KPATKA XAPAKTEPHCTHKA HA ITIPOJAYKTA



1. HME HA JIEKAPCTBEHHS ITPOAYKT

Cnuonro Pecnumar 2,5 mukporpama/2,5 MUKporpaMa pasTBOp 3a HHXaJIaLHs
Spiolto Respimat 2.5 microgram/2.5 microgram inhalation solution

2. KAYECTBEH H KOJIMYECTBEH CBHCTAB

Jocrasenara 103a e 2,5 MHKporpaMa THoTponuyM (tiotropium) (kato GpoMua MoHOXUApaT) U 2,5
MHKporpama onozaarepon (olodaterol) (kaTo XHAPOXJIOpH/) Ha BIPBCKBAHE.

JlocTaBena n03a e no3ara, IOCTHralla 10 MAlMeHTa clie]l TpeMHHABaHe NMpe3 HaKpaHHUWKa 3a yCTa.

INomomnu BemecTsa ¢ w3BecTHO Aeiicteue: To3u nekapcreen npoaykT cbabpxka 0,0011 mg
GeH3aTKOHHER XJIOPHI Ha BIPBCKBAHE.
3a MBJIHKA CMIMCHK HA MOMOILHHTE BELIECTBA BHXKTE TOYKa 6.1.

TTENHA ATEHLLWS 1D IEKAPCTRATA

~r11 MIJIATE]
bIHWTE!

mepucmuKa Ha npogyKma - MpuaoxeHue 1

3. JIEKAPCTBEHA ®OPMA

{ Kpamka xapat
PasTBOp 3a uHXananms
bucThp, Ge3upeTen pa3TBOp 3a HHXAALMA
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Paspelé

4. KJIAHWYHU JAHHHM 13-00- M3

4.1 TepaneBTHYHH NOKA3aHHA

Cronro Pecniumat e nokasas 3a nourspxanio 6POHXOMIATATOPHO JieYeHHe 3a obieKyaBaHe Ha
CHMIITOMHMTE Ha XpOHH4YHa o6cTpykTHBHA Genonpobua Gonect (XOBB) npu BB3pacTHH NalMEHTH.

4.2 [do3upoBKa H HAYHH HA NPHJIOKEHHE

ﬂosnponxa

JlekapcTBEHHAT NPOIYKT € Mpe/IHa3HAYeH CaMo 3a MHXAJIaTOPHO NpuiokeHHe. [ThIHUTENAT MOXe 1a
Oble nocTaBAH M H3NOM3BaH CAMO C HHXANATOPHO YCTPOiicTBO Pecniumar.

Jlse BNpLCKBaHHA OT HHXANATOPHOTO yeTpoicTBO PecniuMar chabpikaT e/lHa JieKapcTBeHa 103a.

Bw3pacmuu

INpenopbunTenHaTa 103a € 5 MUKporpama THOTPOIIHYM M 5 MHKpOTpaMa OJIoZlaTepoJi, MpHlaraHa Kato
JIB€ BIPBLCKBaHHMA C HHXAJIATOPHOTO YCTPOHCTBO PecmiMar, BeIHbK AHEBHO, MO €JHO H ChLIO BpEME
OT JIeHs.

INpenopbunTenHara no3a He TpAOBa na Obae HaaBHILIABAHA.

Hayuenmu 6 cmapuecka 8b3pacm
[NaumenTHTe B cTapuecka Bb3pacT Morar aa u3nonssat Cnvonro PecniuMar B npenopbuMTeHaTa

ao3a.

Yeproopobro u 6v6peuno yepedicoane
Cnuonro Pecnumart cbhappxka THOTPOIHYM, KOHTO NPEAUMHO ce eKCKpeTHpa npe3 666pg

0JI0/1aTEPOJI, KOHTO NPEIUMHO ce MeTabonu3upa B YepHHA apob.



Yepnodpobno yepexcoane
[TawmenTHTe C IEKO 10 yMepeHO YepHOAPOGHO yBpeskaaHe Morar na u3nonseat Cnxonto Pecrimar B
NpenopbYHTEIHATA 1034.

Jlunceat nansM 3a ynotpeba Ha 0JI0aTEPOI NPH NALMEHTH C TEXKKO YePHOAPOOHO yBpexiaHe.

Bvopeuno yepeocoane

IMTaumenTu ¢ 6s0peuHo yBpexkaane MoraT aa uznon3sar Cnronro PeciuMaT B npenopbYHTENHATa
203a.

3a nalMeHTH ¢ yMEPeHO [0 TeKKO yBpexkaaHe (KpeaTHHHHOB KIMpbHC < 50 ml/min) Biokre TOukH 4.4
ns5.2.

Cmmonro Pecnumar chabpka ononarepon. JlanHute 3a ynotpeba Ha 0101aTepON NMpH NALMEHTH ¢
TexKo OBOpeyHO yBpexkaaHe ca OrpaHHYEHH.

ITeouampuuna nonynayus
Hsma choTBeTHO npunoxenne Ha Cnmonto Pecniumat B nenaTpuaHaTa nomynauus (noxa 18 romunu).

Hauun Ha npunoxenue
To3u nexapcTBeH NPOAYKT € CaMO 3a HHXAJIATOPHO NpHIokeHHe. [ITbIHUTeNnsT MOXKe J1a ce MocTaBs U

H3110J13Ba CaMO B HHXAJIaTOp 3a MHOrokpartHa ynotpeba Pecnumar. Pecnumar € HHXanaTopHoO
YCTPOHCTBO, KOETO reHepHpa cripeii 3a mHxanauus. [IpeasuaeH e 3a ynotpeba OT €1HH MALHEHT H €
npeaHa3Ha4YeH 3a MHOTOKPATHH JI03H, JIOCTABSHH OT €IMH IThJIHUTE]L.

HuxanaTopsbT 3a MHOrokpaTHa ynorpeba PecriuMar no3sonsBa cMsHa Ha ITBJIHHTENA, KATO MOJXKe J1a ce
M3M0JI13Ba C 10 6 ITEIHHTEN.

INaumenTure TpsOBa Na NpoyeTaT yKa3aHHATA 3a TOBA KaK JIa H3MOI3BAT HHXAIATOPA 3@ MHOTOKpaTHa
ynorpeba Pecnumar, npey aa 3anounar aa usnonssar Crnimonro Pecnumar.

3a 1a ce OCHrypH MPAaBHIIHOTO NPHIOKEHHE Ha JIEKApPCTBEHHs NMPOAYKT, Ha nauueHTa TpabBa aa 6bae
NOKa3aHO OT JIeKap WM JAPYr MEJHLIMHCKH CIIELIMAIMCT KaK /1a M3MoJ13Ba HHXAaTopa.

VYkazanus 3a pabora u ynorpeba Ha HHXaiaTopa 3a MHOTOKpaTHa ynotpeba Peciumar

INTaumenTsT TpadBa na u3non3ea To3u uaxanarop CAMO BEJIHBX JITHEBHO. Ilpu Bcako
u3nonssane ce npunarat JIBE BIIPbCKBAHUAL.




Pecnumar
MyHowyx —— . Kanauka

MenuuTen

Ha nosarta

. O6esonacnaBaly
enemMeHT

MNpospauna
oCcHOBa

WHankaTop 3a
[o3uTe

JluueBa cTpaHa

¢ Axo Cnuonto Pecnumar He e M3M0/13BaH noseye oT 7 IHHM, TPAOBA /1a ce MPbCHE BEHBK KbM

3eMATa.

¢ Ako Crimonro Pecniimar He e u3nonssaH nosede ot 21 aHH, TpaOBa a ce MOBTOPAT CTHNKH 4
1o 6 ot ,Jloaroroeka 3a ynorpe6a“ no nossara Ha aepo3oiHa Mbriia. Cnes ToBa 1a ce
NOBTOPAT CTHOKHM 4 10 6 olne TpH MBTH.

Kak nanmeHTBT 12 ce rpHAH 3a HHXAJATOPA 32 MHOrOKpaTHa ynorpeba Pecnumar

MyHIUIYKBT ce MOYHCTBA, BKJIIOYHTEIHO METAIHATA YACT B HETO, C HABJIAXKHEH MEK IUIaT WK CaMo ¢
KbpIa NOHe BEAHBK CEIMUYHO.

Beska cnaba npoMsHa B 1IBeTa Ha HakpalHHMKa 3a yCTa He ce OTpa3sBa Ha paboTarta ¢ MHXanaTopa
Pecnumar 3a MHOTOKpaTHa ynotpeba.

Axo e HeobxouMO, HHXanaTopsT Pecamar 3a MHOrOKpaTHa ynotpeba ce mo4McTBa OT BhHIIHATA
4acT ¢ HABJIAKHEH MeK IUIaT.

Kora na ce cmenn HHXAJIaTOopa

AKO MaUMEHTHT € H3MOJI3BANl HHXANATOp ¢ 6 mbJHUTENs, TpAOBa Na B3eMe HOBa onakoka CnHonTo
Pecnmar, chabpialiia HHXanaTop.




IMoaroroBka 3a ynorpeba

1. OrcrpansiBane HA NPO3PAYHATA OCHOBA
Kanaukara Tps6Ba na e 3aTBOpeHa.
Harucuere obe3onacsBauiys eneMeHT U
€IHOBPEMEHHO C TOBA, H3bpNaiiTe
Npo3payHaTa OCHOBA C APYraTa phbKa.

OGesonacnaBauy

eneMeHT n yHa
OCHOBa

2. TlocraBsHe HA MLJAHHTES

e TlocTaBere MbIHUTENA B HHXANATOPA.

e [locraBeTe HHXanaTopa BBPXY TBBpAA
NOBBPXHOCT H NIPUTHCHETE 3/1paBo, JOKATO Ce
qye LIpaKBaHe.

3. Carenene Ha MbAHATE/IATE H NOCTABAHE HA
NpPo3pavyHATA OCHOBA

* OrGenexere B nojierara BbPXy €THKETa Ha
HHXajaTopa 6posA Ha IMBJIHHUTENHTE.

* Ilocrasere npo3pavHaTa OCHOBa 0GpaTHO Ha
MSACTOTO H H HATUCHETE, JOKATO IIPAKHE.

npospayHata
ocHOBa

#
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4. 3aBbprane
e Kanaukara Tpa6Ba 1a e 3aTBOpeHa.
¢ 3apbpTeTe MpO3payvHaTa OCHOBA MO MOCOKa

Ha CTPEJIKHTE BbPXY €THKETa, JOKATO Ce 4ye
HmpaKBaHe (MosoBHH 060poT).




5. OrBapane

¢ Kanaukara TpabBa 1a ce OTBOPH HaITBJIHO.

6. Harnckane

e Hacouere uHXanaropa KbM 3eMATa.

e Haruchere GyToHa 3a ocBoG0XK/1aBaHe Ha
nosara.

e 3aTBopeTe Kana4kara.

e [loeTopere cThIKH 4-6 10 NosBa Ha
aepo30/1Ha MbIJIa.

e Cnen nosiBaTa Ha aepo30JIHA MbIJIA,
TIOBTOpPETE CTBIKH 4-6 Olle TpH MBbTH.

Cera uHXanaTopsT € roToB 3a ynorpeba u we
noctasu 60 BnpsckBanus (30 no3m).




Exennesna ynorpeba

3ABBPTAHE
¢ Kanaukara Tps6Ba na e 3aTBopeHa.
¢ JABBPTETE npo3pauHara ocHOBa 1o
MOCOKA Ha CTPENIKWTE BbpPXY eTHKeETa,
JIOKaToO C€ Yye LIpaKkBaHe (MOJOBHH
obopor).

OTBAPSIHE
e OTBOPETE HanniIHO Kanadkara.

HATHCKAHE

e HMzaumaiite 6aBHO M 1b160KO.

e [locraBeTe yCTHHTE CH ILTBTHO OKOJIO
MyHALIyKa, 6e3 1a 3aKkpuBaTe OTBOPHTE 3a
BB3ayX. Hacouete nHxanaropa kem
I'bPJIOTO CH.

¢ Jlokaro BaumBate 6aBHO H OBIGOKO npe3
ycrata, HATUCHETE Gytona 3a
ocBoOoXK/1aBaHe Ha /103aTa H NMPOIbIDKETE
nia BAMIuBaTe 6aBHO, TONKOBA BJITO,
JIOKOJIKOTO € BB3MOMKHO.

* 3anpuikre AHINaHETO 3a 10 CeKYHIM WIH
JIOKaTo MOJKETe.

e [losropere crbnku ,,3ABBPTAHE",
~OTBAPSAHE" n ,HATUCKAHE®, 3a
NpHEMaHe Ha MbJIHATA /1034, OCHI'ypeHa oT
2 BNPBbCKBAHHUA.

® 3aTBOpeTe Kamaykata Ha HHXaJjaTopa /10
ciejBallata My ynorpeoa.

Kora na ce 3amenn nnanuTeas Ha Cnuoaro Pecnumar

HHauMKaTophbT 3a 103MTE M0Ka3Ba KOJKO BMPBCKBAHHA OCTABAT B ITbJIHHTE.

