
3EttPEH l,t3BEtUTAJ 3A OCOE],IHI4TE HA flEKOT

1. I,IME HA JIEKOT
ONTIPRIA/OHT14TIPI4A

2. KBAHTUTATIIBEH I,I KBAJI}ITATIIBEH COCTAB
E4ua xaucyJla coApxt4 21,7 lncg rr{orpofiury 6pourug eKBr,rBaneHeH Ha l8 mcg ruorporrryM.
I'Icuopauanara Ao3a (xoruu4nara xoja r,r3JreryBa oA ilHxaJraropor) e 10 mcg rrrorporrryru.

E4na rancyla co4pxu 5,5 JraKTO3a MOHOXT{ApaT.

3. OAPMAIIEBTCKA IO3I,IPAHA OOPMA
flparrror 3a r,rHxilnuparbe, KarlcyJra rBpAa.
Ees6oj na, TpaucrapeHrHa
KaIIcynaTa.

Karrcyna co Ar.rMeH3r4ra 16 mm H co o3HaKa'Tl0' lacrrp]rHTaHa Ha

4. KJII4HI,IIIKI,I OCTI4

4,1 TepanenrcKrrrrHArr
TuorpouuyM e r.rHAr.rrlr4paH

cuMrrroMr,rre xaj uaquenru
6pouxo4urararopHa tepannja 3a oApxyBarre r.r 3a onecHyBarre

xpoHr.rqHa orrcrpyKrr.rBHa ryJrMoHapHa 6olecr (XOBB).

4.2 lo:npane rr Haqrrua
,llourparre

yuorpe6a

Jleror e HaMeHer caMo 3a r4 arllrcKa ynorpe6a.
flpeuopa.raHa Ao3a oA uyn 6pouu,q e r,rHxaJraqnja
eAHarrI Ha AeH co noMorrr Ha

AEH.

flpeuopauauara Ao3a He Aa ce HaAMr4HyBa.
Kancym.rre co rr{orporr 6por,ara4 ce HaMeHeru caMo 3a uHxzrnauuja, a He 3a [epopirnHa
ynorpe6a. Kaucylnre co rl.r 6porvrug He cMear Aa ce [poroJrraar.
Tuorponnyu 6poura4or
I,IHXiInaTopoT.

Aa ce nHxirnr{pa caMo co yuorpe6a na MRX003-TI0 DpI

floce6nu florryJrarlrlrr Ha rr
Ilocmapu nqqueHmu
flaqrEenrure Ha Bo3pacr
lpelopaqaHaTa Ao3a.

Peuanuo orumemysarbe

65 ro.uunu u noseke Moxe Aa Kopr{crar ruorpo[r{yM 6porran4 ro

flaquenrrEre co Hapyureua yu 6ponau.q
[peuopaqaHara Aosa. 3a
Kpearr.rur,rH < 50 ml / unu)

rre (rnupeuc

Ilaquenrure co HapyrueHa
[penopaqaHara .{o3a (euau

l8 mcg, [piurroK 3a r.rHxaJruparbe, KarrcyJra rBpAa

rrHxarrarop MRX003..T 1 0

Ha coApxr.rHaTa oA eAHa KarcyJra,
DPI no t,rcro BpeMe o4.4enor, ceroj
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XOEEXOEE
He nocrou cooABerHa [pr.rMeua raj r[e.qprjarprrcKara
,,,,-,,..^....: -^*^^ ^ 

1

nory. (ua noapacr roA 18 ro4rErua) :a
un4uraqujara HaBeAeHa Bo Aenor 4.1.

Ilrcruqna 6n6posa
He e yrnp.qena 6es6eAuocra r,r e(burtacHocra o.u ynorpe6a
aAoJrecrleHTr,r He ce yrBpAeHra. Heua AocrarrHr,r rroAarorlu.

ONTIPRIA, 18 mcg raj leua ra

IlHctDyrcuuu ga parcvnarre u vnorpe6a
I,Inxalaropo:r MRX003-T10 DPI e cnequjzulno 4usajnu
ONTIPRIA, rBpALr Kancynlr; raqreurrre He cMear Aa ro

naKyBaILeTo c() BarrruoT JIeK.

