAYKT A IIOCOYEHH B CIIHCHKA C
pedepentaute nati Ha EBponeiickus cvio3 (EURD crmchk), npensuaeH B wi. 1078, an. 7 ot
Hupexrtusa 2001/83/EO, 1 BEB BCUUKH CIIC/IBAIM aKTyaIU3aIUH, TTyOJUKYBaHU HA €BPOIICHCKUS
yeOmnopTal 3a JeKapcTBa.

. YCJI0OBHUA NN OTPAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpapJjenue Ha pucka (IIYP)

[IpurexarensT Ha pa3pemennero 3a ynorpeda (IIPY) tpsdsa na n3BbpIBa H3UCKBAHUTE JEHHOCTH U
JIEHCTBUS, CBBP3aHU C TIpOCie/siBaHe Ha JeKapcTBeHaTa Oe30MacHOCT, ocoueHu B 000peHus [TYP,
npencrased B Mozyn 1.8.2 Ha pa3penieHneTo 3a ynorpebda, KakTo U BbB BCHUKH CJICABAIIHN 0JI00pEHH
aktyanu3auuu Ha ITYP.

Axryanmsupan [IYP Tpsa6Ba na ce monasa:
e 110 uckaHe Ha EBpornelickara areHuus no JeKapcTBara;
® BHWHArW, KOraToO CE U3MEHS CUCTEMATa 3a YIPaBJICHUE HA PUCKA, 0OCOOCHO B pe3yJiTaT Ha
MoJTydaBaHe Ha HOBa WH(OpMAITHs, KOATO MOXKE Ja JOBEJIE 10 3HAYNMU IIPOMEHU B
CHOTHOIIIEHUETO TTOJI3a/PUCK, MITH CIIE]] TOCTUTaHEe Ha BayKEH eTarl (BbB BPB3Ka C
MPOCIIEABaHE HA JICKapCTBEHATa OS30MAaCHOCT WX CBSXKJIAHE HAa PUCKA IO MUHUMYM).
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ITPUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTUA (EIMHUYIHU OITAKOBKHN)

92/22 Mmukporpama

1.

HUME HA JIEKAPCTBEHUSA ITPOAYKT

Revinty Ellipta 92 Mmukporpama/22 Mukporpama npax 3a HHXaJalus, IpeIBapUTEIHO J03UPaH

(hyTHKa30HOB (ypoaT/BUIAHTEPOIT

| 2.

OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bceska ocBobonena no3a cpappika 92 MukporpaMa QiyTHKa30HOB Qypoat u 22 MUKporpama
BUJIaHTEPOJ (KaTo TpUdeHaTar).

3.

CIIUCBK HA IOMOIIIHUTE BEINECTBA

IToMomiHu BemiecTBa: JaKTO3a MOHOXUAPAT U MAarHE3UEB cTeapar.
BrmxTe nrcToBKAaTa 3a JONBIHUTEHA HHPOPMAIIHUSI.

4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

[pax 3a WHXANAIMS, IPEABAPUTEITHO JO3UPAH.
14 no3m

30 mo3u

1 maxanaTop ¢ 14 no3u

1 maxanatop ¢ 30 mo3u

| 5.

HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXK/JIAHE

BEJIHBXX IHEBHO

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
MuxanaTopHO NPUIIOKEHUE.

He paskinamaiire.

6.

CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TELIIA

I[a CC€ CbXpaHsiaBa Ha MACTO, HEAOCTBITHO 3a JCHa.

| 7.

APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOINUMO

He reaTaiite cymmurens.
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
CpoK Ha TOTHOCT B IEPHOIa Ha U3IIOI3BaHE: 6 CEIMHIIH.

‘ 9. CIHIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ue ce cexpanssa Hax 25°C.
Jla ce chxpaHsiBa B OpUTHHATHATA OTIAKOBKa, 32 J]a C€ Mpe/Ina3y OT BJara.

10. CIHEINUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnannus

noro Ha GlaxoSmithKline (Ireland) Limited

12. HOMEP(A) HA PASBPEIIEHUETO 3A YIIOTPEBA

EU/1/14/929/001
EU/1/14/929/002

13. HAPTHUJIEH HOMEP

ITapt. Neo

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

revinty ellipta 92:22

‘ 17. YHUKAJIEH HIAEHTUH®UKATOP — JIBYU3MEPEH BAPKO/

JBynsmepeH 0apKo ¢ BKIIOYCH YHUKAJIECH HACHTU(HUKATOP.
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18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA

ETUKET HA 'PYIIOBATA OITAKOBKA (C BLUE BOX - 'PYIIOBA OITAKOBKA)

92/22 Mmukporpama

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Revinty Ellipta 92 mukporpama/22 Mukporpama npax 3a HHXaJalus, IpeIBapUTEITHO J03UPaH
(hyTHKa30HOB (PypoaT/BUIAHTEPOI

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

Bcesika ocBoOoeHa 103a Chabprka 92 Mukporpama (ayTHKa30HOB ypoat u 22 MUKporpama
BUJIaHTEPO (KaTo TpUdeHaTar).

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

HOMOH_IHI/I BCHICCTBA: JJAKTO3a MOHOXHUAPAT U MAaraC3mueB cTcapar.
BmxTte nucroBkara 3a JOIIBJIHUTCIIHA I/IH(bOpMaI_[I/IH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a nHXananus, NPEIBAPUTEITHO TO3UPAH.
I'pymoBa omakorka: 90 (3 naxamaropa mo 30) no3u

‘ 5. HAYUH HA INTPUJIOKEHME U ITT(MIIA) HA BBBEKJIAHE

BEAHBX IHEBHO

[Ipenu ynotpeba npouerere IMCTOBKATA.
MHxanaTopHO IpUIOKEHHE.

He pasknamaiite.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHaA.

‘ 7. APYI'U CHEOUAJIHU HNPEAYIIPEXIAEHUA, AKO E HEOBXOANMO

He reaTaiite cymmurens.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
CpoK Ha TOTHOCT B IEPHOIa HA U3IIOI3BAaHE: 6 CEIMHUIIN.
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‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansBa Hax 25°C.
[a ce cpxpaHsiBa B OpUIMHAIHATA OMAaKOBKa, 32 Jja c€ Mpe/na3y OT Biara.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HWME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnaunus

soro Ha GlaxoSmithKline (Ireland) Limited

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/929/003

13. HAPTHUJIEH HOMEP

ITapt. Neo

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

revinty ellipta 92:22

‘ 17. YHUKAJIEH HIEHTUHO®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsmepeH 0apKo ¢ BKIIOYCH YHUKAJIECH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA (EAMVHUYHA OITAKOBKA)

184/22 Mmukporpama

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Revinty Ellipta 184 mukporpama/22 MuKporpaMa mnpax 3a WHXanauus, IpeaBapUTEIHO JO3UPaH
(hyTHKa30HOB (pypoaT/BUIAHTEPOI

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

Besika ocBoOoeHa 103a Chabpka 184 Mukporpama (GayTuka3oHOB ypoaT u 22 MUKpOrpaMa
BUJIaHTEPO (KaTo TpUdeHaTar).

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

HOMOH_IHI/I BCHICCTBA: JJAKTO3a MOHOXHUAPAT U MAaruC3mueB cTcapar.
Bmxre nucroBkara 3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_[I/IH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a nHXaNAM, TPEABAPUTEIHO JO3UPAH.
14 no3u

30 no3u

1 naxanatop ¢ 14 no3u

1 naxanatop ¢ 30 go3u

‘ 5. HAYYH HA ITPUJIOKEHWE U ITbT(MIIMA) HA BBBEXKJIAHE

BEAHBX JHEBHO

[Ipenu ynorpeba npouerere IMCTOBKATA.
MHxanaTopHO IpUIOKEHHE.

He pasknamaiite.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HECAOCTBITHO 3a JCaA.

‘ 7. APYI'U CHEOUAJIHU NPEAYIPEXIEHUSNA, AKO E HEOBXOANMO

He reaTaiite cymmurens.
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
CpoK Ha TOTHOCT B IEPHOIa HA U3IIOJI3BaHE: 6 CEIMHUIIH.