@ Ocrasar 60 BnpbcKBaHuUS




Ocrasar no-manko ot 10 Bnpscksanus. HeoGxoamumo e, 1a ce B3eMe HOB ITBITHHTE!.

[TeaauTENAT € CBBpLINI. 3aBbPTETE NPO3pauHaTa OCHOBA, 33 Ja ce pa3x/abH MbIHHTENS.
Cera uHXanaTopsT € B 3aKn04YeHa no3uuus. M3sanere mbHUTENA OT HHXANATOpA.
ITocTaBeTe HOB IMBIHKMTEI, IOKATO TOM IpPaKkHe (HANpaBeTe CrpaBKa ChC CTHIKA 2).
HOBHAT IMBJIHKTEN 11€ € MATIKO NMO-H3/1aJIeH B CPaBHEHHE C MbPBHA (MPOALIDKETE OT
crorka 3). He 3aGpapsiiTe na nocrasure 06paTHO Npo3payHaTa OCHOBA, 3a /Ia OTK/IHOYHTE
HHXaJaTopa.

4.3 IlporuBonokazaHus

CBpBXUYBCTBHTEIHOCT KbM AKTHBHHTE BELLECTBA HIH KbM HAKOE OT MOMOLIHHTE BEIecTBa,
n30poeHH B TouKa 6.1.

AHaMHe3a 3a CBPbXYYBCTBHTETHOCT KbM aTPOIUH HJIM HENOBUTE NMPOM3BO/IHH, HAPHMEP
MIPaTPONHYM HIH OKCHTPOITHYM.

4.4 Cpeunannu npeaynpexieHHsi H NIpeANa3HA MepKH NpH ynorpeba

Actma
Cnmonro Pecnumar He Tpabpa na 6be u3non3ean npu actMa. EukacHocTTa 1 6e30macHocTTa Ha
Cnuonro Pecnumar npu acTMa He ca MpoyyeHH.

He e 3a cnemna ynorpeba
Cnmonro Pecniumart He e nokasaH 3a JiedeHHe Ha OCTPH NPHCTHITH Ha GpPOHXOCNas3bM, T.€. KaTo

ClielIHa Tepanu4.

Ilapagokcanen GpoHxocnabm
KakTo u npyru nekapcTBeHH NPOAYKTH 3@ HHXAJIAaTOPHO npwioxeHue, Crionto Pecniumar Moske na

JI0BE/E JI0 NapajiokcaieH OpoHXocna3zbm, KOWTO MOXKe /1a e kuBoTo3acTpatuasai. I1pu HacTbnBane
Ha napajiokcaineH 6poHxocna3eM, neveHreTo ¢be Crimonro Pecniumar Tpabea na 6bae cnpaHo BeaHara
H J1a ce 3aMoYvHe aJITePHATHBHO JIeUeHHE.

AHTHXOJIIMHEPTHYHH e(eKTH, CBbP3aHH ¢ THOTPOIIMYM

3aKpUTOBI'bJIHA [VIAYKOMA, XHNIEPIUIa3ks Ha MPOCTATHATA jJIe3a Wi 0OCTpYKLMS Ha IuMHKaTa Ha

MUKOYHHSA MEXYp

B choTBETCTBHE C AHTHXONIMHEPTHYHATA AKTHBHOCT Ha THOTponHyM, CriHonTo Pecnumar Tpabea na ce
H3M10/13Ba C MOBHLIEHO BHHMAHHE MPH NAalHEHTH ChC 3aKPHTOBIbIHA I1ayKOMa, XHINEPIa3Hsi Ha
NIPOCTATHATA KJie3a WIH OOCTPYKLHMA Ha MMiKaTa Ha MTHKOYHHSA MeXyp.

CHMMITOMH OT CTpaHa Ha OYHTE

Ilaunenture TpsOea na 6baaT npenynpeneHyu aa w3bAreaT nonaaase Ha crnpes B oudre. Te Tpabsa na
Obaar npexynpeneHH, Ye ToBa MOJKe J1a I0BeJie 10 YCKOPEHO KJIWHHYHO MPOTHYaHe WM BIIOIIaBaHe
Ha 3aKPUTOBIbJIHA rilaykoma, 6o/ka uin IMCKOMOPT B OUMTE, BPEMEHHO 3aMbIIABAHE HA 3PEHHETO,
KPBroBe WIH LIBETHH METHA, CBbP3aHH ChC 3a4€PBABAHE HAa OUMTE MOPA/IH KOHIOHKTHBA/IHA KOHIECTHA
H KOpHeasneH oTok. [laumenTure Tpabsa HezabaBHo na npekparat ynorpebara Ha Cnnonro Pecnumar
H J1a Ce KOHCYJITHPAT ChC CMIELMAIUCT, aKO Ce NMPOABH KaKBATO M J1a € KOMOMHAIIMS OT Te3H oqﬂ, W9y
CHMITOMH. *




31,681 kapuecH
Cyxorara B ycraTa, Habmogapana 1o ppeMe Ha AHTHXOJMHEPTHYHA TEPAIIMA, MOXKE B THIATOCPONEH
TU1AH J4 € CBEP3aHa ChC 3B0HH KapHecH,

[armenty ¢ 656peuno YEpeKIaHE

Twli KaTo IUIA3MEHHTE KOHLEHTPALMN HA THOTPOIIHYM Ce YBEJIHYaBaT IpH HaManeHa Op0peuna
GYHKIHA IPH NAUHCHTH Ch< CPERHO A0 TEKKO GrbpedHo yBpexaaHe (KpeaTHHWHOB KIMPEHC < 50
ml/min), Cnronto PecnHMar MO3Ke 21a c€ NPHIIara caMmo aKko QYaKBaHATa MojI3a HABHIIABA
noTeHUMaHNA puck. Hama anarocpouny aanun 3a ynorpebaTa npu naipMeHTH ¢ Texkko 6u6pedno

yBpexknaHe (BxK. Touka 5.2).

CoepIeuHo-chI0BH edekTH

OnursT che CriMorrro PecnuMar e orpaHHueH NpH NAUKEHTH ¢ aHAMHE3a 33 MHOKAPAeH HBGApKT pes
MPEAXOHATA FONHHA, HECTAOHIHA HJTH XKHMBOTO3ACTPALNABAILA CHPACYHA ADHTMHA, XOCTIHTAIM3ALAA
3a ChPACYHA HEAOCTATHYHOCT Tpe3 NOCNEAHATA TOMHA HITH ¢ AHATHO38 NApOKCH3MANHA TaXHKapaud
(>100 yzapa B MuKyTa), Thii KATO T€3H HALMEHTH ca OHIM M3KIIOYEHH OT KIIMHHIHHTE NIPOYYBAHHSA.
Cmxomrro Pecrimat TpAGBa Aa ce H3MOM3EA C MOBHIIEHO BHHMAHHE NPH TE3H NAIHEHTH.

Kaxro u apyrn Geray-apeHepruyHy aroKBCTH, IPH HAKOH TALMEHTH OJIOAATEPOIT MOKe i JAOBEE 0
KITHHHYHO 3HAYAM CBEPACIHO-CBAOB e(belcr, H3pasqgsalll c€ B MOBHINEHNAC HA ChpIOc4HaTa 1¢CTOTa,
apTEPHANHOTO HAATAHE H/HIH CHMNTOMH. B ciyuaif, 9e ce mosBAT TakHBa e(eKTH, MOXeE fa Ce
HAJIOAKH NpeKpaTaBaHe Ha NeueHueTo, JIombIHHTenHO, NpH NeyYenue ¢ feTa-aipeHeprHYHH aTrOHACTH
ce cho0ImaBa 33 NPOMEHH B enekTpokapauorpamara (EKI), xaro wsrnakzaane Ha T-puiHara u
Aenpecus Ha ST cerMenta, BLIPEKH Y€ KIHHWYHATA 3HATHMOCT Ha TE3H HAOMOACHHA He € H3BEeCTHA.

ArnroaeiicTamure GeTaz-afpeHeprausH arOHACTH TPAGBA 1a Ce MPHIATaT ¢ NOBHIIEHO BHAMAaHHE
TIPH NMAIHEHTH CBC CHPACYHO-CHAOBH 3a00NuBaHu, 0COOEHO HCXeMHUHA 60/1ecT Ha CHPLCTO, TEKkKa
ChpEYHa JCKOMIICHCALMA, CHPIACYHA apHTMHSA, XHNEPTpodHUHa 0OCTPYKTHBHA KapAHOMHOIIATHS,
XHIICPTOHHS ¥ 3HEBPH3IMA, NPH NAlMEHTH ¢ KOHBYJICHBHH pa3cTpoiicTBa HIIH THPCOTOKCHKO3, IIPH
MALHEHTH ¢ H3BECTHO MK NOA03UPAHO YALDKaBane Ha QT unreppana (Hanp. QT> 0,44 s) 1 npu
MAIHEHTH, KOUTO ca HeoOMYaiiHO YyBCTBHTEAHN KBM CHMITATOMMMETHYHH AMHHH.

XHNOKANHEMHS

Ipu Haxon naumeHTH GeTax-axpeHEPrHYHATE AFOHHCTH MOTAT A OBEJAT A0 3HAYHMA
XHNOKATHEMHA, MOTEHLHANHO BOACINA IO HEXEIAHH ChpAeYHO-ChIOBH ebekTH. [TompkasateTo Ha
CepyMHHA Kanuii 00MKHOREHO € IPeXOMHO M He M3HCKBa MPHEM Ha KannesH nobaskH. [1pu naipenTr
¢ Tesxka XObb, xunokanneMuaTa Moxe 1a OhJie NOTEHUMpaHa OT XHIOKCHA ¥ CRITETCTBAMIO JICISHHE
(BK. TO9Ka 4.5), KOETO MOXKe A2 TIOBHINHA PUCKA OT CHPACYHH APITMHH.

XHTlepriiHKeMHs
HHxaqHpaHETO Ha BHCOKH N03H OeTar-aJpeHepruiHN aroHHCTH MoXe Jia AOBEJIE IO NOBHIICHHE Ha
[U1a3MEHHTE HUEA Ha TI0KO34.

AnecTeina

HeobxonnumMo € MOBHIMEH0 BHUMaHKe B CIyU4aii Ha MIAHMPAHA OTIEPALMA C AHECTE3HS ¢ XAIOTEHHPAHH
BBITIEBOJIOPOM, NMOPaAH NOBHIIEHA MMOJATIHBOCT KbM HEXE/1aHH CHPICYHH eeKTH, TL/DKAINA ce Ha
OponxoaunaraTopHn GeTa-aroHUCTH.

Crmonro Pecnimar ne Tpabea na ce H3M0/38a eIHOBPEMEHHO € NPYTH JICKAPCTBA, ChAbPKALI
ABIrogeticTsaliiy 6eTaz-aJpeHEPrHYHH ATOHHCTH.

TlanHEeHTH, KOHTO PEAOBHO MPHEMAT HHXANATOPHH, KpaTKO-AcHCTBAIIN OeTaz-anpeHepruiHy
ArOHHCTH (HANp, YSTHPH ITETH OHERHO), TpAGBa Aa OBAAT HHCTPYKTHPAKH Ja TH H3MOJI3BAT C
00JIEKYABaHE HA OCTPH PECITHPATOPHH CHMITTOMH.

Crmonro PecrmaMar He Tp![GBa Ja C¢ HAIOA3Ba MOoBSYE OT BeAHDbK JHEBHO.



CBPLXYYBCTBHTENHOCT
Kakro H npH BCHMKH JIEKAPCTBEHH CPECTBA, ciiel npuiarade Ha CimonTo Pecamat mMorar aa ce

TNIOABST PEAKITHH HA CBPEXTYBCTRBHTENHOCT OT Ghp3 THIL

HoMomnn semecTsa
BeH3aIKOHHEBMAT XNOPHI MOJKE 12 NPHIMHA XPUTIORE H 3aTPYAHEHO munaHe. [IaupenTure ¢ acTMa
MMAT TIORHIIICH PHCK 33 TE3H HOXKEIaHH PeakuuH.

4.5 BaammoaciicTBHE ¢ IPYTH JIEKAPCTBCHHE NPOAYKTH B APYTH $OPMA HA BlaRMOAeHCTEHE

Bonpexs ge He ca OpoBexIaHH OQHUMATHHE inf vive TPOYHBAHHA OTHOCHO B3AHMONEHCTBUATA MEXTY
Cnsoaro PecnuMar 1 apyrH sexapetea, CrimonTo PecriaMar 32 HHXATATOPHO MPHIOKEHNE €
MpHIaraHd AHOBPEMEHHO C APYTH JIeKapcTBeHH NpoAyKTH 38 XOBD, BRIOYHTENHO KPaTKO-
neficTBaINN CHMITATHKOMIMETHYHN GpOHXOIMNATATOPH M HHXATATOPHH KOPTHKOCTEPOHH, Oe3
KITHHAYHH AOKA3ATE/ICTB] 38 ACKAPCTBCHH B3aHMOACHCTBHA.