'rpe6a Aa 6u1e o6yueH oA crpaHa
ypeAor sa uuxzuraqnja.

ypeA 3a ynorpe6a Ha Jrexor
3a arrJrr{Kaqraja na Apyru

Koe coApxu ONTIPRIA rnp4n
MRX003-TI0 DPI r.rHxarrarop oA

MRX003-T10 I auyuyna:
I Kanaqe sa

xanar)
oA [parxHHa (:laurrureu

2tr 3a ycra (yurux)
3 fpe6eu ua HTTKO'T

4 Ocuona ( )
5 Korraopa :a .TATA

6 Konqe ga Ha KancynaTa
7 BeHrulauuo H OTBOpr,r 3a BJre3 Ha BO3Ayx

fJIABHI,I

ro qeTo 3a 3auITr,rTa oA npaur{Ha co
rroAHraE,e Hra npoAon)r(eToK

'rA "r'r !

Sygr.n{rlor,
Ffti,furdfuid)
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NltX\' ory'

KanaK Harope oA

AeJroT HaMeHeT 3a

Ha.ruH Ha aAMrrHrrcrpaquja
3a.qa ce o6eg6eAu npaBr{nHa anmaxafiujaua reKor, na
Ha AoKTop uJru Lpyrtr 3ApaBcrBeHu pa6oruurlu (axo Aa l
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.2. IlocraayBarr,e Ha 'JIATA BO

io-y"rr*or .o ,";;ry;;t ;;
Harope H [oAarreKy oA ocHoBara,

ru'ro fte ce noK{DKe KoMopara 3a KancyJra
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eKoj AeH, caMo I]o eAeH dnHcrep oA
KyBarbeTo npeKp[ryBarbe Ha 6lucrep

,TIEHTATA TIO

r'uanja.
AoJDrfl,rHa Ha nepQopupaHara

zsraaeieja RIA xancylara oA 6,rncrepor:
-Herraojre aa j cer{ere Sonnjara vnu la KopHcrere
ocTpu tI za ga ja r{3BaAr,rre Ka[cynara oA
6rucrepor.
-flpeaurxajre
ce Ha3HaqeHH

H oA arJrlrre ua 6lucrepor xou

oA aJryM xara $onuja.
-flosreqere jaauuero Ha xpajor oA Sonrajara
Harope ce He Ja BHAHTQ Ue,'lilTll KaIIc)/J'la.
Arco c:ryuajHo
H H3NO)I{HTC H

noserte oA eAHa KancyJra

rpe6a 4a ce: u'rpe6a Aa ce Qpru.
Cuecrere ja Ka[cyJraTa Bo KoMOpaTa 3a

ror MRX003-TI0 DPI.KancyJra Ha

I{erocHo ro ycHr,rKoT rIBpcTo KoH

He cJryrxHeTe KJrHKHyBalbe.
BeTe 3Zt KanaK oTBopeH.

crpenKa u pa-agrojre rlr cJroeBkrre

rlo3Ayx H Apyra Ka[cyJra, Tair He

ce

lpxere ro
ypeAo'r r Harope. i

, rleJrocHo [pHTHCHeTe nO ronqeroxBo eAeH MoMer

3a npo6HBaBe Ha KancyJraTa, a floToa oTrD/uTeTe
ro. Ha onoj KaflcyJrara ce npoAyn{yBa H

IHa JreKor AoAeKal
t

i
I

uor MRX003-T10 DPI co ycnr.rxor{

i

ro Konqero sa npo6uua*" ,ui
NATI,I. T

Ha KancynaTa Moxe Aa co3AaAaT
oA Kancynara oA Kor.l HeKor{ uoxei
IE3 eKpaHor Ha Barrnor MRX003-|

Barrrnor MRX003-T10 DPI. Co1

ycTa HJrH rpJroTo Kota rol
. Osa e HopManHo. Manure|
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I

rlexo;r 3,, Ilpo4lyn.ryBarr,e Ha xiarcyJtara:
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r{enop 4. An,ruxaquja ua Barrrara AHeBTIHa aora (2 uuxa,rr:tulrrr olt lrc.r.ara xaucy.rra):

I{elocHo H3AHr.Irere ro Bo3Ayxor og 6eaure
KOnKy urTo MoxeTe.