‘ 9. CIIEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

[a ue ce cexpanssa Hax 25°C.
Jla ce chxpaHsiBa B OpUTHHATTHATA OTIAKOBKA, 32 J]a Ce Mpe/a3y OT Biara.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnannus

noro Ha GlaxoSmithKline (Ireland) Limited

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/929/004
EU/1/14/929/005

13. HAPTHJIEH HOMEP

ITapt. Neo

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

revinty ellipta 184:22

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsmepeH 0apKoJ ¢ BKIIOYCH YHUKAIECH HACHTU(DHUKATOP.
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18. YHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

ETUKET HA I'PYIIOBATA OITAKOBKA (C BLUE BOX - 'PYIIOBA OITAKOBKA)

184/22 Mmukporpama

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Revinty Ellipta 184 mukporpama/22 MukporpaMa mnpax 3a WHXanauus, IpeaBapUTEIHO JO3UPaH
(hyTHKa30HOB (pypoaT/BUIAHTEPOI

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

Besika ocBoOoeHa 103a chabpka 184 Mukporpama (GayTuka3oHOB Pypoat u 22 MUKpOrpaMa
BUJIaHTEPO (KaTo TpudeHaTar).

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

HOMOH_IHI/I BCHICCTBA: JJAKTO3a MOHOXHUAPAT U MaruC3mueB cTcapar.
BmxTte nucroBkara 3a JOIIBJIHUTCIIHA I/IH(bOpMaI_[I/IH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a nHXananus, NPEIBAPUTEITHO TO3UPAH.
I'pymoBa omakorka: 90 (3 uaxamaropa mo 30) mo3u

‘ 5. HAYUH HA ITPUJIOKEHME U ITT(MIIA) HA BBBEKJIAHE

BEAHBX IHEBHO

[Ipenu ynotpeba npouerere IMCTOBKATA.
MHxanaTopHO IpHUIOKEHHE.

He pasknamaiite.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHaA.

‘ 7. APYI'U CHEOUAJIHUA NPEAYIIPEXIEHUSNA, AKO E HEOBXOINUMO

He reaTaiite cymmurens.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
Cpok Ha TOTHOCT B IEPHOIa HA U3IIOI3BAaHE: 6 CEIMHIIH.
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‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansaBa Hax 25°C.
[la ce cpxpaHsiBa B OpUIMHAIHATA OMAKOBKa, 32 Jja c€ Mpe/as3y OT Biara.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnannus

soro Ha GlaxoSmithKline (Ireland) Limited

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/929/006

13. HAPTHUJIEH HOMEP

ITapt. Neo

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

revinty ellipta 184:22

‘ 17. YHUKAJIEH HIEHTHO®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKo ¢ BKIIOYCH YHUKAJIECH HACHTU(DHUKATOP.

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JA CBIABPKA BTOPUYHATA OITAKOBKA
MEXJIUHHA KAPTOHEHA KYTHUA (BE3 BLUE BOX - CAMO I'PYIIOBA OIIAKOBKA)

92/22 mukporpama

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Revinty Ellipta 92 Mmukporpama/22 Mukporpama npax 3a HHXaJalus, IpeIBapUTEIHO J03UpaH

(hyTHKa30HOB (pypoaT/BUIAHTEPOI

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

Bcesika ocBoOoeHa 1032 chabprka 92 Mukporpama (IyTHKa30HOB ypoat u 22 MUKporpama
BUJIaHTEPO (KaTo TpUdeHaTar).

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

HOMOH_IHI/I BCIICCTBA: JIAKTO3a MOHOXHUAPAT U MAaruC3mueB CcTeapar.
BmxTte nmucroBkara 3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_[I/IH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a uHXananus, TPEABAPUTEITHO TO3UPAH

30 no3u

1 maxanaTtop ¢ 30 mo3u

KomMmrmoHneHT Ha rpynoBa omakoBKa, KOHTO HE ¢e MPoiaBa OT/IEITHO.

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

BEJIHBX IHEBHO

[Ipenn ynotpeba npoyerere IMCTOBKATA.
MuaxanatopHo NpuiioxKeHue.

He pasknamaiite.

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

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

‘ 7. JAPYI'U CHHEHUAJIHM ITPEAYIIPEXXKJIEHN A, AKO E HEOBXOJUMO

He renraiite cymmurens.
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
CpoK Ha TOTHOCT B IEPHOIa HA U3IIOI3BaHE: 6 CEIMHUIIH.

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ue ce cexpanssa Hax 25°C.
Jla ce chxpaHsiBa B OpUTHHATTHATA OTIAKOBKa, 32 J]a C€ Mpe/a3y OT Biara.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HUME U AJJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnannus

noro Ha GlaxoSmithKline (Ireland) Limited

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/929/003

13. HAPTHUJIEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

revinty ellipta 92:22

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CBIABPKA BTOPUYHATA OITAKOBKA
MEXJIUHHA KAPTOHEHA KYTHUA (BE3 BLUE BOX- CAMO I'PYIIOBA OITIAKOBKA)

184/22 muxporpama

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Revinty Ellipta 184 mukporpama/22 MUKporpaMa mnpax 3a WHXanauus, IpeaBapuUTEIHO JO3UPaH

(hyTHKa30HOB (hypoaT/BUIAHTEPOI

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

Besika ocBoOoeHa 103a Chabpka 184 Mukporpama (GayTuka3oHOB Pypoat u 22 MUKpOrpaMa
BUJIaHTEPO (KaTo TpudeHaTar).

3. CIIMCBK HA TIOMOIIHHUTE BEIHIECTBA

HOMOH_IHI/I BCHICCTBA: JJAKTO3a MOHOXHUAPAT U MaraC3mueB cTeapar.
Bmxre nmucroBkara 3a JOIIBJIHUTCIIHA I/IH(bOpMaI_[I/IH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a uHXananus, IPeABAPUTEITHO TO3UPAH

30 no3u

1 maxanaTtop ¢ 30 mo3u

KomMrmoHneHT Ha rpynoBa omakoBKa, KOHTO HE ¢e MPOoaBa OT/IEITHO.

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

BEJIHBX JHEBHO

[Ipenn ynotpeba npoyerere IMCTOBKATA.
MuaxanatopHo NpuiiokKeHUeE.

He pasknamaiite.

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEITA

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

‘ 7. JAPYI'U CIHEHHUAJIHM ITPEAYIIPEXXKJIEHN A, AKO E HEOBXOJIUMO

He renraiite cymmurens.
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
Cpok Ha TOTHOCT B IEPHOIa HA U3IIOI3BaHE: 6 CEIMHUIIH.

‘ 9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ue ce cexpanssa Hax 25°C.
Jla ce chxpaHsiBa B OpUTMHATHATA OTIAKOBKA, 32 J]a C€ Mpe/Ia3y OT Biara.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HUME U AJJPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnannus

noro Ha GlaxoSmithKline (Ireland) Limited

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/929/006

13. HAPTHJIEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

revinty ellipta 184:22

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

ETUKET HA THE310TO

92/22 mukporpama

| 1. HUME HA JIEKAPCTBEHMUSA INPOAYKT

Revinty Ellipta 92/22 ng npax 3a unxananus

(hyTHKa30HOB (hypoaT/BUIAHTEPOI

| 2. HUME HA ITPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

GSK noro
GlaxoSmithKline (Ireland) Limited

| 3. JATA HA U3TUYAHE HA CPOKA HA TT'OJHOCT

T'onen no:

| 4. IHHAPTUJIEH HOMEP

ITaptunen Ne

5.  JPYIoO

Jla He ce oTBaps Mpeau Aa CTe TOTOBU 3a HHXAJIAIHS.
Cpok Ha TOTHOCT B IEPHOIa HA U3IIOI3BaHE: 6 CEIMHUIIH.

14 no3u
30 mo3u
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

ETUKET HA THE310TO

184/22 mukporpama

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Revinty Ellipta 184/22 pg npax 3a uHxanauus

(hyTHKa30HOB (pypoaT/BUIAHTEPOI

| 2. HUME HA ITIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

GSK noro
GlaxoSmithKline (Ireland) Limited

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

T'onen mo:

| 4. IHHAPTUJIEH HOMEP

ITaptunen Ne

5.  JPYIoO

Jla He ce oTBaps Mpenu Aa CTe TOTOBU 3a MHXAJIAIHS.
Cpok Ha TOTHOCT B IEPHOIa HA U3IIOI3BaHE: 6 CEIMHUIIH.