AHTHXONTHHEPTHYHH CPEACTRA

He ce npenopbupa ¢IHOBPEMEHHOTO MPHIIOKEHHE HA THOTPOITHYM GPOMHI, €Ha OT CHCTABKHTE Ha
Camonro PecniMart, © ApYTM aHTHXONHHEPTHIHH JIEKAPCTBEHH CPEICTBA, T KATO 0 TO3H MOMEHT
JIEKAPCTBEHOTO B3AUMONEHCTBHE HE € MPOYYeHO,

AJIpeHEpriyHH ¢pPeACTBA

EnnoBpeMeHHOTO MPHIOKEHUE Ha APYrY aJipeHEPIHYHH CPEACTBA (CaMOCTOSTEHO HIH KaTO YacT OT
KOMOHHMPAHO fleYeHME) MOXe Na AoBefle N0 YCWiBane Ha HexenaHnTe edekTn Ha Crmonto
Pecnumar.

Kc OBH H3BO, cTe MY
EnHOBPEMEHHOTO JieveHHE ¢ KCAHTHHOBH ITPOH3BOAHH, CTEPOMAM HAH KANTHH-HIYEPIBAINH JHYPLTHIH
MOTar Jia YCHISAT XHTIOKAJIHEMUYIHNA eDeKT HA ANPEHEPTHMHUTE ArOHUCTH (BK. TouKa 4.4).

Beta-6aokepu

berta-aapenepruurmTe GI0KepH MOraT Aa OTCIA0AT WIH AHTArOHHIHPAT edekTa Ha ONomaTepo.
Moxe nia ce 00chAY eueH e ¢ KapAHOceIeKTHRHM Geta-0i0KepH, Ho BRIIPEKH TOBA Te TpabBa Ja ce
NPWIAraT ¢ HOBHIICHO BHUMAHHE.

O HEXHOHTOPH 1 € AHTH, JEKA Tc Balla
HHxHOHTOpHTE HA MOHOAMHHOOKCHIA3aTa, TPHIMKIHIHATE AHTHACTPECAHTH UM APYTH IEKAPCTBA,
3& KOHTO € H3BECTHO, 3¢ yADkapaT QTc HHTEpBana, MOTAT Ja ycrAST AckcTeiero va CnHonto
Pecriamar BBPXY CHpAEYHO-CBAOBATA CHCTEMA.

PapMaKOKHHETHYHM JIEKAPCTEEHH RIANMO/IEHCTBHA
Ilpu npoy4yeane Ha NEKAPCTBEHOTO B3aNMOAEHCTBHE ¢ QUIYKOHA30IL, H3NO3BAH KATO MOJEN 33

uxubrTop Ha CYP2CY, He e yeTanoBeH 3HaYMM e(eKT BEPXY CHCTEMHATA SKCNO3HIHA HA
ONIONATEPON.

EnvoBpeMeHHOTO NPWICHKEHHE HA KETOKOHA30M, KATO MOIECH HHXHOMTOp Ha P-rIHKONPOTEHH H
CYP3A4, noBHIIARa CHCTEMHATA €KCTIO3HIIHA Ha oJrogaTepos ¢ npaonmsurendo 70%. He ¢
HeoOX0nMMO KOpUTHpaHe Ha Ao3aTa Ha Cnuonro Pecrmmar.

Hzcnensanugra in vitre ca moKasany, e ol0JaTepol B [UIA3MEHH KOHLIEHTPALHH, KOCTHIaHH B
KNHHMYHATA NPAKTHKA, He HHXHOHpa CYP eH3HMHTe HIH JIEKAPCTBEHHTE TPAHCIOPTEP.

4.6 PepraanTer, GpeMeBEOCT B KhpMene

bpeMeHHOCT

10




Tuomponuym
HMa mMHOr0 orpaHHYeHH AaHHM 32 ynoTpebaTa Ha THOTPOIMYM NpH OpemeHHH xexu. [IpoyasanusaTa
[pH JKHBOTHH He NOKA3BAT NPEKH WIH KOCBEHH HETATHBHH €(DEKTH 110 OTHOIIEHHE HA

PENPOAYKTHBHATA TOKCHUHOCT MPH XO3H OT KIMHHYHO 3Ha4eHHE (BXK. TOUKa 5.3).

Qnodagmepon

HaMa xiHHITHY A2HHY 33 eKCHO3HITHA HA OJIOAATEPOI 1IpH OGpeMeHHH skeHH. TIpenkIHHHIHHTE NaHHH
3a ONOAATEPOS NOKA3BAT eEKTH, THIHYHH 3a (eTa-aapeHeprATHATe ATOHMCTH TPH MHOTOKPaTHO
TIPHIMKEHHE HA BHCOKH TEPANCBTHYHH K03K (BXK. TOUKa 5.3).

Karo npeanasHa MApka, 3a NpeAnoduTaHe € aa ce u3bsrea ynorpebara Ha Crmonrro PecimMar no
BpeMe Ha GpeMeHHOCT.

Kakro 1 apyrH GeTa;- afpeHEpriYHA ArOHKCTH, ONOAATEPON, kKoMIToHeHTa Ha CruonTo Pecrmar,
MOXe Aa MOTHCHE POJOBATa NeHHOCT Nopajy penakcHpaud edexT BpXy IanKaTa MyCKyJIaTypa Ha
MaTKaTa.

KnpMene
Hama xaarEn J8HHH 32 EKCNO3HUHA HA KbPMCIIH XXCHI HA THOTPOIIHYM H/m ONOOATEPOIL.

Tlpu npoy4BaHHa ¢ XHBOTHH Ha THOTPOIIMYM H OJI0faTepos], B KbPMATa Ha KbPMEITH ILTEXOBE CE
OTKPHBAT aKTHBHHTE BELIECTBA H/HIH TEXHATE MeTA0OMHTH, HO HE € H3BECTHO JATH THOTPOIIHYM
H/WITH 0J104aTepo IIPEMHHABA B KEPMATA ITPH XOpa.

Koraro ce s3uma pemenue 3a NpoagbDKaBaHe/MPeKPATABAHE HA KbPMEHETO MITH
NPOALIDKABAHE/IPEKPATABAHE HA edeHHeTo ¢b¢ CronTo PecnmMar, TpaGBa Aa ce B3eMe oA,
BHHMAHHE OUAKBAHATA 33 ACTETO HOJ3a OT KbPMEHETO H OYAKBAHATA 33 MAHKaTa 1107132 OT JICUEHHETO
enc Crmonmo Pecrmimar.

Deprwurer

JIunicpaT KITHHHYHN JAHHH OTHOCHO e)eKTa HA THOTPOIMYM, ONOAATEPOI HIH HA TAXHATA
kxoMOHHALMA BEPXY deprinuTeTa. [IpoBeaeHHTE NPEAKTHHHYHK H3MHTBAHHA ¢ OTAEIHHTE BEIECTBA
THOTPOTHYM H OJIOAATEPON HE TIOKA3BAT HexkeNaH edekT BEpXy deprunmrera (Bx. Touka 5.3).

4.7 Edexrn pupxy cnocobaocTTa 3a modupane H paboTa ¢ MAIIARH

He ca nposexxnany nMpoy4BaHHA OTHOCHO eeKTHTe BEPXY CIoco0HOCTTA 3a wodupane u pabora ¢
MALIHHH,

BuOopexH 1084, naiueHTHTE TpAbBa 1a OBbOaT HpeXyNpeAeHH, Y¢ fipn ynoTpebara Ha Crmomnro
Pecrmamar ca cro0manann 3aMaiiBate W 3aMBITICHO BIDKIAHE. 3aTOBA CE NPENOPLYBA [IOBHIIECHO
BHHMAaHHE NpH wodHpane WM paboTaTa ¢ MaIHHH. AKO MALKEHTHTE NONYYAT TAKHBA CHMITTOMM, Te
TpAGBa a H304TBAT NOTEHUHANHO ONACHH NeiiCTBHA, KATO IHodHpaHe WIH paboTa ¢ MANIHHH.

4.8 Hewxenann JeKAPCTBEHH peaKnAA
a. OGobmenue Ha npoduna 3a GezonacHocT
MHoro ot w36poeHuTe HeXeNaHN IEKAPCTBEHN PEaKIHH MOTAT A4 C& CEBPKAT ¢

aHTMXOJIHHEPrHYHHTE CBOHCTBA Ha THOTPOIMYM GpoMuI WIH Ha OeTar-aIpeHeprHYHHTE CBOHCTBA Ha
onogaTepon, KomMnoHeHTHTe Ha Crmonto PecrmMar.

G. Obobmenne Ha HeXenanuTe peakipad B Tabanuna gopma




Yecrorata, onpe/ie/ieHa 3a HeKeJIaHHUTE JIEKapCTBEHH peakliiy, H30poeHH no-aoimy, ce 6azupa Ha
HeoOpaboTeHH 1aHHH 3a YECTOTATa Ha Bh3HMKBAHE HA HEXKeJIaHH JIEKapCTBEHH peakuuy (T.e. peakuuH,
KOMTO ce ot1aBat Ha Cnnonro Pecniimar), HabmonaBanu B rpynara, JeKyBaHa ¢ THOTPOIIHYM 5
MHKpOrpama/onosatepon 5 Mukporpama (5 646 naumenta), 06o0uenu B 8 akTieHO WM mianebo-
KOHTPOJIMPAHH, NMapae/HO rPYNOBH KIMHHYHH Npoy4BaHus npu naimentH ¢ XOBB, ¢ nepuon Ha
JieueHue, Bapupail Mexay 4 ¥ 52 ceMULH.

Hesxenanure peakuuu, cbo0LIEHH BbB BCHYKH KITMHHUYHH npoyuBaHHs ¢ke CninonTo Pecnumar, ca
OINHCAHH 110-]0JTy CTOpe/l CHCTEMO-OpraHeH Kiac.

Hesxenanure peakiuy BKJIFOYBAT ChILO W BCHYKH HEXENIaHH PeaklHy, Beue chboOLIaBaHH NPH eiHa OT
OT/IE/THHTE CHCTABKH Ha MPOJIYKTA.

YecToTara e onpe/ieieHa KaTo € H3MoiA3BaHa Clie[IHATA KOHBEHIIMA:

muozo vecmu (=1/10); wvecmu (21/100 oo <1/10); nevecmu (=1/1 000 0o <1/100); peoxu (=1/10 000
0o <1/1 000); muozo peoxu (<1/10 000); ¢ neussecmua yecmoma (ne mozam oa 6vOam oyeHenu om
HaauyHume Oannu)

Cucremo-opranen knac | Hexenana peakuus YecroTa
Hudexnnn n nudecranun | Hazodapuurur C HEM3BECTHA YECTOTA
Hapymenuns na Jlexunparauus € HeM3BeCTHa YecTora
MeTab0IH3MA H XpaHEHEeTO
Hapymenns Ha HepBHata | 3amMasHOCT HEYECTH
cHCTeMa
bescbHue penKu
I'naBobonue HEYECTH
Hapymenns na ounre 3aMBITIEHO BHKIaHe pelkH
I'maykoma C HEW3BECTHA YecToTa
TToBHIIIEHO BLTPEOYHO C HeW3BECTHA YecToTa
HajisraHe
Cbpaeynn HapymeHHus [peacepano MBKAEHE penku
Taxukapaus HEYECTH
INannurauuu penKu
CynpaBeHTpHKy1apHa penku
TaxMKapaus
Cb10BH HApYIIECHHS Xunepronus peaKu
Pecnuparopuu, rpeaan n | Kaunnua HEYeCTH
MeAHACTHHAIHH
uapywmenns Juchonus HEYeCcTH
Jlapuurur peaKu
MapHHruT peakH
Enucrakcuc peaKku
bponxocnazbm pesKH
CuHy3uT C HEH3BECTHA YecToTa
CromamHo-upeBHH Cyxora B ycTaTa HEYecTH
HapyIeHust
Py 3anek penKu
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OpodapHrreanta KaHAHN03a penka
T'asrHBHT peAKH
Tanene penKM
Yperna obcTpyKumMs C HEH3BECTHA MECTOTA
[MapanuTHUeH Wwieyc
Hucharas ¢ HEH3BECTHA YECTOTA
TacTpoeszodareanta pediyKcHa | ¢ HEH3BECTHA YECTOTA
Gonect
I'nocur C HEH3BECTHA MECTOTA
CroMatir PeAKH
3u0HM KapHecH ¢ HEHM3BECTHA JECTOTA
Hapymenns Ha koxaTa 8 | CBPEXYYBCTBHTETHOCT peaxu
HOAK0KHATA THKAH,
HapymenHs B2 HMyHRATS AHFHOHEBPOTHYEH OTOK peakH
CHCTEMA Ymapm PeAKH
Hpypurye 2
AHa(punakTHYH2 peakIHy ¢ HEH3BECTHA Y€CTOTA
Obpus penKH
Koxna vadexuns 1 KoxKHa ¢ HEH3BeCTHa 9eCTOTa
A3Ba
Cyxora Ha KoKaTa ¢ HEW3BECTHA YESCTOTA
Hapymenns ma Aprpanrns peaxH
MYCKYAHO-CKEJIeTHATA o :
CHCTEMA B Nika B THpba penxn
CHEAHHHTCIHATA ThKAH TomyBane Ha cTaBHTE penxH
Hapymenns ua PeTcHIIMA Ba YpHHA penkH
6n6Gpennre H BHKOYARTE
nLTEmA Hadexnus Ha MHKOYHUTE peaxn
ThHTHLLE&
Husypus peaku

! HeXKeNaHH peakiini, ¢hobmapany mpy Crroirro PeciiMar, HO He H IPH OTAETHHTE CHCTABKH

B. Onucanve Ha WOPAHK HEKENAHH PeakIHH
. Cmonro PecnaMaT npHTeKaBa KOMOMHMpaHH aHTHXONHHEPTAYHA W - ANpEHSPTHYHH CBOICTBA,
JB/UKAINH ¢€ HA HETOBHTE KOMIIOHEHTH THOTPOIIHYM H OJIOAATEPOI.