Baxuo: Bnuuanajre Aa He H3Aurrrere Bo

Barrruor MRX003- T10 DPI r{Hxiurarop

cJreArruoT 3AHB, 3eMeTe rO BarxlroT JreK:

,{pxere ja uanara Bo rrclpaBesa no.nox6a AoAeKa
HreAare [paBo HarrpeA. floiuarnere ro ypeAor
MRX003-TI0 DPI Ao ycrara Bo xopu3oHr{rrrHa'
nolox6a. He 6loxlrpajTe rr,r orBopure 3a BJre3 Ha

rlynarre H oApxyBarbe Ha NIRX003-T10 DPlt:

Bo3Ayx.
floctasere ro ycHHKor oa MRX003-T10 DPI so

r{ rlBpcro on$arere ro co ycHure.

t4 no BTop [ar: flocrasere ro

: 3a Aa ja npurtlure ueJrocHara Ao3a oA:

, ceroj Aer{, Mopa Aa 2 naru Aa }rHx{rJrHpare
rdoTaTa KancyJla. l

ce uenocHo Aa H3AHuere ceroj nar
NPEA AA.BAI,IIuHTe 9A BaIIIHoT MRXO.O3 -T I O DPI.

fa ua AHeBHara Ao3a, orBopere ro
H [crepecere ja ynorpe6euara Karrcyna

ja 4onnpare Bo Kopnara 3a orrraAour{.
rH cHTe AenqHrLa oA Ka[cynaTi| vrrr

rparrroK MRX003- Tl0 DPI, 6es Aa
co Bprebe Ha ypeAoT HaorraKy r,l

Ho lrBpcro, [orrryxgyBarbe. floroa
3aTBOpeTe 3AIITI,ITHHOT KATIAK.

I{e MRX003-T10
Kancynr,r Ha

fre rlr KarrcyJrnTe

t

B4nurere noJreKa u A.na6oxo raKa mro Aa cryruarei
u / u nu rrv RcrBvRare r(a r(o r(A nc\/ [r.r.A nrr6nr,rnau/unu rryBcrByBare KaKo Ka[c)orara era6pupa.
3alpxe're ro 3AHBor HeKoJrKy ceKyHAlr H,i
HcroBpeMeHo, u3BaAere ro Barlnor MRX003-T101
DPI oaycrara. i

flpo4orxere HopMaJrHo Aa Ar,rulere.

3a aaja npHMHTe qenocHara AHeBHa Ao3a, Mopa Aa:
rleJropHo Aa ro H3Ar{rrrere Bo3A)xor ol 6enure i

nrxalraTopoT Bo ycTaTa rlpeA Aa r.rHxaJrHpare oA
HCTaTa KanCyJIa.

Baxtro: Herraojte [oBTopHo Aa ro npuTHcKare
Kolrrpro ra npo6urarbe Ha Kancynara. i
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Vpegor
MeceqHo.

narIHeHrH co rnayKoM co receH aro.n, xrhepmasuja Ha
naeyp. (nragere .qen 4.8).

MRX003-TI0 DPI ce qHcru eAHau
O'rnopere fo 3aurttrHnor KarraK H

KO'f .

ja ocHonara co [pHTHcKabe Ha Konr{ero
npo6aearre Ha KacnyJrara Hatope.

JreAHeTe BO KOMOpaTa 3a Kancyila 3a Aa n4
napqeHuaTa Ka[cyna Arv

uaco6paHlaol rrpra[roK. I4cnlarsere ro Barr]Hor
MRX003-Tl0 DPI co rorrra BoAa, nphrncxajrtH
ro KontleTo HeKonKy naTH, TaKa rrrTo KoMOpaTa 3a
KancyJra n vrilara sa npo6ogyBame Ha Kancynara

naj.uar noA MJra3 nola. flponepere Aanr,r ce
cr,rTe napq[rba Kancyna Yr

HarlroT IpauoK.
Hrxalaropor MRX003-T10 DPI rpe6a reMerrHo

ro Hcy[r{Te H Aa ro oTcTpaH}rTe BHrrroKoT BOAa
ynorpe6a Ha xap'rlrja. floroa ypeAor Hcyurere

ro Ha Bo3Ayx, ocranajrtr,r ro 3arrrruTHnor KanaK,
HlrKoT r4 ocHoBaTa oTBOpeHH 3a rIeJrOcHo Aa ce

rrcyrxH. He ropNcrere Sex 3a Koca 3a Aa ro
Hcytur.rre Barxuor MRX003-TI0 DPI.
He yno'rpe6ynaj're ro Barrruor MRX003-T10 DpI

e BJrrDr(eH. flo norpe6a, HaABoperrrHara
purr,rHa Ha npoAoJrxeToKoT 3a ycTa MoxeTe Aa

npe6puurere co qHcra BJTIDKHa Kpna.