14 no3u
30 mo3u
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJIJMHUYHHU
II'bPBNYHH OITAKOBKH

ETUKET HA HTHXAJIATOPA

92/22 Mmukporpama

‘ 1. HUME HA JIEKAPCTBEHMUSA INTPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

Revinty Ellipta 92/22 ng npax 3a unxanamus
(hyTHKa30HOB (pypoaT/BUIAHTEPOI
WHxanatopHO MpHUIOKEHUE

‘ 2. HAYYH HA ITPNJIOKEHUE

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

T'onen no:
Cpok Ha TOJHOCT B IEPHO/Ia Ha U3IOJI3BaHE: 6 CSAMHUIIN
WM3non3satite no:

4. ITAPTUJIEH HOMEP

[Taptunen Ne

5. CbABP/KAHUE KATO MACA, OBEM WJIN EJIUHUIIN

14 no3u
30 mo3u

6. JPYTO
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJMHUYHHU
II'bPBNYHH OITAKOBKH

ETUKET HA HTHXAJIATOPA

184/22 Mmukporpama

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT U ITBT(MIIA) HA BBBEKJIAHE

Revinty Ellipta 184/22 pg npax 3a uHxanauus
(hyTHKa30HOB (PypoaT/BUIAHTEPOIT
WHxanatopHO MpUIOKEHUE

‘ 2. HAYYH HA ITPNJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA TT'OJHOCT

T'onen mo:
Cpok Ha TOJHOCT B IEPHO/Ia Ha U3IOJ3BaHE: 6 CSAMHUIIN
WM3non3satite no:

4. IMAPTUJIEH HOMEP

[Taptunen Ne

5. CbABP/KAHUE KATO MACA, OBEM WJIN EJJIUHUIIN

14 no3u
30 mo3u

6. JIPYTO
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b. JIUCTOBKA
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JlnucroBKa: l/IH(l)OpMalII/lfl 3a mManueHTa

Revinty Ellipta 92 mukporpama/22 MukporpamMa npax 3a HHXaJamnusi, IpeABAPUTETHO J03UPAH
Revinty Ellipta 184 mukporpama/22 MukporpamMa npax 3a HHXajJaiusi, NpeIBapuTeJTHO 103UPaH

¢dnyTuxasoHoB ¢ypoat/Bunanrepoi (fluticasone furoate/vilanterol)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IPeIM Aa 3all0YHeTe 1a U3N0JI3BaTe TOBa

JIEKapCTBO, Thil KaTO TS ChABP:Ka BakHa 32 Bac nundopmanusi.

- 3amasere Ta3u JUCTOBKA. Moske /1a ce HaJO0XkH J1a sl MPOYETETE OTHOBO.

- AKO UMaTe HAKaKBH JOMBIHUTEIHH BBIIPOCH, MonuTaiTe Bamms nekap, papmanest nin
MEIHNIINHCKA CECTPa.

- ToBa nexapcTBO € mpeanucano JngHo Ha Bac. He ro mpeotcremnBaiite Ha apyru xopa. To Moxe
Jla IM HaBpeIy, He3aBHUCHMO UYe MPU3HALMTE Ha TIXHOTO 3a00sBaHe ca ChIIUTe KaTo BammuTe.

- AKO TOITyYnTe HAKAKBU HEXKEJIAH! peakin, yBegomere Bamust nekap, hapManeBT wim
MEAMIHUHCKA cecTpa. ToBa BKIIOYBA U BCUYKH Bb3MOKHH HEKEJIaHU PEAKINH, HEOITNCAHH B
Ta3u JUCTOBKA. BikTe Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakgo npezcrasnsisa Revinty Ellipta u 3a kakBo ce u3nomn3sa
Kakgo Tpsi0Ba na 3Haere, npeau aa uznonssare Revinty Ellipta
Kak na manonsBare Revinty Ellipta

BBb3M0KHM HEXEIaHU pEeaKIUU

Kak na cexpansiBate Revinty Ellipta

ChabprkaHne Ha OTIAKOBKATa U IOMBIHUATETHA HHPOPMAIIUI
I/IHCprKuHI/I 3a ynotpeba CTBIIKA O CTHIIKA

R

1. Kaxkso npencraBiasBa Revinty Ellipta u 3a kakBo ce u3noJi3Ba

Revinty Ellipta cbabprka JIBe akTUBHU BeIIECTBA: (PIIyTHKa30HOB (hypoar U BUIAHTEPOJI. Revinty
Ellipta e Hanmn4eH ¢ pa3TUYHO KOJUYECTBO HA aKTUBHUTE BelecTBa: (DIyTHKa30HOB (pypoaT

92 mMukporpama/BHiIaHTepos 22 MUKporpaMa u GuIyTHKa30HOB ¢ypoat 184 MUKporpaMa/BUIaHTEPOI
22 MuUKporpama.

Revinty Ellipta 92/22 mukporpamMa ce U3M0JI3Ba 3a PEIOBHO JICUCHNE HA XPOHUYHA OOCTPYKTUBHA
oemonpobna 6onect (XOBB) rpu BB3pacTHH 1 Ha aCTMAa TIPU BH3PACTHH M FOHOIITH Ha W HAJl
12 rogunu.

Revinty Ellipta 184/22 mukporpama ce H310/13Ba 3a JICYCHHE Ha aCTMA IIPY Bb3PaCTHU U FOHOIIHU HA U
Haza 12 rogunan. Revinty Ellipta 184/22 mukporpama He ¢ 0q00peH 3a eyenne Ha XOBB.

Revinty Ellipta TpadBa 1a ce n31mo0J13Ba BCeKH /ieH, 4 He CaMO0 KOraTo uMarte npoodjaemMu ¢
aumaneTo wim Apyru cumnromu Ha XOBB n actma. JlekapcTBoTO He TPAOBA 1a ce U3MOJI3BA 32
o0Jiek4aBaHe HAa BHe3alleH MPUCTBII HA 3a1yX WM XpUNoBe. B cirydali, ye nony4uure NpucThIl
TpsIOBa Ja M3MOJI3BaTEe MHXAIATOP ¢ OBP30AeicTBaIIO JIeKapcTBO (KaTo camoyramoin). OObpHETE KbM
Bamms nekap, ako HIMaTe HHXAIATOp ¢ OBP30AeHCTBAIIO JIEKAPCTBO.

D1yTUKA30HOBHAT Pypoar MpUHAMICKH KbM TpyTIa JIEKapCTBa, HAapEUeHN KOPTHKOCTEPOHUIH, YECTO
Hapu4aHu camo ctepouan. KopTukocrteponaure HamansBar Bb3najieHueTo. Te HaMamnsiBat
MTOYBAHETO U IPA3HEHETO B MAIKUTE BH3yXOHOCHH ITHTHUIIA B OeuTe 1po0oBe U 10 TO3W HAYHH
MMOCTETICHHO 00JIeKUaBat MpooIeMuTe ¢ quiraneTo. KopTukocTeponanTe ChIo Taka moMarar 3a
MpeAOTBpaTsABaHE HA NIPUCTHIIUTE HA acTMa U BiomaBaHeTo Ha XOBB.

Bunantepon npuHaanexu KbM rpyla JIEKapcTBa, HapedeH! JbITOACUCTBAIIMN OPOHXOIUIATaTOPH.
Toli oTycka MycKyJIMTE Ha MaJIKUTE Bb3AyXOHOCHU IIbTHILA B Oenute apodose. [Tomara 3a ToBa,
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BB3IYXOHOCHHUTE ITBTHINA Ja C€ OTBOPAT, M YJICCHABA HABJIM3aHETO M M3JIM3aHETO HAa Bh3AyXa OT
oemure qpobore. Korato ce mpuema peoBHO, ToMara MajJKUTe Bh3IyXOHOCHH ITHTHIIA 1a OCTaBaT
OTBOPEHHU.

