MPUJIOKEHUET)

KPATKA XAPAKTEPI/ICTIQ%HA INPOAYKTA



1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Riarify 87 mukporpama/5 Mukporpama/9 MukporpaMma pa3TBop 10 HaJATaHe 3a HHXaJaIus
2. KAUYECTBEH U KOJIMYECTBEH CbCTAB 60

OexomeTa3oHOB numnponuoHaTt (beclometasone dipropionate), 5 Mukporpama hopMoTepon
¢dbymapar nuxuzapar (formoterol fumarate dihydrate) u 9 Mukporpama riMKOIUPOHUYM O
(glycopyrronium) (kato 11 MUKporpaMa riIMKOIUPOHUEB OPOMHUL).

Bcesika mocraBeHa j03a (103aTa, KOSTO U3IH3a OT MYHJIIIIYKa) ChAbPkKa 87 MUKpOrpama @
0}&

Bceska otMepena mo3a (mo3arta, KOsSTo W3JIM3a OT BEHTHIA) chabpxa 100 MHKporpan%eKHOMeTamHOB

JUIPONHOHAT, 6 MEKporpama GopmoTteposioB pymapar auxuapar u 10 Mukporp UKOIUPOHUYM
(xaro 12,5 MukporpaMa rimMKOIUPOHUEB OPOMHUL). \z\
IToMoOIIHO BEIIECTBO C U3BECTHO JCHCTBUE &Q

Riarify cpabppka 8,856 mg etaHon Ha BIpPBbCKBAHE. Q®

3a IBJIHASA CIIMCHK HA ITOMOIIHUTE BEIECTBA BIKTE TOUKa O.1. ’O

Q

3.  JIEKAPCTBEHA ®OPMA <
Pa3TBOp MOJ1 HANSATaHe 3a MHXaIAus (MHXATaus nozu%smraHe)

BGSHBGTGH J0 KXBJITCHUKAB TCUCH Pa3TBOP \)6

Q

4. KJIMHUYHU JAHHHU @

<O

4.1 TepaneBTHYHH NOKA3AHUS J¢

[Monawpikaiio nedeHne npu Bb3pa MalMEeHTH C YMEepEeHa A0 TeXKa XPOHUYHA OOCTPYKTHBHA
oemonpobHa 6onect (XOBB), mpu KOUTO HE ce MOCTHTa TOCTaThUEH TepaneBTHUEH KOHTPOI C
KOMOHWHAITUS OT WHXAJIATOPE o&p&nxocmponﬂ " OBITOoAehcTBanT OeTa2-arOHNUCT WM KOMOWHAIIUSA OT
IbIroieiicTBa 6era2-aro U IBJTO/ICHCTBAI MyCKapHHOB aHTarOHUCT (32 e()eKTH BBPXY
KOHTpOJIa Ha CI/IMHTOMI/I”@pO(bHJIaKTHKa Ha 000CTPSIHMS BIXKTE TOUKa 5.1).

4.2 lo3upoBKa n@mn Ha MPUJIOKEHHUE

O3HPOBKa

IIpenoprun ara 7103a € JIB€ MHXAJIAlUU ABa II6TH JHEBHO.
Maxkcum a J103a € JBE MHXaJallu! IBa ITH JHEBHO.

o
HCL;@[HI/I OOonyJaalun
o

uecka 8b3pacm
ce Hayiara KOpeKIus Ha 103aTa MpH MalMeHTH B cTapuecka B3pacT (65 roIMHU U TIOBEUe).

bvbOpeuno ygpescoane

Riarify mosxe ma ce u3mon3Ba nmpu MpenopbUYUTETHATA 1032 TIPU HAIIMEHTH C JIEKO JieKa CTeNeH
(cxopoct Ha riomepysHa ¢unrparms [glomerular filtration rate, GFR] >50 no <80 ml/min/1,73 m?) no
ymepena creneH (GFR >30 no <50 ml/min/1,73 m?) Ha 660peuno yBpexaaHe. Ymnorpebdara Ha Riarify
mpu manueHTn ¢ Texka cremed (GFR <30 ml/min/1,73 m?) Ha 650pedH0 yBpEKIaHE WIH TEPMUHATHA




0BOpeyHa HEeJJOCTAThYHOCT, Hajlaraliy JUain3a, 0COOEHO aKo ca CBBbP3aHU ChC 3HAYUTEITHO
HaMaJICHUE Ha TEJIECHOTO TEryo, TpAOBa Jla ce OOMUCIIS CaMO aKO OYaKBaHATA MOJ3a HAAXBBPIIS
TTOTEHITHAHHS PUCK (BXK. Touka 4.4 1 5.2).

Yeprodpobmo vepescoane
Hsima croTBeTHH maHHM OT yroTpebaTa Ha Riarify mpu manmeHTH ¢ TeXKa CTETIICH Ha YSPHOAPOO ’O
yBpexaane (knacupuiupano karo kinac C mo Child-Pugh) u nekapcTBeHUST NpoayKT TpsiOBa aa
M3I0JI3BA C MTOBUINICHO BHUMAHUE MPH TE3U NMAIMEeHTH (BXK. Touka 4.4 u 5.2).

N

Ileouampuyna nonyrayus
Hsma croTBeTHa ynorpeba Ha Riarify B meanatpuunaTa nonynanus (mon 18-roaumina B@MCT) 3a
MOKa3aHUETO XPOHWYHA 00CcTpyKTHBHA Oenoapobna 6onect (XOBD).

Hauun Ha npunoxxeHue {);O

3a HHXaJATOPHO IPUIIOKEHHE. Q}b

3a na ce rapaHTHpa MPaBUIIHOTO MPUIIOKECHUE HA JICKAPCTBEHUS nponyx@ naryeHTa TpsaoBa jia
ObJIc TOKA3aHO KaK MPABUITHO J]a M3I0I3Ba MHXAIATOpa OT JIeKap WK MEUIUHCKU CIEIUAITHCT,
KOMTO TpsiOBa CHINO TaKa PEJIOBHO Jia MIPOBEPSBA aJICKBATHOCTTA Ha aTOpHAaTa TeXHUKA Ha
naruenra (Bx. ,,Yxkazanus 3a ynompe6a“ no-uony). [lanueHTsbT T a J1a O’bJIc MOCHBETBAH J1a
IpoYeTe BHUMATEIHO JMCTOBKATA U J]a CIIE/IBA YKA3aHUsTA 3 Y, e0a, 1aJIeH! B Hesl.

To3u nekapcTBEH NPOAYKT CE MPEIOCTaBs C JI030B Oposy HJIQ!(%OB WHMKATOp Ha 3aJIHATa 4acT Ha
HWHXaNaTopa, KOWTO MOKa3Ba KOJKO BIPbCKBAHUSA OCTaBa’@a OITaKOBKHUTE 1o Hajgrane ¢ 60 u 120
BIPHCKBAHUS, BCEKH BT, KOTATO MAITUEHTHT HATHCHE QE&KOBKB.T&, ce 0cBOOOK/1aBa BITPHCKBAHE OT
pa3TBopa U OpPOSYBT OTYMTA C €JIHA J103a T0-MaJIKO.

3a omakoBKaTra noj Hajsrane cbe 180 mo3u, Bceku , KOraTo IarueHThT HAaTHCHE OIIAKOBKATa, CC
0CBO0OYX/1aBa BIIPHCKBAHE OT Pa3TBOpa M WHAH PBT CE 3aBbpTa B MaJIKa CTETIeH; OpOoAT Ha
OCTaBAIINTE BIPHCKBAHMS CE ITOKa3Ba Ha I/IHT?]@I/I o 20.

[ManueHTsT TPsOBa 1a ObJIC MOCHBETBAH Ja HE M3IyCKa HHXAJIATopa, Thi KaTO TOBA MOXKE Ja TOBEIIE
10 oTOposiIBaHE OT Oposya. &

N\
Ykazanus 3a ynompeba O

Iloozomoska na unxaramopa
Ilpenu na v3mnosi3Ba UHXanatT 34 ITEPBY BT, MAITUEHTHT TPSAOBA Ja OCBOOOIU €THO BIIPHCKBAHE BHB

BB3/yXa, 3a J1a C€ yBEpH, U anaTopbsT QyHKIHOHHUpa no0pe (moarotoBka). Ilpean noaroroBkara
Ha OMAKOBKUTE MOJ HaJSL ¢ 60, 120 umu 180 BpbCKBaHUS, OPOSYBT/HHIUKATOPHT TPSOBA /1a
OTYHTA CHOTBETHO 61, i 180. Ciienr moaroToBKaTa OpOSIIBT/MHANKATOPHT TPsiOBa ma oranta 60,

120 nau 180. Q

H3znonzeane na unxanamopa
[ManueHTHT T z@a Jia € TIpaB WJIH CETHAJ B U3IPABEHO MOJIOKEHUE, KOTaTO NIPABU MHXAJIAIUS C
HWHXANaTop éds[&sa Jia ce clenBaT CTHIIKUTE MO0y .
BAXHOC€pnku 2 10 5 He TpsiOBa Aa ce M3MBIHABAT MpeKaIeHo Obp30:
1. Sem‘m TpsiOBa Jla cBaJM MpeArna3HaTa Karnayka OT MyHJIIIyKa | J1a TIPOBEPH JallH
HALTYKBT € YUCT U HAMA Mpax 1 3aMbPCSIBAHUS WU IPYTH Yy>KAH Tela.
2. LUEHTHT TPAOBa Ja n3auiIa 0aBHO U KOJIKOTO € Bb3MOXKHO MO-ITBJIIHO, 33 Ja U3NPa3HU OesnTe
s& IpoOoBe.

Q/ [MammeHTHT TpsOBa 1a ABPKHU WHXAIATOPA U3NPABEH BEPTUKAIHO U J1a TIOCTaBUA MYH/LIYKa

Q Mexay 3p0uTe, 0e3 aa ro 3axanBa. Ciiex ToBa yCTHHUTE TPsiOBa J1a c€ TIOCTABAT OKOJIO
MYHIIYKa, a €3UKbT Ja JEXKH [0 Hero, 0e3 J1a ce mperbaa.

4. CrpiieBpeMeHHO TAMEeHTHT TPsIOBa Aa BAMIIa OaBHO M IBJIOOKO Mpe3 ycTarta, T0KaTo OenuTe
JIpo0OBe Ce U3MBJIHAT C Bh3AyX (TOBa TpsiOBa ja cTaHe 3a 0KoJio 4-5 cexyHau). Beanara cnen
3aroyBaHe Ha BAUIIBAHETO, HAIMEHTHT TPSIOBA CUIIHO Ja HATHCHE HAJ0JIy TOpHATa 4acT Ha
OIIaKOBKaTa 0] HAJIATAHE, 33 Ja 0CBOOOIU €JHO BIPHCKBAHE.



5. Crien ToBa MaIUEHTHT TPSAOBA J1a 33IbPKU AUIIAHETO KOJKOTO € BB3MOXHO MO-ABJT0, OCIIE /1a
W3BaJIM UHXAIATOpa OT YCTaTa U Aa u3auiia 6aBHo. [lanueHTHT He TpsIOBa 1a U3IUIIBA B
WHXAJIATOPA.

6. Crien TOBa MallMEHTHT TPAOBA J1a TIPOBEPH I030BUS OPOSY WIIH TO30BUS HWHIAUKATOP, 32 Ja Ce
YBEpPH, Y€ TOU CE € MPEMECTHII ChOTBETHO.

3a ja BAMIIA BTOPOTO BIPHCKBAHE, MAMEHTHT TPSAOBA Ja 33AbPKH HHXAIATOPa BB BEPTHKAITHO b
0JI0’KeHUE 3a 0KoJ1o 30 ceKyHAM U 1a HOBTOPH CTHIIKH 2 110 6. Q®

AKO clie] iHXaJausTa ce TOsSBA MBIJla OT HHXaJAaTopa WK OT BIIIMTE Ha ycTaTa, npouen@m
TpsOBa [a ce MOBTOPHU OT CTHIIKA 2.

Crnen ynotpeba manueHThT TPSOBa 1a 3aTBOPY MHXANATOpa C Mpea3HaTa Kanadykasa MyHAIyKa ’

Jla TIPOBEPH JI030BUS OPOSY MITH TIO30BUSI MHIUKATOP. o)

Crnen nHXanMpaHe MalMEeHTHT TPAOBA /1a M3IUTAKHE yCTaTa WK J1a HApaBu r@épa c BoJIa, Oe3 ma o
MOTJTBINA, WK Jia U3MHE 360UTe (BXK. CHIIO TOUKA 4.4). &

Koza mpsabea 0a ce 63eme Ho8 unxaiamop @

ITanmeHTHT TpssOBa 1@ OB/ TOCHBETBAH J1a B3eME HOB MHXAJIATOD, @0 JTIO30BUSAT OPOSTY WITH
uHAUKaTOp noka3sa uncioro 20. Toi/Ts TpsaOBa na crpe aa u3mo WHXAaJaTopa, KOraTo Opos4bT
WY MHAUKATOPBT noka3Ba 0, Thi KaTO OCTAHATIOTO KOJIUYECTB €KapCTBOTO B MHXAIATOPA MOXKE
Jla He € TOCTaThYHO 32 0CBOOOKIaBaHEe Ha IIBJIHO BIIPHCKBAHE.

Jonvanumennu ykasanus 3a CneyuailHu 2pynu nayuenm

3a marueHTH che cI1aboCT B PhIETe MOXKeE Ja € T0-JIeC a IbpKaT MHXAJIaTopa C JBE phIle. 3aToBa
MOKa3aJIIuTe TPsiOBa Jla CE TIOCTaBST BHPXY TOpHATAHACT Ha OITAKOBKATA II0]T HAJSITAHE, a IBaTa
majera - B OCHOBaTa Ha HHXaJlaTopa. \}

[MarnuenTHTe, 32 KOUTO € TPYJHO JIa CHHXPOH aT BIIPHCKBAHETO HA aepo30JI C BIUIIIBAHETO, MOTAT
Jla u31013BaT crerichbpa AeroChamber Plus, TpaBHITHO MTOYMCTEH, KAKTO € OMMCAHO B ChOTBETHATA
muctoBka. Te TpssOBa 1a ObIaT HHCTPYKT, Y OT TEXHUS JIeKap Wik GapMaIieBT 3a IIpaBUIIHATA
ynotpe6a U NoJIphKKa Ha MHXAJIaTOPA 'gneﬁ%pa Y TEXHUKAaTa UM TpsiOBa Jia ce TpoBepH, 3a Jia ce
OCHUT'YPH ONTHMAJTHO JOCTaBsHE Ha vé:npaHOTO aKTHBHO BellecTBO 10 Oenute qpodose. ToBa Moke
Jla e IOCTUTHE OT MAI[UCHTHUTE, K nm3nomBar AeroChamber Plus, ¢ eqHo mpoabmkuTenHO 0aBHO
U IbJIOOKO BIMIIBAHE Npe3 Creichbpa, 0€3 HUKAKBO 3a0aBsiHE MEX/Ty BIPHCKBAHETO M MHXANAIUATA.
Karo anrepHatiBa narmeHTHpéyOraT IpocTo 1a BAMMIAT W H3AMIIAT (Ipe3 ycTaTa) el
BIIPBCKBAHETO, CIIOPE]T yxx SITa B JINCTOBKATA Ha CICHCHPA, 3a J1a OJyJyaT JICKAPCTBEHUS TIPOIYKT

(Bk. Touka 4.4 u 5.2). v

ITlouucmeane

3a peoBHO MOYHUC ¢ Ha WHXAJaTopa MAIMeHTUTE TPSAOBA J1a CBAIIAT €KECEAMUYHO KaraykaTa OT
MYHJIIYKa U 1a n3TprBaT BHHIIHATA M BFTPENTHATA YaCcT Ha MyH/IIYKa ChC cyXa Kbpra. Te He TpsOBa
J1a U3BAXKIAT O BKaTa TI0J] HAISATaHe OT MHXAJIATOpa U He TPsIOBa J1a U3IOI3BaT BOJA WIN APYTH

TCYHOCTHU 32 HUCTBAHC Ha MYHJAIIlYKa.

4.3 @HBOHOKZBEIHHS[

Cs %’BCTBI/IT&J‘IHOCT KBM aKTHBHHUTE BEIIECTBA MIIM KBM HIKOE OT IIOMOIITHUTE BEIIECTBA,
W €HHU B TouKa 6.1.

4 CrhenmaJHHU NpeAyNpe:KIeHUs U NPeana3Hi MepKHu NpH ynorpeda

He e npenna3HadeH 3a VHOTDe6a IIpH OCTPH €IINU30a1

To3u ekapcTBEH MPOAYKT HE € TOKA3aH 3a JICUeHHe Ha OCTPU SMU30/11 Ha OPOHXOCTA3bM HIIH 33
JeYeHre Ha 000CTpsIHE Ha 3a00isIBAaHETO (T.€. KaTO CIIACHUTEITHA TepaItus).



CBpPBXYYBCTBUTEIHOCT

Nwma cpoOmieHus 3a He3a0aBHU PEaKIMU Ha CBPBXUYBCTBUTEIHOCT CJIE]] MPUIIOKEHUE. AKO Bh3HUKHAT
CUMIITOMH, ITOKA3BAIIH aJIEPTUYHU PEAKIINH, TO-CIICIUATHO aHTHOeAeM (BKITIOYUTETHO 3aTPYAHEHO
JUIIIaHe VTN TperiblllaHe, [ToyBaHe Ha €3WKa, YCTHUTE U JIUIETO), YPTUKAPHS HITH KOXKEH 00puB
MPIIOKCHUETO Ha JICUSHUETO TPSIOBA BEHATA J]a CE MMPEKPATH U J1a C€ Ha3HAYHM aJITepHATHUBHA é()

TCparus. &Q

ITapagokcaien GpOHXOCIIa3bM O
Moske ia ce moxy4n napajgokcaieH OpoHXOCIa3bM ChC 3aCHIIBaHE HA XPUTIOBETE U 3ag;xa
HETIOCPEICTBEHO ciiel mpmiarade. Toi TpsOBa fga ce neKyBa BeqHara ¢ Obp301eicT HWHXaJlaTOpeH
OponxoauiaraTop (o0JaeKdaBailo cpeacTro). [IpunoxeHneTo Ha JICYCHUETO TpﬂGp? JTHATa J1a ce
MIPEKPAaTH, MAMEHTHT Ja Ce OLEHH U J]a C€ Ha3HAYM AJITEPHATUBHA TEeparvs, afgf €00X0I1MO.

Buromniasane Ha 3a00J1sIBaHETO §/

[TpenopbUNTEITHO € JIEYEHHETO J1a He e CHUpPa PA3KO. AKO IMallHeHTH TaT JICYCHUETO 32
Hee(heKTUBHO, T€ TPIOBa J1a IPOABIDKAT JICUCHUETO, HO TPSIOBA A C ‘bPCU MEJIUIIMHCKA TTOMOIII.
[oBumapamiara ce ynorpeba Ha obJeK4aBaIy OpOHXOIUIIATATO Ka3Ba BJIOIIABAHE HA OCHOBHOTO
3a0oJIsiBaHE M Hajara npeoleHKa Ha TepanusiTa. BHe3anmHoTo u OIPECHBHO BIIOIIABaHE HA
CHMITOMH € TIOTEHIIMAIHO )KAUBOTO3aCTPAIIABAIIO0 ¥ MAMEHTHT TPA0Ba 1a Ob/Ie MOAI0KEH Ha CIENTHA
MEIUIHCKA OLICHKA.

<

CobpaedyHochaoBH eheKTH \2s

[Nopann HanuyreTo Ha ABIATONEHCTBAIIN 6eTaZ-a£§@$TH U IBJITOACHCTBALA MYCKapUHOBH
aHtaronucty, Riarify Tps6Ba na ce U3MoI3Ba ¢ FYBUILICHO BHUMAHKE IPH MALMEHTH ChC ChPACUHU
apUTMHH, 0COOCHO aTPHOBEHTPUKYJIAPEH OJIOKMEPeTa CTENEH M TaXUaAPUTMHUH (YCKOPESH H/HITH
HETPaBWJICH CHP/ICUCH PUTHM, BKIIOYHTEIHQ MPEACHPIHO MBXKIEHE), HINONAaTHYHA CyOBaIByIapHa
AOpTHA CTEHO3a, XUIepTpoduIHa 00CTp &Ha KapIMOMHUOIIATHSA, TEXKKO CHPAEYHO 3a00siBane (I10-
CIELUAIHO OCTHP MH(APKT HA MUOKA ¥%cxeMHqHa 00JIeCT Ha CHPLETO, 3aCTOHHA ChPACYHA
HEJIOCTAaThYHOCT), OKITy3UBHH CHJIOB 0JIsIBaHUS (TI0-CTIEHMAIHO apTepUOCKIIEp03a), apTepruaiHa
XUIEPTOHUS ¥ aHEBPU3Ma.

Tps0Ba na ce BHMMaBa U MPH JEYCHHE HA TALMEHTH C U3BECTHO yabkaBaHe Ha QTc untepBana
(QTc >450 MunmucexyHIH 3a & rim >470 MUTHCEKYHIH 33 )KCHH) WIH ChMHEHHE 33 TAKOBA,
BPOJICHO WJIM HHIYLIUPAHO KapcTBEHH MPOAYKTH. [lallneHTH, TUarHOCTHLUPAHH C ONTUCAHUTE
ChPJCYHOCHIOBU 320071 s1, ca OWJIM M3KITFOUSHH OT KIIMHUYHU NpoyuBaHus ¢ Riarify.

AKo ce r1aHMpa aHe s C XaJIOTeHUPAaHU aHECTETHIIH, TPsIOBa J1a ce rapaHTHpa, ye Riarify Hama na
ce mpujara Hail-M 12 yaca npean HAYAIOTO HA aHECTE3UATA, ThI KaTO UMa PUCK OT ChbPACYHU

aApUTMUH. \2s

IloBuiieno %BHI/IG (& H€O6XOI[I/IMO 1 KOraTo C€ JICKYBAT IMallUCHTU C TUPCOTOKCHUKO3a, 3aXapCH
,E[I/Ia6eT, (K OMOIIMTOM U HCJICKYBAaHA XUIIOKAJIMCMUSI.

HHeQQHHH npu nanuedTu ¢ XObBb

H%monaBaHo € NOBUIIICHUE HAa YECTOTATa HA THEBMOHMSI, BKJIIOUUTEIIHO THEBMOHMS, U3UCKBAIA

@CHHTaﬂmaum{, npu narueraTn ¢ XObb, kouTo moxy4yaBaT HHXaIaTOPHU KOpTHKOCcTepouan. Mima
QGBBCCTHH JIaHHM 32 MOBUILIEH PUCK OT IHEBMOHHS C YBEJIIMYABAaHE HA J03aTa Ha CTEPOMIA, HO TOBA HE

€ J0Ka3aHO KaTErOPUYHO BbB BCUUKU IPOYUBAHUSI.