Ipodun Ha aHTHXONHHEPTHYHHTE HEXENAHUTE Peakupi

B munrocpodHH npoyueanua Ha CrivonTo PecriuMar, ¢ NPOXBIDKHTEIHOCT OT 52 Ce/IMHIH, Hal-4ecTo
HabnofaRaHATe HeXeJIaHK aHTHXOIHHEPIMYHK edekTr ca 61Tk cyXoTa B ycTaTa, BE3HMKHANA [IPH
npabmuteano 1,3% ot matpenTHTe, NeKyBalu cbe Crmonto Pecmar u nipH 1,7% 1 1% crotBeTHO

OT NALHEHTHTE, JIEKYBaHH ¢ THOTPONHMYM 5 MHKpOrpaMa H ollofatepon 5 MuakporpaMa. Cyxora B

Cmionro Pecnimar.

Cepro3HHTe HEMHCIBHH PEAKIHH, CBHP3aHH ¢ SHTHXONHHEPTHYHH ¢(eXTH, BKIIIOUBAT IIAYKOMA
KOHCTHIALMA M YpeBHa O0CTPYKIMA, BKITIOUHTENHO NAPATHTHYCH WICYC H PETEHLHMA Ha YP

13



HJI Ha HeXKEIAHUTE CBBp3aHH ¢ B- HEPry4HUTe CBOHCTBE
Onoparepon, efiHa OT ChCTABHUTE YACTH Ha CrinonTo Pecrimar, € oT TepaneBTHYHHA Kac Ha
AenrofeiicreampTe 6eTa-aapeHeprHYHA aroHNCTH. 3aToBa Tpabsa /1a ce HMa MPEIBH]] BB3HHKBAHETO
Ha NPYTH HEXXEJIAHH PEaKIMH, CRBP3aHH ¢ Kilaca Ha O€Ta-aipeHepriuHATE ArOHUCTH, KOHTO HE ¢a
H30pOeHH No-rope, KaTo apHTMHAs, MHOKAPHA UCXeMHs, AHTHHA IEKTOPHC, XHMNOTOHHA, TPEMOP,
HEPBHOCT, MYCKYJIHH CIIA3SMH, YMOPA, HEpa3MOI0KECHHE, XHITOKATHEMHA, XHTICPTAHKCMHA H
MeTabONHTHA AUMZI03A.

r. Ep_‘}_‘l"l'l CHCUMAITHH NONYNAIHA

Bu3MoskHa € IOBHILIEHA YeCTOTA Ha BE3HUKBAHE HA AHTHXONHHEPIrHYHH HEKCIAHH PCAKIHH C
HANpeABAHEe HA Bb3pacTra.

C e Ha 1003 HEXeNany

Cro0maraHeTo Ha MOAO3HPAHH HEKENAHM PeakiLMi clle/] pajperiiabaHe 3a yNnoTpeba Ha ICKapCTBEHHA
ApoAYKT € BaxHO. ToBa Ho3B0NABA 12 NPOABLKH HaOMOAEHHETO Ha CHOTHOIIEHAETO NOJ3A/PHCK 38
JIEKAPCTBEHMA MPOAYKT. OT MEAMIIMECKHTE CIICIHANHCTH CE€ HIHCKBA 13 Cho0IIaBaT BCKa
NOJO3HPAHA HEXENAHA Peakis Ype3 MampiHuTeHaTa areHUMA No IeKapeTRaTa, yi. ,,Jiamad ['pyes”
Ne 8, 1303 Codna, Ten.: +35928903417, yeGeaiir: www.bda.bg.

4.9 Ilpeaosspane

Hwma orpanrvena uHopManua 3a npenosupane crxe Crmonro Pecnumar. Crivonro PecninmMar e
npoy4eH a0 5 makporpama / 10 mukporpama (TaorponuyM/ononarepon) mpu naiments ¢ XObb # no
10 Muxporpama/40 MEKporpaMa (THOTPOITHYM/OIOAATEPON) TIPH 3APABH XOPa, KATO He ¢a
HAbmOmABANY KIHHHIHO 33a4MMH ediektH. TIpenozupaHeTo Moxe ia AOBEAE N0 3aCHIBAHE HA aHTH-
MYCK4PHHOBHTE e()¢KTH Ha THOTPOTIHYM HIH AC 3aCHIBaHe Ha f;-aroHHCTHYHHTE edeKTH Ha
ononarepon.

CuMnToMu
Iipedosupane ¢ auMUXORUHEPSUIHUR TRUOMPONUYM
BHcoxkn n03M THOTPOIHYM MOraT [1a TIPeAH3BHKAT AaHTHXOIMHEPrHYHH TPH3HALH H CHMITTOMH.

Brnpexs ToBa, He ca HAOMIONABAHW CHCTEMHH aHTHXOIHHEPTHUHH HEXeTaHH e)EeKTH NPH 3/pasH
JNOGPOBOLM, CJIE]] MPHIOKEHHE HA €JHOKPATHA HHXANATOPHA J03a oT 340 MEKpOrpaMa THOTPOIIHYM
Opomun. B nomenHenne, cnen 14-aHeBHO npHNoXeHHe Ha 10 40 MHKporpaMa THOTPOITHYM Pa3TBOp 33
HHXanalHs PH 3paBH N0OPOBOILM HE ca HabmoaaBaHH 3HAYHMH HEXKETIAHH JIEKAPCTBEHH PEaKiiiH,
OCBEH MpechXBAHE HA YCTATa/TEPNOTC H CYXa HOCHA JIMTABHIIA, C M3KIMOYEHRE HA H3PaleHo
Hama/leHHe HA COHOOTASATIHETO ciel 7™ aeH.

IIpedosupane c Brazonucma orodamepon

ITpenmosupakeTo ¢ ONOAATEPON MOXKE A4 AOBEAE N0 3acHnBaHe Ha eEKTHTE, THITHYHH 3a OeTaz-
axpeHepPrudHUTe aroOHHCTH, T.€ MHOKAPAHA HCXEMHS, XHIIEPTOHHA MM XHITOTOHHA, TaXHKAPAHS,
apHTMHH, MAAMHTALMHA, 3aMagHOCT, HEPBHOCT, e3ChHUE, TPEROKHOCT, IIIaB0bONHE, TPEeMOp, CYXOTa B
ycTaTa, MyCKY/HH CNa3MH, TAICHE, yMOpPa, HEPasNoIOKEHHE, XHIIOKATHEMHS, XMIIEPIIHKeMHS H
MeTaboNHTHA AIMA03A.

Jleuenwe OpH NpPeO3NpaHe
Jleuenmeto cue Crmonro Pecrmmar Tpsabea a Guie npexparero. IToka3aHo € M HOAABLPXKAIMO H

CHMITTOMATHIHO JieueHHe. TexkuTe ciyuad Tpabea na Ob0aT XxocnHTanH3HpaHH. Moxe xa 6pae
ofMHCIIeHO MPHIarade Ha KapaAHoceneKTHBHH GeTa-6oKepH, HO CaMO HPH H3KTIOYHTEHO nonmnen
BHMMaHHe, Thi KaTo ynoTpebarta Ha GeTa-anpeHepridHu GNOKEPH MOXKe Ja IIPOBOKHPA
GpoHxocnaIeM.
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5. ®APMAKOJIOTHYHH CBOMCTBA

5.1 ®apmakoIHEAMEYHN CBOiiCTBA

®apmMakoTepaneBTHYHA Ipyna:

JlekapcTea 3a edeHHe Ha 0GCTPYKTHBHHM 3a6o/1gBaHus Ha qUXATEIHUTE ITHTHINA, ANPCHEPTeTHYHH
CpencTBa B KOMOHHAIMA ¢ AHTHXOJIMHEPIETHYHH CPEACTRA

ATC xon: RO3ALO6

MexannibM Ha AeficTie

Cnuoamo Pecnumam

Crmonro Pecrimart € pasTBop 3a HHxanaum ¢ GpUKCHpaHa 103083 KOMOHHAIMA, CHABPKAIIA
ABATOACHCTBALN AHTATOHMCT HA MYCKAPHHOBHTE PeLieNTOpK, THOTPOMMYM, H ALIroaeiicTsam GeTay-
azpeHeprEded aroHuCT, onoaarepon (JIAMA/JIIBA), kosTo ce gocTaps ype3 Crmonro Pecriimar,
MHXANATOPHO yCTPOHCTBO THT ,,(PHHA METTIa™.

JlBeTe aKTHBHHA BENIECTBA OCHI'YPHBAT aIHTHBHA GPOHXONMIATALIMA, NB/DKAINA CE HA TEXHHTE
PasIHIHA MeXaHW3MH Ha Aclicrere. Thit KaTO MyCKADHHOBHTE PELIENTOPH, H3ITICAKIA Ca MO-BAXKHH 33
LeHTPATHUTE BB3AYXOHOCHHK ITHTHINA, 4 Br-anpeHopelienTopHTe HMAT [10-BHCOKO H3PAa3eHH HHBA B
nepHdepHiTE BB31YXOHOCHH ITFTHIER, KOMOHHAITHATA OT THOTPOIMYM H OJIOAIATEpOI TpaGBa Aa
OCHI'YPH ONTHM:THA OPOHXOAMNATAIHA BB BCHYKH 00NacTn Ha Oermte apoboge.

Tuomponuym

TroTpormym 6poMua e geaToASkcTBA, CIelpAHICH AHTATOHHCT HA MYCKAPHHOBHTE PELECIITOPH.
IMpurexasa cxoneH apHAATET KBM MOATHIIOBETE MYCKAPHHOBH pererrropd My a0 Ms. Bne
BL3YXOHOCHHTE METHIIA THOTPOTMYM GpOMM/ KOHKYPEHTHO H 00paTHMO ce CBBpaBa ¢ Mj
PELENTOPHTE B FIA/IKATAa MYCKY/IaTypa Ha OPOHXHTE, KATO aHTATOHH3HPA XOIHHEPT HUHHMA
(6pOHXOKOHCTPHKTHBHEHA) eeKT Ha ALSTHIXOAWHA, KOSTO BOJH A0 pellakcalia Ha OpoHXHATHATa
Myckynatypa. EQexTsT € 20303aBHCHM H IPOARDKHIETHOCTTA MY € noBeue oT 24 uaca. Karo N-
YETBLPTHYECH aHTHXOTHHEPrHYEH areHT, THOTPOIHYM Opomuz € JokanHo (OpOoHX0-) CeNnexTHBEH Cen
HHXATATOPHO NPHITOKEHNAES, KATO AEMOHCTPHpPA MPHEMIHBH TePallcRTHYHH MNPAHHLIA, APEIH MPOABATA
Ha CHCTEMHH aHTHXONHHEPTHYHY eeKTH.

Onooamepon

Onopatepon uMa BHCOK adMHHTET H BACOKA CEJIEKTHBHOCT Ha CBBP3BAHE KbM HOBEIIKHTE Geta,-
apeHOpPELIeITTOPH.

In vifro npoy4BaHHATA TIOKA3BAT, Ye ONOAATEPON MM 241 ITHTH NO-BHCOKA AFOHHCTHYHA AKTHBHOCT
KkbM GeTaz-8peHOPELENITOPHTE B CpasHeHHe ¢ GeTai-aapeHOPeneToprTe H 2 299 mbTH No-BHCOKA
ArOHMCTHYHA AKTHBHOCT B CpaBHEHME ¢ OeTas-afpeHOpeleTToOpHTE.

CopeaMHeHHeTO YIpaxHaBa papMakonoruuHnTe cH edekry upe3 CBbP3BaHE H AKTHBHpaHE Ha Gera;-
a/IpeHOPELIEIITOPKTE CJTe]] JIOKAKHO MPWIOKEHHE Upe3 HHXaJIalHA,

AKTHBHPAHETO Ha TE3H PELICIITOPH BBB BB3AYXOHOCHHTE ITHTHINA BOH N0 CTHMY/IHMpaHe Ha
BLTPCKJICTLYHATA aNCHWIATLHKIIA3A, €H3UM, MEIHHpPall CHHTE3a Ha LIMKJIHYHAA-3",5’ aneHo3HH
monodocdar (WAMD). Mopmuerire HruBa Ha KAM® BHAYIHpaT OpoHXOMWIATALHA Ype3
penakcaiiiig Ha [NIAAKOMYCKYJIHHTE KIIETKH Ha BR3TYXOHOCHHTE ITHTHLIA.