Korarto peoBHO npuemare Te3u JIBe aKTHBHHU BEIECTBa 3a¢IHO, Te 1ie By oMorHar na
KOHTPOJIMpATe 0-100pe Npo0JeMHUTE C TUIIIAHETO, OTKOJIKOTO aKO IIPHeMaTe JieKapcTBara
CaMOCTOSTEITHO.

AcTMaTa e Cepro3HO, MPOABIDKUTEITHO OeJI0ApOOHO 3a00IIBaHE, IIPU KOETO MYCKYJIUTE B CTCHUTE HA
MO-MaJIKUTE BH3/lyXOHOCHH ITBTHINA CE CTECHSBAT (OPOHXOKOHCMPUKYLA), OTUIAT U C€ APAZHAT
(6wv3nanenue). CAMITOMHTE MOTAT J]a Ce MOSBSIBAT U M3UE3BAT U BKIIFOYBAT 33][yX, XPHUIIOBE, CTITaHE B
TbpAMTE U KallIuLa. YcraHoBeHo e, ye Revinty Ellipta HamansBa o6ocTpssHUATA U CUMIITOMHUTE Ha
acTMa.

XpoHuyHa 00cTpyKTUBHA GesioapooHa 6osiect (XOBB) e cepro3Ho, TPOABIIKUTEIHO 0eI0ApOOHO
3abosIBaHe, IpU KOETO BB3AYXOHOCHUTE IIHTHINA C€ BH3MANABAT U yaeoemsiBaT. CHMITOMHUTE
BKJTIOYBAT 3aAyX, KallInIa, TUCKOM(OPT B 001acTTa Ha IBPANTE U CIY3€CTH XPAdKH. Y CTAHOBEHO €,
gye Revinty Ellipta namansisa oboctpsinuara Ha cumnromure Ha XOBb.

2. Kakso Tps0Ba na 3Haete, npeau Aa u3nouassare Revinty Ellipta

He u3noa3saiite Revinty Ellipta

- aKo CTe ajJIepru4Hu KbM (QIIyTHKa30HOB (ypoaT, BUIAHTEPON WIIH KbM HSKOSI OT OCTAHAJINTE
CBhCTAaBKH Ha TOBA JIEKapCTBO (M30pOEHH B TOUKA 6).

- aKo cMATate, 4e Mo-TOPHOTO ce oTHacs 3a Bac, He u3moJ3Baiite Revinty Ellipta nmpenu na cte
ro o0chawu ¢ Barms nekap.

Ipeaynpesxkaenns u npeanasHu MepKu

I'oBopere ¢ Bamms nekap, npean aa usnomn3eare Revinty Ellipta:

- aKo UMaTe YePHOAPOOHO 3200 IsIBaAHE, THI KaTO € MO-BEPOSTHO Ja MOJTYIUTE HEXKETaHU
peakiuu. AKO IMaTe YMEPEHO WM TEXKO YePHOAPOOHO 3a0ossiBane, Bamumsr ekap e
orpanuuu no3ata Bu o mo-Huckara konneHTpanus Ha Revinty Ellipta (92/22 mukporpama
BEJIHBX JTHEBHO).

- aKo “MaTe MPOOJIeMH ChC ChPIETO WIH BUCOKO KPbBHO HAJISITAHE.

- aKko uMare TyOepKyso3a Ha Oenute ApoOOBE UM KAaKBUTO U J1a € TPOIBJDKUTEITHU HITH
HEJIEeKyBaHU MH()EKIUH.

- aKo “MaTe JuadeT WM MOBHUIIICHN HUBA HAa KPbBHATA 3axap.

- aKo MMaTe MpodJIeMH ¢ IHTOBHIHATA JKJI€3a.

- aKo UMaTe HUCKH HMBA HA KAJIMS B KPHBTA.

- aKo MMaTe 3aMbIJICHO 3PEHHE WM JIPYTH 3PUTEIHU CMYILCHHUSI.

KoncyaTupaiite ce ¢ Bamms jiekap, npein ja U3M0I3BaTe TOBA JIEKAPCTBO, aKO CMSTATE, Ue HAKOE
oT U30poeHHTE TI0-Tope ce oTHacs 3a Bac.

Joxato usnoisBare Revinty Ellipta

IIpoOsieMn ¢ AUIIAHETO HEMOCPEACTBEHO CJIe/ NMPUJI0KeHne
AKO TIONTyYHTe CTATaHE B IbPANTE, KAILINIA, XPUIIOBE HIIH 3aTPYAHEHO AUIIAHE HENIOCPEACTBEHO
cien u3noi3Bade Ha Bamms naxamarop Revinty Ellipta:

CIIpeTe 1a U3M0Ja3BaTe ToOBA JEKAPCTBO U He3a0aBHO NOTHPCETE MECIUIIMHCKA ITOMOIII, THU KaTo
MOXKE Ja UMaT€ CEPHUO3HO CHCTOAHUE, HAPCUCHO IMapagoKCaJICH 6p0HXOCH33’bM.

- OO0BpHETE ce KbM Bamus jiekap, ako uMare 3aMbIIICHO 3pSHHUE WIH APYTH 3PUTCITHH
CMYILICHHUS.
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- OO0mwpHeTe ce kbM Baius nekap, ako UMaTe [OBUIICHA JKaXK/a, YECTO YPUHUPAHE WIH
HeoOsicHIMa yMopa (TpU3HALY Ha BUCOKM HHMBA HAa KPbBHATA 3axap).

HNndexnus Ha 6esinTe 1podoBe

AKoO M310JI3BaTe TOBA JICKapCTBO 3a JiedeHue Ha XObb, Moke 1a cTe ¢ MOBHUIICH PUCK 32 pa3BUTHE HA
nH(peknus Ha Oenute ApoOoBe, HapeueHa MHEeBMOHUS. BrkTe Touka 4 3a nHGOpMAIUs OTHOCHO
CUMITOMUTE, 32 KOUTO TPsIOBA J1a CIIeUTE, JOKATO U3IIOJI3BATe TOBa JekapcTBo. UHhopMupaiite
Bammst mekap BE3MOXKHO Hali-Obp30, aKO pa3BUETE HIKOH OT T€3W CHMIITOMH.

Jleua u roHoumu
He nagaiite TOBa TekapcTBO Ha jAena o 12 roguHu 3a JeueHne Ha aCTMa WIIH MIPH JeTla U IOHOIIHN Ha
KaKBaToO U Jia € Bb3pacT 3a jJeueHue Ha XObb.

Jdpyru nexapcrBa u Revinty Ellipta

TpsOBa na kaxere Ha Bamms nexap uim GapManesT, ako pueMare, HACKOPO CTe PUEeMallH WK €
BB3MOXKHO J1a IpUeMaTe JpyTH JeKapcTBa. AKO HE CT€ CUTYpHH KakBO ChIbpka BameTo nekapcTso,
o0bpHeTe ce kbM Bammst nexkap win papMarnesr.

Hsxou nexapcTBa Morar Ja MoBIUSAAT HAYMHA, IO KOWTO TOBA JIEKApCTBO JAEHCTBA WM Ja HAIIPaBsIT

MO-BEPOSITHO PA3BUTHETO HA HEXKEJIaHM JIEKapCTBEHH peakuuu. Te BKIouBar:

- JIeKapcTBa, HapeueHH OeTa-0JI0KepH, KaTO HaPUMEP METONIPOJION, U3IOI3BaHH 32 JICUEHHE Ha
BHCOKO KPbBHO HAJIATaHE WU MPO00JIEMH ChC ChPLETO.

- KETOKOHA30J1, U3I0JI3BaH 3a JIeYeHHE HAa I’bOMYHH MH(EeKLIMH.

- PUTOHABUD WM KOOWIIMCTAT, M3IIOJI3BaHH| 3a jJeueHue Ha HIV undexkuumn.

- IBArofeHCcTBAINY OeTar-aJpeHEPIHYHN arOHUCTH, KaTo HAIIPUMEp CaIMETepOI.