Jluniceat y6CI[I/ITGJ'[HI/I KIIMHUYHHA 10Ka3aTCJICTBA 3a Pa3JIMKKU B PAMKUTC Ha KjlaCa, OTHOCHO CTCIICHTAa
Ha pUCK OT MHCBMOHUS, IIPU PA3TIUYHUTC MMPOAYKTH, ChbABPIKAININ NHXAJIATOPEH KOPTUKOCTCPOU.



.HeKapI/ITe Tpﬂ6Ba Ja CJICOAT 3a Bb3MOXKHO Pa3sBUTHUEC HAa THEBMOHUS IIPU MAITUCHTHU C XOEB, ThH KaTo
KIIMHUYHHUTC XapaKTCPUCTUKHN HA TAKUBaA I/IH(I)CKLII/II/I CC MMPUIIOKPUBAT CbC CUMIITOMUTC Ha OGOCTpSIHG
Ha XOBbb.

PuckoBute dakTopu 3a mHeBMoHHMSA Mpu nanueHT ¢ XOBb BKIIIOYBAT aKTUBHO TIOTIOHOMYIICHE,
cTapuyecka Bb3pacT, HUCHK WHIEKC Ha TesecHaTa Maca (BMI) u texka dhopma vHa XOBB. c

CucremHu ed)eKTI/I Ha KOPTUKOCTCPOUIAHNTE Q®

CucrteMHu eheKTH MOTaT Jia Bh3HUKHAT TIPH BCEKU MHXAATOPEH KOPTUKOCTEPOH]I, 0c06e}®[p1/1
BUCOKH JI03H, IPEANUCBaH 3a ABJITH NIEpUoIH oT Bpeme. JIHeBHaTa no3a Riarify croTBe a Ha

CpeaHa /1032 HHXAJIATOPEH KOPTHKOCTEPOUT; OCBEH TOBa TaKWBa e(heKTH € MHOTO I10- 0 BEPOSATHO
Jla BB3HUKHAT, B CPAaBHEHUE C MEPOPATHUTE KOPTUKOCTEPOUIH. BE3MOXKHHTE CUCTEMHN eEeKTH
BKJIFOYBAT: CMHApoM Ha Cushing, KyIIMHIOUJICH XaOUTYyC, aipeHaliHa CYIIpecus, STHE Ha

pacTexa, HaMasiBaHe Ha KOCTHATa MHUHEPAJTHA IUTBTHOCT U, MO-PSIKO, TOPEANLA
WM TIOBEICHYECKU e(EeKTH, BKIIFOYBAIIHM ICHXOMOTOPHA XHITEPAKTUBHOCT, H,
0e3IOKOICTRO, enpecs win arpecus (ocodeHo mpu aena). Eto 3armo e Ba:
MIPETJIekKIa PEIOBHO. @

Riarify TpsiOBa ma ce mpuiara ¢ MOBHIIEHO BHUMAaHHE MTPH MAIlHEHT QKTI/IBHa WM JIATEHTHA

IICUXOJIOTHYECKHU
€HMS Ha CHHS,
MalMEHTHT 14 ce

OenoipoOHa TyOepKyJi03a U U MAIUEHTH C I'hOUYHH U BUPYCH EKIIMU Ha TUXATEITHUTE
MIBTHIIIA. Q

XUnoxkaaueMus Q/

Bcenencrue Ha Tepanus ¢ 6eTa2-arOHUCTH MOXKE Ja C Y4U TIOTCHITUAITHO CEPHO3HA
XunokanueMus. Ts UMa MOTSHITHAI J]a TOBEJE 10 HEKEIaH! ChpAeYHOCHA0BH edekTu. [IpemopruBa
ce 0coOEeHO BHUMAHHUE MPUITAIIMEHTH C TEXKKO 320 aHe, Thil KaTo TO3U e(heKT MOJXKE J1a CE YCHIIU OT

IIPOAYKTH, KOUTO MOIaT 1a MHAYLUPAT XUIIO MU, KaTO HallpuMep KCAHTUHOBH IIPOU3BOIHH,
CTEpOUIU U TUYpPETHULIH (BK. ToUuKa 4.5).

[loBuiieHO BHUMaHUE ce MPENopbHYBaA U }@ro Cce U3II0N3BAT HAKOJIKO 00JIeKYaBaIly
OpoHXOAMIATATOPH. Hpenopquem{e’«@ PYMHHUTE HUBA Ha KaJui 1a ce HaOlro1aBaT B TAKUBA

CUTYAaLVH. O

%,
AN

I/IHXBJIaIII/I}ITa Ha (bOpMOTe O%WO)KC Ja MPpUYXWHU IOBUIIIaBaHE HAa HUBATAa HAa KpbBHATA 3axap.
CJ'IGILOBaTeJ'IHO KpbBHATa P TpH6Ba Ja c€ MpocCiICadaBa 0 BpEME Ha JICUCHHULCTO, KaTO CC CI1a3BaT
YCTaHOBCHHUTE HACOKHU 8 AllMCHTH C ,Z[I/Ia6eT.

XUIMOKCHS. XHUIIOKAUTHEMHATA MOXKE Ja ce yCIngT CAHOBPEMCHHO JICYCHUC C APYTH JICKAPCTBCHU
(S

XHIEPrIUKEMUS

AHTI/IXOJ'II/IHGDI‘ I/I"IQ&QCKT

FHHKOHHPOHH p;1613a Jla C€ U310JI13Ba C TIOBUIICHO BHUMAHUEC IIPU NAIMUCHTU C TCCHOBI'BJIHA
rjIaykoma, IJ1a3Ws Ha OpOoCTaTaTa UK PETCHIUA Ha YPUHA. HaIII/ICHTI/ITe TpSI6Ba Ja 6’I>,Z[EIT
I/IH(i)OpM 3a IPU3HALUTE U CUMIITOMUTC HAa OCTpaTa TCCHOBI'BJIHA I'NITayKOMa U Ia 6’I>,IlaT

npenyn@ HU J1a cipaT ynorpebara Ha Riarify u 1a ce cBbpikaT cbe CBOS JieKap He3a0aBHO, aKo ce

pasB SIKOU OT TE€3U MpPU3HAIU UJIKW CUMIITOMMU.

chéQOBa, NOpaIy aHTUXOJIMHEPTHYHUTE CBOMCTBA HA TIIMKOMUPOHUYM, IBJITOCPOYHOTO

eg&eBpeMeHHo MPWIIOKEHHUE C JPYTH JIEKApCTBEHH POIYKTH, ChIBPKAIIN aHTUXOIHHEPTUIHI
JICTBa, HE C€ MpenopbyuBa (BX. Touka 4.5).

ITanueHTH ¢ TeKKa CTENEeH HA 0BOPEYHO YBpEKIaHE

[Ipu naumenTy ¢ a crened Ha ObOPEUHO yBpeKIaHe, BKIIOYUTEIHO TaKUBa C TEPMHUHAIHA ObOpeyHa
HEJJOCTaTHhYHOCT, HaJlaramio Juajin3a, 0co0eHO aKo € CBbP3aHO ChC 3HAYUTEITHO HaMaJIeHHEe Ha
TenecHoTo Terio, Riarify TpsOBa 1a ce m3moi3Ba caMo ako oYakBaHaTa 10133 HAAXBBPIII



MOTCHITUATHUS PUCK (BXk. Touka 5.2). Te3u manmenTn TpsiOBa Ja ce HaOIr0AaBaT 3a MOTCHI[UATHU
HE)KETIaHHU PEaKITHH.

IlanmeHTy ¢ TeXKKa CTENCH Ha I1CDHOIII)O6HO YBPCKIAAHE

IIpu marueHTH ¢ TeXKKa CTEIeH Ha YepHoApoOHO yBpexaaHe Riarify TpsOBa ma ce m3monssa C&MO@
OYaKBaHaTA I0J13a HATXBBPJIS IOTCHIIMATHUS PUCK (BXXK. Touka 5.2). Te3u manueHTu TpsaodBa 1a C@
HaOJII0/IaBaT 32 MOTCHIIMATHHA HEXEJIaHU PEaKIUU. Q

IIpodunaxtuka Ha opodapuHreasiu HHGEKIUU

&

3a 1a ce HaMal PUCKBT OT opodaprHTeaTHa KaHAu03Ha HHEKINs, TAIIUEHTUTE TPpSQBa 1a ObaaT
MMOCHBETBAHU Jla M3IUIAKBAT yCTaTa CH WM JIa TIPaBST Taprapa ¢ Boaa, 6e3 aa s nonwaT, WK J1a
MUSAT 3bOUTE CU CJIE]] HHXAJIMPAHE Ha MPeANrcaHaTa J03a. o)

¥

3pUTEIHU CMYIIIEHUSA @2‘

HpI/I CUCTCMHO U JIOKAJIHO IMMPUJIOKEHUC Ha KOPTUKOCTCPOUIHN Ca B’LSMO)@’LO6LHCHI/IH 3a 3pUTCITHU

CMyIIeHusI. AKO MU MAalMEHT ca HAJIMIE CAMIITOMH KaTO 3aMbIJICHO € WIN IPYTH 3PUTEITHA
CMYIICHHUS, TTAIIMEHTHT TPsIOBa Ja ObIc HACOUECH 33 KOHCYJITAITUS C JIMOJIOT 3a OIICHKa Ha
BB3MOXKHUTE MIPUYUHHU, KOUTO MOTAT J]a BKIIOYBAT KaTapakTa, Tl a WU peaKyu 3a00IsIBaHUS KaTo

HOCHTpAJIHA CECPO3HA XOPHUOPCTUHOIIATUA (HCX), 3a KOHUTO C€ Ch aBa CJICd CUCTEMHO M JIOKAJIHO
H3I0JI3BaHC Ha KOPTUKOCTCPOUIH.

C’bI['bD)KaHI/IC Ha CTAHOJ @

To3u sexkapcTBeH MPOAYKT ChABPKA 8,856 mg eTaHoy HA BIPHCKBAHE, KOETO € CKBUBAJIICHTHO HA
17,712 mg Ha n103a OT ABe BIpbckBaHuUsi. ChIecT TEOPETUYECH MOTECHIIMAT 32 B3aUMO/ICHCTBUE
IpH 0COOCHO YyBCTBUTETHH MAI[UEHTH, aneMa@ nucyndupaM WM METPOHHUA30IT.

4.5 BzaumopeiicTBHe ¢ IpPYyru nexapag& NMPOAYKTH U Apyru (opmMu Ha B3auMo/elicTBUe

A

dapMaKOKHHETHYHH B3aNMOJICHCTBHSF ¢

Tbi KaToO IMUKOMUPOHUYM C€ eTUMUHNPA OCHOBHO upe3 ObOpenuTe, B3aNMOACHCTBHE MOXKE
HNOTCHLUUAIHO A2 Bb3HUKHE C JICKAPCTBEHU NMPOIAYKTH, OBIHMIBALIY MEXaHU3MHUTE Ha ObOpeuHa
exckpenus (BX. Touka 5.2). E T OT UHXHOMPAHETO Ha TPAHCIIOPTA HA OPTaHWYHH KaTHOHH (C
U3I0JI3BAHE HA HIUMETUUH cona naxubutop Ha Tpancnoprepure Ha OCT2 u MATE1) B
OBOpenuTe BEPXY pasmp HHETO Ha MHXAJIaTOPHUS TTIMKOMUPOHUYM € TOKa3aJl OrpaHUYCHO
[TOBUINIaBaHe Ha 00mIa cuctemua excrio3umms (AUC,) ¢ 16% u nexo moHmkaBaHe Ha
OBOpEUHUS KITUPBHC % BCJEICTBUE Ha EAHOBPEMEHHOTO NMPHIIOKEHNE Ha IUMETH/IMH.

Bbeknomeraszon ce QTaGoanpa B no-HuckKa cteneH upe3 CYP3A B cpaBHEHHE ¢ HAKOU APYTH

KOPTHKOCTEPO Y TIO TIPYHITUI HE CE 0YaKBaT B3aMMOJEHCTBUSA; BIIPEKH TOBA HE MOXKE J1a Ce
H3KJIIOUH BE HOCTTa OT CUCTEMHH €()eKTH IPH CHITBTCTBAIIA yIOTpeOa Ha MOIIHU HHXUOUTOPH Ha
CYP3A . PUTOHABHP, KOOUIUCTAT), TOPaJH KOETO MIPH yIoTpedara Ha TaKWBa JIEKapCTBEHU

HpOHyK(I:IJ e TIpernopbyUBa NOBUIIIEHO BHUMAaHUE U MOAXOIAIIO0 POCIe/IBaHe.

®da %HI/IHZ&MI/I‘IHI/I B3aUMOIEHCTBUSA

@waanu ¢ hopmomepon

eKapIHOCEICKTUBHUTE OeTa-00KepH (BKIIOYUTEITHO KAITKUTE 33 0YH) TPsIOBa J1a ce U30Arear npu
MAIUEeHTH, TIPHEMAII HHXAJTaTOpeH GopMOTeposI. AKO Ce pUIIaraT Mo HAJIOKUTEITHH IPUYHHH,
edexThT Ha (OPMOTEPOII IIIE C€ HaMaJld HJIH SIMMHUHHPA.




EnnoBpemenHaTa ynorpe0a Ha [pyru Oeta-aJipeHepruyHU JIEKaPCTBEHU POJAYKTH MOXKE Jla HMa
MOTEHITUAITHO aJUTHBHH e()eKTH; 3aTOBA € HEOOXOAUMO MTOBUIIIEHO BHUMaHHUE, KOTaTo ce MPeImucBaT
Ipyru OeTa-aipeHepruyHH JIEKaPCTBEHU MPOAYKTH €THOBPEMEHHO C OPMOTEPOIL.

EnHOBpeMEHHOTO JIeUeHre ¢ XMHUANH, TU30MUPaMU, TPOKAUHAMUA, aHTUXUCTAMUHH, HHXHOUTOPU
Ha MOHOAMUHOOKCH/a3aTa, TPUUMKIMYHI aHTUIETIPECAaHTH U (peHoTHasnHu Moxe aa yabinku QT
WHTEpBAJIA U Jja [IOBUILN PUCKA OT KAMEPHHU apuTMHU. B nonsinenue, L-nona, L-tupokcus, b
OKCHTOLIMH U aJIKOXOJI MOTaT Jja BJIOLIAT ChpJAeYHaTa HOHOCUMOCT KbM 0€Ta2-CUMIIaTUKOMUM

EnHOBpEMEHHOTO JIeYeHNE ¢ UHXUOUTOPH HA MOHOAMHUHOOKCH/IA3aTa, BKIIFOYUTEITHO JEKaRCRBEHU
OPOIYKTH C TOJJOOHH CBOWMCTBA, KaTO HarpuMep (ypa3oauIoH U MpoKapOa3rH, MOXe IL&QPG}JI/ISBI/IKa

XUIICPTOHUYHU PCAKIIUH.

Hanuue e noBuieH puck OT apUTMUM NIPU NALUEHTH, I10Iy4aBallu eHHOBpeMeH%CT%HH c

XaJIOTEHUPaHU BBIIIEBOJOPOIH. \z\

EnnoBpeMeHHO JieueHne ¢ KCAaHTHHOBH ITPOM3BOIHH, CTEPOU TN HITH IUYPE MOJKE Ja TTOTEeHIUpa
BB3MOKEH XHMITOKaTHeMU4eH eeKT Ha OeTa2-aroHucTuTe (BXK. Touka 4.4 MOKAJIMEMUSATA MOXKE Ja
HOBHUIIIY CKJIOHHOCTTa KbM apUTMUH IIPH NALUEHTH, JICKYBaHH C ,Z[I/IFI/IE COBH TIMKO3UH.

Cevpsanu ¢ 2IUKONUPOHUYM b

JBbArocpouHoTo eqHOBpEMEHHO npuiiokenue Ha Riarify ¢ opyr, apCTBEHU NPOIYKTH, ChIbPIKALIH

AHTUXOJUHEPTUIHH CPEACTBA, HE € MPOYIBAHO U IT0 Ta3W NPHUUHia HE ce MpenophuBa (BK. Touka 4.4).
4.6 @eprTHauTeT, OPEMEHHOCT H KbPMEHE @

Jluricea onwT WK TaHHU 3a 0€30MacHOCT npu ynorpeda Ha nponenenra Hopdaypan (HFA134a) o

BpeMe Ha OPEMEHHOCT WM KbpMeHe mpu xopa. 1 anus Ha eexra Ha HFA134a Bepxy
peNpOIyKTUBHATA (DYHKITUS H eMGpHoq)eTanHowamnme MIPH KUBOTHU, 00aye, HE TIOKa3BaT
KIMHAYHO 3HAYMMH HEKETaHU €PEKTH. @

bpemennoct /@

J
Jluncsar unu umMa orpaHUYEeHU ﬂaHH®¢yH0Tpe6aTa Ha Riarify npu OpeMeHHY KeHH.
[MpoyuBaHusTa IPH KUBOTHH NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). M3BecTHO e, ue
TIIIOKOKOPTHKOMIMTE BOJAT 10 e(eKTH B paHHATa recTaloHHa (asa, Jokato oera2-
CHUMIATUKOMHMETHITUTE, KaT: 0TepoI1, UMaT TOKOIUTHYHK edekTH. [To Ta3u npuunHa, Kato
npejna3Ha Mspka e 3a 1npe TaHe J1a ce u3bsrea ynorpedara Ha Riarify mo Bpeme Ha OpeMEHHOCT

U paxxaaHe. ;

Riarify TpsibBa na ce JI3Ba 110 BpeMe Ha OPEMEHHOCT CaMO aKo OYaKBaHATa I10J13a 3a MallkaTta
HAJXBBPJIS TIOTCH 1Sl pUCK 3a 1oAa. Kepmayera 1 HOBOpOIEHH, POICHH OT MaiKH, TOTy4aBalln
3HAYUTENTHU 103H, TpsOBa na ce HaOMoAaBar 3a afpeHallHa CYPECHsl.

Kopmene QI
Jlunce OTBETHH KJIMHUYHH JaHHU OT yriorpebara Ha Riarify mo Bpeme Ha KbpMEHE IPHU XOpa.

r m@%pmxonume ce eKCKpeTupar B KbpMarta. JIOTH4HO € 1a ce IPEeAIoIIokKH, Ye OEKIOMETa30HOB
JHAPOIINOHAT U HETOBUTE META00INTHUTE ChILIO CE€ EKCKPETHPAT B KbpMarTa.

€ M3BECTHO Jay (POPMOTEPOIT WK TIUKOMMPOHUYM (BKIIFOUHTEIIHO TEXHUTE METAOOIUTH) ce

KCKpPETHUpAaT B KbPMaTa, HO T€ Ca OTKPUTH B MIIIKOTO Ha )KHUBOTHH B IIEPUO]] HA JIAKTALHA.

AHTHXOJIMHEPTHLIUTE KaTO TIIIMKOMUPOHUYM MOTaT A3 IOTHCHAT JaKTaLUsITa.
Tpsi6Ba 1a ce B3eMe pelIeHne Jally Ja ce MPeyCTaHOBH KbPMEHETO WIIN JIa Ce MIPEyCTaHOBU/HE ce
npuIIoku TepanusTa ¢ Riarify, kato ce B3emar npeaBu moj3aTa oT KbPMEHETO 3a IETETO U Mo3aTa
OT TepamnusTa 3a )KeHara.



Peprunurer

He ca mpoBexxmanu KOHKpeTHH poyuBanus ¢ Riarify 3a 6e30macHOCT 10 OTHOMIEHNE Ha epTHINTETA
npu xopa. [IpoyuBaHusTa IpH )KUBOTHH [TOKA3BaT yBpEKAaHe Ha (epTHiuTeTa (BXK. Touka 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIHHI

(O’b

Riarify He moBnMsBa MM MOBIUSBA IPEHEOPEKUMO CIIOCOOHOCTTA 32 IoQupane 1 padoTa ¢ M .
4.8 HexenaHu JeKAPCTBEHH PeaKIUu O

<

Haii-yecto cpo0iaBanuTe HeskenaHu peakuuu rnpu nanueHtu ¢ XOBb u actma ¢ TBETHO:
muchonns (0,3% u 1,5%) u opanna kanaunosa (0,8% u 0,3%), kosiTo HOpMaITHQ c€’CBBP3Ba C
MHXaJaTOPHHUTE KOpTUKOCTeporuu; MycKyHu crazmiu (0,4% u 0,2%), kout raT Ja ce OTAANaT Ha
JbIITOJIeHCcTBaIIHs OeTa2-aroHucT; cyxora B ycrata (0,4% u 0,5%), KOHT& W4YeH

O06006111eH1E Ha podria Ha OE30IIaCHOCT

AHTUXOJIMHEPTUYUCH C(PCKT.

[pu nanueHTy ¢ acTMa HeXKENAaHUTE PEaKIMy UMAT TCHACHIHS Ja Ha
3 Mecelnia ciieJl 3ar04YBaHe Ha Teparus ¥ YeCTOTaTa UM J]a HamallsiBa
(cnenm 6-MeceuHo JICUCHHE). ’O

Couchk Ha HEKEITAHUTE JICKApPCTBCHU PCAKIIUHU B TabJIMYeH BH? 2

Hexenanute peakiuu, CBbp3aHu ¢ OCKIOMETa30HOB ;[HH@HOHM/@)opMOTepon/rnHKoanOHHyM,
KOHUTO ca Bb3HUKHAIHN 110 BpeMe Ha KIMHUYHUTE POy WSl ¥ IOCTMAPKETUHTOBHSI OMUT, KAKTO U
HEXKETaHUTE PEaKIUK, OITMCAHH 32 OTJICIIHUTE KOMIIPHEHTH, KOUTO Ca Ha Ia3apa, ca JajieH! 1Mo-10.7y,
M30pOCHH 110 CUCTEMO-OpPTaHeH Kiac U yectora. aTa € onpezaesicHa KaTo: MHOTro yectH (>1/10);
gectH (>1/100 go <1/10); megectn (>1/1 000 g /100); penxu (=>1/10 000 mo <1/1 000); MHOTO
penxu (<1/10 000) u ¢ HEM3BeCTHA YecTOTA ( WYHUTE TaHHA HE MOXKe J1a ObJie HampaBeHa

OIICHKA).
O

aT IO BpeMe Ha IbPBUTE
MO-TBITOCPOYHA YITOTpeda

Cucremo-opratieit %\ Hexenana peakuust Yecrora
kjac no MedDRA a) P
D
[Maesmprus (npu nanmenTn ¢ XOBB), dapunrur,
opajiHa KaH1103a, nH}EKIMs Ha MUKoYHuTe mbTumia!, | Yectn
PHHTHUT!
WNudexuuu u !, opanHa reOMYHa HHPEKIKsA, OpodapHHreaTHa
nHpecTanun "sgaHm/mma, e3oareanta Kanaum03a!, rbOUUCH Heueem
OQ (opo)dapuHTUT, CHHY3UT', pUHHUT!, TACTPOCHTEPHT',
BYJIBOBarMHaJIHA KaHAU103a!
aN Wudexuus Ha JONHUTE OUXaTeNHU MbTHIIA (Tre0uyna) | Peaku
Hapymienus na kpbera | ['panynonuronenus! Heuectu
U TUMQHAT TeMa TpombGonuToneHus' MHoro penku
AJlepruycH qepMaTuT! Heuectn
Hapymg@Ha >
€aKIH1H Ha CBPBXYYBCTBUTEIHOCT, BKIIOUYUTEIHO
MMYHHATA*CUCTEMA 1 PBXHY ’ Penku
PR epuTeM, OTOK Ha YCTHUTE, JIUIIETO, OYHUTE U (hapuHKCa
H €HHA Ha |
AnpeHanHa cynpecus MHoro penku
SHA@KpUHHATA CHCTEMA
pyLICHUS Ha XUnoKaIHueMUsl, XUIEPTITUKEMHS Heuectn
L, MeTabonmm3ma u
Hamanen anetur Penxu
XpaHEHETO




Cucremo-opranen
kJjac mno MedDRA

Hexenana peakuus

YecToTa

IIcuxuynu HapylIEHUS

Hecnoxoricteue!