Onoparepon HMa NpeAKTHHAYEH NPod HA ALArOAEHCTBAIN CENCKTHBEH OETaz-apeHOPEIICTITOPSH
aroHHcT (JUIBA) ¢ 6Bp30 HacThNBaHe HA AeficTRHETO H MPOABIDKHTEIHOCT Ha AclicTaHe noHe 24
qaca.

BeTa-anpeHopelenTOpHTE ce pa3fieliaT Ha TP NOATHNA: GeTa;-AXPEHOPELEITTOPH, MPEXHMHO

H3Pa3eHH B ChP/ICYHATA MYCKy/aTypa, 6€Ta:-apeHOPELIETITOPH, NPeIHMHO H3pa3eHH B IajakaTa
MYCKYJIaTypa Ha Bb3AYXOHOCHWTE ITHTHIIA M GeTa-adPeHOPELIENTTOPH, NPeAHMHO H3DAICHH B/
MacTHaTa ThkaH. beras-aroHHcTiTe NpeRM3BHKBaT OpoHXoaHnaTams. Benpexu ue Gerar-
aJIpeHOPELCNTOPH Ca NpeobaAaBaIIHTE A/IPeHEPTHYMHH PELIETTOPH B FIANKATA MyCKYJIa
BB3/yXOHOCHHTE ITbTHNIA, TE C€ HAMMPAT CBIIO H BBPXY NOBLPXHOCTTA HA PeAKIA IPYTH

15



BKJIIOYHTEHO 0eNoApoSHUTE eNUTeNHH KICTKH H eHAOTEIHMTE KICTKH Ha ChplieTo. TounaTta
$ynkuA Ha OeTaz-aAPeHOPELIEITTOPUTE HE € M3BECTHA, HO TAXHOTO HATHYHE MOBHINABA
BB3MOKHOCTTA 34 ChPACUHH eekTH AOPH 1 NPH BHCOKO~CeNIeKTHBHHTE 6€Ta2-a1peHOPELEITTOPHH
arOHHCTH.

Copdeunu enexmpo-huzuonozuunu eexmu

Tuomponuym

B emno, noceeredo Ha QT npoydsae, BKBO4BANIO 53 31pagn AOOPOBOIIM, IPWIATAHETO Ha
THOTPOIIMYM IIPax 3a HHXANALMA B 103a 18 MukporpaMa u 54 MHKporpama (T.e. TPH ITBTH
TEpaNeBTHYHATA 034) B MPOABLKEeHHE HA 12 nHaK He yankaea 3HauyuMo QT HHTepBaNHTE Ha

€NeKTPOKApAMOrPAMATA.

Onodamepon

EdextsT Ha ononarepon pupxy QT/QTc unreprana npu EKI” e u3cneasan npu 24 31paBk MEXE H
*eHN JOOpOBOILH B ABOKHO-CANO, PAHAOMK3HPAHO, Ianeto- U akTHBHO (MOKCH(IOKCAIMH)
KOHTPOJTHpaHo npoyusane. PesysraTire B cpaBHeHHE C Iuianebo noxassaT 3aBHCHMO OT A03aTa
CPEeIHO YBEIHUEHHE 0T H3xoAHoTO HHBRO Ha QT mATeprana ot 1,6 (10 Mukporpama oonarepos) o
6,5 ms (50 Mukporpama ononaTepon), B paMkuTe Ha 20 MUHYTH 10 2 yaca CIi¢]| IpAsaraHe Ha
OJIO/IATEPON B ENHOKPaTHH 1034 oT 10, 20, 30 u 50 MMKporpamMa, IIPH ropHa I'PAHMIIA HA
nsyctpaHanTe 90% NOBEpHTENHNH HHTEPBATK NO-HUCKA OT 10 mS NPy BCHYKH A03H 38 HHAHEHTYAJTHO
kopurupas QT (QTecl).

EtexThT Ha onofaTepos B 1034 S MHKporpama 1 10 MAKporpaMa BEPXY ChpI€YHATA YECTOTA H PHTBM
¢ 6M1 onieHeH upe3 HenmpekbeHAT 24-vacoB EXT zamuc (Moruropupase ¢ Xontep EKT) B noarpyna ot
772 naupeHTH B 48-CeIMIYHM, MnaLe60-KORTPOHpany npoyusanns Pasa 3. He ca nabmonasann
3aBMCHMH OT J034Ta WIH CBEP3aHH ¢ BPEMETO TCHACHLMH HIH MOJIEITH BHB BE/IHUHHATA HA CpedHHTE
IPOMEHH Ha CHPACYHATA YECTOTA WK NPEKICBPEMEHHHTE CHPAEIHH yaapH. OTKIOHEHHETO B
MpeXIeBPeMCHHHTE yIaPH OT H3XOAHOTO HHBO A0 Kpasi Ha JICUEHHETO HE € MOKA3a0 3HATHMH
PaMKH MEXY OJIONATEPON 5 MUKporpama, onogarepon 10 MHKporpama H ruianeto.

Cnuonmo Pecnumam

B nBe 52-cenMuMHH PaHAOMH3IHPAHH, ABOMHO-C/IENH KIHHHYHH MPOYYBAHHA, BKTMIOYBAIIH 5 162
nammenty ¢ XOBB e mwnomsean Cionro Pecnnmat. B 0600men anamus Ha 6pod malmeHT! ¢
NPOMEHH B KOPHTHPaHHA CpaMo m3xoaHoto HuBo QTcF (kopexima no Fridericia) marepsan or >30
msec 40 MHHYTH Cli€a pHNaraHe Ha nosara ga $5°°, 169™ u 365™ neH, Bapupar ot 3,1%, 4,7% 1
3,6% B rpynara Ha CmuonTo PecniuMar B cpapHensie cnotBeTHO ¢ 4,1%, 4,4% u 3,6% 3a rpynara Ha
oJionarepon 5 MHKporpasMa 1 3,4%, 2,3% u 4,6% B rpynata Ha THOTPONHYM 5 MHKpOTpama.

Kinanana edHKacHOCT H 6e300aCHOCT
Knurrurara nmporpaMa (aza 111 3a pazpaGorsane Ha Cnnonrro PecniMar e Bkmiousana TpH
PaHOOMH3HPAHH, NBOHHO-CNICITH KITHHHYHY NPOYYBAHHA:

(i) nee myOnmpanu, 52-cenMHYHH, TTAPANEIHO TPYTIOBH MPOYYBaHKA, cpaBHABaIH CrHONTO
PecniuMar ¢ THOTpONHYM 5 MHKporpaMa H onogarepon 5 Mukporpama (1 029 naupenTa ca
nony4apand Cruosrro Pecrmar) [Tlpoyusake 1 1 2]

(ii) exso 6 cenMINMHO, KPBCTOCAHO NpOYUBaHe, cpasngpaino Cruonto PecaMaT ¢ THOTPOIHYM 5
MHKpOTpaMa, OIOAATepoN 5 MEKporpama 1 mwane6o (139 naupenta ca nomyvasand Cnuoiaro
Pecrmimar) [[Ipoyusane 3]

B Te3# Npoy4Banus NPOJYKTHTE 33 CPABHEHHE - THOTPONHYM 5 MHKpOTpaMa, OllofaTepo 5
MHKpOTpaMa M yiane6o, ca MpHiaraHy 4pe3 HHXANATopHO ycTpolicTeo Respimat.

Xapaxmepucmuxu Ha nayuenmume
IMo-ronamara wact ot 06110 5 162 naieRTH, BKIFOYEHH B 52-CEAMHYHHTE KAMHHYHH NPO;

[[Ipoyusane 1 u 2] ca mexke (73%), ot Ganara (71%) wnn or asuarckara (25%) paca, Ha cpeffi ‘
Bb3pacT 64,0 ronusn. Cpexnata croifHocT Ha nocT-Gponxoamnnaratope PEO; e 1,37 1{GC
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[50%], GOLD 3 [39%], GOLD 4 [11%)]). CpensoTo HHBO Ha NORIHABAHE OT JIEUEHHETO ¢ P2-aTOHMCT
e 16,6% ot mxonHoTo HuBo (0,171 1). JlekapcTeenuTe MpoayKTH 3a GenogpobHO NeyeHHe, KOHTO Ca
pazpelieny 3a ynorpeda XaTo ¢LIMLTCTBALIO JEYEHHE, ¢4 BKMIOYBATH HHXANATOPHH cTrepouaH [47%]
KcaHTHHH [10%].

6-ceAMHIHOTO KIHHHIHO npoy4saHe [[Tpoyusane 3] e nposeneno B Espona u Cesepra AMepria.
Io-ronsma yact o7 BKMOYeHHTe 219 naumenTy ca 6une Muxke (59%) ot Ganara (99%) paca, Ha
cpenHa Br3pact 61,1 ronumm. Cpennara cToiiHocT Ha nocT-OpoHxomwiataropeH ®EO; e 1,551
(GOLD 2 [64%], GOLD 3 [34%], GOLD 4 [2%]). CpenHOTO HHBO HA IORIMABAHE OT JIEYCHHETO C fr-
aroHHcT € 15,9% ot m3xoxHoTo HuBO (0,193 1). JlexapcTaeHuTE NPOOYKTH 32 GenoapobHO Nedenue,
KOHTO Ca Pa3pemicHH 3a ynoTpeda KaTo ChIIBTCTBAMIO JICUEHHe, Ca BIJIIOYBAII HHXaNATOPHH
crepoumu {41%] u xcanTurM [4%].

Edbexmu na ma na b O

B 52-cenMuvHNTE KITHHWYHK npoyuBanus, Cnxonro PecniuMar Npunarad BeHEXK JHEBHO CYTPHH, €
A0BEJ OO BHAMMO TTofobpenne Ha 6enoapoOHaTa QyHKIgHA B paMKHTE HAa 5 MHMYTH CeJl ITkpbara
Io3a, B CPABHEHME C THOTPOIIHYM 5 MuKporpama (cpento nopumasane Ha ®EO; o1 0,137 13a
Cronro Pecriamat ciipamo 0,058 | 3a TnoTponuym 5 Mukporpama [p<0,0001] 1 0,125 I 3a
onoaarepon 5 MHKporpama [p=0,16]).

B npere npoy4saHua e Habmoaarano 3HaTHMO nofobpenne npu npomsaHara Ha AUCen 3a PEO, n va
Haii-HICcKaTa cToiHocT Ha PEO; cnen 24 ceamuum (HpBEYHA KpaiiHa Hern - GenonpobHa gynkumi) 3a

Cnuonro PecniMat B cpaBHEHHE C THOTPOIIHYM 5 MUKPOTPaMa H OJICAATEPOI 5 MHKporpama
(Tabmnua 1).

Tabnana 1 Pasnuxn » npomanaata aa AUCy 32 ®EO; » maji-aacka croiinoct sa ®EQ, npn
Couonto Pecnumar B cpaBHenARe ¢ THOTPONHYM S MEKPOrpamMa, 0J100aTepot 5
MHKpOrpama ciaen 24 cexmuann (Tlpoyusanus 1 n 2)

Ipomana a AUCy;3, 32 DEO, IIpomaga Aa Hali-ARCKaTA

croiinoct Ha PEO,
Npoyusane 1 | IIpoyusame2 | Ilpoyumamel | Ilpoyasane2
n [Cpexso | n | Cpeaso | n Cpexno Cpeano
Comoaroe Pecnamar | 522 - 502 - 521 - 497 -
CIpEMo
Turorpommym 5 | 526 | 0,1171§ 50 | 0,1031 | 520 | 0,0711 1498 | 0,0501
MHKPOTpaMa 0
Ouaogarepon 5| 525 | 0,1231 § 50 | 0,1321 | 519 | 0,0821 | 503 | 0,0881
MHAKPOrpaMa 7

Haxonna croitnocT npemu nedenrero Ha PEO;: Ilpoyusane 1 = 1,16 I; Ilpoywsane 2= 1,151
p=<0,0001 33 BCHIKH CpaBHEHHA
n= Gpoii nanMeRTH

HaipseHTH ¢ No-BHCOKA CTENcH Ha 0OpaTHMOCT NPH H3XOIHA CTORHOCT, KATO WAJIO NOKAIBAT MO-BHCOK
GporxoaMnaTaTOpPeH OTroBOp ¢b¢ CHoNTO PecniMAaT, B cpaBHEHNHE C NALMEHTH C NO-HHCKA CTEMNCH
Ha o0OpaTHMOCT [IPH H3XONHA CTOHHOCT.