TpsodBa na kaxere Ha Bamms gexkap win papManeBT, ako IpueMaTe HAKOE OT TE€3H JIEKapCTBa.
Bamusr snexap moxe na Bu npociensiBa BHUMATENIHO, aKO [IpUeMaTe HIAKOE OT TE3H JIEKapCTBa, Thid
KaTo Te MOraT Jia yBeJIruaT HexelanuTe peakiuu oT Revinty Ellipta.

BpemeHHOCT M KbpMeHe

Axko cTe OpeMeHHa WITH KbPMHUTE, CMSITaTe, 4e MOXKe Jia CTe OpEeMEeHHa, WX TUIaHupaTe OpeMeHHOCT,
nochbBeTBaiTe ce ¢ Bamms nexap npean ynorpedara Ha ToBa JiekapcTBo. He u3non3saiite ToBa
JIEKapCcTBO, aKo cTe OpeMEeHHa, OCBEH ako BammsaT nexap Bu kaxe, 4ye Moxe Jja ro M3I0JI3BATE.

He e u3BecTHO it ChCTaBKHUTE HA TOBA JIEKAPCTBO MOTAT JIa IPEMUHAT B KbpMaTa. AKO KbPMHTE,
TpsidBa 1a ce KoHcyaTHpaTe ¢ Bammus gexap, npeau aa uznonssare Revinty Ellipta. He
M3M0JI3BaITE TOBA JIEKAPCTBO, aKO KbPMUTE, OCBEH ako BamusT nexkap Bu kaxe, ue Moxe J1a ro
U3I0JI3BAaTe.

Ilodupane u paéoTa ¢ MAIIMHH

Mauiko BeposITHO € TOBa JIEKapcTBO Ja 3aceTHe criocoOHocTTa By 3a modupane niu padota ¢
MAIIHHH.

Revinty Ellipta ceabp:xa 1aKkT03a

Axo Bammsr nekxap Bu e xa3an, 4e nMaTe HETOHOCUMOCT KbM HAKOU 3aXapH, CBBPIKETE CE C HETO,
MIpeI /1a U3I0JI3BaTe TOBA JIEKAPCTBO.

3. Kaxk na uznoaseare Revinty Ellipta

Bunarn usnossBaiite ToBa JIeKapcTBO TOYHO KakTo By e kazan Bamusar gekap. Axo He cTe
CUTYpHH B Hello, 00bpHETE ce KbM Barmus nexap uinu gpapmanesnT.
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AcTMa
IMpenopbunTeHATA 1032 32 JICUCHUE Ha acTMa € eHa nHxananwms (92 mukporpama (iyTrka3oHOB
(hypoat u 22 MEKpoTrpamMa BUJIAHTEPOJI) BETHBK JJHEBHO, ITPHETa IO SIHO U CHIIIO BpEME, BCEKH JICH.

AKO MMaTe TeXKa acTMa, BarmmsT jiekap MoXKe J1a IPEIeHH, Ue TpsIOBa 1a mprueMare 1o ¢1Ha
WHXaJaIwus OT Io-BUCOKaTa KoHIeHTparus (184 mukporpama dhiaytukasoHoB Qypoat u

22 MUKporpama BHJIaHTepoJ1). Ta3u 1032 ChIo TPsOBa Ja ce MprueMe BeIHBK JHEBHO, I10 €IHO U
CBITO BpeMe, BCEKHU JICH.

XOBbb
IIpenopnunTenaTa no3a 3a neueHue Ha XOBb e enna unxanamnus (92 mukporpama (HayTHKa30HOB
(hypoat u 22 MEKpoTrpamMa BUJIAHTEPOJI) BETHHK JHEBHO, ITPHETa IO €HO U CHIIIO BpEME, BCEKH JICH.

[Mo-Bucokara kounentpanus Ha Revinty Ellipta (184 muxporpama ¢uryTnkazoHoB gypoar u
22 MUKporpamMa BHJIAHTEPOJI) He € moaxoasia 3a Jeuenue Ha XObb.

Revinty Ellipta e 3a uaxanupane npes ycrara.

Ipuaaraiite Revinty Ellipta mo exno u cb1o BpemMe BCeKH JAeH, Thil KaTo TOM AeiicTBa B
NpoabJKeHne HA 24 yaca.

MHoro e Ba)XKHO Jla IpreMaTe ToBa JIEKapCTBO BCEKH JIeH, TOUHO KakTo Bu e kazan Bamusat nekap.
ToBa me Bu nomorse na nzbersere HATMYMETO HA CUMIITOMH TPE3 ACHS U Ipe3 HOIITA.

Revinty Ellipta He Tpsi0Ba 1a ce n3M0J13Ba 3a o0/1eKYaBaHe HA BHe3alleH NMPUCTHI HA 3a1yX WK
XpunoBe. AKO MOTyYUTE TAKbB PUCTBHII, TPAOBA Ja N3MOI3BATEe HHXAIATOP ¢ Obp30AeHCTBAIIO
JIEKapcTBO (KaTo camdyTamon).

Koncyntupaiite ce ¢ Bamus nekap, ako uMare 3ayX WIH XpUIIOBE I0-4E€CTO OT HOPMAIHOTO WK aKo
M3M0JI3BaTe MO-4ECTO MHXAJIATOp C ObP30JeiCcTBRAILO JEKAPCTBO.

Kak na nznoassare Revinty Ellipta
[Ipouerere ,,IHCTpYKIIMH 32 YyITOTpeOa CTHIIKA IO CTHIIKA™ CIIE TOYKA 6 B Ta3W JIMCTOBKA 3a ITBJIHA
WH(pOpMAIHSL.

Revinty Ellipta e 3a uaxanupane mpe3 ycrata. He e Heooxoaumo aa noarorsste Revinty Ellipta mo
HSKAaKbB CIICIMAJICH HAYHH, IOPU M KOTaTO TO U3IOJI3BATEe 32 IBPBH IIBT.

Axko cumnromurte Bu He ce mono6psaBar
Axo cumnromute Bu (3a1yX, XpUmoBe, Kaluini@a) He ce Mo00psBaT WK CE BIOIIABAT HIIH
U3MO0JI3BATEe MO-YECTO JIEKAPCTBO 3a OBbP30 00JCKUIaBaHE HA CUMIITOMHUTE:

o0bpHeTe ce KbM Bamms jiekap Bb3MOKHO Haii-0bp30.

AKO cTe H3M0JI3BAJIN ITOBeve 0T HeoOxoammaTa q103a Revinty Ellipta

O06bpHETE ce KbM Bamms nexap win hapMarieBT, ako CIIYIaifHO CTE U3ITOJI3BAIH 1033, TI0-BUCOKA OT
npeanucanara. AKo € Bb3MOXKHO, TOKa)KETe MM WHXajJaTopa, OIaKoBKaTa MM Ta3u JTUCTOBKA. Moxe
Jla yCeTUTe, 4e chpueTo Bu 6ue mo-66p30 0T OOMKHOBEHO, Y€ TpenepuTe WM UMaTe Ti1aBodoue.

Oco0eHo BakHO e 1a ce 00bpHeTe KbM Bauus jiekap nin ¢papManeBT 3a cbBeT, aKO0 CTe
NpHeMaJIu MO-BUCOKA /1032 OT NPeANUCAHATA 32 NPOABJKUTEIeH nepuol ot Bpeme. ToBa ce
HaJs1ara, Tbil KaTo nmo-eucokure 103u Revinty Ellipta Mosxe 1a moHmxat HUBaTa Ha CTEPOUIHUTE
XOPMOHH, HOPMAJTHO MTPOU3BEKIAHN OT Bamuist opraHuzbM.

AKko cte npomycHaju a1a npueMere Revinty Ellipta

He nnxaaupaiite ABoitHa 1032, 3a 1a KOMIIEHCHPaTe MponycHaTaTa. Muxanupaiite cieapaiiara
71032, KOTaToO HACTBITK BPEMETO 3a TOBA.
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AKO TIOITyYUTE XPHUITOBE WK 32]1yX, WM Pa3BHETE JPYTHd CUMITOMH Ha aCTMAaTHUECH MPUCTHII,
H3M0J13BaliTe HHXAJIATOP ¢ OBbpP30/elcTBANIO JeKapCTBO (KaTo candyTaMol) U cie]] TOBa
MOTHPCETE MEIUITUHCKA TTOMOIII,

He cnupaiite npuema Ha Revinty Ellipta 6e3 jiekapcku cbBeT

IIpuemaiiTe TOBa JIeKapCTBO TOJIKOBA ABJITO, KOJIKOTO Bu e mpenopruan Bammusr nekap. To me 0b1e
epukacHo, JOKaTo ro npuiarare. He cnimpaiite JeueHneTo, JopH Ja ce YyBCTBaTe MO-100pe, OCBEH
ako Bamusar nexap He Bu noceBeTsa.