Heuectn

[TcuXOMOTOpHA XUTIEPAKTUBHOCT!, HAPYIIICHUSI HA
chHs!, GE3MOKOMCTBO, JIETIPECHs', arpeCUBHOCT !,

C HeHnsBecTHaA

4

! YeCTOTa /z
MOBEICHYECKH ITPOMEHH (ITPEeIMMHO TIPH Je1ia) (A
NuacomHus Penxu ,-;k)
['maBoOonme Yectn "
Hapymenus na v ] ] ~
Tpemop, 3amaliBaHe, JUCTEY3Hsl', XUIIOECTE3Hs Heueefy
HEpBHATa CHUCTEMa
XuUInepcoMHHUs Pe @
eu3BecTHa
3amMbBIieHo 3peHue (BXK. ChI0 ToUKa 4.4)
Hapyuienust Ha ounte TOTa

BbH3MAJICHUC, CYX B I'bpPJIOTO

I'maykoma', karapakra! /2hMHor0 peaKu
)
Hapymienus Ha yXxoTo u | O)
Br3manenne na EBcraxueBara Tprba Heuectu
JTA0OUPHHTA N
[IpenacepaHo MexacHE, yabbkaBane Ha QT un arna
B €JICKTPOKapUorpaMaTa, TaXuKapaus, Taxp®TMm‘, Heuectu
MATITHATAITT Vo)
Cepaeuny HapyIICHAS )
P Py Crenokapaus (ctabuina! u HeCTa6HJ1HaQTJ
EKCTPACHCTOJH EKCTPACHCTONH (Kame Penxu
HaJKAMEPHH), HOJATICH PUTHM, CHHYCOPA OpaiKap s
Xwunepemus', 3auepBsiBane!, xume ust Heuectn
CbaoBU HapyIIeHUS S
ExcTpaBazaius Ha KpbB Q) Penxu
A
Juchonns ~ Uectn
AcTMaTHyHa KpHu3a', Kanurmla; IpoIyKTHBHA
KalUTMI@a', 1pa3sHeHe Ha IbPIOTO, KPbBOTEYEHHE OT Heuectu
PecniupaTopHu, rppaHu )
Hoca!, hapuHTeaneH e M
Y MEIMaCTUHAITHU 1
[Tapagokcamen 6po a3pM!, 000CTpsIHE Ha
HapyIICHUS
acTmara, opogap siHa 00JIKa, (hapuHTEeATHO Penxu

CHUCTEMA U
CBbCAMHUTCIIHATA T

MYCKYJHO-CKCJICTHATa ,*

N!yCKynHo—CKeneTHa 6oJka B repauTe’

Jucnues'  ,0) MHoro penku
1 1
napus Ta B ycTaTa, aucarus!, ragene

CromaiHo-4peBHI Aunapus’ £ y > Ak ’ Hl ’

JIACTIETIC napemio yceuaHe 1o ycTaure!, 3p0eH Heuectn
HapyIICHUS

Kapuec ($hTO3€eH) CTOMATHT
Hapymenus Ha koxxata | O6pus N YPTHKApUsi, IPYPHUTYC, XUIEPXUIpo3a’ Heuectn
U MIOJKOXKHATA ThKaH Axrnbenem’ Penxu
Hapymenus na %&K JIHY CTIa3MH, MUAJITHsI, OOJIKH B KpaiHUK!

~ \
N3ocTaBaHe B pacteska!

MHoro penku

Hapymenns Ha Q

OBOpenuTe u Jlu3ypust, peTeHIINs HA ypUHA, HepHT! Penxu
OUKOYHUTE n@fma

O6mmwu Ha&;ﬂ/lﬂ " VYmopa! Heuectu
edexTn ,Q SICTOTO Ha ActeHus Penxu

IMepudepen eqem’

MHoro penku

TP re
Q
o

?ﬁ3cneﬂBaHHﬂ

[MoBumien C-peakTHBEH MPOTEUH ', MOBUILICH Opoit
TPOMOOIIMTH', TOBHIIIEHU CBOOOTHHA MACTHH

HaJisArase!

1 1 Heuectn
KUCEJIMHU', TOBUILICH UHCYJIMH B KPBBTA!, OBUIICHN
KETOTeJa B KpbBTA!, MOHMKEH KOPTH301!
[ToBuIICHO KPBBHO HAJSATaHEe!, MOHIKEHO KPHBHO Pexn

IToHmkeHa KOCTHA MIILTHOCT!

MHoro penku

! Heskentanu peakium, 3a KOUTo ce chobiuasa B KXII Ha OHE eMH OT OTAEIHUTE KOMIIOHEHTH, HO KOUTO HE ca
HaOJI0IaBaH! KaTO HEXXEJaH! PeaKkluH B KIMHUYHOTO pa3paborBaHe Ha Riarify
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Mexc)ly Ha6J'IIO):[aBaHI/ITe HCXKCJIaHU PCAKIUU CIICAHUTC Ca TUIIMIHO CBbP3aHU C:

bexnomemasonos ounponuonam
[THeBMOHMS, OpaiHu I'EOMYHH UH(EKINH, MbOMYHA HHPEKIHS Ha JOTHUTE JUXATEIHU THTHIIA,
nucoHus, Ipa3HEeHe Ha I'bPIIOTO, XUIEPIIIMKEMUs], ICUXUYHHU HapyLIeHUs, TOHWKEH KOPTH301,

3aMBIIICHO 3pPCHHUE. c
Dopmomepon @
XUTMOKAINEMUSs], XUTIEPTITUKEMUS, TPEMODP, TTAIITHTAIIUHN, MyCKYJTHH CIIa3MH, YabihkeH QT Hy(%an B
eJIeKTpOKapIuorpamMara, IOBUIIEHO KPHBHO HAJSITAHE, TOHIKEHO KPHBHO HAJSTaHEe, IPEA¢BRIHO

MBKACHE, TAXUKAPHs, TAXHAPUTMUS, CTCHOKapAus (cTabniiHa 1 HecTaOuiIHa), KaMCpHI/Q
eKCTPACHCTOJH, HOJAJICH PUTHM.

T nuxonuponuym éo
I'maykoma, npeachpIiHO MBXKICHE, TAXUKAPIUS, MAIMUTALUU, CYX0Ta B yCTaTaE?E, H Kapuec,
IU3ypusl, pETEHIUA HA YpHHA, MHPEKIMI Ha TUKOYHUTE ITHTHINA. @

Cpo01iaBade Ha [MOJO3UPAHU HEXKEIaHU PEaKIUU &

Q

Cpo01aBaneTo Ha TIOIO3UPAHY HEKETIaH! PEaKIINH CIIe paspemasﬁéQxa ymoTpeba Ha JIeKapCTBEHUS
OPOIYKT € BasKHO. ToBa MO3BOJISABA 12 IPOIBIDKU HAOIIOJCHUETO 'bOTHOILIEHUETO I0JI3a/PUCK 32
JeKapCcTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIUAIMCTH CE U3 a J1a cChoOIaBaT BCSIKA
MOJI03MPaHa HeXxellaHa Peakius ype3 HAlMOHAIHA CHCTeMa 3&/(:1, [[aBaHe, MOCOYCHA B

Ilpunoxenue V.

4.9 TIpenosupane \2s

[Ipenosupanero Ha Riarify Moxe na mpuYuHU NpH 1 ¥ CHUMIITOMH BCJIEJICTBUE Ha
(hapMaKoJIOrMYHOTO ACHCTBHE HA OTACTHUTE KONMI[OHEHTH, BKIIOUUTEIHO HAOMI0JaBaHUTE MIPU
IIpeO3HpaHe Ha APYTrH OeTa2-arOHUCTH WU XOJIMHEPTHYHU CPEACTBA, U B ChOTBETCTBUE C
M3BECTHUTE e(EKTH Ha KJlaca HHXAIATOPHILKOPTHKOCTEPOUIHN (BXK. ToUKa 4.4). AKO Bb3HUKHE
peno3upane, TpsaoBa Ja ce mpoBezae Mo aIlo JIeYeHNEe Ha CHMIITOMUTE HA MAIUEHTa, C
MIOJIXOAAII0 MOHUTOPUPAHE, aKo € Heeé’&HMo.

)

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 (I)apMalcozmHaan& oiicTBa
PapMakoTepaneBTUYH a: JlexkapcTBa 3a 1e4eHue Ha OOCTPYKTHBHU 3a00JI1BaHUS Ha

JUXaTEIHNUTE TbTH PEHEPrHUYHHU CPEACTBA B KOMOMHAIUS C aHTUXOJIMHEPTUYHU CPEJICTBA,
BKJIFOUUTEITHO TPO omOuHanu ¢ koptukocreporu. ATC kox: RO3AL09.

MexaHU3bM Hazéfr‘/iCTBne 1 dhapMakoauHaMU4HU ehEeKTH
-

Riarify C}@*a OEKJIOMETa30HOB AUIIPONHMOHAT, (hopmoTrepon u raukonupoanym (BDP/FF/G) nox
(bopMa@ pa3TBOP, KOETO BOJIU JIO aep030J1 ChC CBPHX(HHU YaCTUIIN ChC CPEICH MAacOB
aeponaaneH nraMeTsp (mass median aerodynamic diameter, MMAD) okozo 1,1 Mukpometpa u
en MEHHO OTJIaraHe Ha TPUTE KOMIOHEHTa. Aepo30JHUTe yacTui Ha Riarify cpenno ca MHoro
no&namcn OT YaCTHITUTE, TOCTABSIHU TP HE-CBPBX(UHH JIekapcTBeHH (popmu. 3a OEKIOMETa30HOB

POITUOHAT TOBa BOJH JI0 TIO-MOIIleH e(heKT B CPaBHEHHE C JICKAPCTBEHU (OPMHU C HE-CBPBX(PHHO

asnpezesneHue Ha pasMepa Ha yactuuute (100 mukporpama cBpbx(puH OEKI0METa30HOB

aunporimoHat B Riarify ca exBuBaneHTHH Ha 250 MHKporpama OEKJIOMETa30HOB IUTPONHOHAT B HE-
cBpbX(uHA TekapcTBeHa hopma).
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Bexnomemaszonos ounponuonam

BexiioMeTa30HOB TUITPONMOHAT, IPHJIATaH Ype3 UHXATANNS TPH MPETIOPBYUTETHATE T031, HMa
TTFOKOKOPTHKOWTHO TIPOTHBOBB3MATIUTEIIHO ACHCTBHIE B OemuTe npoOoBe. I TIOKOKOPTUKOUINTE Ce
U3II0JI3BAT NIMPOKO 33 MOTUCKAHE Ha BH3MAJICHUETO MPU XPOHUYHHU BH3NAIUTEIIHU 3200/ IsIBAHHS HA
JUXaTeHUTE IbTUILA. TIXHOTO NEHCTBUE € MEAUUPAHO OT CBHP3BAHETO KbM INIFOKOKOPTUKOUTHU
pEIenTOpH B IUTOIIa3MaTa, KOSTO BOJIU J0 MOBHUIIICHA TPAHCKPHUIIIIUS HA TCHH, KOTUPAIITH
MPOTUBOBB3NAIUTEITHU POTEHHHU. ®Q>

Dopmomepon ,&
DopMOTEPOIT € CETIEKTUBEH OeTa2-apeHEepPrUUeH arOHUCT, KOUTO BOJH 10 OTITYyCKaHEe Ha

OpoHXHMaJIHATA IIaJIKa MYCKYJIaTypa pU NaIMeHTH ¢ 00paTMa 0OCTPYKIIUS Ha TUXAaTe e
nbTUINa. BpoHXoauIaTUpaIuaT eheKT 3amouBa Obp30, B pAMKUTE Ha 1-3 MUHYTH cneg&{xanaulxm, "
“Ma IPOaBIDKUTENHOCT 12 Yaca ciex eqnHrYHa 1034. ’O

L nukonuponuym O)

['mukonMpoHUYM € IBITOAEHCTBAIl aHTarOHICT HAa MYCKapHHOBUTE PEIENTOPMA(aHTUXOIMHEPTUIHO
CPENICTBO) C BUCOK aMHUTET, KOWTO CE M3IMOJI3BA 33 HHXAJAIMS KaTo OpOH JIATUPAIIIO JICUCHUE.
I'mukonuponunym nelicTBa upe3 O10kupaHe Ha OPOHXOKOHCTPUKTUBHUS T Ha aleTHIXOJIHHA
BBPXY TIAJIKOMYCKYJIHUTE KJIIETKU B AUXATEITHUTE MIBTHILA, KATO 10 T a4MH pa3IIrpsBa
MUXaTEeITHUTE THTHUINA. | THKOMTUPOHUEB OPOMHU/T € aHTATOHUCT HA M PUHOBUTE PEIIETITOPH C BUCOK
aMHUTET, ChC CEIEKTUBHOCT KbM YOBelIkuTe M3 perenrtopu, K% KaKToO € J0Ka3aHo, € 4 IbTH 110-
roJisiMa CIpsIMO Ta3u KbM 4OBEIIKUTE M2 pelenTopu. Q

Kinnnnuna edukacHocT U 6€300aCHOCT Q/

[Iporpamara 3a xkimHUYHO paszpaborane Paza IlI npn@%B e npoBeneHa ¢ BDP/FF/G 87/5/9 u
BKJIIOYBA JIBE 52-CeIMUYHH aKTUBHO-KOHTPOJIMPAH oyuBanwus. [IpoyuBanero TRILOGY cpaBHsBa
BDP/FF/G ¢ ¢purcupana koMOUHAIHS OT 6CKHOME@;OB JUTPOITHOHAT U (hOPMOTEPOIT

100/6 mukporpama, [Be MHXANALWHU 1Ba IHTH JHPBHO, (1 368 paHAOMU3NpaHN NAIEHTH).

IIpoyuBanero TRINITY cpasussa BDP/FF/ roTporuyM 18 MEKporpama mpax 3a HHXajaIms,
TBbpJa KallcyJja, €AHa nHXaJ1alus C¢IUH II'b HCBHO, B JOIIbJIHCHUEC e(beKTI/ITC Ca CpaBHABAaHU CHC
eKCTeMIIopaliHa TPOHA KOMOWHAIIHS OT MpaHa KOMOHMHAIUS OT OEKIIOMETa30HOB JTUIPOIIHOHAT

u popmotepon 100/6 mukporpama (csOTBETCTBAIA Ha JOCTaBeHa 103a 84,6/5,0 MUKporpama), 18e
WHXAJIalMK JBa IbTH JTHEBHO, TUTIOC @})OHI/I}IM 18 MuKporpama mpax 3a WHXaJamus, TBEpaa
KarcyJia, eHa MHXaIalus eIuH TR ELAHEeBHO (2 691 pangoMusupanu naiuentn). U apete npoyuBaHus
ca MPOBEJICHH MPH MalMeHTH ¢ KiIuHnYHa quarao3a XOBb ¢ Texko 10 MHOTO TeXKO OTpaHrYeHHe Ha
BB3ay1HIs 10ToK (PEO; mow80% ot npeasuaenns), cbc CHMITOMH, OLEHEHH Che ckop 10 mmm
IOBEYeE 110 TECTA 3a OIICHKA OBBb (COPD Assessment Test, CAT) u ¢ Haii-Mainko eHO 000CTpsiHE
Ha XOBb npes npenxon onuHa. [IpubmmsurenHo 20% oT MaIeHTUTe, BKIIFOUYEHH B JIBETE
MIPOYYBAHUs, Ca M3ITOJ crieticsp AeroChamber Plus.
HonbiHuTenHO ca i enu e ®aza I1Ib npoyyBanus 3a mojiyuaBaHe Ha JaHHU B TIOJIKPEIa Ha
eukacHoCTTa H O cHocrra Ha BDP/FF/G. TRISTAR e 26-ceiMUYHO aKTUBHO-KOHTPOIUPAHO
oTkpuTo TIpoyuBaHe, B koeto BDP/FF/G ce cpaBHsiBa ¢ ekcTeMnopaiiHa KOMOHUHAIHSA, ChCTaBEHA OT
(bukcupana koMOWHAIUS OT QIyTHKA30H/BUIIAHTEPOI 92/22 MUKporpaMa npax 3a HHXaJamus, eJHa
MHXaJAIUsL BT JTHEBHO TUTIOC THOTPONUYM 18 MUKporpama mnpax 3a uHXajamus, TBbpaa
Karcyna, é nHXananys equH msT qHeBHO (1 157 pannommsupanu manuenT). TRIBUTE e
52-cen &o aKTUBHO-KOHTPOJIUPAHO IpoyuBane, B koero BDP/FF/G ce cpaBHsBa ¢ dhukcupana
KOMOMB@IUS OT MHIAKaTEePOJI/TIIMKOMPOHUYM 85/43 MUKporpama mnpax 3a HHXajaius, TBbpa
Kar@ﬂ , €[{Ha MHXANAIUs euH TbT JHeBHO (1 532 panpomusupanu naruent). U apete npoyuBaHus
cs&rpOBez[eHH ripu nomrynanus manuentn ¢ XObb, cxoxna ¢ tasu B npoyuBanuaTra TRILOGY u
INITY.

Hamanaeane na obocmpanusma na XObb

B cpaBHenue ¢ pukcupana koMOWHAIMS OT OEKIOMETA30HOB TUIPOITMOHAT U (POPMOTEPOIL,
BDP/FF/G e namanun uectoTata Ha yMepeHHUTE/TSKKUTE 000CcTpsaHuUs 3a 52 ceamuiu ¢ 23% (dyecrora:
0,41 crpsimo 0,53 cpbutns Ha nauuent/rogusa; p = 0,005). B cpaBaenue ¢ tuorponuym, BDP/FF/G e
HaMaJIAJI YecToTaTa Ha YMEpeHHTe/TeKKuTe 00ocTpsHus 3a 52 ceamunu ¢ 20% (gecrora: 0,46 crpsmo
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0,57 crOuTHs Ha nanuent/roguna; p = 0,003). B cpaBHeHue ¢ pukcupana KOMOUHAIHS OT
nHAaKkatepoa u rmukonuporanyM, BDP/FF/G e Hamanun yecToTaTa Ha yMEpPEHHUTE/TEXKKHUTE
oboctpsHU 32 52 ceqmunu ¢ 15% (gecrota: 0,50 crpsimo 0,59 cp0uTHS Ha TAMEHT/TOANHA;

p =0,043), B cpaBHenue ¢ Tuorponuym, BDP/FF/G e namanun yectoTara U Ha TSKKUTE 000CTPSHUS
(t.e. 6e3 ymepenute oboctpsiHus) ¢ 32% (uectora: 0,067 cpsimo 0,098 cHOUTHS Ha MAIUEHT/TOIUHA,
p =0,017). He ca HabmrogaBanu paznuku npu cpaBHsaBane Ha BDP/FF/G ¢ ekcremmnopanna TpoitH /b
KOMOMHAIIUS, ChCTaBEHA OT (PUKCHpPaHa KOMOWHAIMS OT OEKIIOMETa30HOB AUITPOTIHOHAT H b
(hopMOTEPOII IUIFOC THOTPONIUYM (YecToTa Ha yMepeHu/Texku oboctpsaus: 0,46 cpsmo 0,45 &U/IH
Ha TaIieHT/TOINHA).

B nombnHeHue, B cpaBHEHUE ¢ GUKCHpaHa KOMOHHAIUS OT OEKIIOMETa30HOB JUIPOMHOHA
¢dopmotepon u ¢ Tnorponnym, BDP/FF/G 3HauuTeNHO € YABIKUI BPpEMETO 10 IBPBO O psiHe
(roedumment Ha pruck crorBeTHO 0,80 1 0,84; crorBeTHO p = 0,020 1 0,015), 6e3 pas3 MEXITy
BDP/FF/G u exctemmopanHaTa TpoitHa KOMOWHAINS, ChCTaBeHa OT (DUKCUpPaHa K;)g&Haum oT

OCKJIOMETAa30HOB TUIIPOITUOHAT M (POPMOTEPOJI TLIFOC THOTPOIUYM (KOSHUIIUEHT ck 1,06).
Egexmu evpxy benoopobnama gpyuxyus @2‘
®EO, npeau mpueM Ha 1o3aTa &

B cpaBHenue ¢ pukcupana KOMOWHAIHS OT OEKJIOMETa30HOB JAUIIPOIT
BDP/FF/G e mogob6pun ®EO, npean mpuem Ha go3ara ¢ 81 ml cire
cien 52 cenqmuiu jgeuenue. B cpaBHenue ¢ Tuorpornmym, BDP/FE
Ha no3ara ¢ 51 ml ciex 26 ceqmuiu Jiedenue u ¢ 61 ml ciexn 5 uiy nevyenue. Te3u nomoOpeHus
ca 6w cratuctudecku 3HaunMu (p < 0,001). B cpaBHeHHE ¢ (hrikcupana KOMOWHAITHAS OT
uHaakarepos u raukonupounym, BDP/FF/G e momgoopun cp@mm ®OEO, nmpean nmpueM Ha J103aTa 3a
nieproza Ha 52-ceqmuuHoTo Jieuenue ¢ 22 ml (p=0,018). flgno0Hu mogoOpeHus, BHIIPEKH Ye HE ca
CTaTHCTUYECKH 3HAYMMI, Ca HaOIr01aBaH! Ha 26-Tara -Ta CEIMMIIA.