I
Cexoja Kancyrra ONTIPRIA coApxr{ caMo Marrd
KoJrHqHHa nparrroK xoja coo4nercrByBa sa egu4

I
TIeJIOCHa AO3a 3eMeHa co ABe nocJreAoBaTeJlHHi
HHxanarIHH. i

I

He ja orropajrc rancyaam 6urcjku ,o*. ou ,",

ONTIPRIA KancyJruTe coApxar caMo MaJra KoJrr.rquHa Ha nparrroK 3a HHxaJruparre raKa rrrro KancyJrara e
caMo AeJIyMHO HCnOJrHeTa.

4,3 KonrpanngrKaurn
flpe'ryncrnt.ITeJlHocr Ha aKTLIBHaTa cylrcrauquja ilil:a Ha ueroja oA noMorrrHrrre cyncraHrlr,rr,r Ha
JIeKor (nane4euu no gen 6.1), Ha arpo[uH r,rJrr,r HeroBr.r Aepl{Bar}r (na np. urparporr[W r.rJrr.r

oKcr.rrponrw).

4,4 lloce6un npeAynpeAyBarba rr MepKrr Ha rrperna3JrrrBocr
Tuotpour'ryu 6poun.q, raxo 6ponxoAatrrararop Koj ce arrrrurlr,rpa eAgau AHeBHo KaKo repanuja za
oApxyBalbe, ue rpe6a Aa ce Kopucrll KaKo uuuqujareu rperMaH Ha fl$ur31n3o{:.{a 6ponxocnasar, ,.e.
cnacoHocHarepanuja(rmnocnMnroMarcronerynane). ziiS'l5tvrftr-*olt),
flo a.quunucrpaquja na npallnoK 3a Hr{K4rraqriu 

^urrorpon"yn/g{u'fi,ggg-a9tq!€\}.*ar Haurr, (6psu)
l,$l;n"'i'Jr-r'cr"e.b'rru 4,rMurr4erpaqr{a Ha rrparrroK 3a HHx4JraqrrJa Ha rvorpoflr4yyg"$ug.4lr35P ,(+,et".ipeaKrrnnHanpeocernnBocr. /,s f ,,;.-- j*.,,r. ''.
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TuorponnyM BHI'IMareJIuo rpe6a Aa ce Kopucrra xaj naqueHTu Kor,r HeoAaMHa HMarre MHoKapAeH ausaprr
(npea najuanxy 6 rr,Ieceqn); xaj clrre Jrr.rqa co uecra6ur*aurt oracHa no xuBor cpqeBa apr.rrrr.ruja rrr,r"o
cpIIeBa apurrvrr'rja sa xoja 6naa norpe6ua uureprenquja r{JIH npoMeHa Bo MeAuKarerrogruru repanr.rja ao
H3MI'IHarara roAHHa; xaj naquenrl,I Kolr Bo reKofl Ha r,r3Mr{Harara roAHHa 6nne xocnuraJrr43r,rpaHg 3apaAg
cpIIeBa uncy0rlqueHquja (NYHA Klaca III mr.r IV). Onue narlueHrn 6Nle acxnytreHr,r oA KrruHuqKnre
[Ic[HTyBarba a Ha oBHe cocr:oj6u Moxe Aa nnnjae auTr{xoJrr{Heprnquuor Mexaur.r3aM Ha 4ejcrno.

Euaejrtrl rura3MarcKara xoHqenTpaqr.rjara ce 3roJreMyBa co HaMaJryBarLe Ha penaJrHara Qynxquja, xaj
naql{eHTH co yMepeHo Ao reluKo peHaJIHo orlrreryBarf,e (rurnpenc Ha Kpearr.rHr,rn < 50 ml/rvrun) TrlorponrryM
6port'ru4 rpe6a Aa ce KopHcrI,I caMo aro oqeKyBa*ara reparrlrcKa Kopucr ro HaAMHrryru norarqnj-nro,
pI{3HK. HeuIa Aolrorpajno HcKycrBo xaj naqueuu co rerrrKo HapyuryBa}Le na Qynrqujara ua 6y6peanre
(srclere aen 5.2).