Axo0 nmate HIKaKBU JOI'BJIHUTCIIHA BBIIPOCHU, CBbP3aHU C yrIOTpe6aTa Ha TOBa JICKapCTBO, MOMHUTANTE
Bamms JICKap, Q)apMaHCBT WM MCAUIIMHCKA CeCTpa.

4. Bb3MOKHHI HekeJIaH! peaKknuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIAaHU pE€aKIIuH, BHIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

AJlepru4Hy peakunu

AneprudHuTe peakiuu ca peaku (Morar aa 3acersar Ao 1 Ha 1 000 goBeka).

AKO uMare HAKOH OT CIICJIHUTE CUMITTOMH ciie pueM Ha Revinty Ellipta, cnpere mpuema Ha ToBa

JIEKApCTBO U He3a0aBHO yBenoMeTe Bamus jekap.

e KOXXEH 00puB (ypmuxapus) v 3a4epBsIBaHe

o TMOJyBaHE, MMOHSIKOTA HA JIMIIETO WIH yCTaTa (aHeuoeoem)

e CWJIHH XPHUIIOBE, KaIlLTUIA WU 3aTPYTHEHO JAHIIAHE

e BHE3AITHO YYBCTBO Ha cIab0CT MM 3aMastHOCT (KOSTO MOXKeE J1a IOBEJIe 0 KOJIATIC WU 3ary0a Ha
Ch3HAHHE).

HpOﬁJ’leMI/l C JUIIAHETO HEMOCPEACTBEHO CJI€ U3IT0JI3BaHE

[IpoGneMute ¢ qUIIAHETO HEMIOCPEACTBEHO Clieq u3noa3BaHe Ha Revinty Ellipta ca penku.
AKO TUIIAaHEeTO WIIH XPHUIOBeTe Bu ce Biomar BeHara clie/l U3M0I3BaHe Ha TOBA JIGKAPCTBO, CIpeTe
J1a TO mMpHeMaTe 1 He320aBHO MOThPceTe METUITHHCKA MTOMOIIL.

ITneBmoHus (MHGeKIUs HA OeTuTe IPoOOBe) (TecTa HEeXETaHa PEaKIns, MOXKe Jla 3acerHe 1o 1 Ha
10 goBeka)

TpsoBa 12 KaxeTe Ha Bamms jekap, ako MONTy4YHTE HAKOS OT CIICTHUTE HEXKEIIAHU PEaKIUH, TIOKATO
npuemate Revinty Ellipta — Te MoraT na ObaaT CUMITOMH Ha 0e104po0Ha HH(EKITU:

L BHUCOKA TCMIICpATypa WIN BTPHUCAHEC
L IIOBHUIIICHO 06pa3yBaHe Ha XpadKu, IpOMsAHA B [IBCTA HA XPAYKHUTC
L 3aCHJIBAaHC Ha KallllIMliaTa Wik 3aCUJIBAaHC HA HpO6J’I€MI/ITC C JUIIAaHECTO.

JIpyru HexKeIaH! peakIum:

MHOro 4ecTH HeKeJAHU Peakunu

Te morat na 3aceruat moBede ot 1 Ha 10 yoBeka:
. riaBo6oime

. HACTHHKA.

YecTu HeKeJTAHU PeaKIuH

Te morar na 3acerdart Ao 1 Ha 10 yoBexka:

° BB3MAJICHH, HAJIMTHATY YYaCThIU B YCTaTa WK B I'bPJIOTO, IPUYMHEHU OT I'bOMYHA MHDEKIIHS
(kanouoosa). Pa3BUTHETO Ha Ta3W HEXKeTIaHa PeaKils MoXKe Ja Oblie IPeJOTBPATeHO, aKO
BeaHara cien npueM Ha Revinty Ellipta usniaksate ycraTa cu ¢ Boja.

o BB3MAaJIeHHe Ha Oenute ApoOoBe (OpoHxum)
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MH(EKIHA Ha HOCHUTE CUHYCH WU T'BPIIOTO
rpuIl

0oJKa W Ipa3HEHe B 3aJHaTa 4acT Ha ycTaTa U I'bpJIOTO
Bb3NaJICHHE Ha CHHYCHTE

CcbpOeX B HOCA, XpeMa WM 3aIyIIeH HOC
KalnIua

NpOMsIHA B Ii1aca

M3THHSABAHE HA KOCTHUTE, BOACLIO 110 (paKkTypu
Oonka B cToMaxa

Oosika B rppOa

MOBHINIEHA TeMIleparypa (mpecka)

craBHa Ooyka

MYCKYJIHHU CIIa3MH.

HeuecTHu HexKkelaHU peakun
Te morar na 3acernat xo 1 Ha 100 gyoBeka:

. HEIPaBUJIEH ChPACYEH PUTHM
. 3aMBIIICHO 3pEHUE
. MOBUIIIABaHE HA HUBATAa HA KPbBHATA 3aXap (Xunepenuxemust).

Peaxy Hexkes1aHN peakUuu
Te morat ga 3aceruar 10 1 Ha 1 000 goseka:

. YCKOPEH ChPJCUYCH PUTHM (MaAXuKapous)
. ycellaHe 3a cbpluebuene (narnumayui)
. TpenepeHe

o TPEBOKHOCT.

Chol01uiaBaHe Ha HeKeJIAHH pPeaKIuu

AKO TIOITyYUTe HIKAKBU HEKEJaHH JICKapCTBEHH PEaKIiy, yBejomeTe Bamus nekap uiu gpapmarenT.
ToBa BKIIIOYBa BCHYKH Bb3MO)KHH HEOIIMCAHH B Ta3H JINCTOBKA HEXKEJIAHU peakunu. MoxkeTe ChIo Aa
CHOOIIUTE HEXKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, IOCOYCHa B
[punoxxenne V. Kato cro0miaBare HeXXeTaHU PeaKIMH, MOXKETE Jja JaJeTe CBOS MIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(POpMannsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBaTe Revinty Ellipta

Jla ce chxpaHsBa Ha MSCTO, HEJIOCTHITHO 3a JICHa.

He u3non3BaiiTe ToBa JIeKapcTBO ClIe]] CPOKa Ha TOJHOCT, OTOENsA3aH BhPXY KapTOHEHATa OMaKOBKa,
THE370TO U MHXanaropa ciief ,,I'oges 10”. CpoKbT Ha TOJHOCT OTrOBaps Ha MOCJEIHUS JIEH OT
MOCOUYCHHS Mecell.

ChxpaHsBaiiTe HHXaJIATOpa B 3all€4aTaHOTO THE3/10, 32 Jla Ce Mpe/a3y OT Biiara, U ro U3BaJIeTe CaMo
HETOCPE/ICTBEHO Mpeu mbpBaTa ynoTpeda. Ciier oTBapsHe Ha THE3/I0TO, HHXAJIATOPhT MOXKE Ja ce
M3I10JI3BA B PAMKHUTE Ha 6 CEAMMIIM, CUNTAHO OT JaTaTa Ha OTBapsHE Ha rHe310To. Hanuiiere garara,
CJIC KOATO MHXAJIATOPBT Tp$[6Ba Ja €€ U3XBHPJIN Ha MPEABUACHOTO 3a TOBA MACTO BbBPXY €TUKETA.
JlaTtara TpsOBa /1a ce HaIUWIIEe BeHAra clie/] U3BaK/JaHe Ha HHXAJIATOpa OT THE3/I0TO.

[a =e ce cpxpansBa Hax 25 °C.