He ca nabmonaBanu pasnuku npu cpasHeHue Ha BDP/FF/G u exctemnopanHara tpoitHa
KOMOMHAIUs, ChCTaBeHA OT (PUKCHpaHa KOMOMHAIMSIOT OCKIIOMETa30HOB IUTIPOITHOHAT H
(hopmoTepon mtroc THOTpOnuyM (pasnuka 3 ml @3 OEO, npeau npueM Ha a03ata cien 52 ceaMuuu

JICUCHHE). @

1 GOpMOTEPOIT,
€IMHIIH JIeyeHue u ¢ 63 ml
nono6pun ®EO; npeau npuem

®EOQ, 2 gaca cien nmpueM Ha 103ata O
B cpaBHenue ¢ GpUKCHpaHa KOMOUHALW OCKIIOMETa30HOB JUIPOITHOHAT U (DOPMOTEPOT,
BDP/FF/G e nomgo0put 3HaYUTETHO 1 2 yaca cieq mpueM Ha jgo3ara ¢be 117 ml cinen 26 cenmuiu

neuyenne u cbe 103 ml cex 52 cezu@mm neuyenne (p < 0,001). Ta3u kpaiiHa Touka € U3MepBaHa CaMo B
npoyusBaHeto TRILOGY. &
\

DP/FF/G e nogo6pun 3Hauntenno MK ¢ 39 ml (p = 0,025) u 60 ml
(p=0,001) croTBETHO 6 u 52 cenmuru neuenne. [lomooum edexTr ca HabIIOIaBaHN, KOTaTO
Riarify e cpaBHsBan KCcTeMIopasiHaTa TpoiHa KoMOuHanms. Ta3u kpaiiHa TOUKa € u3MepBaHa
caMo B npquBaHeQ INITY.

MucnupaTopeH kamnanurer
B cpaBHenue ¢ THoTpOn

wanmoxwamuwzb pe3yamamu
BDP/FF/G %&106p1/m 3HAUUTETTHO JUCITHEsTa (u3MepeH kaTo MHaeKe 3a TpaH3UTOpHA TUCTTHES
(T ransiti@spnoea Index, TDI - doxaneH ckop) cnex 26 cenMUIH JIeYeHNE B CPABHEHHE C
U3XOJIH uBo (¢ 1,71 enunummy; p < 0,001), HO KOpuTHpaHaTa CpeHa pa3inKa CrpsaMo GUKCHpaHa
KOMOMAAIINS OT OEKJIOMETa30HOB JUMPOMUOHAT U (POPMOTEPOII HE € CTATHCTHUECKH 3HAYHMA
(O,Ib Huty; p = 0,160). AHanM3 Ha pecroHIepUTe MOKa3Ba, Y€ 3HAYUTEIHO ITO-TOJISIM TPOIICHT OT
IAHHCHTHTE Ca UMATA KIIMHWYHO 3HAYUMO T1o100peHne ((poKaneH cKop, MO-TOJISIM WIIH paBeH Ha 1)

1 26 ceqmunu ¢ BDP/FF/G, otkonkoTo ¢ ¢ukcupana KOMOMHAIUS OT OCKJIOMETa30HOB

unponuoHat u popmotepon (57,4% cupamo 51,8%; p = 0,027). TDI e uzmepBan camo B

npoyuBaHeTro TRILOGY.
BDP/FF/G cbli10 Taka CTaTUCTHUECKH 3HAYMMO MPEBB3X0Xk1a (UKCHPaHa KOMOUHAIUS OT
OEKJIOMETa30HOB AUIIPONHOHAT 1 (HOPMOTEPOII, THOTPONUYM U (PUKCHpaHa KOMOUHAIHS OT
WH/IaKaTepoJ U TIIMKOMHPOHUYM I10 OTHOIIIEHHE Ha TO00PEHUETO Ha KAYeCTBOTO Ha )KUBOT
(m3MepeHo ¢ BRIIPOCHUKA 3a AuXaTeaHu Hapymienus Saint George Respiratory Questionnaire, SGRQ -
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o6 cxop). He ca nabnronaBanu pasnuuus npu cpaBueHne Ha BDP/FF/G u excremmopannara TpoiiHa
KOMOHMHALMS, ChCTaBeHA OT (PUKCUpPaHa KOMOMHALMS OT (IyTHKA30H U BUJIAHTEPOJI IUTIOC
THOTPOIINYM.

AHanu3 Ha pecrioHIepuTe MOKa3Ba, Y€ 3HAUNUTEIHO MO-TOJISIM MPOIEHT OT MAIlMeHTUTE ca UMallu
KIMHUYHO 3HAYMMO 1oo0peHue (HaManeHue 0T U3XOAHOTO HUBO MO-TOJISIMO MM PaBHO Ha 4) ciex

26 u 52 ceqmur ¢ BDP/FF/G, oTkonkoTo ¢ (hukcrpaHa KOMOMHAITUS OT OEKIIOMETa30HOB c
JUIPOMHOHAT U (POPMOTEPOII, H C THOTPOTIHYM. @
HenuaTpuyHa momynanws ,&

EBpomneiickaTa areHIus no JekapcTBaTa 0CBOO0XKAaBa OT 3aABJDKCHUETO 32 HpeILOCTaBH@a
pesyaTatute oT npoyuBanusiTa ¢ Riarify BbB BCHUKM MOATPYNH HA HeIUaTPHYHATA TIORMIAIS ITPH

XOBb (Bxk. Touka 4.2 3a nHOOPMAITIS OTHOCHO yIOTpeOa B IIEAUATPHAITA). ’O

5.2 ®dapmMakoKHMHETHYHM CBONCTBA \2‘ t

Riarify — ¢ukcupana koMOuHarwms &Q

CucremMHara eKCIO3UIMs Ha OEKIIOMETa30HOB TIUIIPOIHOHAT, (POPMOT Y TIIUKOTIUPOHUYM €
u3cienBaHa B eIHO (papMaKOKMHETUIHO POYyUYBaHe, TPOBEIACHO TP aBH y4acTHHULU. B
MPOYYBAHETO Ca CPABHEHH TAHHUTE, TIONYUEHH CJIE]I JICUCHHUE C € yHa f103a Riarify (4 nnxanaruu

o 100/6/25 mukporpama, cbCTaB, KOUTO HE € IyCHAT HA Ia3ap JbPKa Ba IITU [10-BUCOKA OT
oJ100peHaTa KOHLEHTPaLus Ha TTTUKOIUPOHUYM) HIIH ezuxmwm&sa OT EKCTEMIIOpAJIHATA
KOMOMHAITUS OT OCKIIOMETa30HOB JTUIPOIHOHAT/(OPMOTEPO unxanaruu o 100/6 Mmukporpama)
IUTIOC TTIMKOMTUPOHUYM (4 MHXaJauuu 1o 25 MHKpOFp&lMﬁ@/[aKCI/IMaHHaTa IU1a3MeHa KOHIIEHTPALHs U

CHCTEMHATA EKCITO3UIINS Ha OCHOBHUS aKTUBEH MeTab Ha OCKJIOMETa30HOB JUMPOMHOHAT
(6exmomeTazoH 17-MOHONIPONMHOHAT) U (hOPMOTEPOILEA TIOJOOHH ClIe IPUIOKEHHE Ha (PUKCUpaHaTa
WM Ha HETIOCPEACTBEHO MPUTOTBEHATa KOMOWHAIHI3a MIMKOMUPOHUYM MaKCUMallHATa IIa3MeHa

KOHIICHTpaIHs € I0J00Ha CIie/l MPUIIOKEHHE H KCHpaHaTa WM Ha HEeTTOCPEICTBEHO IIPUTOTBEHATA
KOMOWHAIWSA, JOKaTO CHCTEMHATA emnoanun? aJIKO TO-BHUCOKA Ciiel mprioxkeHue Ha Riarify,
OTKOJIKOTO Ha HEMOCPEICTBEHO MPUTOTBEHATa KOMOUHaIMs. B ToBa mpoydYBaHe € U3CIeIBaHO U
MMOTEHIMATHOTO (hapMaKOKHHETHUYHO B33, efCTBHE MEX/Ty aKTHBHHUTE KOMIIOHEHTH Ha Riarify
4ype3 cpaBHABaHE Ha ()apMaKOKHHETH % JAaHHH, TIOJYYeHH CJIe]l eANHUYHA 1033 OT
HEMOCPEACTBCHO NPUI'OTBEHATA KOM 1A UK CJIC] CAMHUYHA 103a OT OTACIITHUTEC KOMIIOHCHTU
OCKJIOMETAa30HOB TUITPOITUOHAT/ () TEPOJI WK MIMKOMUPOHUYM. HsimMa sicHu oka3aTencTsa 3a
(hapMaKOKHHETUYHO B3aUMO/ICHCTBHE, BHIPEKH TOBA HEMOCPEICTBEHO MTPUTOTBEHATA KOMOUHAIIHS €
mokasaya HuBa Ha hopMoTep MIMKOIHPOHUYM, KOUTO Ca IPEXOAHO MAJIKO TO-BUCOKH
HETOCPEIICTBEHO CJIE]] PU. €, B CPaBHCHHE C OTACITHUTE KOMIOHEHTH. OTOENs13aHO ¢, ue
OTJICITHUASAT KOMIIOHEHT T WPOHUYM 32 WHXAJAIHNS 0] HAJIATaHe C OTMEPEHH JI03H, H3MOI3BaH
BbB @K npoyuBanus, pelyiara Ha nasapa.

[Ipomnopimonannara CHUMOCT MEX/y J103aTa U CUCTeMHaTa U 0e0po0HaTa eKCIIO3UIIUS Ha
OCKJIIOMETa30HOB MTUOHAT € MPOyYeHa B eTHO (DapMaKOKMHETUYHO TPOYYBaHE, IPOBEACHO MPU
3/IpaBM y4acTHUIN ehc cheTaBu Ha BDP/FF/G, konTo He ca ImycHaTH Ha Ma3apa U ChIIbpKaT [Ba ITbTH
[10-BHCOKA OT peHaTa KOHIICHTpAllHsl Ha TJIMKOMUPOHUYM (IIpUjIaraH KaTo OTMEPEHa 103a).
[IpoyuBane @cpaBHI/mo JTAHHY, TIOJTyYSHH CJIC]T JICUCHHE C SIMHUYHA 71032 (4 WHXaJalun)

BDP/FF/ /6/25 Mukporpama win equHnYHa 103a (4 naxananun) BDP/FF/G

100/6/2 Kporpama (¥ JIBaTa ChCTaBa HE ca IyCHATH Ha Mma3apa U ChAbpXKAaT JIBa ITETH MTO-BHCOKA OT
onoOpfHaTa KOHIIEHTpanus Ha riukonuponuym). Jleuennero ¢ BDP/FF/G 200/6/25 mukporpama e
uop@o 0 JIBa ITBTH TO-BUCOKA CUCTEMHA U 0eJI0JpoOHa eKCIIO3UIIHS Ha OEKIIOMETa30HOB
JHUFPOITHOHAT ¥ OCHOBHHS My aKTHBEH MeTa00IuT (OekiToMeTa30H 17-MOHOIIPOITHOHAT) B CpaBHEHNE
QBDP/FF/G 100/6/25 mukporpama, KOETO ChOTBETCTBA HA PA3JINYHUTE KOHIICHTPAILIUHY B JBaTa

weTaBa. CucreMHaTa U 00 JpoOHATa CKCIIO3UIINUS HA TIIMKOIMPOHUYM U (hOPMOTEpOI € Omiia

moio0Ha ciies| IBeTe IeYeHus, BhIIpekn e mph C,,,, Ha TIUKOMUPOHNEB OpoMu/T € Omta HaOmrogaBana
BHCOKA BapuaOMITHOCT.
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EnHo cpaBHeHHE MeXay MPOyYBaHHATA MOKa3a, 4e (papMaKOKHMHETHKATa Ha OEKIOMEeTa30H
17-moHOTIpOTIHOHAT, (POPMOTEPOI U TITUKOIMUPOHUYM € cxoaHa npu nanuertu ¢ XObb u 3apasu
YYaCTHUIIH.

Egexm na cneticop
IIpu narmuenTn ¢ XOBb ynorpebara Ha Riarify cbe crieticspa AeroChamber Plus e mopummia ’O
JOCTaBSIHETO JI0 Oenusi Ipod Ha OekiioMeTa3oH 17-MOHONPONHOHAT, POPMOTEPOIT U TIIMKOIIUPOH
(moBHUIIIEHWE HAa MaKCHMaJTHATa TUIa3MEeHa KOHIICHTpAIUs ChC ChoTBETHO 15%, 58% u 60%). O a
cucremHa excrio3unms (n3mepena upe3 AUC,) e JIeKo TOHWKeHa 3a OEKIIOMETa30H ﬂ

@ c

17-mononponuonar (¢ 37%) u popmorepo (¢ 24%), T0KaTO 3a TIUKOIUPOHUYM € ITOBHIII
45%). Bukre cbiio Touka 4.2. Q

Egexm na 6v6peuno yspecoane A
Cucremnara excrio3uiiust (AUC.) Ha OEKJIIOMETa30HOB TUIPOIIMOHAT, HA HETOBH a00IUT
OexoMeTa30H 17-MOHOIIPOITMOHAT M Ha (hOPMOTEPOI HE CE MOBJIHSBA OT JIEKO LO TEKKO ObOpEeuHO
yBpeXKaaHe. 3a TTUKOMMMPOHNYM HMa BIMSHHE TIPY TAIIMEHTH C JIEKO U yMe 0B0peuHo
yBpexaane. HabronaBano e, obaue, MOBUIIICHHE Ha 00IIaTa CUCTEMHA €KC Us 710 2,5 TBTH TIPH
MAIUEHTH C TEKKO OBOPEUHO YBpeKIaHe (CKOPOCT Ha TIIOMEpPYITHA (T ST TIOJT

30 ml/min/1,73 m?), BCcleACTBUE HA 3HAYUTEIHO HaMallCHHE Ha KOIIU 0TO, EKCKPETUPAHO B
ypuHaTta (mpubnmsurenso 90% namanenne Ha ObOPEYHNS KIUPBHHC TUKOTUPOHUYM). CUMyTanmu,
U3BBPILNEHU ¢ (PaPMAKOKMHETUYCH MOJIEIN, TOKAa3BaT ue JIOpU KOT OBapUATUTE UMAT EKCTPEMHH
cToriHOCTH (TenecHo tero moxa 40 kg u chrbTCTBaIA CKOPOCT a'Z‘QOMepynHa (uaTpanus mox

27 ml/min/1,73 m?), eKCTIO3UITNATA HA aKTUBHHUTE BEIECTBA Haﬁarify OCTaBa B MPHUOIU3NUTEICH
JIMana3oH ot 2,5 MbTH, B CPABHEHUE C Ta3W MIPHU TUIHYEH MaNUéHT ¢ MEAMaHHU CTOHHOCTH Ha
KOBapuaTUTE. @

NS

bekoMeTa3soHOB TUOPOIHOHAT @

BexiioMeTa30HOB TUTTPONTHOHAT € MPEeIeKapCT BC cN1ab aUHUTET 3a CBHP3BAHE C
TTFOKOKOPTHKOHMIHATE PEICTITOPH, KOETO CE 0JIM3UPA OT €CTEPA3HHU CH3UMH JI0 aKTUBCH
META0O0JIUT OEKIIOMETA30H 17-MOHOHpOHI/IOEaT, KOHTO MMa IO-MOII[HO JOKAJIHO

OPOTHUBOBHIMNAIUTCIIHO HeﬁCTBHC B CpaB € C IpCAJICKAapCTBOTO OEKIIOMETa30HOB AUTIPONMHUOHAT.

J
Abcopbuus, pasnpedenenue u 6u0mm&0m¢auuﬂ
WHuxanaTopHUIT OCKIOMETa30HOB \ﬁonHOHaT ce abcopOupa Obp30 upe3 Oenute qpodoBe; Mpeau
abcopOuusaTa MPOTHYA EKCTCH3UBHA KOHBEPCHUS /10 OCKIOMETa30H 17-MOHOIIPOMUOHAT TOCPEACTBOM
€CTEpa3sH CH3UMH, HaMHpa e\s moBeueTo ThKkanu. CHCTeMHAaTa HATUYHOCT Ha aKTUBHHS
MeTabOoJIUT € Pe3yJITar OT a ouusrta B 6enute qpodose (36%) u abcopOiumsaTa B CTOMAIIIHO-
YPEBHUSI TPAKT HA OB a 103a. BUOHAIMYHOCTTA HA MOT'BJIHATHS OCKJIOMETa30HOB
JUIMPOMTUOHAT € He3HA a; BBIIPEKU TOBA, Pe-CHCTEMHATa KOHBEPCHS 10 OEKIOMETa30H
17-MoHOTpONIHOHAT 1o abcopbupane Ha 41% ot go3aTa o GpopMaTa Ha aKTUBHHSI METAOOJIHT.
Wma npubnuzure HEWHO MOBHUIICHNE Ha CHCTEMHATa EKCIIO3HUIIHUS C TIOBHUIIIABAaHE Ha
WHXalTupaHaTa J103a AGCOIIOTHATa OMOHAIMYHOCT CJIe/l MHXaJaus € mpuomm3utenHo 2% u 62% ot
HOMUHAITHATA , ChOTBETHO 32 HETIPOMEHEH OEKIIOMETa30HOB JIUIPOITMOHAT U OEKIOMETa30H
17-moHOMIp Hat. Ciie1 MFHTPaBEHO3HO MPHIOKEHHE, (apMaKOKMHETHKATa Ha OEKIIOMETa30HOB
JTUTPOTTH W aKTUBHUS My METabOJIUT Ce XapaKTepu3upa ¢ BUCOK IIIa3MEH KIUPBHC (ChOTBETHO
150m 1 yac), ¢ MaJTbK 00eM Ha paslpesie]ieHne B CTAlMOHAPHO CHCTOSHHUE 32 OEKJIOMETa30HOB
nunpgiyonar (20 1) 1 mo-roisiMo ThKaHHO pa3npeAesiCHUE 3a aKTUBHHA My MeTabomuT (424 1).
CBt@B HETO C IUIa3MEHUTE IPOTEHHH € B YMEPEHO BUCOKA CTETICH.

@yMUH%QaHE

KCKpelHsaTa ¢ (eKaMUTE € OCHOBHUAT BT HA IMMUHUPAHE Ha OEKIOMETa30HOB JUIPOITUOHAT,
OCHOBHO IT0J1 popMaTa Ha MoJIsipHU MeTabonuTh. bpOpedynarta ekckpenys Ha OEKJIOMETa30HOB
TUIPOTNMOHAT U HETOBUTE METAabOINTH € He3HAaYNTENHA. TepMUHATHUAT eTMMUHAIIMOHEH MTOJTyKUBOT
e cpoTBeTHO 0,5 yaca 3a OEKJIOMETa30HOB JUIIPONUOHAT U 2,7 Yaca 3a OEKJIOMETa30H
17-MoHOTIPONIMOHAT.
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Tayuenmu ¢ uepHodpobHO yepescoarne

dapMakOKHHETHKATA HA OEKIIOMETa30HOB TUIPOITUOHAT MPU MANMEHTH C YePHOAPOOHO YBPEKIaHE

HE € POY4eHAa; BhIIPEKU TOBA, Thil KATO OEKJIOMETa30HOB JIMTIPOIMOHAT CE ToJjIara Ha MHOTO Obp3
MeTa0O0JIN3bM Upe3 eCTepa3Hu CH3MMH, HAJIMYHKA B MHTECTUHAIHATA TEYHOCT, cepyMa, Oenure 1podoBe
U 4epHUS Ipo0, 32 Ja 00pa3yBa MO-MONSPHUTE MPOAYKTH OEKIOMeTa30H 2 1 -MOHOIIPOITMOHAT,
OcekIoMeTa30H 17-MOHOIIPOIHMOHAT U OCKJIOMETa30H, He Ce 09aKkBa YEPHOAPOOHOTO YBPEKAAHE [T ’O
npoMeHs papMaKOKHHETHKATa U Mpoduiia Ha 0€30MacHOCT Ha OEKJIOMETa30HOB AUIPOITHOHAT. jg)

dopMoTepon &Q

O

Abcopbuyus u pasnpedenerue

Crnen naxananus popMoTepol ce abcopbupa KakTo oT OenuTe IpoOoBe, TaKa U OT CT HO-YPCBHUS
TpakT. DpaknusaTa OT UHXATUPAHATA JI032, KOSITO CE TMOTITBIIA CIIe/ MPUI0KEHHUE C anaTtop ¢
OTMEPEHHU JI03H, MOXE J1a € B quana3oH ot 60% mo 90%. Hait-manko 65% ot mor aTta (pakius ce

abcopOupa 0T CTOMALTHO-YPEBHUS TPaKT. [IMKOBH Mi1a3MeHN KOHIIEHTpauy Ha HEPOMEHEHOTO
aKTHBHO BELLECTBO Ce MoiyyaBaT B pamkute Ha 0,5 1o 1 yac cnen nepopans WUII0KEHUE.
Cebp3BaHeTo Ha (OPMOTEPOI € TUIA3MEHHTE MPOTeHHU € 61-64% c 34% c aHe ¢ an0yMHHa.
Hsma Hacumane Ha CBBP3BAaHETO B JHANa30HA OT KOHICHTPALUH, KOWTO OCTHra MpH
TepaNeBTUYHHU 103U. EMMMUHAIMOHHUSAT MOJTY>KUBOTHT, ONPEAETICH C €pOpAIHO IPUIIOXKEHHE, €
2-3 gaca. Ab6copOrusaTa Ha (OpMOTEPOI € IMHEHHA CIIe Izlﬁxanaumilb 12 no 96 mukporpama

dhopmoTepo. ,b

buompancgopmayus Q

dopmoTepoit ce MeTabonn3upa B TOJIsIMA CTEIEH U OCHOBHM@H)T BKJIIOYBA IMPEKTHA KOHIOT Al
pu (eHoNHATa XUAPOKCHIHA Tpyna. KoHlorarsT ¢ riiro HOBa KHCEINHA € HeaKTUBEH. Bropusat
OCHOBEH IIbT BKJItOYBa O-IEeMETUIHPAHE, [TOCTIECABAHO OHIOTanys npH (peHonaHaTa 2'-XUIPOKCHIIHA
rpyna. Hutoxpom P450 CYP2D6, CYP2C19 u CYP2C9 n3oen3umure yyactar B O-1eMeTHINPAHETO
Ha opmoTepon. M3riexaa oCHOBHO ce MeTabonu B 4epHHUSAT Ipod. DopmoTepon He HHXHOUpa
enzumute CYP450 B TepaneBTHYHO annaraHHWOHueHTpauHH.