TlopnmenusT 6ponxoannaraToper edekt Ha Comolrro PecaMaT B CpABREHHE THOTPOITHYM
3 MHKpPOIpaMa H OJIO/IaTEPOIL 5 MHKpOrpama € no bpikaH Npes eI MepHo/l Ha JIeUeHHe oT 52
ceamuui. Crvonro PecniMar nonoOpara chIe CyTPEeIHATa H BedepHa CKOPOCT Ha BBPXOBHS

excrimpatopeH aeOHT (PEFR) B cpaBHeHHE C THOTPOIMYM 5 MUKpOrpaMa u OJIoJIaTepon
5 MMKpOrpaMa, H3IMEPCH Ype3 exKe/IHEBHHTE 3AIHCH Ha MalMeHTHTe.
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B 6-cemmuunoro npoyusade Cronto PecnuMar nokassa 3HAYHTENHO NO-ro/iAMa npomsna Ha PEO:

B CpaBHEHME ¢ THOTPONHYM 5 MHKpOTpaMa, OTOJATEPON 5 MHKporpama i ianebo (p<0,0001)
NpOAL/DKEHHE HA HeTHd 24-4acoB HHTepBal Ha nosupane (Tabsiuna 2).

Tabaana 2 Cpennn paiankn Bxs ®EQO, (L) B npoaskenne 5a 3 h, 12 h 1 24 h v pazanaxa B
Hali-gEckata croiinoct HA DEQ, (L) npr Canoxro PecnaMar B cpaBHeRne ¢
THOTPONHYM 5 MEKporpama, ooaaTepon S Mukporpama n nnaneGo cnen 6

ceamuny (Ilpoyusane 3)
n 3h n 12h 24y | Dali-mucka
1 cToiiBocT
cpeaso Cpeano cpeaHo 5a OEO;
Conroaro Pecoamar 138 138
cHpaEMO
Trorponnym § | 137 0,109 135 0,119 0,110 0,079
MHKpOrpaMa
Oaopatepon 5] 138 0,109 136 0,126 0,115 0,092
MHKPOrpaMa
IInamebo | 135 0,325 132 0,319 0,280 0,207

Haxoana crodHoCT npemu dedennero wa GEO; = 1,301
! rEpBHYHa KpaiiHa nen

p<0,0001 3a pcHdKM cpaBHEHRA

n= Opoit nanHerri

UCNHER
Cnen 24 cenppmmmmn (Ilpoyysanng | 1 2) pe3yirratsT Ha (hoOKATHATA OLIEHKA Ha CPeAHHA HHJIEKC 32
TpansuTopHa aucnyes (TDI) e 6un 1,98 equnenm 3a CrimonTo PecuMarT ¢he 3HATHTENHO NOAOOpeHHe
B CPaBHEHHE ¢ THOTPOIMYM 5 MMKporpama {(cpeasa pasmuka 0,36, p=0,008) u ononarepon 5
MHKporpama {cpeaHa pavivka 0,42, (p=0,002).

IMosedero nanmeHTH, NeKyBaHK ¢b¢ CrmonTo PecniMaT, ca HManK 3HAYHTENHO OAOOPEHHE B
pe3ynraTa Ha QokanHaTa onenka Ha TDI (MCID, onpeneneH kaTo cTOHHOCT OT noHe | eavHuua) B
CpaBHEHHE ¢ THOTPOIHYM 5 Mukporpama (54,9% cnpamo 50,6%, p=0,0546) n ononarepon 5
mukporpama (54,9% copamo 48,2%, p=0,0026).

Ynompebg na xcueomocnac. U Jexapomed

[ManpenTHTE, JIeKyBaHH ¢bC CIHONTO PeciuMar, ca H3NON3BANH NIO-PAAKO Npe3 ASHA H HOIITa
canGyTaMo KaTo CHeIHO Jie4eHHe B CPABHEHHE C MALHEHTHTS, JIEKYBaHH C THOTPOIIHYM 3
MHKpOIpaMa H 0JICZATepoN 5 MHKpoTpama (cpeaHaTa ynotpeda KaTo CIIEUIHO JEYEHHE MPe3 JeHA MPH
Cmronro Pecriimar e 6ua 0,76 cyuas Ha aeH B cpabhente ¢ 0,97 crydad Ha J€H NPH THOTPOTHYM 5
mukporpama ¥ 0,87 cimydas Ha aen npu ononarepon 5 Mukporpama, p<0,0001; cpeanata ynorpeba
KaTO CTIENEHO JIcYeHHe Npe3 Holnra npu Crmonro Pecrumart e Guna 1,24 cimydas Ha IcH B CPaBHEHME C
1,69 cryqas Ha ieH 3a THOTpoIHyM 5 MAXporpama M 1,52 ciyuas Ha IeH 3a OJIOAATepon 5
MuKporpama, p<0,0001, Ilpoyupanus 1 u 2).

!M OYeHKd Ha nayuelmunie

ManmenTure, nexysanu cb¢ Cninonro PecnmMar, nocTurat no-nobpo noaoGpente Ha

PecIHpaToOpHOTO CHCTOAHKE B CPABHEHME ¢ THOTPONHYM 5 MHKPOrpaMa H OI0JIaTeEpONt 5 MHKpOrpaMa,
KOETO € H3MepeHo upe3 ckanara 3a O6ma onenxa Ha nauperTTe (PGR) (ITpoyusanua 1 1 2).

Exzaue Uy
TwuotpormayM 5 MAKpOrpaMa npey € NoKas3a 3aJ0BONHTEIHO 3HAYHMO NOHMKEHHE Ha P s
exsailepbauns Ha XOBb cripamo wiaue6o. ExsanepGapire nipu XOBB ca BKmoveHH Kag
JOITHJIHMTENHA KpaiHa el B 52-ceAMAYHITE IThpBOHAYAMHHU Npoy4ysaHH: (TIpoyyrs
KOMOMHHpAHHTE JaHHH MPOLEHTHT HA TAMEHTHTE, NOMYYHIH TIOHE €AHA CPEAHO TeX
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exsauepbaiya mpu XOBB ¢ 6un 27,7% 3a Cmmonto Pecnumat 1 28,8% 3a THOTpormyM 5 MHKporpama
(p=0,39). Te3n npoyuBaHua He ca GHIH crielManHO NpeHA3HAYEHH 1a OUCHAT e()eKTa Ha NCUSHHETO
BBEPXY ex3anepbamumre npi XOBB.

B eanoOroaMiIHO, paAHOOMU3HPAHO, ABOHHO-CIANO, AKTHBHO KOHTPOJIHPaHO, NApAJICITHO IPYTHOBO
KIHHHYHO npoydsate (ITpoyusane 9) CrimonTo PecniMaT € CpaBHEH ¢ THOTPOTHYM 5 MMKpOrpama 3a
exsauepGamui mpu XOBB. Beavku pecmHpaTopHH ICKAPCTBEHM CPECTBA, ¢ HIKIIOYCHHE Ha
AHTHXOMHHEPTHYHH CPEACTBA, NPOAWDKHTE/THO AciCTBAIN 6¢Ta arOHHCTH M TAXHATA KOMOHHAI(HA,
ca OHIM HO3BONICHH T10 BPEME Ha TIEUEHHETO, T.€. Gbp3oaeiicTBamy OeTa arOHMCTH, HHXABATOPHA
KOPTHKOCTEPOH/IH H KCaHTHHH. [IspBiHaTa kpaifHa Touka € Ouna roAMIIHATa 9ecTOTa Ha CPENHO -
TEIKKHTE H TeXKKH exsanepbaiiu na XOBB (3 939 naunentn nomyyaeat Cnxonro Pecnimmat B 3 941
MALMEHTH, NONYYABAT THOTPOITHYM 5 MHKPOrpaMa).

lonama vacT or nanmeHTHTE ¢a 61H Mbxe (71,4%) ot esponeraHaTa (79,3%) paca. Cpeanara
BL3pacT ¢ 6una 66,4 romuHM, Kato cpeaHHaT noct-Oponxoaunaratopen O®EO; e 6mn 1,187 1(SD
0,381), a 29,4% oT nanueHTHTe ca GHIH ¢ aHAMHE3a 38 KIHHHYHO 3HAYHMO CHPACHHO-CHAOBO
3abonsBane.

CpeaHo TexxuTe H TEXKH eK3auepbaivu Ha XOBbD ca onpeaencHy KaTo ,,KOMIUIEKC OT
CHOHTHA/CHMITTOMH, 3ACATAIIK JOMHHTE JUXATENHN ThTHIIA (YBETHUECHH HAH HOBOMOABHIIH CE),
cBBp3anH ¢ noanexkamara XOBB, ¢ MPpoXL/IKHTEIHOCT TPH WK NOBede JHH, HaNarally NedcHHe ¢
AHTHOMOTHIM W/WIH CHCTEMHH KOPTHKOCTEPONAM W/HH XOCIHTATH3aLMA.

Jleuennero ¢k¢ Crinonro Pecriamar e noeeno no 7% NoHbKaBane Ha TOAWIIHATA YECTOTa HA CPEJHO
TEKKHTE K TEXKH ex3anepOaitiu Ha XOBB cripaMo THOTpONMyM 5 MHKporpama (TIpoLieHT 4ecToTa
(RR) 0,93, 99% nosepurenen unrepsan (JIH), 0,85-1,02, p=0,0498). IpoyuBaHeTo HE € NOCTHIHAIO
MpEeABAPHTENHO OTIPEIE/IEHOTO HUBO Ha 3HaIAMocT p<0,01.

Kauecmso na xacusom, cewpzano cve 30pasemo
Crmonro PecniuMar nokassa noaoOparaHe Ha CBHP3aHOTO CBC 3APABETO KAYECTBO HA KMBOT, KOETO C€

ONpe/end Ype3 HaManARaHe Ha o0MA cKop Ha BBNpocHHKA St. George’s Respiratory Questionnaire
(SGRQ). Cnen 24 cenmunn (ITpoyusauns 1 v 2) ce HabmoaBa CTATHCTHYECKH 3HATHMO NIOAOOpeHHe
B cpeanns obm ckop Ha SGRQ 3a Cosonro PecnMMar ¢nipAMo THOTPONMYM 5 MHKpPOTpaMa H
onoaarepon 5 mukporpama (Tabnuna 3), karo nonoGpennd ce OTYHTAT BBB BCHUKH 06NacTH Ha
SGRQ. INoBeue naHeHTH, AeKyBaHH ¢b¢ CronTo PecraMar, HMAT KITHHHYHO 3HAMHMO nofaoGpeHue
B 0bmma cxop Ba SGRQ (MCID ce nethrnupa xato noumkasane B 00IIHe CKOp ¢ MOHE 4 EAWHHIM OT
H3IXOJHOTO HHBO) CITPAMO THOTPONMYM 5 Mukporpama (57,5% crpsamo 48,7%, p=0,0001) i
olloAATepON 5 MHKporpaMa (57,5% cnpamo 44,8%, p<0,0001).

Tabanna 3: 06w SGRQ peaysarart caen 24-ceamauno geuenne (Ilpoyasanns 1 1 2)

Jleuenne Pazaaxa cnpsmo
n Cpenna croiinoct | Conoaro Pecnumar
(mpomana or Cpeano
H3X0AHOTO HABO) {p-croiinoct)
O6m Haxonno nEBO 435
PE3YATAT
Cunoaro Pecnamar 979 36,7 (-6,8)
Trorponuym § 954 37,9 (-5,6) -1,23 (p=0,025)
MHKpOrpaMa
Ouxnonatepon § 954 38,4 (-5,1) -1,69 (p=0,002)
MHKpOrpama

n= 6poii nawACHTH

B nBe gormbAHHTENHY 12-ceaMIIHH, MAaNe60-KOHTPONHMPaHH KIMHHYHH Npoyusanis (I1pg
H 8), o6muaT ckop Ha SGRQ Ha 12-Ta ceqMuila ¢BINO € BKIIOYEH KATO MbPRAYHA KpaliHa

TIOKA3ATEI 33 KaYECTBOTY) HA XHEOT, CRBP3aHO CBC 3/PaBeToO.
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B 12-cemmuannTe npoyusanus, Crimonro Pecnumar AeMoHcTpypa NoAoOpeHne B CpeAHMsE 001 CKOP
Ha SGRQ (mspeuuHa xpaiina uen) ¢ -4,9 (95%4: —6,9, —2.9; p<0,0001) u -4,6 (95%U: —6,5, —2.,6;
p<0,0001), copsamo nnaneGo Ha 12-Ta ceamua. B 0600men moaxpenam aHanus Ha 12-ceqmummianTe
NpOYYBaHHs, MPOLIEHTHT Ha ALMEHTHTE ¢ KNAMHHYHO 3HAYHMO NOHIbkaBaHe B obuma ckop Ha SGRQ
(nedpHHUpaH KaTO NOHIKEHHUE C NOHE 4 SXHHHLM OT H3XOQHO HHBO) Ha 12-Ta cenMMIa € MO-TOJIAM 34
Cmuonro PecnnMar (52% [206/393]), cnpamMo troTpomiyM 5 MukporpaMa (41% [159/384];
CHOTHOIIEHHE Ha lancosere: 1,56 (95% JAH: 1,17, 2,07), p = 0,0022) u mwianebo (32% [118/370];
CHOTHOIICHHE Ha Wancopere: 2,35 (95% JH: 1,75, 3,16), p < 0,0001).