AKO ce chXpaHsBa B XJIaJUIHUK, HHXAJIATOPbT TPSAOBA 12 ce OCTABH Ha CTaiiHa TeMmepaTypa
Hali-MaJIKO 32 eIMH Yac peay ynotpeoda.
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He u3xBbprsiite nekapcTBaTa B KaHATU3AIMATa WIM B KOHTEHHEPA 3a TOMAITHH OTIIaIBITH.
ITormuratiTe Bamus dapMmarieBT Kak J1a H3XBBPIIATE JIEKapCTBATa, KOMTO BeUue HEe M3MoJI3BaTe. Te3n
MEpPKH 1€ CIOMOTHAT 3a Ola3BaHE Ha OKOJHATa cpefa.

6. CLz[mea}me Ha OnmaKoBKaTa U J0ONI'bJHUTEC/IHA m{(bopMauml

KakBo cbabpska Revinty Ellipta
- AKTUBHHTE BelllecTBa ca: (UIyTHKa30HOB GypoaT U BHJIAHTEPOIL.

- 3a Revinty Ellipta 92/22 muxporpama: Bcsika eAMHUYHA HHXAIaLuUs 1OCTaBs eJHa 0CBOOOIeHa
1032 (103ata, KosITo ce 0cBOOOKAaBa OT MyHZIIYyKa) 0T 92 Mukporpama ¢ryTHKa3oHOB GypoaT
1 22 MHKporpama BUJIaHTepOJI (KaTo TpudeHarar).

- 3a Revinty Ellipta 184/22 Mukporpama: Bcsika eTUHUYHA HHXATAM JOCTaBs eIHa OCBOOOAEHA
1032 (o3arta, KosiTo ce 0cBOOOKAaBa OT MyH.IIyKa) oT 184 Mukporpama (hiayTHKa30HOB
(dypoar u 22 MuKporpama BUIAHTepoI (Kato TpudeHarar).

- Jlpyrure chcTaBKH ca JIaKT03a MOHOXHUApAT (BUXKTE pa3aen ,,Revinty Ellipta chabspika nakro3a”
B TOYKA 2) U MarHe3ueB cTeapart.

Kaxk usraexna Revinty Ellipta n kakBo cbabpika onakoBKarTa

Revinty Ellipta e mpax 3a nHxananus, IpeBapUTEITHO TO3UPAH.

Wuxanaropst Ellipta npeacrapisBa CBETIOCUB HHXATATOP € *BIT Kallak Ha MyHJIIIyKa 1 Oposd Ha
nosute. Revinty Ellipta e onakoBaH B rHe3/10 OT JaMUHUPAHO GOJINO, C OTACIAIIO CE TIOKPUTHE OT
¢dommo. 'He310TO chABpIKA callle ChC CYIIUTEN 3a HaMaIsgBaHe Ha Biararta B onakoBkara. Cies KaTo
OTCTpaHHUTE MOKPUTUETO HA THE3IO0TO, U3XBHPIIETE CYIIUTENS — HE TO TOTTBIIAlTe WIH UHXAIUpaNTe.
Cren oTBapsiHe HHXAIATOPBT HE TPsOBaA Ja ce ChbXpaHsABa B THE3OTO OT JAMUHHUPAHO (OIHO.

Revinty Ellipta ce npeanara B omakoBku 1o 1 uHXanarop, chabpxkani win 14, unmm 30 nosu
(xommuecTBo 3a 14 wnu 3a 30 1HU) ¥ B TPYIIOBH ONAKOBKH, chabpikany 90 (3 naxamatopa mo 30) no3u
(xommuectBo 3a 90 nHM). He BcMuky BUIOBE OMAKOBKM MOTaT Ja ObJaT MyCHATH Ha mas3apa.

[IpuTexaTes Ha pa3pelIeHUETO 3a ynoTpeda:

GlaxoSmithKline (Ireland) Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnannus

IIpousBoauTen:

Glaxo Wellcome Production
Zone Industrielle No.2

23 Rue Lavoisier

27000 Evreux

DpaHuus

3a AONBIHUTENTHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPEICTaBUTEN HAa PUTEKATEIS Ha Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva
GlaxoSmithKline Pharmaceuticals s.a./n.v. UAB “BERLIN-CHEMIE MENARINI BALTIC”
Tél/Tel: + 32 (0) 10 85 52 00 Tel: +370 52 691 947

It@berlin-chemie.com
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Bbbarapus

»bepaua-Xemu/A. Menapunu bearapus® EOO/]

Ten.: +359 2 454 0950
besofia@berlin-chemie.com

Ceska republika
GlaxoSmithKline s.r.o.

Tel: +420222 001 111
cz.info@gsk.com

Danmark

GlaxoSmithKline Pharma A/S
TIf: + 4536 3591 00
dk-info@gsk.com

Deutschland
BERLIN-CHEMIE AG
Tel: +49 (0) 30 67070

Eesti

OU Berlin-Chemie Menarini Eesti
Tel: +372 667 5001
ee@berlin-chemie.com

EALGoa
Guidotti Hellas A.E.
TnA. +30210 8316111-13

Espaiia

FAES FARMA, S.A.
Tel: +34 900 460 153
aweber@faes.es

France

MENARINI France
Tél: + 33 (0)1 45 60 77 20

Hrvatska

Berlin-Chemie Menarini Hrvatska d.o.o.

Tel: +385 1 4821 361
office-croatia@berlin-chemie.com

Ireland
GlaxoSmithKline (Ireland) Limited
Tel: + 353 (0)1 4955000

Island
Vistor hf.
Simi: + 354 535 7000
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Luxembourg/Luxemburg

GlaxoSmithKline Pharmaceuticals s.a./n.v.

Belgique/Belgien
Tél/Tel: +32 (0) 10 8552 00

Magyarorszag
Berlin-Chemie/A. Menarini Kft.
Tel.: +36 23501301
be-hu@berlin-chemie.com

Malta
GlaxoSmithKline (Ireland) Limited
Tel: +356 80065004

Nederland
GlaxoSmithKline BV
Tel: +31 (0) 33 2081100

Norge
GlaxoSmithKline AS
TIf: +47 22 70 20 00

Osterreich

GlaxoSmithKline Pharma GmbH
Tel: +43 (0)1 970750
at.info@gsk.com

Polska
GSK Services Sp. z 0.0.
Tel.: + 48 (0)22 576 9000

Portugal

BIAL, Portela & Ca. SA.
Tel: +351 22 986 61 00
info@bial.com

Roménia

GlaxoSmithKline (Ireland) Limited
Tel: +40 800672524

Slovenija

Berlin-Chemie / A. Menarini Distribution

Ljubljana d.o.o.
Tel: +386 (0)1 300 2160
slovenia@berlin-chemie.com

Slovenska republika

Berlin-Chemie / A. Menarini Distribution

Slovakia s.r.0.
Tel: ++421 2 544 30 730
slovakia@berlin-chemie.com



Italia

A. Menarini Industrie Farmaceutiche Riunite s.r.1.

Tel: +39-055 56801

Kvnpog
GlaxoSmithKline (Ireland) Limited
TmA: +357 80070017

Latvija

SIA Berlin-Chemie/Menarini Baltic
Tel: +371 67103210
Iv@berlin-chemie.com

Suomi/Finland
GlaxoSmithKline Oy
Puh/Tel: + 358 (0)10 30 30 30

Sverige
GlaxoSmithKline AB
Tel: + 46 (0)8 638 93 00
info.produkt@gsk.com

United Kingdom (Northern Ireland)
GlaxoSmithKline (Ireland) Limited
Tel: + 44 (0)800 221441
customercontactuk@gsk.com

I[aTa Ha IOCJCIHO NMpepasrjaekaaHe Ha JIMCTOBKaTa

JApyru n3trouyHunu Ha nHGopmanus

IToapoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiita Ha EBpornelickara areHIus

o nexapcrTpara http://www.ema.europa.eu.
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HNHcTpyKiuu 3a ynorpeda cThIKA M0 CTHIKA

Kakso npencraBiassa uaxaiaaropsT Ellipta?