Enumunupane @

KymynaruBHata ekckpenys ¢ ypuHarta H MOTEPOJI CIe]l eTHOKpaTHA HHXaJalus OT HHXaJIaTop 3a
CyX TIpax ce MOBHIIIaBa JINHEHHO B uoa%{u nmuana3oH ot 12-96 muxporpama. Cpenro 8% u 25% ot
J103aTa ce eKCKpeTHpaT CbOTBETHO K@ enpoMeHeH u o611 popmorepoi. Bb3 ocHOBa Ha M1a3MeHUTE
KOHIIEHTPALNH, H3MEPEHH CIie]l 1 anys Ha eMHUYHA 103a oT 120 Mukporpama ot 12 3apaBu
YYaCTHHUIH, CPEAHUSAT TEPMUHAJICH CIIMMHUHALIMOHEH MOy KHUBOT € onpexaeseH Ha 10 yaca.
Enantnomepurte (R,R) u (S,SVpdncrapispar choTBeTHO 0K0JIO 40% 1 60% OT HEIPOMEHEHOTO
AKTHBHO BELIECTBO, EKCKPE HO B ypuHaTa. OTHOCHTENTHATA IPOIIOPIHA Ha [BaTa eHaHTHOMEpa
ocTaBa KOHCTAHTa B PO WSl 1030B AMANAa30H U HAMA JaHHU 32 OTHOCHUTENIHO HATPyIBaHE Ha
€IMHHsI EHAaHTUOMED IL € OT apyrus ciell MHOTOKpaTHO npuiarane. Cien nepopaiHo IpUIoKeHHe
6% no 10% ot 1o3aTa ca Bb3CTAaHOBEHHU B YpHHATAa KaTO HEIIPOMEHEHO
AKTHBHO BELIECCTB 3IpaBU ydacTHHULY; 10 8% OT J03aTa ce Bb3CTAHOBSBA KaTO INIIOKYPOHH/.
00610 67% oT epdpanHara 103a Ha GOPMOTEPOIT Ce eKCKPETHPAT B ypuHaTa (TIIaBHO KaTo
METa0OIHTH), TaTHKBT - BBB (hekanuute. brOpeunusT kimpprHC Ha Gopmorepor e 150 ml/min.

Hauuenn@evnodpo&zo yepeorcoare

CDapMaIQS HeTHKaTa Ha (OPMOTEPOJI HE € MPOyYBaHa MPH MAIUCHTH C YSPHOAPOOHO YBPEKIAHE;
BBIPERY TOBA, Thil KATO POPMOTEPOJI CE SITUMHUHHUPA OCHOBHO Ype3 YSPHOAPOOSH METa0O0IU3bM, ITPH
naagn C TeXKa CTEIIeH Ha YePHOAPOOHO YBPEKTaHE MOXKE JIa CE 0YaKBa ITOBUIIICHA CKCIIO3HIIUS.

Q]II/IKOHI/IDOHI/IVM

Abcopbyus u pasnpedenerue

['MUKONMPOHUYM MMa YETBbPTHYHA aMOHHEBA CTPYKTYPa, KOSITO OrpaHHYaBa IPEeMHUHABAHETO MYy IIpe3
OuoIOrMYHN MeMOpaHu 1 BOJU 110 OaBHA, BApHaOMIHA U HEII'bJIHA CTOMAIITHO-4YpeBHA aOCOPOLHsL.
Crnen nHXananus Ha TIUKOMUPOHUYM, OenopooHaTa ouoHamuvHocT € 10,5% (mpu normsinane Ha
aKTHUBEH BBIJICH), IOKaTO abcomoTHaTa OnoHanmaHocT € 12,8% (6e3 morrsiiane Ha aKTHBEH BBIJIEH),
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KOETO MOTBBPXKIaBa OTPaHUYeHaTa CTOMAIIHO-UYpeBHa a0COpOIMA U MoKa3Ba, ye noseue ot 80% ot
CHCTEMHATa €KCIIO3ULHS Ha TTIMKOMUPOHUYM € OT OenoapoOHa abcopbuus. Ciiex MHOTOKPaTHO
WHXAIHpaHe Ha ABYKPATHO TO-BHCOKA OT THEBHUTE MT03H, Bapupamty oT 12,5 mo 50 Mukporpama, ape3
MHXaJaTop MoJI HaJlAraHe ¢ OTMEPEHH 103U npu nanuenTu ¢ XOBbb, rmukonupoHnyM nokasa JuHeiHa
(hapMaKOKMHETHKA C MaJIKO CHCTEMHO KyMyJHpaHe B CTAlMOHAPHO ChCTOSIHUE (MEaMaHa Ha

Koe(HuIMeHTa Ha HaTpymnBaHe 2,2-2,5). ’O
[IpuBuaHuAT 00eM Ha pasnpeaencHue (V,) Ha HHXAIUPaHUS [IMKOMUPOHUYM € ITOBUIIICH B CPaB e
¢ uHTpaBeHo3Ha (1.v.) uady3us (6 420 1 cipsamo 323 1), koeTo oTpassBa Mo-0aBHOTO SIMMHHU

clIe MHXa1arus. &
buompancgopmayus Q

MeTaOoIUTHHAT BT HA TIIMKOMUPOHUYM in Vitro (4epHOIPOOHH MUKPO30MH U XETIATOLMTH MPH X0pa,
KydeTa, IUTbXOBE, MHUIIKH U 3alIM) € CXOAEH MEXIy BUIOBETE, 8 OCHOBHATA META0QHUTHA PEAKIIVS €
XUJIPOKCHIMPAHETO HA (PEHUIIOBHUTE MITH IUKIONEHTHIIOBUTE MIPBCTECHU. yCT&HOB@ﬁ, ye CYP2D6 e
€/IMHCTBEHUST €H3UM, OTTOBOPEH 32 MeTab0JIn3Ma Ha TIIMKOIUPOHUYM. \2‘

Z

Enumunupane
CpenHusT eNMMUHALIMOHEH TOTY>KMBOT Ha TIMKOMKMPOHUYM IIPU 3APaBU POBOJILIK € OKOJIO 6 yaca

cJiell UHTPaBEHO3HA MHXKEKLUS, JOKATO CIIe]l MHXATAlus [P MalueH OBBb Toii € Mexay 5 u

12 gaca B cranmoHapHo cheTostHue. Clieq eTHOKpaTHA MHTPABEHO3 JKEKITUS Ha TINKOITUPOHUYM,
40% ot go3aTa ce eKCKpeTHpa B ypuHaTa B paMKuTe Ha 24 vaca. aruentu ¢ XObBb,
TI0JTy4aBaliy MHOTOKPATHO MPHUIIOKEHUE Ha WHXAJIATOPEH TIIUK OHHYM JIBa ITBTH JHEBHO,
(hpaxmusaTa OT eKCKpeTHUpaHaTa B ypuHaTa 1o3a Bapupa ot 13,0%Smo 14,5% B crammonapHo
cberosinue. CpeTHUAT ObOPEUEH KIMPBHC € CXOJCH B TECTBAAMS JO30B JUANAa30H U CJIe] ¢AHOKpaTHA
1 MHOTOKpaTHa UHxananus (auamnazon 281-396 ml/min). @

NS

5.3 IlpeakJuHUYHU JAHHHU 32 0€30MACHOCT @

dapMaKkoJIOrMYHH OPOYYBAHHUS 32 6630HaCHOCT®

[Ipu enHO TeneMETpUYHO MPOYYBAHE HA U a&opﬂo NPUIOKEHHNE NIPU Ky4eTa, ChpJeUHOChI0BaTa
cucreMa e Onina OCHOBHATa MPULENTHA CH a 3a octpu edextu Ha Riarify (moBumaBane Ha
ChpJICYHATa YECTOTa, IIOHMKAaBaHe Ha-kPLBHOTO Hansrane, mpomeny B EKI npy 110-BHCOKH J1031),
e(eKTH, BEpOSATHO CBbP3aHH npem/nv@ Oera2-aJipeHepruYHOTO JIeHCTBHE HAa (OPMOTEPOT U
AHTUMYCKapHHOBOTO JAeHCTBHE HaJIMKONMUPOHUYM. HaMa naHHM 3a CBpbXaJAWTHBHU e€EeKTH Ha
TpoiiHaTa KOMOUHaUKs B Cpaniile C OTIICJIHUTE KOMIIOHEHTH.

TOKCHUYHOCT IIpH MHOFOKDWDHH&F&HC

IIpu mpoy4uBaHus C MH %&THO WHXQJIATOPHO TIpIIokeHne Ha Riarify mpu mrpxoBe U Kydera ¢
IMPOABIKUTCIIHOCT CcCIMHUIM, OCHOBHHUTC HaGJ’IIOI[aBaHI/I IIPOMCHU Ca GI/IHI/I CBBpP3aHHU C e(i)eKTI/I
BBPXY UMYHHATA C a (BepOSTHO MOPai CUCTEMHHUTE KOPTUKOCTEPOUTHH e(peKTH Ha
OEKIIOMETa30HOB zﬁponnonaT Y HETOBHSI aKTUBEH METa00IUT OeKIIOMeTa30H- 1 7-MOHOIIPOITHOHAT) U

BBPXY Chpaed JI0BaTa cucreMa (BEpOsSITHO CBbp3aHH ¢ OeTa2-aJpeHepruIHOTO JIeiicTBUE Ha
tdhopmoTepo a aHTUMYCKapHHOBOTO JCHCTBHE HA MIMKOMUPOHUYM). TOKCHKOIOTUYHHUSAT PO
Ha TPOWH OMOMHAIMS OTpa3siBa TO3M Ha OTIEJIIHUTE aKTUBHU KOMIIOHEHTH 0€3 3HaUNMO

YBCHH‘I@ Ha TOKCHYHOCTTA 1 0€3 HEOYaKBaHU HaXOOKH.

Pe KTHBHA TOKCHUYHOCT M TOKCHUYHOCT 34 Pa3sBUTHETO

@KHOMeTawHOB JTUIPOMHOHAT/OeKIIOMETa30H- 1 7-MOHOMPOMMOHAT CE CYHTA 32 OTTOBOPEH 32
(hexTUTE Ha PEIIPOYKTHBHA TOKCHYHOCT TP TUIXOBE, KATO HAPUMEp HaMallsiBaHE HAa YeCTOTaTa Ha
3a4yeBaHe, MHCKCa Ha (epTHUITUTETA, MTOKA3aTENNUTE HA PAHHOTO eMOPUOHAITHO Pa3BUTHE
(mMmIuTaHTanMOHHA 3ary0a), 3a0aBeHa ocu(UKAITUS U TOBUIIIEHA YECTOTA HA BUCIICPATHA BapHaIlUH;
JIOKaTO TOKOJINTUYHUTE M aHTUMYCKAPUHOBUTE €EKTH, OT/IaBAHU HA OeTa2-aJpeHEPTUIHOTO
JieiicTBUE Ha GOPMOTEPOIT M AHTHMYCKAPHHOBOTO JACHCTBHUE HA TITUKOMUPOHUYM, BIUAAT BHPXY
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OpeMeHHU IUThXOBE B KbCHATA recTallioHHa ()a3a W/WiK B paHHATa (pas3a Ha JaKTalusTa, BOACLIO 10
3ary0a Ha HOBOPOJEHHTE.

I'eHOTOKCHYHOCT

I'enoroxcnunoctTa Ha Riarify He e orneHsBaHa, 00adye OTACITHUTE aKTHBHU KOMIIOHCHTH HAMAT ,b
TEHOTOKCHYHO JICUCTBHE MTPU KOHBEHIIMOHAIHNS HA0Op OT TECTOBE. ®b

Kanneporennoct ,&

He ca npoBexaanu npoyuBanus 3a kaHieporeHHocT ¢ Riarify. [Ipu enno 104-ceqmuyn y4IBaHE
3a KaHIIEPOTCHHOCT C MHXAIATOPHO TIPIIIOKEHUE MPH ILTHXOBE U NIPH €HO 26-CEAMUYHE ITPOyIBaHe
3a KaHIIEPOTeHHOCT C TIEPOPATHO MPHUIIOKEHHE TIPY TpaHCTeHHN MUKy Tg.rasH2, paukonnponnes
OpoMH]I HE ITOKa3Ba KAHIIEPOT'CHEH MOTCHIMAJ U Ty OJMKYBaHUTE JJAHHU OTHOCH TOCPOYHHTE
MIPOYYBaHUs, IIPOBEJICHU C OCKIOMETa30HOB JAUIIPOITUOHAT U (POPMOTEPOIIOB PyMapar npu IUTHXOBE,
HE TIOKa3BaT KIIMHUYHO 3HAYNM KaHI[epOTE€HEH MMOTEHIINAI. @

6. DOAPMAIEBTUYHU JAHHHA @

6.1 Choucbk Ha NIOMOIIHHUTE BelIECTBA ’Ob

Eranomn, 6e3BoaeH Q

XJI0pOBOAOPOIHA KHCETUHA Q/

Hopduypan (npomnenent) @

6.2 HecbBMeCTHMOCTH

&Q

Henpunoxumo Q/

Q

OmnakoBka 1moj Hajggrade ¢ 60 BHDLCKB@

21 Mmeceria \&.O

JlokasaHa e xuMu4aHa 1 dusnufia GrabrtHocT pH yrnotpeba 3a 2 Mecena mpu 25°C.
Cren oTmyckaHe JIeKapcTB MIPOAYKT MOJKE JIa c€ ChXpaHsBa Haii-MHOTo 2 Mecella pu
Temneparypa 1o 25°C.

6.3 Cpoxk Ha roaHocT

OmakoBKa moa Hanﬂr,aQCLC 120 (ot enMHUYHA WIK IPYIOBa onakoBKa) U 180 BOpbCKBaHUS

A\
22 mecena Q

Jlokaszana e W4Ha ¥ (PU3MYHA cTAOMIHOCT IpH ynoTpeba 3a 4 mecena npu 25°C.
HE JIEKapCTBEHUST MPOAYKT MOXKeE J1a c€ ChbXpaHsIBa Hali-MHOTO 4 Mecera npu

Cnen ot
TeMnep&a 1o 25°C.

6.4/@1&[1{331{“ YCJIOBUS HA CbXPaHEeHHe

@j He ce 3amMpas3siBa.
a He ce u3nara Ha temnepaTtypu Hazg 50°C.
He npoOuBaiiTe onakoBKkara 10J] HaJsITaHe.

Ilpenu oTnyckaHe:

a ce cpxpansBa B xmagmiHAK (2°C-8°C).
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3a yciIoBUsTA 32 ChbXpaHEHHUE [0 BpeMe Ha yrnoTpeba BIXKTe Touka 6.3.
6.5 Buau chabpikaHue HA ONMAKOBKaTAa
MOCTAaBEHA B MMOJUIPOITMICHOB HHXAIATOP, KOWTO BKIIFOUBA MYHAIIYK M JO30B Oposd (0IaKoBKa

Haysirane ¢ 60 winu 120 BOpbCKBaHHA) HIIH JO30B HHAMKATOP (OMAKOBKA IO HAJSITAHE ChC
180 BpbCKBaHMSA) U CE€ JOCTABS C IOJIMIPONMICHOBA Kaadyka Ha MyHAIIYKA. ,&

OmnakoBKa 10J] HaJsTaHe (aIyMUHUH ¢ TOKPUTHE) ¢ Ao3upar BeHTmwI. OmakoBKaTa o[ Hajsirane g ,b

e

BunoBe onakoBkH:
OnaxkoBka 1o 1 onaxoska ¢ 60, 120 win 180 BnpbckBaHMsL.
I'pymoBu omakoBkH, chabpkamy 240 BpbckBaHus (2 omakoBku cbe 120 BanCK;;‘$> BCSIKA).

= =4,

I'pynoBu onakoBku, chabpxaiu 360 BpbckBanus (3 omakoBku cbe 120 BIpbCK BCAKA).
He Bcuuky BUIOBE OAaKOBKM MOTat a ObAaT MMyCHATH Ha rasapa. @z\
6.6 CrnenuajaHu nMpeana3Hu MepKH NPH U3XBbPJIsiHEe U padoTa &

Hewnznon3sanust JICKapCTBEH NMPOAYKT WJIN OTHAAbYHUTE MaTepI/IaJ}@ HETO Tp$I6Ba Ja C€ U3BXBLPJIAT
B CbOTBCTCTBHUEC C MCCTHHUTC U3UCKBaHU. @

3a dapmareBTu: Q
Q

3amnuiiere JAaTaTa Ha OTIIYCKAaHC Ha NallUCHTA BbPXY ona@xaTa.

7. MPUTEXATEJ HA PA3PEIHEHHET$@( YIIOTPEBA
Chiesi Farmaceutici S.p.A. @Qj
Via Palermo 26/A

43122 Parma &O

Wranus J
O¢

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
\

EU/1/18/1275/001 {-
EU/1/18/1275/002
EU/1/18/1275/003 Q
EU/1/18/1275/004
EU/1/18/1275/005 Q

9. I[ATS@A II'bPBO PAZPEIIABAHE/IIOTHOBABAHE HA PASPEIIEHUETO 3A
Yy EBA

I[aTaQHBpBO paspemaBane: 23 ampuia 2018 .
I[a'r%x ITOCJICTHO TIOTHOBSIBAHE:

QIO. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MonpoGHa nHboOpMaIUs 3a TO3U JIEKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o JieKapcTBaTa http:// www.ema.europa.eu.
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INPHJIOKEHHE 11 Q

MNPOU3BOJMTEJIN, OTTOBOP 3A
OCBOBOXKIABAHE HA ITAP

YCJIOBUA UJIN OFPAHH&@‘I/H{ 3A TOCTABKA 1
YIIOTPEBA Q/

APYI'N YCJIOBUS I&I] CKBAHUS HA
PASPEHIEHUETO INOTPEBA

J
YCJIOBUA I/I@“ PAHUYEHMUSA 3A BE3OIIACHA "

E®EKTUBH OTPEBA HA JIEKAPCTBEHMUSA
IHPOAYKT
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A. TIPOU3BOJIUTEJIN, OTTOBOPHHU 3A OCBOBOKJABAHE HA ITAPTUIHN

Hwme u aapec Ha IPOU3BOAUTEINTE, OTTOBOPHHU 32 OCBOOOK/IaBAHE HA IMAPTUJIATE

Chiesi Farmaceutici S.p.A.

Via San Leonardo 96 60
43122 Parma

Hranus Q®
Chiesi SAS &

2 rue des Docteurs Alberto et Paolo Chiesi QO
41260 La Chaussée Saint Victor A
®paHuus

Chiesi Pharmaceuticals GmbH
Gonzagagasse 16/16 Q}b

1010 Wien

ABcTpus &
ITeuaTHaTa TMCTOBKA HA JIEKAPCTBEHUS MPOIAYKT TPSOBA Ja ChIBPK ©TO W agpeca Ha
MIPOU3BOIMTEIISI, OTTOBOPEH 32 OCBOOOXKIABAHETO HA ChOTBETHAT TH/A.

B. YCJOBHS WM OTPAHUYEHUS 3A ILOCTA@A 1 YIIOTPEBA

JlexapCTBEHUAT NPOLYKT C€ OTITyCKa IO JIEKAPCKO npeuzncaHHe.

Q

B. JAPYI'H YCJIOBUA U HBHCKBAHM#A PASPEIIIEHUETO 3A YIIOTPEBA
. IepuoanyHm aKTyaJdu3upPaHu nox@ﬁm oesonmacHoct (ITAZ1B)

WznckBanusTa 32 mojaBaHe Ha HAI[B@M JIEKapCTBEH MPOJYKT Ca MOCOYCHH B CIIUCHKA C
pedepenTHUTE 1aTH Ha EBporneiicku 3 (EURD cnmcnk), npeauaen B @wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, u BbB BCt@I CJe/BallM aKTyaJln3alluy, MyOJTUKyBaHU Ha €BPONEHCKUS
yeOnopTain 3a JiekapcTBa. & N

N

r. YCJI0BUsA NI &PAHH‘IEHI/ISI 3A BE3OITIACHA 1 EOEKTUBHA YIIOTPEBA
HA JIEKAPCT NPOAYKT

. Ilnan 3a yl&leﬂne Ha pucka (IIYP)

HpHTemaTengﬁ’ paspetienuero 3a ynorpeda (IIPY) Tps6Ba na u3BbpIIBa U3UCKBAHUTE ICHHOCTH U
a

JIeUCTBUA, HH ¢ TIpOCieIsiBaHe Ha JIeKapCcTBEHATa 0€30TMacHOCT, IOCOYeHH B ofgo0perHus [1VP,
npejcTa Moy 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo U BbB BCHUKH CJICBAIIN 0JI00pSHU
aKTyaH@mu Ha [TYP.

@%mpaH [TYP Tpsa6Ba na ce momana:
\]i!' 1o uckane Ha EBporielickara areHIus 1o JiekapcTBaTa;
BUHATH, KOTaTO C€ U3MEHs CHCTEMATa 3a yIpaBJIeHHE Ha PHCKa, 0COOCHO B pe3yiTaT Ha
Q NoJy4aBaHe Ha HOBa MH(POPMALUs, KOSTO MOXKE J1a IOBeJle 10 3HAYMMH [IPOMEHHU B
CHOTHOIIICHHETO 0JI3a/PHCK, HIIH CIIe] TOCTHI'aHe Ha Ba)KEH eTall (BbB BPBh3Ka C IPOCIIE/IIBAHE
Ha JIeKapCTBeHaTa 0e30IacHOCT WIIM CBEKAAaHE Ha PUCKA IO MUHUMYM).
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A. JAHHHU BBPXY OHAKO&ATA
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA 3A EIUHNYHATA OITAKOBKA

Vo N
1. WME HA JIEKAPCTBEHHUS IIPOJAYKT R~
<
Riarify 87/5/9 muxporpama pa3TBop 10J] HAIATaHE 32 MHXATalus Q
OEKJIIOMETAa30HOB TUITPONHOHAT/(hOPMOTEPOIIOB (hyMapaT TUXUAPAT/TITIMKOTHPOHIYM é

Q

\
| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEIIIECTBO(A) N\ |
[4

Bcesika nocraBena 103a chabpxka 87 MEUKporpaMa OeKJIOMETa30HOB ,ILI/IHpOHI/IOHaT,%I/IKPOFpaMa
thopmoTeponoB pymapat nuxuapar u 9 MUKporpama rITHKOITHPOHUYM.

Beskxa OTMCpCHA N03a (,Z[OSaTa, KOsATO HU3JIU3a OT BeHTI/IJ'Ia) CbAbpiKa 100$0rpaMa OCKIIOMETa30HOB

TUTIPOIIHOHAT, 6 MUKporpama ¢GopMoTeposioB pymapaT nuxuapar u 10 porpama TITUKOITHPOHUYM.
3. CHUCHK HA IOMOUIHUTE BEIIECTBA ~7

~
[MomorHY BeriecTBa: 6€3BOJICH €TAHOI, XJIOPOBOIOPOTHA K@nnﬁa, NpoTeeHT: HophaypaH

Coabpxa GayopchIabpiKally MapHUKOBH T'a30Be. @
BmxTe nucToBKaTa 3a JOMBIHATETHA HHPOPMALTHSL. \2\

%Y
4. JIEKAPCTBEHA ®OPMA U KOJII/IWTBO B E/IHA OITAKOBKA

Q

PaSTBOp IO HAJIATaHE 3a MHXaJIallua O

1 omakoBka noj HaysIrase ¢ 60 BIpb HUSA
1 omaxoBka nmox Haysirane cse 120 B@CKBa}mﬂ
1 omakoBKka moj HansiraHe csC 18 HCKBAHHUS.

AN

5. HAYMH HA NPWJIOSKEHUE U ITbT(MIA) HA BbBEXKJIAHE

SO
[Ipenu ynotpeda Hpo‘@e~ JIMCTOBKATA.