Hucnupamopen xanayumem, Qucxomgopm npu dwuane u uz0pbicausocm npu gususecko
Hamosapaane

Heiicterero Ha CriHonro PectinMar BEpXy HHCITHPATOPHMS KallallMTeT, AMCKOMbOopTa NPH AUIIAHE H
OTpaHHYEHATa 0T CHMITOMHTE H3APLAUTHBOCT NpH (GH3HYECKQ HATOBAPBAHE, CA H3CICABAHM B TPH
PaRAZOMHIMPAHN, JBOHHO-CNENY KIMHHYHH Npoy4BaHus npyH naupeHTH ¢ XOBB:

(i) mBe myOnvpany, 6-ceAMHYHM, KPECTOCAHH KIHHMMHE NPOY4BaHHA, cpapHABALTA CIHONTO
PecniMaT ¢ THOTPONHYM 5 MUKpOrpaMa, OIOAATEPON 5 MHKpOrpaMa H ruianedo 1o BpeMe Ha
HENPEKBCHAT TeCT ¢ BesioeproMeTsp (450 nauueHTH ca noryarnu CiHoATo PecriaMaT)
[Mpoyusanusd 4 u 5]

(ii) eano 12-cemMmqHO, MApANETHO rPYNORO KIMHMYHO MPOYUBaHe, cpaBHaBaio CrmonTo Pecmamar
H Iianebo no BpeMe Ha HENPEKBCHAT TecT ¢ BeioeproMeTsp (139 naumeHTH ca Momy IR
Cmmonro Pecrmar) 1 HenpexkscHaTo 6Bp30 xoneHe (noarpyna naupeHTH) [ITpoyusane 6]

Crnmonro PecnuMat 3HaunTenHo noao0papa HHCIHPATOPHHS KANIALMTET NIPH NOKo#i ABa Yaca cnes
MIPHJIaraHe Ha J03aTa B CpaBHEHHE ¢ THOTPOIHYM 5 Mukporpama (0,114 1, p<0,0001; IIpoyusane 4,
0,088 1, p=0,0005; IIpoyuranue 5), onoaarepon 5 muxporpama (0,119 1, p<0,0001; Ipoy«sane 4, 0,080
1, p==0,0015; Mpoyusane 5) u mnaneGo (0,244 1, p<0,0001; Ipoyusane 4, 0,265 1, p<0,0001;
[Ipoyumase 5) cnen 6 ceAMMITH.

B IIpoyusanns 4 1 5 CronTo PecIIMMaT 3HaUMTeNHO NoR00pABa MPOTKDKHTEHOCTTA HA
HATOBAPBAHE B HEMPEKBLCHAT TECT ¢ BEIOSPrOMETSHD B CpaBHEeHHE ¢ Tutanefo criex 6 cemMHLM
(IIpoyurane 4: cpeIHO FeOMETPHUHO BPEME Ha HaTOBapBaHe 0T 454 cexyHau npr Crmonto Pecriumar
B cpaBHeHHe ¢ 375 cexynau npH wiaue6o (20,9% nonobpenue, p<0,0001); IIpoyusane 5: cpeano
reOMETPHYHO BPEME Ha HATOBAapBaHE oT 466 cexyHmu mMpH CronTto Pecrumar B cpasHeHMe ¢ 411
ceKyHIH npH mwiatlebo (13,4% nonoGpense, p<0,0001).

B Ilpoyusane 6 Cnmonro Pecnmar 3naunTento noaodpaea NpoI/DKHTEHOCTTA Ha HATORApBAHE
NPH HENPEKLCHAT TECT ¢ BEIOEProMeTHp B CpasHeHMe ¢ iauebo e 12 ceAMHIM (TeOMETPHIHO
BpeMe Ha HaToBapBaHe oT 528 cexynan npn Cryonro PecrmmMar B cpasHEHHE ¢ 464 CEKYH/IH IIPH
mwiauebo (13,8% nozobpenue, p==0,021).

Ile 108}

EmponeiickaTa areHnys M0 JIEKAPCTBATa OTIAra 3aXbJDKEHHETO 34 NPEeOCTaBIHE HAa PE3YIITATHTE OT
npoy4BaHuATa ¢bc Cnuonro PecuMar BLB BCHYKH MOATPYNH HA NEAMATPHUHATA NOMyNIALAA IIPH
XpoHn4Ha oGcTpyxTHEHA Oenoapobua Gonectr (XOBB), nopaau pelneHHe 38 0CBOOOKAABAHE HA Kilaca
NEKApPCTBEHH CPEACTBA (BK. Touka 4.2 33 HH(pOPMALHA OTHOCHO YTIOTpe(a B IeAHATPHAT).

52 PapMAKOKHHeTHYHH CBOHCTBA

a. Ob6ioo BpRENEHHE

ToiH KaTO THOTPOIIMYM H OJIOJATEpOJ] ¢a NPHAATAHH B KOMOMHALIMA Ype3 HHXAAaTOPHO NPHITQKE
($apMaKOKMHETHIHHTE IAPAMETPH 3a BCAKO BEIICCTBO Ca CXOAHH C Te3H, HaGMOaBaHH, KOJ
AKTHRHO BEINECTRO © NpAIaraHo nooTHenHo.
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THOTPOIMYM H OAOIATEPON NOKA3BAT JIHHEHA GapMaKOKHHETHKA B TepanesTH4HH 103u. [1pu
MHOIOKPATHO HHXAJIATOPHO MIpH/IaraHe BeAHbX AHEBHO THOTPONHYM JIOCTHTa PABHOBECHO CHCTOAHHE
Ha 7™ pen. Ononatepon JOCTHIa PABHOBECHO CHCTOAHHE C1ex 8 JHM MHXanaTopHO NPWiAraHe
BeIHBXK AHEBHO H Ce HaTpynsa Ao 1,8 mbTH B cpaBHEHHE ¢ €THOKPATHA [034.

6. 00O HCTHKA HA AKTHBHOTO BELIESCTEO CJIE MIATAHE Ha JieKa HHS

Abco

Tuomponyuym: JIaHHMTe OT YPHHADHA €KCKPELIHS NIPH 3ApaBH MIaTH A0OPOBOIIIHE NPEAMIONATAT, Ye
npubnuzETENHO 33% OT NpUNokeHaTa HHXANATOPHA 1032 Upe3 HHXanaTop Pecnumat focTHraT
CHCTEMHOTO KphBooOpallieHHe. Y CTaHOBeHa € a0CcomoTHA GHOHAIMMHOCT NpK NEPOPATIHO MPHAOXKEH
pasTBOp 0T 2—3%. MakcHManHHTe IJIa3MeHH KOHLICHTPALIWH HA THOTPOIIHYM ce Habmonasar 5-7
MHHYTH cjeJ HHXanamus upes Pecniumar.

Onrodamepon: Cliel HEXANAUHA HA OICARTEPON [IPH 3APABH A0GPOBONLH H3YHCIEHATa abcomoTHa
HuonanuamocT e npubmrurenno 30%, aokaro abcomoTHATa GHOHANHYHOCT [PH NEPOPAICH PasTBOP
¢ nox 1%. MakcHMaTHHTe na3MeHH KOHIIEHTPALMH Ha ONIOJATEPOI 1O MPHMHITAN CE NOCTHTAT B
pamkaTe Ha 10 no 20 Mury™ cien HHxanaims gpes Peciamar.

Pasnpenenenme
Tuomponuym ce cBBp3Ba 72 % ¢ 1a3MEHHTE IPOTEHHH H NOKa3Ba 00eM Ha pasnpeJieieHHe OT

32 V/kg. Hpoyusanud npH ILX0BE ¢4 MOKA3a/AH, Y€ THOTPOIMYM He MIPEMHHABA KPBBHO-MO3BIHATA
Gapuepa B 3HAUHTENTHA CTENEH.

Onodamepon ce CBBP3BA ¢ UTa3MEHHTE TIpoTeHHA NprOAmATeNHO 60% 1 nokasea obeM Ha
pasnpenenenne or 1 110 1. Onomarepon e cy6erpar na P-gp, OAT1, OAT3 n OCT1 TpancnoprepHTe.
Onopnarepon He e cyOcTpar Ha cieanute Tpancnoprepu: BCRP, MRP, OATP2, OATPS, OATP-B,
OCT2 u OCT3.

bu M

Tuomponuym: Crenerra Ha MetabomH3HpaHe e HUCKA. JIoka3aTencTBO 32 TOBA € YPHHHATA EKCKPELHA
Ha 74 % HenpoMEeHEHO BEEeCTRO 16/ HHTPABEHOZHO NMpiioykeHue. ECTepsT THOTPOIHYM ce
pasrpakna HeEH3MMHO /10 ANMKOXONHHA H KHCENMHHHA CH KOMNOREHTH (CHOTBETHO N-METHIICKOITHH H
JAMTHEHHITTHKOTIOBA KHCEJTHHA), KOHTO He ce CRBP3BAT ¢ MyCKaPHHOBHTE pelienTopH. In vitro
€KCIIEPHMEHTH ¢ YOBCHIKH YEPHOAPOOHA MUKPO30MH H XETIATOLMTH NPEANONAraT, 9¢ MAIKa 9acT OT
JICKapCTBEHOTO BemecTso (<2( % oT fo3aTa ciell HHTPaBEHO3HO NPWIOokKEHne) ce MeTabomsupa oT
muroxpom P450 (CYP) 2D6 u 3A4 3aBACHMO OKHCCHHE H IOC/ISABAINA [yTATHOH KOHIOTAIMA 210
MHokecTBO Daza II-MeraGonuTn.

Onodamepon ce MeTaboIH3Apa OCHOBHO 9pe3 MPAKa IIOKOPOHHAANMA H 4pe3 O-AeMeTHIalug Ha
METOKCH-TPYIIATa, IOCICOBaHN 0T Kooranus. OT mectTe uaeHTHMImMpanu Metabomura, camo
HEKOHIOTHPaHH4 TIPOAYKT HA AEMETHIALMATA ¢ CBBp3ea ¢ Br-petienrropure. Toau Metabonur ofase
He Ce OTKPHBA B MJ1a3MaTa cJie]] AWATOCPOYHO HHXAJHPAHE Ha JICKAPCTREHHA NPOIYKT B
NpenopLYBaHATA TEPATIEBRTHYHA JI03a WK 10 4 NBTH NMO-BHCOKH A03H. B O-neMeTnnanmsra na
onoaarepon y4acTeaT HToxpoM P450 usoemsumure CYP2C9 u CYP2CS8, ¢ npenebpexaimo cnabo
nonprHacane Ha CYP3A4, nokaro maodopmure va ypuaun audocdar rimmkosun tpacdepasa
UGT2B7, UGT1Al, 1A7 u 1A9 ca nokasanu, 9e y4acTsar B 00pa3yBaHeTo Ha IFOKOPOHM/H Ha
ONIOKATEPOIL.

Enumynppane _
Tuomponuym: OOIKAT KIHPBHC NIPH 3Apasy AoGpoeomiH e 880 ml/min. Tuotpomiym npeaumeo ce
eKCKPETHpa B HempoMeHeHa (opMa B ypHuaTa (74%) cien uHTpaBeHo3HO nprnoxkenne. Cren

HHXAnawws npu naupeHT ¢ XOBD B cTabunno cheTogHME, eKCKpenuATa B ypHHaTa ¢ 18,6% o1

KOETO IOKA3BA AKTHBHO OTAENAHE B ypUHata. EGeKTHBHHAT NOMYKKBOT HA THOTPOITHYM
HHxananws npu nawkents ¢ XOBEB sapupa Mexny 27 u 45 qaca.
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Onooameponr: OGIMUST KTMPHHC HA OOAATEPON TIPH 3ApaBH nobpoomm e 872 mi/min, a
OpOpeunnaT wmpsHe e 173 ml/min. Crex unrpasesosHo npunoxenne Ha [*C)-Gensgsas onoaarepos,
38% oT paAROAKTHBHATA X038 Ce OTKPHBA B YPHHATA H 53% B18 dekamuure. KomuecTsoto
HEMPOMEHEH ONIOAATEPO, OTKPHBAHO B YPHHATA CJIe]l HHTPAaBEeHO3HO Nprnoxkenne € 19%. Cnen
TIEpOPAIIHO NPHIOKCHHE B YPHHATA C€ OTKPHBAT caMo 9% or paauoakTHBHOCTTa (0,7% HEIpOMEHEeH
OOAATEPONT), AOKATO NO-TOJLIMA YacT C¢ OTKPHBA B H3NpakkeHuATa (84%). Cnen MHTpaBEHO3HO M
nepopanHo npanoxenne Hag 90% or Ho3aTa ce eKCKPeTHpPAT ChOTBETHO B PAMKHTE Ha 6 B 5 IHH.
Cnen vHxanalua MpH 3ipaBH N0GPOBOIIIN, eKCKPETHPAHHAT HETPOMEHEH OIOARTEPOI1 C YPHHATA B
PAMKHTE Ha JO30BHA HHTEPRAJ NIPH PABHOBECHO CHCTOAHHE OTrOBaps Ha 5-7% ot nosara. Crexn
HHXAIALIMA, I1A3MCHHTE KOHLICHTPAIMH Ha 010aTepoll HAMANIABAT MHOro(a30Bo NPH TEPMHHATIEH
MOJIyKHBOT OT pHOAM3ATENHO 45 yaca.