Koraro u3nomnssare 3a mbpBu IbT HHXanaropa Revinty Ellipta, He e Heo6xonumo aa nposepsiBate
Jany paboTy MPAaBUITHO U Ja TO MOATOTBATE 32 yroTpeda 1Mo HAKaKbB cliennalieH HauuH. TpsoBa camo
Jla cieBaTe Te3U HHCTPYKLUU 32 yrioTpeda CThIIKA MO CThIIKA.

Kapronenara kyrus Ha Bamusa naxanarop Revinty Ellipta cbabpixa

[Toxputue
Ha CHE3/10TO

Kaprtonena |
KyTHS

Ta3u nmucToBKa

Cyumten

I'mes3no

I/IHXElJIaTop’bT € onakoBaH B rHe370. He OTBapﬂﬁTe THE310TO0, JOKATO HE CTE TOTOBH Ja 3aII0YHETE
Aa U3MoJas3BarTe JeKapCcTBOTO CH. Koraro cTe roroBm ma u3noisBare UHXajiaTopa CH, OTCTPAHETE
IOKPUTHUETO, 3a Ia OTBOPUTE 'HE30TO. T'mesnmoto ChbAbpiKa calll€ CbC CYIIHUTE 3a HAMAJISIBAHE Ha
BJjIararta. I/I3XB’LpJ'ICTC TOBa Calle CbC CYIIUTCI — HE T'O OTBapHﬁTe, HEC T'0 SIDKTC U HC T'O HHXBHHpaﬁTC.

Koraro u3Bagure nHxaizaropa ot THE3I0TO, TOH 1ie ObjIe B MO3UIHS ,,3aTBOpeH”’. He oTBapsiiTe
HHXAJIaTOPA, I0KATO He CTe FOTOBH /Ia HHXAJMPAaTe 1032 OT JieKapcTBOTO. Cies oTBapsiHE Ha
THE37I0TO, Ha MPEBUICHOTO 3a ToBa MACTO (,,/I3mon3Baiite 10”°) BEPXyY €THUKETa Ha HHXajJaTopa
HaIWIIETE 1aTaTa, Ha KOsITO TpsiOBa /1a To u3XBhpiuTe. Jlarara 3a U3XBBPISHE € 6 CEAMUIIH CIIe
Jlatata Ha oTBapsiHe Ha THe310To. Cllell Ta3u 1aTa MHXAJATOPBLT He TPSIOBA 1a ce U3M0J13Ba
noBeue. ['HE3710TO MOXKE J]a € U3XBBPIH Clie]] ITPBOTO OTBApSIHE.
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AKO ce ChXpaHsiBa B XJIaJUITHUK, HAl-MaJIKO €JTUH Yac TpeIn yrnorpeda HHXaIaTophT TpsAOBa 1a ce
OCTaBH J1a JOCTUTHE CTaiiHa TeMIeparypa.

WHcTpykuuuTe 3a ynorpeba ,,cThika o cTbika’” 3a 30-mo30Bus naxanatop Ellipta (kosauuecTBo 3a
30 aHM), MOKA3aHU O-A0J1y, C€ OTHACAT M 3a 14-m030Bus nuxanatop Ellipta (koauuecTBo 3a 14 aun).

1. HpoqueTe TOBA IIPEAMN 1a 3alIOYHETE

AKO KanakbT Ha HHXAJIaTOopa C€ OTBOPU U 3aTBOPHU 0e3 1a ce HHXAJTHPa JE€KapCcTBO, 103aTa 111e
obae 3ary6eHa. 3ary6eHaTa J03a I1e 6’[,)_16 3aJIbpiKaHa B MHXaJlaTopa, HO B€YEC HAMa Ja MOXE aa 6’5,[[6
WHXAIUPAHA.
He e Bp3MO0XHO 11O CHy‘i&ﬁHOCT Ja IpueMeETe IMoBE€YE OT HCO6XO,Z[I/IMOTO JICKapCTBO WJIN JIBOMHA J103a C
€AHO MHXaJInpaHe.

Kanax

Bceekn b, KOrato ro
OTBapATE, NIPUTOTBATE

bposiu Ha 1o3uTe CIHa J03a oT
IIeKapCcTBOTO.

Toii moka3ea KOJIKO 03H OT JIEKapCTBOTO ¢a OCTAHAII
B IHXAJI4TOPAa.

IIpean HHXATATOPBT Ja € OII H3MOI3BAH, OPOAYBT
nokas3Ba Touno 30 103H.

Toit otOposBa ¢ 1 mo-MaaIko BceKH BT, KOTATO
OTBOPHTE Kallaka.

KoraTto ca octanaan mo-maiako ot 10 T03H,
NoJT0BHHATA OT 6p0ﬂtm IIOKA3BA Y¢PBCHO.

Crex KaTo 1M3M0I3BaTe OCISIHATA 1034,

M0J0BHHATA OT OPosIva II0OKA3BA UePBeHO H ce
nosiABa nudparta 0. Baumar nHxanatop cera e
mpaseH.

Axo creq ToBa OTBOPHTE Kallaka Ha IIHXaTaTopa,

6})0}1‘1’5'[ Ha O3UTE mI€ CE€ IMPOMEHI OT HAaIlONMOBIIHA
YCHBCH HaA 310410 YCDBCH.

2.  IlpurorBsiHe Ha 032

OTBopeTe Kamaka, KOraTo cTe roTOBH J1a HHXajJupate q03a. He paskaamaiite maxaaaropa.
IInb3HeTe Kanaka HagoJ1y, J0KATO YyeTe LPAKBaHe.

Mynamyk

OTBOpH 32 BB3AYX

Cera JIeKapcTBOTO € TOTOBO 32 MHXAIINPAHE.
3a MOTBBPIKICHUE OPOAYBT HA JO3UTE 0TOpOosiBa ¢ 1 mo-Malko.

83



. AKO, KOraTo yyeTe IPaKBaHeTO, OPOAYBLT He 0TOPOM, MHXAJATOPBLT HAMA 12 0CBOOOAHN
JIeKapcTBo. 3aHeceTe ro 00paTHO Ha (papmaleBTa U ce TIOCHBETBAITE C HETO.

3. HNaxannpaHe Ha JIeKAPpCTBOTO

e JIbpokei KN HHXAJIATOPA JaJjied OT yCTaTa CH, H3AHIIANTe KOJIKOTO € Bb3MOKHO.
He v3aumiBaiite B MHXaaTopa.

o Cuoxere MYHAIIYKA MEKAY YCTHUTE CH M ' 3aTBOPETE IJIBTHO OKO0JIO HET 0.
He HOKpHBaﬁTe C IIPBCTHU OTBOPUTC 3a BB3AYX.

YcTHHUTe ce mpUIensT
O0K0.10 MYHAIIYKa NPH
HHXATHpaHe.

He 01okupaiite ¢ npbCcTH
OTBOPHTE 32 Bb3IYX.

e BaumaiiTe NpoABIKATENHO, PABHOMEPHO M ABJ00KO. 3aPbiKTe AbXa CH, KOJIKOTO MOKeTe
(naii-manko 3 — 4 ceKyHau).

e OTcTpaHeTe HHXAJATOPA OT YCTATA CH.

e MW3aumiaiiTe 6aBHO M CIIOKOIHO.

Bb3MOXKHO € J1a He yCeTUTE JIEKAPCTBOTO MIJIM HETOBHUS BKYC, JOPH KOraTO M3I10J13BaTe HHXAIATopa
TIPABHITHO.

AKO ucKaTe J1a IOYMCTUTE MyH/IIIyKa, U3M0JI3BAiTe CyXa KbpIa, MPeau J1a 3aTBOPUTE Karaka.

4. 3aTBopeTe MHXAJATOPa U H3IJIAKHETE YCTATA CH

e Ilrb3HeTe KamaKa Harope J0KbIETO MOKe, 32 1a MOKPHe MYH/IYKA.
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e (Cuen KaTo cTe M3MOJI3BAJIH HHXAJIATOpPa, U3IVIAKHETE yCTaTa CH ¢ BO/Ja, 0e3 1a s rpJTare.
ToBa 1m1e HamaIu BEPOATHOCTTA J1a IMOJYUYUTEC BB3NAJICHUC B YCTAaTa UK I'bPJIOTO KATO
HEXCJIaHU pCaKIUU.
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