WnxanaropHo np]@x HHUe

>

6. WAJIHO HNPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUSAT INPOAYKT TPSIBBA

CBbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJIA U JOCET A HA JIELIA

Y
I[a ?&QXP&H;IB& Ha MsACTO, HCAOCTBITHO 3a Ac1a.
N

NJ.  JIPYTM CHELMAJIHM NPEJYNPEKIEHUS, AKO E HEOEXOJIUMO |

| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT |

T'onen no:
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OnakoBka noj Hansrase ¢ 60 BIPpbCKBaHMUS:
Caen ornyckase:
Ha ce cpxpansiBa non 25°C Haii-mHOT0 2 Mecena.

OmakoBka o Hasirane ¢b¢ 120 n 180 BIpbCKBAHUS: 6b
Caen oTmyckane:
Ha ce cbxpansiBa nox 25°C nHaii-mHoro 4 Mecena. Q®

O
R

JlaTa Ha oTHyCKaHe:

9. CIHIEHUAJIHU YCJIOBUS HA CbXPAHEHUE N |

Ha He ce 3ampassiBa. ‘2‘
[a He ce uznara Ha Temnepatypu mo-sucoku ot 50°C. @

Jla He ce mpoOuBa OMaKOBKaTa IO/ HaJSTaHE. &

IIpenu ormyckane: Q®
>

I[a CC ChbXpaHsBa B XJIaAUJTHHUK.

Q
10. CHELIUWAJIHU ITPEJAITIASHU MEPKU ITPU U3 LPJISTHE HA HEM3MOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WIWOTINAABYHU MATEPHUAJIN OT

TAX, AKO CE UBUCKBAT TAKUBA R
%\
<@
11. HWME U AJPEC HA HPI/ITE)KATEJISII_:@A PA3BPEIHIEHUETO 3A YIIOTPEBA
Y
Chiesi Farmaceutici S.p.A. @
Via Palermo 26/A @)
43122 Parma J &
Hranus O¢

S

12. HOMEP(A) HA PASPEINEHHUETO 3A YIIOTPEBA

EU/1/18/1275/001 ~\\{-
N

EU/1/18/1275/002
EU/1/18/1275/003 Q

Q

| 13. TAPTIH{EH HOMEP

Haanné)}Q
Q

| 14,OHAYMH HA OTIIYCKAHE |

%5. YKA3AHMSI 3A YIIOTPEBA |
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16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Riarify 87/5/9 pg

| 17. YHUKAJIEH HAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKoJi C BKJIFOUEH YHUKAICH UACHTU(UKATOD

| 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA §‘
e be’z’
NN
<Q
>
&Q
Q
<
<Q
RS
Q\}Q/
%)
O
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA 3A I'PYIIOBA OITAKOBKA (Bxi1rouurteaHo Blue
Box)

| 1. MIME HA JIEKAPCTBEHHSI IPOJIYKT oY

Riarify 87/5/9 mukporpama pa3TBop Mo HAJIATaHE 32 WHXaJAIHs ’&
OEKJIOMETa30HOB AUITPONHOHAT/(hOPMOTEPOIIOB ByMapaT TUXUAPAT/TITUKOUPOHHYM QO

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEIIECTBO(A) K¢o3
L4

Bcesika mocraBeHa 103a chIbpxka 87 MUKporpaMa 6€KIIOMETa30HOB zu/IHpOHI/IOHQ*S MUKpOIrpaMa
(dhopMoTeposIoB hyMapaT TUXUApAT U 9 MUKpOrpama TITUKOMTUPOHUYM.

Bcska otmepena mo3a (mo3ara, KOsSTo U3JIM3a OT BEHTHIA) ChAbpKa 10&@orpaMa OCKIIOMETa30HOB
JUIPONHOHAT, 6 MEKporpama GopMoTeposioB (yMapat TUXUApar u LQ[HKporpaMa TTIUKOUPOHUYM.

’O

3. CHHUCHK HA IOMOIIHUTE BEILECTBA \2

©

[TomomrHY BelrecTBa: 0E3BOJICH €TAHOI, XJIOpOBOI[OpOI[HWCGHI/IHa MpoTIeIeHT: HophiIypaH
Coabpxa (iayopchIbpsKally MapHUKOBH I'a30Be.
Buxre nucToBkaTa 3a JOIBIHUTENIHA I/IH(popMaupm@

N
Q

4. JEKAPCTBEHA ®OPMA U KOJI]QI,‘ECTBO B EJJHA OITAKOBKA

Pa3TtBOp mox HaATaHe 3a MHXATALMS ,@

I'pynoBa onakoBka: 240 BanCKBM@% OIIAaKOBKH IO/ HansraHe cbC 120 BOPBCKBAHMUS BCAKA).
I'pynoBa onakoBka: 360 BnpbckBahHsi (3 0akoBKY MOA Haysirane cbC 120 BIPbCKBaHUS BCAKA).

AN

5. HAYMH HA NPWJIOSKEHUE U ITbT(MIA) HA BbBEXKJIAHE

SO
[Ipenu ynotpeda Hpol@? JIMCTOBKATA.

WnxanaropHo np]@x HHUe

oL

CBbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJIA U JOCET A HA JIELIA

6. %AJIHO HNPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUSAT INPOAYKT TPSIBBA

Y
I[a ?&QXP&H?IB& Ha MsACTO, HCAOCTBITHO 3a Ac1a.

o

)

NJ.  JIPYTM CHELMAJIHM NPEJYNPEKIEHUS, AKO E HEOEXOJIUMO
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| 8.

JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'ogen no:

Caen ormyckane:
Ha ce cpxpansiBa non 25°C naii-mHoro 4 mecena.

I[aTa Ha OTIIyCKaHe:

3amnuimiere JAaTaTa Ha OTIIYCKAaHC U BbPXY BCAKa OTACIIHA OIIaKOBKaA.

(%
&
o~

9.

CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

O
N
>

[a He ce 3ampasssa.

N

™
X

[a He ce nznara Ha TemnepaTypu mo-sucoku ot 50°C. @

[a He ce mpoOuBa omakoBKaTa 1MoJ| HaJsraHe. &

IIpenu ormyckane: Q®

Ha ce cpxpaHsiBa B XJIaJIUJTHUK. 0)

10. CHELUAJIHU MPEJAITASHU MEPKU ITPU U3 PJISTHE HA HEU3IOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOJAYKTHU OTHAABYHU MATEPHUAJIN OT
TAX, AKO CE U3BUCKBAT TAKUBA N

N
11. HME U AJPEC HA IIPI/ITE)KATEJIm PASPEHIEHUETO 3A YIIOTPEBA
Q”

Chiesi Farmaceutici S.p.A.

Via Palermo 26/A '@

43122 Parma J¢

Hranus O

S

12.

HOMEP(A) HA PA3PRUMEHMETO 3A YIIOTPEBA

EU/1/18/1275/005

N
EU/1/18/1275/004 A
N

~

| 13. NAPTUJAEH HOMEP
ITaptuna: @Qj

A

@

14. 2 AYUH HA OTITYCKAHE

o

N

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

Riarify 87/5/9 ng
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| 17.

YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAIEH HICHTU(DHKATOD

(O’O

nh

| 18.

YHUKAJIEH HIJEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN

o |
,\‘R

O
<
%

”
2
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

MEXJINHHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

Vo N
| 1. HMME HA JIEKAPCTBEHUSI IPOJYKT R~
<
Riarify 87/5/9 muxporpama pa3TBop 10J] HAIATaHE 32 MHXATalus Q
OEKJIIOMETAa30HOB TUITPONHOHAT/(hOPMOTEPOIIOB (hyMapaT TUXUAPAT/TITIMKOTHPOHIYM é

Q

\
| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEIIIECTBO(A) N\ |
[4

Bcesika nocraBena 103a chabpxka 87 MEUKporpaMa OeKJIOMETa30HOB ,ILI/IHpOHI/IOHaT,%I/IKPOFpaMa
thopmoTeponoB pymapat nuxuapar u 9 MUKporpama rITHKOITHPOHUYM.

Besika oTMepeHa 71032 (103ata, KOSITO M3JTH3a OT BEHTHA) chabpka 100 orpama OeKJIOMETa30HOB
TUTIPOIIHOHAT, 6 MUKporpama ¢GopMoTeposioB pymapaT nuxuapar u 10 porpama TITUKOITHPOHUYM.

3. CHUCBHK HA IOMOIIHUTE BEIIECTBA ~7
~
IToMomnraM BemecTBa: 0€3BOJICH €TAHOJ, XJIOPOBOIOPOIHA K@HI/IHa, TIpoTIeIeHT: HophaypaH

Coabpxa GayopchIabpiKally MapHUKOBH T'a30Be. @
BmxTe nucToBKaTa 3a JOMBIHATETHA HHPOPMALTHSL. \2\

%Y
4. JIEKAPCTBEHA ®OPMA U KOJII/IWTBO B E/IHA OITAKOBKA

Q

PaSTBOp IO HAJIATaHE 3a MHXaJIallua O

1 omaxoBka o Haysirane cse 120 BWBaHHﬂ.

KommnonenT Ha rpynoBa onalcomc&,-ﬂe MO:Ke 712 ce TPO/IaBa OT/AETHO.

AN

5. HAYMH HA NPWJIOSKEHUE U ITbT(MIA) HA BbBEXKJIAHE

SO
[Ipenu ynotpeda Hpo‘@e~ JIMCTOBKATA.

WnxanaropHo np]@x HHUe

>

6. WAJIHO HNPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUSAT INPOAYKT TPSIBBA

CBbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJIA U JOCET A HA JIELIA

Y
I[a ?&QXP&HSIB& Ha MsACTO, HCAOCTBITHO 3a Ac1a.

o

NJ.  JIPYTM CHELMAJIHM NPEJYNPEKIEHUS, AKO E HEOEXOJIUMO |

| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT |

T'onen no:
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Caen ormyckane:
Ha ce cexpansa nox 25°C naii-mHOTr0 4 Mecena.

JlaTta Ha oTnmyckane:

| 9. CHELHUAJIHU YCJIOBUS HA CbXPAHEHUE

[la He ce 3ampa3sBa.
Ja He ce m3nara Ha Temrieparypu mo-Bucoku ot 50°C.
Jla He ce mpoOuBa OMakoOBKaTa IO HaJsTaHe.

o0

10. CHENUAJIHMA IIPEIITASHHA MEPKH ITPU U3XBBPJISIHE HA N3IIOJ3BAHA

YACT OT JIEKAPCTBEHUTE MNPOAYKTHU NJIN OTIHHAABY MATEPUAJIA OT

TSX, AKO CE H3UCKBAT TAKUBA S

o
Fa)
11. MME 1 AJAPEC HA IIPUTEXATEJIS HA PA3PEmEm0 3A YIIOTPEBA
‘0
Chiesi Farmaceutici S.p.A. Q
Via Palermo 26/A Q
43122 Parma
Uranus \2@
12. HOMEP(A) HA PASPEILIEHUETO 3A’€’TIOTPEBA
Q

EU/1/18/1275/004
EU/1/18/1275/005 &0

)

13. TAPTHJEH HOMEP =~

IMapruna: é
Q

\
| 14. HAYMH HA O CKAHE

&

| 15. YKA3AHMS 3A YIIOTPEBA
Y

oY

| 16. MA®OPMAIUS HA BPAILJIOBA A3BYKA
A\ 4

Riatﬁ7/5/9 ug

<

7. YHUKAJIEH UIEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

| 18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHHMUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EIMHUYHU
II'bPBUYHU OITAKOBKH

AJIYMHUHUEBA OITAKOBKA

1. HME HA JEKAPCTBEHHUS NPOJYKT U MbT(UILA) HA BbBEXKJAHE oY

Riarify 87/5/9 mukporpama mHXananus moj| HajlsTaHe '&
OEKJIOMETa30HOB AUITPONHOHAT/(hOPMOTEPOITIOB (hyMapaT TUXUAPAT/TIIMKOIMPOHHEB QO

WnxanaTopHO npHiIoXKeHne A
o
)
| 2.  HAYMH HA NPUJIOKEHHUE O
QQJ
a

| 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT ‘QV

EXP O)Q

Q’O
4. TNAPTHUJAEH HOMEP %)
<
Lot \2\
<

5.  CBABPKAHUE KATO MACA, OBE@;I/I.JII/I EJUHULN

60 BpbCKBaAHUA

120 BnpbcKkBaHus J &O

180 BnpbckBaHus ¢

O

| 6. JIPYTO A

&
X
e
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MHUHHMUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EIMHUYHU
II'bPBUYHU OITAKOBKH

IINIACTMACOB NHXAJIATOP

Y
1. UME HA JEKAPCTBEHHSI NPOAYKT U MbT(MIIA) HA BBBEXKJIAHE  (7)”
Riarify 87/5/9 pg &Q
O
N
| 2. HAYMH HA MPWIOKEHUE N\
‘O
)
| 3. JIATA HA U3TUYAHE HA CPOKA HA FTOJIHOCT e
i
| 4. MAPTWJIEH HOMEP )
o)\i
[4a Y
| 5. CbIbPKAHHUE KATO MACA, OBEM WJIM EJUHRH U
~
<
| 6. JPYIO R
o
Z
N
Q)Qj
O
A
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(Y
b. JUCTOBKA Q
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JIncroBka: nHpopManusa 3a NOTpeOUTEI

Riarify 87 mukporpama/5 mukporpama/9 MmukporpaMa pa3TBop MO HAJIATaHe 32 HHXAJAI[UA
OEKJIOMETa30HOB AUITPONHOHAT/(POPMOTEPOIIOB (hyMapaT TUXUAPAT/TITUKOTHPOHHYM
(beclometasone dipropionate/formoterol fumarate dihydrate/glycopyrronium)

IIpoyereTe BHUMATEIHO LAJIATA JUCTOBKA, IIPEAH 1A 3all0YHETe 14 U3110/13BaTe TOBA <O
JIEKapCTBO, Thil KaTo TS ChABPIKAa BaxkHa 3a Bac nudopmanus. @
- 3amasere Ta3u IUCTOBKA. Moke 1a ce HaloXkH Ja sl IPOYeTeTe OTHOBO. Q

- AKO MaTe HAKaKBH JOIBJIHUTEIHH BBIIPOCH, TONUTaTe Bammms nexkap unu (’papMa®rT.

- ToBa JlekapcTBO € npeanucaHo 1u4Ho Ha Bac. He ro npeorcTenBaiiTe Ha Ipyru X 0 MOXE
Jla UM HaBpeIH, He3aBUCUMO Y€ PU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE-RaTO Bamure.

- AKO NOIy4YHTe HAKAKBH HEXEIIAaHU peakluy, yBenoMeTe Bamus nekap uiuu MareBT. ToBa
BKJIFOYBA Y BCUYKHU Bb3MOXXHU HEKEIIAHU PEAKIUHU, HEOIIMCAHU B Ta3U JIUC . Buxre

TOYKa 4.
X

Kakso CbAbpPiKa Ta3u JIMCTOBKA &

1. Kaxkso mpencrasmnssa Riarify u 3a kakBo ce n3mon3sa @
2. Kaxso Tpsi6Ba na 3Haere, npean nga n3non3Bate Riarify Q
3. Kak na nznonssate Riarify ,é))
4. Bb3M0oXXHM HEXKENaHU peaKklnu
5. Kaxk na cexpansBate Riarify Q
6. CpapprkaHre Ha OMaKOBKaTa U AOIBIHUTETHA HHq)op@m;I
<

1. Kakso npeacrasiassa Riarify u 3a kakBo 6@3110.]1333
Riarify e nekapcTBo 3a momoOpsiBaHe Ha ILI/IHI&H@, KOETO ChIbpPIKa TPUTE aKTHBHU BEIIECTBA!
o OEKJIIOMETa30HOB IUIPOITUOHAT,
o thopmotepomnoB pymapar nuxumpar b
o TJIAKOTTUPOHUYM.

J
BeknoMeTa30HOB AUITPONTHOHAT npmnemn KBbM IpyTIa JIeKapcTBa, HAPEUCHU KOPTUKOCTEPOHIH,
KOHTO JIeHiCTBAT 32 HAMaJIsIBaT OT npasHeHeto B 6enure Bu npobose.

DopMOTEPOI U rHHKOHHpOH:?& JIEKapCTBa, HAPSUCHH JBJITOJCHCTBAIYM OpoHXOoAMIaraTopu. Te
JeficTBaT o pa3nuyHU Had 3a OTIyCKaHe Ha MyCKYJIUTE B JUXaTEIHUTE IIBTHILA, KaTO IIoMarar 3a
Pa3IIUPSBAHETO HA XA T€ MbTHIIA U B JaBat Bb3MOXKHOCT /12 AUIIATE MTO-JIEKO.

PG,E[OBHOTO JICUCHUEC 1 TpU aKTUBHU BCUICCTBA ITOMaAra 3a o6neanBaHe " IpeaOTBpaTdBaHC Ha
CHUMITOMH KaTo 3 SXPUIITEHE U KallUTUIA IPU Bh3PACTHH MAIUEHTH ¢ XPOHUYHA O0CTPYKTHBHA
oemoapobna 6oxect (XOBDB). Riarify Moxke na Hamaim 060CTpsHUATA (PUCTHITUTE) HA CHUMIITOMHTE
Ha XOBbb. X CEPUO3HO MPOABIDKUTEIHO 3200 sIBaHE, IPH KOETO JUXATEITHUTE IBTUIIIA CC
3aIyIBar TYLIHATE MeXypueTa B OenuTe ApoOOBe ce YBPEKAAT, KOETO BOAH A0 3aTPYAHEHO
JTUIIIaHE.

@)

2. ’§am&o Tpsi0Ba Ja 3HaeTe, npeau aa usnoaspare Riarify

Q@é u3nouassaiite Riarify

AKO cTe alepruIHH KbM OCKIIOMETa30HOB TUTIPOITHOHAT, (OPMOTEPOIIOB (pyMapaT TUXUAPAT W/AITH
JIMKOITUPOHUYM HIIM KbM HSIKOSI OT OCTaHAJIMTE ChCTaBKH Ha TOBA JICKAPCTBO (M30pOCHM B TOUKA 6).
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IIpenynpesxaeHust U NpeaNa3sHA MEPKH

Riarify ce m3mon3Ba kaTo moaabpKaIo JIedeHne Ha OOCTPYKTHBHO OenoapoOHo 3abonsaBane. He
U3M0JI3BAITE TOBA JIEKAPCTBO 32 JIeueHHEe Ha BHE3AICH MPUCTBII HA 3a/1yX WIIM XPHUIIOBE.

Axo numranero Bu ce Biomm c ’O
AKO pa3BHeTe BJIOIIABAIIl CE 3a/IyX WIA XPUNITCHE (IUIIaHe ChC CBUPKAIIl 3BYK), HETIOCPEIICTBE en

WHXalMpaHeTo Ha Bamrero nexapcTBo, cripere Ja u3oisBare naxanaropa ¢ Riarify u Hezad
u3MnoJ3BaiTe Barius nHxanaTop ¢ Obp30aeicTRallo ,,00JeKYaBalo’ aekapcTso. TpsOBa B@{ara Ja
ce cBbpikeTe ¢ Bamus nexap. BamusaT nekap mie oueHu cumnromure Bu u ako e Heo6onMo, MOXKE
Jla 3alI0YHETE JPYro JICUCHHUE.

Bwxre cwimo Touka 4 ,,BE3MOKHI HEXEIIAHT PEaKITiu . ’O
Axo 0enoapo6noTo By 3a00i14BaHe ce BIOIIN \z\ t
Axo cumnitomuTe By ce BiomaT WM TPYIHO c€ KOHTPOIUpAT (HaIpuMep 3I10JI3BaTE OTACICH

HWHXAJaTop C ,,00JIeKYaBaIio JISKAPCTBO MO-YE€CTO) WIH aKO ,,00JIeKIaBa 0 TIeKapCTBO HE
nonto0OpsiBa cumnromute By, BenHara nocerete Bamus siekap. BameTQ%bzmoGHo 3a00JIIBaHE MOXKE
Jla Ce BJIOIIaBa M MOXKE Ja ce HajIoXKu Bammusat iekap na Bu npenn pyTO JICUCHUE.

T'oBopere ¢ Bamus gekap uiu d)aDMaLIeBT., Opeau aa I/I3H0J'I3Ba’m@arif\7:

. aKo UMaTe HIKAKBU CHhPICTHU MPOOIEMH, HATIpUMEP &ﬁ-{oxapm/m (cppaeuna 6onka, OoJKa B
I'BPANTE), CKOPOILIEH ChpACUYCH yaap (MHpapKT Ha @OKapna), ChpJleYHa HEOCTATHYHOCT,
CTECHSIBAHE Ha apTEPUUTE OKOJIO ChPLETO (Kopoazpﬂa OoJiecT Ha CHPLETO), 3a00IIIBaHE HA
CHhPJEYHUTE KIIAIK TN KAaKBUTO U Ja OWIIO IPYTH OTKJIOHEHHS, CBBP3aHH ChC CHPIIETO, WA aKO
umare 3a00JIsiBaHe, U3BECTHO KAaTO XUTIEPT Ha 00CTPYKTHBHA KapJHOMHONATHUS (NU3BECTHA
u katro XOKMII - 3abonsBane, npu KoeT(Q},pz{eqHHaT MYCKYJI € YBpe/IeH);

o aKo UMaTe HapyIICHUs Ha CLpHGqHPﬁ)I/ITLM, KaTO HAMpUMEp HEeMpaBUICH MYJIC, YCKOPEH MyJIC
WM ChpIieOueHe, Wiu ako ca Bu W 71, 9e B enekTpokapauorpamata Bu (EKD) uma
OTKJIOHEHHUS; J&

o aKO UMaTe CTECHIBaHE Ha ap%pnme (M3BECTHO KaTO apTEPHOCKIIEPO3a), aKO MMaTe BUCOKO
KPBHBHO HAIIATaHE WA aKO I/I\MaTe aHeBpm3Ma (00JIecTHO M3yBaHE HA CTEHATa Ha KPHBOHOCEH

ChA); \&'

o aKo uMmare xnnep@%g a IUTOBHUIHATA JKJIC3a;

o aKo mMare HHQ HUBa Ha KaJuil B KpbBTa (xunokanuemus). KomOnHamwsta Ha Riarify ¢ Hakoun
JIPyTH JIeKa 3a XObb unu exapcTBa KaTo JUYPETUITH (JIEKapCTBa 32 OTBOIHSIBAHE HA
OpraHu3Ma 3a JIeYeHUE Ha ChPACYHO 3a00IsIBaHe MIH BUCOKO KPHBHO HAJISATaHE) MOXKE J1a
NPUYUEPSI3KO0 crlafiaHe Ha HUBOTO Ha Kanuil B KpbBTa. [1o Tasu nmpuunHa Bamust nekap Moxe

Jla u a U3MepBa HUBaTa Ha KUK B KpbBTa Bu OT Bpeme Ha BpeMme;
o a@mMaTe HSIKaKBO 3a00JIIBaHEe Ha YepHUs APoO MM OBOpEIuTe;

L4 @aKO numartre ):[I/Ia6GT. Bucokure no3u (l)opMOTepon MOrar Aa IMOBHUIIAT KpbBHATA Bu 3axap 1
@% 3aTOBA MOXKE Jia C€ HaJiara aa 1npaBUTEC JOIIBJIHUTCIIHN KPBBHU U3CJIICABAHNS 3a IIPOBEPABAHE HA
Q KpbBHATa 3axap, KOrato 3ario4BaTe yHOTpe6aTa Ha TOBa JICKapCTBO, U OT BpEME Ha BpEMEC B
X0Ja Ha JICYCHUCTO,

o aKo MMaTe TyMOp Ha HaAOBOpEUIHNTE JKJIe3U (M3BECTEH KaTo (heOXPOMOIIUTOM);

. ako me Bu Obae mpaBena ymoiika. B 3aBUCHMOCT OT Bi/Ia Ha yIoilKara, MOXe J1a Ce HAIO0XKH Ja
crpete aa u3nonssare Riarify 3a Hali-manko 12 yaca npeau ToBa;
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o aKo ce JIEKyBaTe WM HJIKOoTa CTe ce JIeKyBaju 3a Tyoepkyiosa (Th), nnu ako umare nHpeKus B
TPBAHUS KOLI;

. aKo UMaTe TpoOJIeM ¢ OYNTE, HApECUEH TECHOBI'BITHA TIIAyKOMA, ’O
. aKO UMaTe 3aTPYTHEHO YPUHHUPAHE; é<>

° aKo MMaTe MHQEKIUI Ha yCTaTa WU T'bPIO0TO. éQ

AKo HsIKOE OT ropHHUTE Baxku 3a Bac, yBenmomere Barwms nekap, npe/u 1a u3noi3sate Riari

AKO UMaTe WK CTe UMaIi KaKBUTO U J1a OUI0 MEAUIIMHCKU TPOOIEMHU WU aJepTrHH, aKo HE CTe

CUTYpPHU Jaliil MOXKeTe Ja usnoissare Riarify, roBopete ¢ Bammst nexap nim Q)apr@BT, penu 1a
U3II0JI3BaTe MHXAIATOPA.