B. Xa MCTHKA NIDH eHTHTe

Tuomponuym: KakTo ce 0uaKksa 33 BCHUKH IEKAPCTBA, EKCKPETHPAHH NMPEAHMMHO npe3 GubpewmTe,
HANPENBAHETO HA BL3PACTTA € CEBP3aHO ¢ NOoHwKaBaHe Ha ObOpeyHns KITHPBHC HA THOTPOTHYM OT
347 ml/min npu naukenTi ¢ XOBB <65 roaunu Ao 275 ml/min npu naumenT# ¢ XOBB 265 roauHy.
Tosa ne Bomu a0 cLOTBETHO NOBHINABAHE HAa cTOHHOCTHTE Ha AUC)6ss UTH Cray os.

Onodamepon: Pe3ynraTtute oT nposencHus GhapMakOKHHETHUEH META-aHAJIH3, B KOHTO ca H3MON3BaHH
OAHHH OT 2 KOHTPONAHPAHH KIHMHMYHHA BPoy4Bankd, BKTousamy 405 nammentr ¢ XOBB u 296
NALMEHTH ¢ ACTMA, TTOKA3IBAT 4 He ce Hajara KOpHTHpaHe Ha 03aTa MopajM BTHAHHE Ha Bh3pacTTa,
TONA M TENECHOTO TEITIO BLPXY CHCTEMHATA EKCIIO3HIHSA Ha OI0/IaTepol.

Paca

Onodamepon: CpabHspaHeTo Ha (apMAKOKMHETHYHHTE JAHHH B PAMKHTE Ha JIAJIEHO HATHTBAHE H
MEKXY PASITHYHHTE H3NMTBAHHA C OJIO[IATEPON NOKA3BA TEHASHIs 3a N0-BHCOKA CHCTEMHA
€KCIIO3MITHA ITPH STIOMITH H APYTH NAIMEHTH OT a3HATCKH IIPOH3X0J B CPABHEHHE ¢ MallHeHTH OT
ERPOIICH/IHATA paca.

Hama maHHH 3a NOBHILIEH PHCK MO OTHOMIEHHE HA (€30MACHOCTTA B KIMHHYHH NPOYYBAHHA C
OJIOAATEPOJI NMPH HALUMEHTH OT €BPONEHIHATA M A3HATCKATA paca, JIEKYBAHH /10 €/THa FOJHHA C
onozarepon PecrMMaT B 203H, HANBHIIABAINY 1O JBA IHTH NPENopHYBAHATA TEpaneBTHYHATA N03a.

bvbpeuna nedocmamvunocm

Tuomponuym: Cnen HHXANATOPHO NPHIQKEHHE BEAHBK THEBHO HA THOTPONHYM TPH MalHEHTH C
XOBE B cTabWiHO cheTogHHE ¢ Jieko 6u6peuno yepexaane (CLcg 50-80 ml/min) sonu g0 seko
ysenuyenne Ha AUCo.65 (Mexzy 1,8 mo 30% ysenmuuense) u nogo6H0 Cuaxss B CPABHEHHE C
MALHEHTH ¢ HOpMaTHa 6b0peuna ynkuus (CLer >80 mL/min). Ilpu naureHTH ¢ yMepeHO OO0 TEXKKO
616peuno yepexnane (CLcr <50 mI/min), MHTPaBEHOIHOTO NPUIIOKEHNUE HA THOTPONHYM BOIK 10
IBa ITHTH NO-BUCOKa 001a eKcos3HIHA (82% no-prucoka AUCe.4 ¥ 52% no-BHCOKA Cuax) B CPaBHEHHE
¢ MALHEHTH ¢ HOPMATHA O1LOpeuHa yHKums, KoeTo ce MOTBLPAaBa OT HabmoneHHaTa cien
HHXa/IaLMA Ha CYX Mpax.

Onodamepon: HaMa KIHHHMHO 3Ha9MMO NOBHINIABAHE HA CHCTEMHATA SKCTIOZHIMMA TIPH NAIHEHTH C
OrOpeuno yBpeXiane.

YepnoOpobua nedocmanreunocm

Tuomponuym: He ce ouaksa 9epHOAPOOMATA HENOCTATEYHOCT 1A WMa 3HAMHMO BIHSHHE BEPXY
(apMaKOKHHETHKATA HA THOTPOIMYM. THOTPOMMYM TIPeMMHO Ce OTCTPAHABA upe3 6B6peHo
enMHHHpane (74% npu MIaay 3ApaBH noGPOBOIIH) H 9Pe3 MPOCTO HE-CHIUMHO PasTpaxk/aaHe A0
(hapMaKOIOrH4YHO HEAKTHBHH MIPOMYKTH.

Onodamepon: HAMa nanHu 3a pa3iiHKkH B eJIMMHRAPAHETO HA OJIONATEPOI HIH 38 cn'spsnar{
TIPOTEHHHTE MEKAY TALMEHTH C JIEKO 10 YMEPEHO YEPHOAPOOHO YBpEeKAaHE B CPABHEHHE CF
yaacTHMi, He ¢ npopexxnaHo MpoydBanHe NpH NAIMEHTH € TEXKO YSPHOAPOOHO yBpexkKig
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Tuomponuym + orooamepon

IpH HEKIHHHYHHTE NPOYIBAHHSA ¢ KOMOMHALMA THOTPOITHYM/OIOAATEPOINT CAMO ITPH eKCIIO3HIMH, 34
KOHTO C€ CUHMTa, 9€ ca B JOCTaThYHA CTereH Mo-roAeMi 0T MAKCHMANHATA €KCIIO3HIMA TIPH XO0pa, ¢e
HaOmonaeaT ePeKTH, KOHTO Ca OT MaJKo 3HAYeHHE 32 KITHHHIHATa yTioTpeba.

Tuomponiuym

IIpoy4paHHATa 32 reHOTOKCHYMHOCT H KapLMHONeHEH NMOTEHIHAN He OKa3BaT 0co0eH pHCK 3a Xopa.
Bpemaute edexTH, mo oTEOMEHHE Ha OpeMEHHOCTTS, eMOPHOHATHOTO/JETaNTHOTO Pa3BHTHE,
PAKIAHETO WIH [IOCTHATANHOTO Pa3BHTHe, OHXA MOTIIH Aa ¢€ AEMOHCTPHPAT CAMO NPH 030BH HHEA,
TOKCHYHH 3a Malikara. THoTpom#ymM OpoMHA He IOKA3Ra TEPATOTEHHOCT MPH IUTBXOBE H 3akllk.
PecnupaTopHHTe (Apa3HeHe) ¥ yPOreHHTATHHTE (IIPOCTATHT) NIPOMEHH, KAKTO H PENPOTyKTHBHATA
TOKCHYHOCT, ¢ HabioAaBaH! NPH NOKANHA HIH CHCTEMHA eKCIO3HIMA NET ITHTH HaJ
TepanepTHYHATa.

Onodamepon

TpoyuBanisTa 332 FeHOTOKCHUYHOCT H KapIMHOTEHEH NOTEHIHAN He TI0KA3BAT 0co0eH pHCK 3a Xopa.
Habmoznapana ¢ noBMIicHa 4ECTOTA HA ME30BAPHATIHA JICHOMHOMA ITPH MUTEXOBE H MATOYHA
neikoMHOMA H NIeoMHOCapKoMa ITpH MumkH, CuuTa ce, ue ToBa ¢ eekT Ha KiIaca JeKapceTsa,
HaOMmoABAaH NPH IPH3AaYH clle)l NPOXB/LKHTEIHA €KCTIOZHLIMA Ha BHCOKH A03H fr-aronnctn. Jlo
MOMEHTA [2-aroHHCTHTE He ¢a CBhP3BAHM ¢ pakoBH 3a00/IABaHNA NPH XOPpa.

Hpu rurexoBe He ca HAGMONABAHM TEPATOreHHH e()EKTH CJIE/ IPHJIATAHE HA HHXAIATOPHA 034 OT

1 054 maxporpama/kg/neH [> 2 600 meTH excriosnmaTa rpy xopa (AUC-24)) IpH 1038 0T 5
mukporpamal. [Ipu Gpemennn HoBo3enanacku Genn 3aiitm (NZW) HHXaNaTopHa 033 ONIOAARTEPON OT
2 489 muxporpama/kg/nen (mpubnuzurenso 7 130 mMeTH eXCNIO3MLMATA NPH X0pa NpH 034 5
MHKpOrpama B53 ocHoBa Ha AUC24n)) € nokasana (yeranna TOKCHIHOCT, XapakTepHa 3a berta-
aJIpCHOPETICTITOPHA CTHMYJIALIHA, B TOBA YHCJIO YACTHYHA OCA(HKAIMHA, KbCH/OFBHATH KOCTH,
YACTHYHO OTBOPEHO OKO, IeNHATO Heblle, chpaeuno-chAOBH anomanud. He ca Habmonasann 3HaunMK
ehexT™™ npH MHXANATOPHA 1032 OT 974 MukporpaMa’kg/neH (npubmasurenso 1 353 meTH no3a oT

5 MukporpasMa B53 ocHoBd Ha AUCp24n)).

6. GAPMANEBTHYHM JAHHHA

6.1 CpachHK Ha IOMOIMBATE BEMECTBA
Ber3ankoHHeB XNOpUA

JuHatpues eaerar

Ilpeuncrena Boaa

IM xnopoBoAoponHa KHCEIHHA (38 Kopexums Ha pH)
6.2 HechbBEMECTHMOCTH

Henpunoxamo.

6.3 Cpox Earogsocr

3 rogunH
Cpok Ha rogHOCT Ha ITWIHHTENA cJiefl TspBOHauanHa ynorpeba: 3 Mecenia

CpoK Ha FrOJHOCT HA HHXANATOpa CJIeA MBpBOHAYATHA YnioTpela: | roguHa

IpenoprunTensa ynorpeda: 6 MBJIHHTEA 33 €fHH HHXANATOp
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JaGenexxa: QYHKIHOHKPAHETO Ha PecriHMAaT 3a MEOTOKpaTHa ynoTpeba ¢ KOKa3aHO NPH M3IIHTBAHHA
3a 540 BrpBCKBaHHA (KOETO CROTBETCTBA HA 9 MRIHHTENA).

6.4 Coenwanmn ycioBhd HA CHXpPABEHAE

Ja ne ce 3ampasgpa.

6.5 BajscLALPKAHRE HA OHAKOBKATA

Bnn 1 MaTepHan Ha OIaKOBKAaTa B KOHTAKT C JIEKAPCTBEHHSA ITPOAYKT:

PaszTBOp, HATRITHEH B NONHETHCHOB/ TIOIHNIPOMANIEHOB MEIHATE) C NONHNPONTHIICHOBA KANAYKa ¢
BrpajicH CWIKKOHOB 3aricYaTsail NpbeTed. IIbnHATENAT € NocTaBeH B ATyMHEHER IIATHHALD.
Bceexn mwmHeTeN ChABbpka 4 ml pasTBop 3a HHXaNALKS.

Buaose onakoBKH M ycTpoHcTBa:

EAvHHYHA ONakoBKa: 1 HHXanaTop 3a MHOrOKpaTHa yrnorpeta PecriaMar H 1 MbJIHATEN, 0CHTYpABAIL
60 BnprckBanns (30 nexkapcTeeHy 103H).

Tpolina onaxoska: | HHXanaTop 3a MHOTOKpaTHa yrioTpeba Pecnumat B 3 muiHuTeNs, BeexH
ocurypssam 60 enprekpanus (30 neKapcTBEHE QO3H).

EmiHidHa onakoBKa MeIHATEN: | WeNHETEN, ChAbpXKam 60 Bnprckeatia (30 nexkapcTBEHH NO3H).

Tpoiina onakopka MEIHUTENT: 3 MHIHHTENN, BCCKH ChABpxKall 60 snpuckpadnd (30 NekapcTBeHH
Z03H).

He BcHYKHM BUIOBE ONAKOBKHM MoraT Aa O'BJIAT MyCHATH B pojaxoOa.
6.6 Caeunannn NpeANa3INE MEPKH NIPE HIXBLPJINHEE B paboTa
HensnomspaHKAT NEKapcTBEH NPOAYKT HIH OTHATbYHHTE MATEpHAIH OT Hero TpAGBa Ja ce H3XBBPIAT
B CBOTBETCTBHE C MECTHHTE M3MCKBAHHA.

7. IIPHTEXATEJ HA PA3PEIIEHUETO 3A YIHOTPEBA
Boehringer Ingelheim International GmbH

Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanna

8. HOMEP(A) HA PAZPENIEHHUETO 3A YHOTPEBA
20150259

9. JATA HA TbPBO PA3PEMABAHE/MIOAHOBABAHE HA PAIPENNIEHUETO 3A
YIIOTPEBA

Hata na mepeo paspemasane: 05 Aerycr 2015
Jara Ha nocneano noaHoeaBade: 28 Maii 2020

10. JATA HA AKTYAJIHN3UPAHE HA TEKCTA
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