Axo Beue msnoissare Riarify @b

Axo n3nonzBate Riarify uiau BUCOKH 103U IpyTH HHXAJIaTOPHH KOPTHK menn 3a NPOJBIKUTEIIHU
MIEpPUOIH OT BpeMe M MOMAAHETe B CTPECOBA CUTYaALHs (HAIIp. aKo CTe TH B OOJIHHLIA CIIe]
MHIUJCHT, UMaTe CEPHO3HO HapaHsIBaHE WM IIPEIH OIepanus), Mo, HUMaTe MO-ToJIsIMa HyXK/1a OT
TOBA JIeKapcTBO. B mogoOHa cutyarys Moxe 1a ce Hajoxu Bam €Kap Jla yBeIU4HU J03aTa Ha
KOPTUKOCTEPOUIUTE, 3a J1a CE CIIPABUTE ChC CTPECA U MOXKE Ja Qﬂpe;[nmue nox gpopMaTa Ha
TabJIEeTKN WM MHXEKINH.

Cebpxere ce ¢ Bammst nexap, ako umaTe 3aMbIJIEHO 3pemz1eqy{1/1 JIPYTH 3pUTEIIHU CMYILECHHUS.

Jeua u roHomu
He nmaBaiiTe TOBa JIekapCcTBO Ha JIeTa ¥ IOHOIIN Ha B@aCT 1o 18 roguamM.

JApyrn nexapcrBa u Riarify 4

Tps0Ba na kaxere Ha Bamus nekap uinu (bapl@eBT, aKo mpueMare, HaCKOpO CTe MPUEMATTH WA €
BB3MOJKHO J1a TIpHeMaTte Ipyru neKapCTBa.g)Ba BKJIIOYBA JIEKapCTBa, 10/100Hu Ha Riarify,
W3II0N3BaHM 3a 6e10apoOHOTO B 3a63n;§ e.

Hsxou nexkapctBa Moxe 1a yBeana@)eKTa Ha Riarify u Bammsit nexap Mosxe ga morcka na Bu
mpocieasIBa BHUMATEIHO, aKo TIp T€ TaKMBa JIEKapCTBa (BKIIOUMUTEITHO HAKOU JIEKAPCTBA IPU
XWB: putoHaBUp, KOOUITUCTAT). \

He u3noJi3Baiite ToBa je 1&?30 B KOMOMHaNus ¢ 0eTa-0J10Kep (M3MOI3BaH 3a JIEYCHNE Ha HAKOU
CBP/CYHHU NPOOJIEMH Ka %Hoxapzma WIIN 32 TIOHMXKaBaHe Ha KPBbBHOTO HAJISITAHE), OCBEH aKO
Bamwusr nekap He e u3 Oera-01oKep, KOWTO HE MOBNIMsABA AuiaHeTo Bu. bera-0mokepure
(BxrOUMTENHO OETa, Kepu 11oJ] popMara Ha KaIlky 3a 04M) MOTaT Jia HaMaJsIT ePeKTHTE Ha
¢dhopmoTepon nin NpaBsT Taka, ye ToW Aa He AelicTBa n3o0mo. OT apyra cTpaHa, U3M0JI3BaHETO
Ha JPYyTH JIEKap¢TBa, ChAbprKaIly OeTa2-aroHUCTH (KOUTO JEHCTBAT MO CHIIMSI HAUWH KaTo
dhopmoTepon e ma ycuin epextute Ha GopMOTEPOIT.

Ynomegf&a Riarify 3aenHo c:

o QxapCTBa 3a JeueHue Ha
~ HEMpaBWICH CHhPJCUCH PUTHM (XUHUINH, TU30MUPAMUI, TPOKAMHAMU),

‘& - aJepruyHU peakiuu (aHTUXUCTAMUHH),

Q/ - CHMITOMH Ha JIENPEecHs WM YMCTBEHH 3a00JIBaHUA, KATO HAIPUMEP HHXHUOUTOPH Ha

Q MOHOAMHHOOKCH/Ia3aTa (HanpuMep heHeI3WH U U30KapOOKCca3n), TPUITHKIUIHH
aHTHUJICTIPECAHTH (HApUMEP aMUTPUTITHIIMH U UMUTIPAMUH) U (DEHOTUA3HHU

MOJKe J1a IOBEJIaT JI0 HIKOM MPOMEeHH B enekTpokapanorpamara (EKIT, enextpuyecku 3amnuc Ha
chp1eTo). Te MoXe CBIINO Taka /1a MOBUIIAT PUCKA OT HAPYIICHUS Ha ChPICYHHUS PUTHM
(KaMepHU apUTMUH).
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. JIeKapcTBa 3a JedueHne Ha OosecT Ha [lapkuHCOH (JIeBo0Ma), 32 JICUCHUE HA XUITOAKTHBHA
IIMTOBUJIHA KJie3a (JICBOTUPOKCHH), JICKAPCTBA, ChIIbPXKAI OKCUTOIHMH (TIPUYHHSBAII]
MaTOYHU KOHTPAKI[MH) M AIKOXOJI MOXKE J1a TIOBUINIAT BEPOATHOCTTA 32 HEXKENAHU PEaKIIUU Ha
(hopMOTEpOIT BEPXY CHPIIETO.

. WHXUOUTOPH HA MOHOaMHUHOOKcHaa3aTa (MAO-UHXUOUTOPH ), BKITIOYUTEITHO JICKAPCTBA C ,O
1oT0OHU CBOMCTBA KaTO ()ypa3oJIMIOH U MPOoKapOa3uH, U3IOJI3BaHH 32 JICUSHUE Ha YMCTB
HapyIICHHUs, MOXKE JIa IOBEJAT JI0 MOBHUINIABAHE HA KPHBHOTO HAJISATAHE. Q

o JIeKapcTBa 3a JICUCHUE Ha ChPJIeUHO 3a0011BaHe (IMTOKCHH) MOKe J]a IPUYNHU cna@e Ha
HUBOTO Ha Kanuil B kpbBTa Bu. ToBa Moke Ja MOBUILN BEPOSTHOCTTA 3a HapyIle JIeUEH
PHUTBM.

. JIPYT'H JIEKapCTBa 3a JIEYeHUEe Ha 00CTPYKTUBHO OenoapoOHO 3a00sBaHe ( WJIVH,
aMUHO(DUITMH WM KOPTHKOCTEPOUIN) B JUYPETULIM CHIO MOXKE JIa MPUYHHAIT ClIaJlaHe Ha
HUBOTO Ha KaJIHi. QJ

L4 HAKOM aHECTCTHUIM MOXKE Jia ITIOBUIIAT pHUCKAa OT HAPYILICH ChpAC TbM.

. Hucyndupam - iekapcTBO, U3MOI3BAHO MIPH JICUCHUE Ha xopz? KOXOJIU3bM, WU
METPOHHIA30JT - AHTUOMOTHK 32 JICUCHHE Ha MH(EKINH B o@ W3Ma, MOXeE JIa IPUIHHST
HEXEJIAaHHW peaknn (Hamp. TaJeHe, MoBphIlaHe, 00JKa BQ)M&X&) BCIICJICTBHE Ha MAJIKOTO
KOJIMYECTBO ayikoxoJ B Riarify. Q/

BpeMeHHOCT U KbpMeHe @
AKo cTe OpeMeHHa Uil KbPMHUTE, CMSTaTe, 9€ MOXKE L[et'z?e OpeMeHHa WK TUIaHupaTe OPeMEeHHOCT,
nochbBeTBaiTe ce ¢ Bamus nexap i papmaneBT n@n ynoTpebaTa Ha TOBa JEKapCTBO.

Tpsi6Ba na uzmon3sare Riarify mo Bpeme Ha 6pe®{H00T, caMo ako Bammsat nekap Bu e mochBeTBa
Jla O HampaBuTe. 3a NpeAnoYnTaHe € Ja ce u3@grea ynorpedara Ha Riarify mo Bpeme Ha paxknaHe
opajy MmoTHCKamuTe eekTn Ha POPMOT BBPXY MaTOYHUTE KOHTPAKITUH.

He Tps6Ba na n3nonspare Riarify B e ?ﬁa KbpMeHe. Brue 1 Bammst nekap TpsOBa ga B3eMere

pelIeHue 1aju J1a MPEyCTaHOBUTE Kb €TO WX Jia TPEYCTAaHOBUTE/HE MPUIIOKUTE TEPANUATA C
Riarify, xaTo ce B3eMaT npeaBu I a OT KbpMeHeTo 3a Bareto gete u monsara oT Tepanuara 3a
Bac.

IMo¢gupane u padora ¢ Mm@u\

Manko BepositHO € Riarify & OBJIKsIC CTIOCOOHOCTTA 32 moQupaHe u padoTa ¢ MAITUHH.

Riarify cbabpaka eTa

Riarify ceappxa 8,8§6ymg ankoxoi (€TaHOI) BbB BCAKO BIPHCKBAHE, KOETO € EKBUBAJIICHTHO Ha
17,712 mg Ha no:sQ«r B€ BOPbCKBaHUs. KOIMUYecTBOTO B 1BE BIPBHCKBAHUSI OT TOBA JIEKAPCTBO €
€KBHBAJICHTHO HA MO-MaJKo OT 1 ml BuHO mnm 6mpa. MaikoTo KOJMYECTBO aJIKOXOJI B TOBA JIEKAPCTBO
HAMa J1a mm&xm 3a0enexumMu e(hexTH.

L

3. Iﬁu na uznoussare Riarify

B }@I/I M3T0JI3BATEe TOBA JICKAPCTBO TOYHO KakTo By e kazan Bammsr nekap wim hapmarieBT. AKo
Te CUTYpHU B Hello, onuTaiite Bamms nexap unm gpapmarieBT.

%penoquHTenHaTa [03a € IBC BIIPBCKBAHU CYTPUH U ABC BIIPHCKBAHUS BEUCP.
Axo CMATATEC, U€ JICKAPCTBOTO HC € MHOT'O e(beKTI/IBHO, TOBOPECTC C Bamus JICKap.

AKO TIpeiv CTe M3MON3BAIM IPYT HHXATIATOP, ChBPIKAII OEKIIOMETa30HOB UMIPOIMOHAT, TOMOJIETE
Bammst mexap 3a CbBET, Thi KaTo eeKTHBHATA J103a OEKIIOMETa30HOB AumponroHar B Riarify 3a
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nedenue Ha Baiero 06cTpykTUBHO OenoapoOHO 3a00IIIBaHE MOXKE J1a € TIO-HUCKA OT Ta3U MPU HIKOU
JPYTH HHXATaTOPH.

I[I'bT HA BBBeEKIaHE
Riarify e npeanazHaueH 3a HHXAIATOPHO MPHIIOKEHUE.
Tps6Ba na uHXaNIUpaTe JEKapCTBOTO MPE3 yCTaTa U Taka JIEKapCTBOTO OTHBA AUPEKTHO B Oeure %b

IpoOoBe.
<

ToBa JIEKApCTBO € MOCTAaBCHO B OINAKOBKA IO HAJIATaHE B IJIACTMACOB MHXAJIaTOp € MyH,I[H_IKQ

Riarify ce npeanara B Tpu BH1a OAKOBKH: Q
. OIIaKoBKa, ocurypspaiia 60 BIpbCKBaHUS A

. OIaKoBKa, ocurypspaia 120 BIpbCKBaHUS ’O

. OIlaKoBKa, ocurypspamia 180 BIpbCKBaHUS. 0)

Axo Bu e npednucana onakoska, ocuzypsasauia 60 snpvckseanus uiu 120 enp,
Ha 3agnara wact Ha uHXamaTopa uMa Oposid, KOWTO IOKa3Ba KOJIKO J03H O
HaTUCHETE OMaKOBKATa MOJ| HAJISITaHe, C€ OCBOOOXKIaBa BIPHCKBAHE OT
oTyuTa equH Opoil mo-manko. [locrapaiite ce n1a He U3ITycKaTe HHXAI

JIOBEZIC 10 OTOpOsiBaHE OT Oposiya. ,))Q

at. Bceku npT, KOrato
CTBOTO M OpOSIYBT
, ThH KaTO TOBa MOXKE J1a

Axo Bu e npeonucana onaxoeka, ocucypsasauia 180 emm;cxeaHQ

Ha 3amnHara gact Ha WHXaJIaTOpa UMa WHIUKATOP, KOWTO IMOKa3Ba KOJIKO 03U OCTaBaT. BCeku IbT,
KOraTO HATHCHETE OIlaKOBKaTa I10]] HaJIATraHe, Ce oc3060mnﬁBHpBCKBaHe OT JIEKapCTBOTO U
JTIO30BHAT UHAUKATOP CE 3aBBpPTa B MaJIKa CTeTeH. bposT @OCTaBamHTe BIIPBCKBAHMS CE€ TIOKa3Ba Ha
uaTepBany ot 20. [TocTapaiiTe ce ma He HM3MyCKaTe MH TOpa, Thil KATO TOBAa MOXE Jla JIOBEAE /10
0TOpOsIBaHE OT JIO30BHUS HHIUKATOP. @

TecTBaHe HA MHXAJIATOPA
Ipeaun na M3M0JI3BaTe HHXAIATOPA 3a IHPBH 1@, TpsiOBa /1a rO TECTBATE MO CIACIHUS HAYMH, 32 [1a Ce
yBepuTe, ue pabotu godpe.

1. B 3aBucumocT ot pa3Mepa Ha oma QaTa, KosiTo Bu e npennucana, npoBepeTe Aaiu JO30BHUAT
Oposta otunta 61 wim 121, wm BUAT MHAWKaTOp otymTa 180.

2. Caainere mpeamnasHaTa KanaqKQr MYH/IIIYKA.

3. JppxTe nHXanaTopa u3NpaBgH; C MyHALyKa OTAOIY.

4. Hacouere MmyH/IIIyKa BCTpaHu OT ce0e CH M CUJIHO HATHCHETE ONIaKOBKATa [0/ HaJIsITaHe, 3a 1a
OCBOOOUTE EIHO BIIP ake.

5. [IpoBepeTe n030BHA QPOTY WM JO30BUS MHAMKATOP. AKO TECTBATE MHXAJIATOPA CH 3a IIbPBU

BT, OPOSTIBT Tp;{%~ OTYHTA:

120 180
- TIPH YIIO Ha OTAKOBKAa | - MPH yMOTpeOa Ha ONAaKOBKa | - MPH ymoTpeda Ha OMaKoBKa
¢ 6Q BIIPHCKBAHUS c¢be 120 BIpBCKBaHMS cbe 180 BpBCKBaHMS
A\ T
<bo A030B A0o30B
0] Brost [ BPOAY MH]UKATOP

O
S od] | |@
¢




Kak na uznoszBare Bammsa naxajgaTop
CroliTe N3MpaBeHH WK CEIHAIU B U3MPABEHO MOJOKEHUE, KOTaToO MPABUTE HHXAJAINS.
BAXXHO: He usmbnasBaliTe CTHIKA 2 10 5 TIPEKaIeHO OBP3O0.

1 2 3 4 A\5

1. CaasieTe mpe/na3Hara Kamayka OT MYHAIIYKa U IPOBEPETE JalH Msz[myK}qébaHCT U HAMa
Ipax ¥ 3aMbpPCABaHHUs.

2. Wznumiaiite 6aBHO M KOJIKOTO € Bh3MOXHO IMO-ITBJIHO, 32 JIa H3npa3HHTe@6nme cu apobose.

3. JIpbKTe MHXANAaTOpa U3MPaBeH ¢ MYH/AIIYKa HaJJ0Iy ¥ MOCTaBeTe MyHEIyKa MEeX Ty 3b0HTE CH,
0e3 na ro 3axamnBare. Ciieji TOBa IIOCTaBETE YCTHUTE CH OKOJIO MYH, a, 8 e3UKBT JIa JISKU
0] Hero 0€3 J1a ce ImperbBa. Q

4. Bnummaiite 6aBHO 1 IBIOOKO TIpe3 ycTaTa CH, 3a J1a HBHLJ‘IHI/ITQI/ITC CH Ipo0OBe C BB3AyX
(ToBa TpsIOBa ma cTaHe 3a okoJo 4-5 cexyHan). Beanara cnel 3amouBaHe Ha BIWIIBAHETO,

CHUJIHO HATUCHECTE HAZI0JIy TOpHAaTa 4aCT HAa OIIaKOBKaTa H% sSATraHe, 3a J1a OCBOGOZ[I/ITG €IHO

BIIPBCKBAHE.

5. 3aapBKTe IbXa CH KOJKOTO € BE3MOXKHO MO-JIBJITO U @paa W3BaJIeTe MHXAJIaTopa OT ycraTa
CH W m3auInaiite 6aBHO. He m3auimBaiiTe B MHXaIAR@pA.

6. IIpoBepete nanu po3oBusT oposiu (60/120 Brpbe 1) € OTOPOMII C €THO MO-MAJIKO MU

no3oBusT nHAMKaTop (180 BIpbCckBaHuUs) ce € 3aBBPTSUI JIEKO.

3a BTOPOTO BNPBCKBAHE, 3aPBKTE HHXANIATOPA é}%ﬁpaBeHo HOJIO’KEHHUE 33 OKOJIO MUHYTa, CJIe]] TOBa
MOBTOPETE CTHIKHU 2 10 5. Q

AKo BIXIATE ,,MBIIa“ 1a U3IIHU3a OT TOP 4acT Ha MHXaJjlaTopa WK OT BIJIUTE Ha ycTarta Bu, ToBa
o3HauaBa, ue Riarify Hsma na monanHg nmute Bu npo6oBe kakTo TpsOBa. Hampasere orie eaHo
BIIPBHCKBAHE, KaTO CIIEIBATE YKA3aHU 3armoYBaiiku OTHOBO OT CThIIKA 2.

Crnen ynotpeba moctaBere Hpeﬂna3§aTa KarmaJka.

\
3a 1a ce mpe/masure oT r'ed WHQEKIHS B YCTaTa U T'bPIIOTO, M3ILIAKBANTE yCTaTa CH HITU MPaBeTe
raprapa c Boja, 6e3 yia st naﬁ{LmaTe, WJIM CH U3MUBATE 3b0UTE CJIe BCAKO M3MO/I3BaHe Ha Bamus

WHXAJaTop. O

Koza mpsbea oa c QMe HOB UHXANAmop

Tps0Ba 1a B3eMETOHOB HHXAJIATOP, KOTATO JO30BUAT OpOsY MM MHAMWKATOP MOKa3Ba 4yuciaoTo 20.
Copere na u3 aTe MHXAJIATOPa, KOrato OposiybT WM MHAMKATOPBHT NoKka3Ba 0, Thil kaTo
0CTaBaloOTo XaJlaTopa JIEKapCcTBO MOXKE J1a HE € JOCTATHYHO 3a ITBJIHO BIPBCKBAHE.

Axo I/IMﬁé\CHa(S 3aXBaT Ha pbKaTa, MOXKE Jia € MO-JICCHO Aa AbPKUTC MHXAJIAaTOpa C ABC PBLEC: NPBIKTC
FOpHQ CT Ha UHXAJIaTopa C ABaTa CH IIOKasajeua 1 JoJIHaTa My 4acCT - C BaTa Iajeua.

U € TPYJHO Ja U3MOJI3BaTe MHXAJIATOpa, AOKATO 3ao4Bare JAa BAUIIBATE, MOXKETE Aa
omsBare cneiickpa AeroChamber Plus. [lomuraiite Bammst nexap nin papmaneBt 3a ToBa U3enHe.
QXHO € Ja MpoYeTeTe JIMCTOBKATa, KOATO Ce MPpesocTaBs cbe crelickpa AeroChamber Plus, u
BHUMATEJIHO Ja CJIEABATE YKa3aHMsITa 32 TOBA KaK Ja u3noi3eare cnericbpa AeroChamber Plus u kak
Jla TO TIOYHCTBATE.
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IMouncTBane Ha uHxanaropa Riarify
Tps0Ba ga moyrcTBaTE HHXAJIATOPA CH BEAHBXK CEIMHUYHO.

1.  He usBaxkmaiite omakoBKara 1oJ] HaJISITaHe OT MHXAJIATOPa U HE M3IOJI3BANTE BOA WU JIPYTH
TCYHOCTHU 3a MOYHUCTBAHCTO MY.
2. CaasieTe mpeana3Hara Kamayka OT MYH/IIIYKa, KaTo s U3TETIUTE OT HHXANIATOpA.
3. U3rpwmiite BhTpENIHATA M BHHIIIHATA YACT HA MYH/IIYKa 1 HHXAJIAaTOpa C YHUCTa, CyXa KLpna@
canderka.
4. BbpHeTe Kamaykara Ha MyHJIIIIyKa. @
o~

AKO CcTe M3M0JI3BA/IN NOBeYe 0T HeoOxoauMaTa 103a Riarify

Baxno e na npuemare go3ata cu kakto Bu e kazan Bammsar nekap. He npeBuinasaiite i HcaHaTa
Bu no3a, 6e3 ga roBopute ¢ Barms iekap.

AKO cTe M3moJI3BalI TIOBeUe OT HeoOxoaumaTa mo3a Riarify, Moxke 1a BR3HUKHAT HESKEITaHN PEaKITHH,
KaKTO € OIMCAHO B TOUYKa 4.

TpsibBa na kaxkete Ha Bamms jiekap, ako cTe M3MOJI3BAIIM IOBEYE OT HEOOXO0T! ngosa Riarify u ako

“MaTe HAKOH OT Te3n cMMIITOMHU. Bbp3MokHO € Bammsr ekap na vicka fa Ha HSIKOM KPBHBHH
W3CIIEIBAHMSL. &

Tps6Ba na xkakere Ha Bamms siekap, ako pa3BueTe HIKOM OT TE3U CUM u.

AKko cTe nmpomycHaJu aa udnouassare Riarify b

M3non3zpaiite ro BeAHAara oM CU CIIOMHUTE. AKO IIOYTH € BpeM ciensamara Bu no3a, He
TpueMaiiTe mo3aTa, KOSTO CTE IMPOIyCHAIH, a IPOCTO IIpHeMeTe CleIBamiaTa 103a B MPaBUITHOTO
Bpeme. He ynBosiBaiite nosara.

AKko cte cripesiu ynorpedara Ha Riarify

Baxno e na u3nomsBate Riarify Bcexu nen. He cn%ze na m3non3Bare Riarify u He HamarnsBaiiTe

A03ata, 10pu aKo C€ 4yBCTBATC no-/:[06pe WA HAM HMIITOMH. AKO CKaTe Jla ro HallpaBUTC,
YBEAOMETC Bamms JICKap. @

AKoO MMaTe HAKAKBU JOMbIHUTETHH Bano% CE’bp3aHI/I ¢ ynorpebata Ha TOBa JIEKapCTBO, MOMUTAITE
Bamms nekap wiiu papMariesT. A

N\
4.  Bb3MOKHH HeKeJIAHH pealg&.un

KaxkTto Bcmuku JICKapCTBa, TO exapCTBO MOXKE fa NpEau3BUKa HEXKCIIAaHN PCAKIINU, BBIIPEKH Y€ HE
BCCKM I' I10JTy4aBa. :

Mwma puck oT BiIOIIaBa %‘mz[yxa ¥ XpUIIOBETE BeaHara ciej ynorpedara Ha Riarify u ToBa e
H3BECTHO KaTo Iapa, JieH Oponxocna3bM (Moxke 1a 3acerte a0 1 Ha 1 000 gymm). Ako ToBa ce
city4u, TpsOBa Ja ¢ na u3non3pare Riarify u He3a0aBHO Jja M3MOI3BATE CBOS MHXAIATOP C
0Bp30aeHcTBAIIOTOY,, 00JIeKUaBaIIo IEKapCTBO 32 JICUSHHE Ha 3a/1yXa U XpuroBeTe. TpsaOBa BegHara
Ja ce CBLpnceT]ibBamm neKap.

TpsbBa @KeTe Ha Bamus nexap BenHara,
o ago fiMare HIKAKBH AJIEPTHYHH PEAKINH, KaTO HAIPHUMEP KOXKHU aJIepTHH, YPTUKAPHS, ChPOEK
KOXaTa, KoskeH 00puB (Moxke fa 3acerne 10 1 Ha 100 mymm), 3auepBsiBaHe Ha KOXKAaTa,
Igﬂ}/BaHe Ha KOKaTa WK JIMTaBUIUTE, MO-CIICHHUAJIHO Ha OUUTEC, JIMIIETO, YCTHUTE U I'bPJIOTO
s& (moxe na 3acerne no 1 Ha 1 000 mymm).
aKo mMare 00JIKa WM JTUCKOM(OPT B OUUTE, BDEMEHHO 3aMbIJIsIBAHE HA 3PSHUETO, 3PUTEITHU
Q ,,OPEOJTH"* MJTH IIBETHU 00pa3d BHB Bph3Ka ChC 3aUepBsSBaHE HAa ounTe. ToBa MOXe JIa ca

MPU3HALIKM Ha OCTHP MPHUCTHII HAa TECHOBI'bIIHA INIayKoMa (MOXKe J1a 3acerHe 10 1 Ha
10 000 mymwm).
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TpsbBa na kaxxeTe Ha Bamms jekap, ako UMaTe HAKOE OT CIICJHHTE, TIoKaTo u3noiseare Riarify, Tei
KaTo T€ MOXeE Jla ca CHMIITOMH Ha OenoapoOHa nHpekmus (Moxe na 3acerHat no 1 Ha 10 gymm):

. TOBMILIEHA TEMIIEPATypa UM BTPUCAHE
. TOBMILEHO 00pa3yBaHe HAa XPAuKH, IPOMSIHA B L[BETA HA XPAYKHUTE

. 3acuieHa KalLTUIa UK 3aTPyHEHO JUILIAHE. 2
BB3MOKHHUTE HEKENAHH PEAKLIMH ca M30POEHH MO-JI0JTy CHIOPE]] TAXHATA YECTOTA. éo
Yecru (Morar ja 3acernat 10 1 Ha 10 gymm) &Q

. BB3MAJIEHO T'EPIIO @)

. XpeMa UK 3aMmylIeH HOC U KMXaHe Q

. reOUYHK HHpEKIMH B ycTaTa. M3MIaKkBaHETo HA yCTaTa Wi IIPAaBEHETOo Ha raprZ'Ac BOJA U

MHEHETO Ha 350MTE BeaHara ciej MHXajlalusa MOXKe Ja IIOMOTHE 3a npeILOTB[@BaHeTo Ha Te3U
HEXEJIaHU PEaKIINH.

. JIpe3raBoOCT Ha Tiaca \z\
° riraBodome Q/
° WH(EKIUS Ha MUKOYHUTE ITBTUIIIA. &

Heuectu (Morat na 3acersat 1o 1 va 100 gymrm)

I[paSHeHébngHOTO

. TpHII .
. BB3MAJICHUE HA CHHYCHUTE o KBbPB T HOCA
. ChpOEIK, XpeMa WK 3aIlyllIBaHe Ha HOCA o 3auepBABaHE HA I'bPJIOTO
. rbOMYHU UHPEKIIUU Ha THPJIOTO WK Ha o c;@ra B ycTara
XpaHorpoBoja (e30daryc) . apus
. I'bOMYHY UH(EKIIUN HA BIAraIUIICTO o %SBTI)YIIHGHO MPErIIbIIaHe
. HECIIOKONCTBUE rajicHe
. TpernepeHe JIOIIO XPaHOCMUJIAHE
. 3aMastHOCT CTOMAIIICH TUCKOMMOPT clie]] XpaHeHe
. HeoOWYaeH WM 0TCIabeH BKYC @ yCelllaHe 3a MapeHe Mo YCTHUTE
. W3TPBIIBaHE O 3b0CH Kapuec
. BB3MAJICHUE HA YXOTO & KOXEH 00pHB, YPTUKAPHS, ChPOESK IO
. HEMPaBUJICH ChPJICYCH PUTHM KOoXara
[ )

Bb3MAJICHHE Ha JIMTaBHIIATa HA YCTaTa ChC
i 6e3 138U
MOBHUILICHO U3MOTSIBaHE
MYCKYJTHU KpaMITi U O0JIKa B MyCKYJIHTE
0oJKa B pBIETE WIIN KpakaTa
0oJKa B MyCKYJINTE, KOCTUTE WIIH CTaBUTE
B 00JIaCTTa HA TPBIHUS KOIII
YMOPSIEMOCT
MOBHIICHUE HA KPBBHOTO HaJsITaHe
criaJlaHe Ha HUBOTO Ha HSKOM ChCTABKU Ha
@ KPBBTA: Ha ONpe/ielicHN OeJin KpbBHU
@ KJIETKH, HAPEUCHH I'PaHyJIOUTH, Ha KU
(’} WM Ha KOPTH30JT
o MOBHIICHUE HA HUBOTO Ha HSKOW ChCTABKH
/OQ Ha KpBBTa: TI0K03a, C-peakTuBeH
\& MPOTENH, OpOil Ha TPOMOOIIUTHUTE,
QQJ MHCYJIVH, CBOOOIHU MacTHH KHUCEIHHH

MIPOMEHH B €ICKTPOKAPINO arta
(eTeKTpUYECKH 3aMuc Ha CBRIETO)

. HeoOW4aifHO OBP3 CLpegle PUTBM U
HapYIICHUsS Ha ChPACYHNS PUTHEM
o MaJITUTAIAH (Cbp%{e)
3auepBABAHE HA H?T
IIOBHUIIICH KpBB@) KBbM HSIKOHU ThKAaHU B
TSIIOTO

aCTMaTqu@pHCTLn
Kamnm@u NPOIYKTHBHA KallUIAA

e e By

WNJIIN KCTOHMU.
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Penxu (Morar ga 3acernar 1o 1 va 1 000 myrm)

. I'bOUYHU UH(PEKIIUHN B TPBIHUS KOIII . M3THYaHE HA KPBB OT KPHBOHOCEH ChJ B
. HaMaJIcH alleTUT THKaHUTE OKOJIO HETO
. HapYIICHUS Ha ChHS (TBBPJIC MAJIKO WIIN . MIOHMXEHHUE Ha KPBbBHOTO HAJISITaHE
TBBPJIC ABIBT CHH) ) cnaboct
° ocTpa 00JIKa B TPBIHUS KOIII ° 0oJKa B 3a/IHATa YacT Ha ycTaTa U rbpn@
° ycellaHe 3a IpecKadyaHe Ha ChpPLETO WK ° BB3MAJICHHUE HA I'bPJIOTO @
JOI'BIIHUTEIIHYU yAapU, HEOOUJaliHO OaBeH e CyXO0Ta B I'bPJIOTO Q
ChpPCYCH PUTHM U 00JIE3HEHO U YECTO YPUHHUPAHE &
L] BJIOIIIaBAHEC HA acTMarTra ° 3aTpyAHCHUEC U 00JIKa pu yp HE
° BB3MAJICHHE Ha ObOperuTe. A%
MHuoro peaku (Morart ga 3acerrar o 1 #Ha 10 000 mymm) ’O
. HUCKO HUBO Ha ONPEICICHH KPhBHU KJICTKU, HAPESUCHU TPOMOOIIMTH O)
° yCeIIaHe 3a 3ayX WA HEJOCTUT Ha BB3IYX sz\
° MO/yBaHEe Ha PhLIETE U KpaKara @
° 3a0aBsiHE Ha pacTexa MpH Jiela | FOHOIIIY. &

<

C Hen3BecTHA YecTOTa (OT HATMYHHUTE JTAaHHU HE MOXeE Ja OBe Ha}%@eHa OIICHKA Ha 9eCTOTaTa)
o 3aMBIJICHO 3pEHUE ,b

HN3non3BaHeT0 HA MHXAJIATOPHU KOPTHKOCTEPOUIH ¢ BUCOKANI03a 32 NPOABLJLKUTETHO BpeMe
MOKe B MHOT'0 PeIKHU CJIy4au A2 NPUYUHHA eeKTH Bbpxy@praﬂmMa:

. mpo0eMu ¢ PYHKITMOHUPAHETO Ha Ha,Z[6’b6pe‘-IHI/IT®HeSI/I (ampenanHa cympecus)
o HaMaJsIBaHE Ha KOCTHATa MUHEPAJIHA TIIHTHOCT HHSIBAHE Ha KOCTUTE)
. MMOMBTHSIBAHE Ha JICTITUTE HA OUHTE (KaTapaKT®

Riarify He chabprka BUCOKA 032 HHXAJIATOPEH @THKOCTepOI/m, HO BamusaT nexap Moxe Jja Hcka OT
BpeMe Ha BpeMe J1a U3MepBa HUBATa Ha KopTI/@! B KpbBTa Bu.

CrnieTHUTE HEXKEJIaHU PEaKIUU ChII0 MO;{Q& BB3HHUKHAT MIPH BUCOKA J103a HHXAJIATOPHU
KOPTHKOCTEPOM/IN 33 PO IbKHTETHO BpeMe, HO 4eCTOTaTa € HeM3BeCTHA (OT HAIMYHUTE JIAHHHU HE
MOXe J1a ObJie HallpaBeHa OICHKA Ha® oTaTra) KbM MOMEHTA!

o Jierpecust

o TPEBOKHOCT, HEPBHOCT, IIPEBH30YAa UK pa3apazHEHNUE.

Te3u curbuTus e no-BepOﬁTHO\géB}BHHKHaT IpH Aena.

ChoOIaBaHe HA HeXKe “Apeammn

AKO TOJTy4HTE HIKAKB eJIaHW JICKApCTBEHU peaKiluy, yBenoMmere Bamus nekap nin papMarieBr.
ToBa BKIIOYBa BCHY 3MOXHH HEONHCAHU B Ta3M JMCTOBKA HEKEIAHU peakiuu. MoxeTe ChIIo Ja
CHOOLIUTE HEXKETT aKIMM AUPEKTHO Ype3 HALlMOHAIHATA CHCTEMa 3a ChoOIIaBaHe, IOCOYeHA B

MOJTy4yaBaHe Beue MH(POpMALUsA OTHOCHO 0€30MaCHOCTTAa Ha TOBA JIEKAPCTBO.

Q

5.  Kay 1a chxpansisate Riarify

Ilpunoxenue VE Kato choOlaBaTe HeXeIaHH PEaKkiui, MOXKETE J1a AT CBOS MPUHOC 32

Hz@c XpaHsIBa Ha MACTO, HEAOCTHITHO 3a JICIIa.

@é M3IOJI3BANTE TOBA JICKAPCTBO CIIE/ CPOKA HA FOJTHOCT, OTOCIIA3aH BhPXY €THKETa U KapTOHEHATa
onakoBka cnen ,,EXP” u “I'ogen 1o:“. CpokbT Ha TOIHOCT OTIOBaps Ha MOCIEIHUS ACH OT IOCOUYECHHUS
Mecell.

[a He ce 3ampa3sBa.
[a He ce m3mara Ha Temnepatypu Hag 50°C.

He mpoOuBaiite omakoBKarta Mo/ HajsTaHe.
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Ilpedu omnyckane:
Ja ce cpxpansBa B xmagmiHUK(2°C-8°C).

Cned omnyckane (noayyasamne Ha aexkapcmeomo om Bawusa hapmayesem).

OnaxkoBka noj Hajusrase ¢ 60 BIPbCKBaHMS: CexpansBaiite naxanatopa nox 25°C Haii-
MHOTO 2 Mecena.

OmnaxkoBka noj Hasnsrane cbe 120 (oT eanHUYHA) <O

WJIM TpynoBa onaxkoBka) U 180 BIpbCKBaHUA: CexpansBaiiTe HHXanaTopa mnox 25° -
MHoOTro0 4 Meceria. &

O

He I/I3XB'prI§II/ITC JICKapCTBAaTa B KaHA/IM3aluATa WU B KOHTGI/IHCpa 3a JOMalIHH! OTIIAQ, I[’b@
IlonuraiiTe Bamms CI)apMaI_IeBT KakK J1a U3XBBPJIATC JICKAPCTBATA, KOUTO BCUC HC HBHOWTC Te3n
MCPKH 1I€ CIIOMOTrHaT 3a Olla3BaHE Ha OKOJIHATa cpeaa.

6. CbabpxaHue HA ONMIAKOBKATA M JOIIbJIHUTEIHA HUHpopMaus Q}b

Kakso cbpabpixa Riarify &

AKTHBHH BelllecTBa: OEKIIOMETa30HOB JTUIIPOIHOHAT, Q)opMOTepOJIOB paT IuXuapatr u
TJIMKOIIMPOHUYM.

Bcesika nocraBeHa fo3a (o3arta, KOSITO M3JIM3a OT MyHJIIYKa) C a 87 MHUKpOTrpaMa
OEKJIOMEeTa30HOB AUIIPOIMOHAT, 5 MUKpOrpama q)opMOTepono MapaT JUXUApaT 1 9 MUKporpama
TJIMKONMUPOHUYM (KaTo 11 MUKporpama riIMKONHUpPOHHEB 6p

Bcesika oTmepeHa o3a (103ata, KosSTo U3Im3a OT BeHTUIANCHIbpxKa 100 Mukporpama OEKJI0OMEeTa30HOB
JUIPONHOHAT, 6 MEKporpama Gopmorepoios hyma @T Juxuapat u 10 MuKporpaMa TIuKOAPOHUYM
(xaTto 12,5 MukporpamMa riMKONHPOHUEB 6p0MI/IL[)\}

Hpyru cbeTaBKU: O€3BOJICH €TaHOM (BIIKTE T(&&), XJIOPOBOJIOPOTHA KUCEIINHA, TIPOTICIICHT:
HOpQITypaH.

ToBa JrlekapcTBO CHABPIKA q)nyopcuwga Y TAPHUKOBH T'a30BeE.

Bcexu nnxanatop ¢ 60 BHp’bCKBaHI/I bpxa 6,481 g Hopdurypan (HFC-134a), choTBeTcTBaIIM Ha
0,009 Tona ekBuBaneHt na CO2 (nq@yuuan 3a rnobanHo 3atomusine (global warming potential, GWP)
= 1430).

Bcexu naxamarop ¢ 120 BHpLe‘ﬂaa\m;{ ceappxa 10,37 g nopdmypan (HFC-134a), ceoTBeTcTBaNN Ha

0,015 ToHa eKBUBAJICHT Ha MOTEHIIMA 32 T100aHo 3aTorisHe (global warming potential, GWP)
= 1430).

Bceexn naxamarop ¢ 18 ckBaHUs chabpka 14,259 g nopduypan (HFC-134a), choTBeTCTBaIM Ha
0,02 ToHa exBUBaJIC COz2 (motenuuan 3a riiodainHo 3atomisHe (global warming potential, GWP)

= 1430). S

Kak un3rae a@arify U KAKBO ChbP:Ka ONMAKOBKATAa
Riarify e pai p TIOJ] HAJISITaHE 32 MHXaNalus.

Riarify ge fipemnara B omakoBKa 1o HajisraHe (aIyMHHHH ¢ TTOKPUTHE), C JO3HUPAI] BEHTHIL.
Ona«%aﬁa MOJT HAJIATAHEe € TIOCTaBeHa B IJIACTMACOB MHXAJIATOP. Toli BKIIFOYUBA MYH/IIIYK, CHA0ICH
cII acoBa Ipe/a3Ha Kanadka, ¥ 1030B Oposd (omakoBku ¢ 60 u 120 BOphCKBaHUS) HITH 0308
m&m(amp (omakoBku c¢be 180 BIphCKBaHUS).

CsIKa OMAKOBKa ChABPKa €HA OMAaKOBKa 10/ HaJIAraHe, ocurypsisama 60 BOpbCKBaHHUS,
120 BopbckBanus win 180 BopbckBanus. OCBEH TOBAa HMa IPyIIOBU OIIAKOBKH, ChIIbPKaIIU
240 BupbCcKBaHUS (2 OMaKkoBKY NoJ Hajsrane cbe 120 BnpbckBaHus Besika) mitn 360 BIPBHCKBAHUS

(3 onakoBku noj HanArane cbe 120 BIpbCKBaHUS BCAKA).

He Bcwuku BHIOBE OMAaKOBKY MOTaT /1a ObIaT ITyCHATH Ha Tasapa.
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IIpuTeskaTesn Ha pa3pelIeHUETO 32 ynoTpeda
Chiesi Farmaceutici S.p.A.

Via Palermo 26/A

43122 Parma

Uranus

ITpounsBoauTen

Chiesi Farmaceutici S.p.A.
Via San Leonardo 96
43122 Parma

HUramsa

Chiesi SAS

2 rue des Docteurs Alberto et Paolo Chiesi
41260 La Chaussée Saint Victor

®paHuus

Chiesi Pharmaceuticals GmbH
Gonzagagasse 16/16

1010 Wien

ABcTpus

,,)’O

2l

>
AR
?
Q

3a mombIHMATENTHA HHPOPMAITUS OTHOCHO TOBA JIEKapPCTBO, M@JI, CBBPKETE CE C JIOKATTHUS
MIpeICTaBUTEN Ha IIPUTEXKATENS Ha pa3pelieHUETO 3a yno@6a:

Belgié/Belgique/Belgien
Chiesi sa/nv
Tél/Tel: + 32 (0)2 788 42 00

Buarapus
Chiesi Bulgaria EOOD
Ten.: + 359 29201205

e

Ceska republika

Chiesi CZ s.r.o. {'
Tel: + 420 261221745 \é \
Danmark A

Chiesi Pharma AB

N

TIf: + 46 8 753 35

Deutschland
Chiesi Gmb

Tel: + 49 &39724-0
A

Eesti

Chia@armaceuticals GmbH

@ 314073919
@Birdda

Chiesi Hellas AEBE
Tni: +30210 6179763

&
&

45

ietuva
hiesi Pharmaceuticals GmbH
Tel: +43 14073919

Luxembourg/Luxemburg
Chiesi sa/nv
Tél/Tel: + 32 (0)2 788 42 00

Magyarorszag
Chiesi Hungary Kft.
Tel.: + 36-1-429 1060

Malta
Chiesi Farmaceutici S.p.A.
Tel: +39 0521 2791

Nederland
Chiesi Pharmaceuticals B.V.
Tel: +31 88 501 64 00

Norge
Chiesi Pharma AB
TIf: + 46 8 753 35 20

Osterreich
Chiesi Pharmaceuticals GmbH
Tel: +43 14073919



Espaiia
Covex, SA
Tel: + 34 91 845 02 00

France
Chiesi S.A.S.
Tél: +33 1 47688899

Hrvatska
Chiesi Pharmaceuticals GmbH
Tel: +43 1 4073919

Ireland
Chiesi Farmaceutici S.p.A.
Tel: +39 0521 2791

Polska
Chiesi Poland Sp. z.0.0.
Tel.: + 48 22 620 1421

Portugal

Chiesi Farmaceutici S.p.A. ,b

Tel: + 39 0521 2791 <O
<

o~

9)
<

Slovenija ’O
CHIESI SLOVENIJA, d.o.g'.;)

Tel: + 386-1-43 00 901 \2\

Romania
Chiesi Romania S.R.L.
Tel: +40 212023642

island Slovenska republik @
Chiesi Pharma AB Chiesi Slovakia s.1:
Simi: +46 8 753 35 20 Tel: +421 259:%@60
Italia Suomi/Fin ’b
Chiesi Italia S.p.A. Chiesi Ph, AB
Tel: +39 0521 2791 Puh/Tel: +%6 8 753 35 20
Kvnpog Sverige
Chiesi Farmaceutici S.p.A. %si Pharma AB
TnA: +39 0521 2791 ®Te 1 +46 8 753 3520
Latvija Q;>
Chiesi Pharmaceuticals GmbH @
Tel: +43 1 4073919 O
oK
JlaTta Ha nmocJie/IHO Tpepasrexaa JIMCTOBKATA .

Apyru uzrounnum Ha uagopmauus

[Monpo6Ha undopmarus 3a JISKapPCTBO € MPeI0OCTaBeHa Ha yeOcalita Ha EBponeiickara areHuus
10 JiekapcTBara http://wwiv=ema.europa.eu.
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