flaqnernrre tpe6a Aa ce [perntBJrr,rBr,r r{ Aa BHuMaBaar [pauoKor.{a ue 4oj4e Bo KoHTaKT co oqr,rre. Tpe6a
Aa ce coBeryBaar AeKa oBa Moxe Aa pe3yJlTl,rpa co nojararz,rv BnorrryBarLe Ha rJrayKoM co receH aroJr, co
nojana na 6olxa nnu uenpr,rjarHocr Bo oqr,rre, npuBpeMeHo 3aMaruryBame Ha BHAor, nojara Ha [erHa nJrr,r
o6oenu cJII'IKH acoIrHpaHLI co IIpBeHLrJro Bo or{HTe 3apa4u xonrecrnja Ha KorryKTHBaraHeAeM Ha KopHeara.
,{oronxy ce pa3Bue 6Nro rarsa xorvr6uuaqnja oA oBHe oqHH cr,rMrrroMu, flarrueHTo.r.rpe6a 4u npecrur" 4u.o
3eMa JreKor r{ BeAHarrr Aa ce Koucynrr.Ipa co AoKTop cneqajalrEcr.
Cynara ycra, KaKo HecaKaH eSem xoj ce jaayna npu repannja co aHTr.r-xonr,rHepruqHr,r JreKoBH Bo reKor Ha
noAoJrr [epnoA Moxe Aa AoBeAe 4o nojana na sa6eH Kaprrec.

Tr'rotponuyrra 6porrau4 ue rpe6a Aa ce ynorpe6yea [oqecro oA eAHarrr Ha AeH (suAsre ,qer 4.9).

Jlexot ONTIPRIA/OHTI4IIPHA 18 mcg oo.(pxr rraKro3a. flaqr.reurure co perKu HacrreAHr.r
upo6leun Ha HeloAuocJllrBocr Ha raJraxTo3a, rnyKo3Ho-raJraKTo3Ha MaJra[cop6quja r,rJrn ToriurHa
uucy([uqueuqnja Ha JIaKTa3a ne rpe6a Aa ro Kop]rcrar oroj nex. Excqruuenror JraKTo3a Moxe Aa
coApxI'I MaJra KoJIuqI{Ha Ha MJreqHr.r [porer{Hr.r Kor.r Moxe Aa npeAr{3Br,rKaar uojana Ha auepr}rcKr,r
peaKrlr,r[.

4.5 llnrepanquja co apyru JrexoBr.r rr Apyrr Qopnrn na un.reparqnja
llaxo oOHry{jarIHH cryAI,II-I 3a HHTeparqNja co neKoBrr He ce u3BeAeHn, JreKor rnorpon}ryM 6pouu4, [parrroK
3a I{HxaJII{paIbe e Kopucren IrcroBpeMeHo co lpyru JreKoBH 6es Hnrars[ Krrr,rHr,rqKu AoKasH sa raHrepar4aja.
Bo JIeKOBI{ KoI{ qecro KoHKoMI,rraHTHo ce [puMeHyBaar Bo rperMaHor HL XOEE cnafaar
cIlM[aroMHMgrI'ItIHH 6ponxo4ulararopu, Merr,r,JrKcaHTHHr4, opaJrH[r I,r HHxa.JrarIHcKr.r crepor{AH.

Heua floAarorru AeKa ynorpe6am Ha 6era-aronucru co 4onrorpajuo ,qejcrso y$tu ruxarar{HcKr.l
Koprr{Kocrepoulr.r anjae nps H3JloxeHocra Ha rr.rorponr{yM.

He e ucnuryBaHa Ko-a,qMraunmpaqujara Ha rHorporrlryM 6porr.l,r.q co Apyru aHTHxoJrHHepr[rrH[ re6oBr,r H
3apaAH Toa r{cTaTa He ce [penopaqyBa.

4.6 Ynorpe6a 3a BpeMe na 6peuenocr lr Aoerbe
Bpe*renocr
floctojar MHory MiuIKy noAaroqll sa ynorpe6a Ha rr.rorponryrvr xaj 6perraeuu xeHH. Cryaraure r.r3BeAeHH Bp3
xlIBorHH He yKarcyBaar Ha AI4peKrHr,r r.rJrr,r HHAnpeKrHrr rrrrerHx e$emn Bo oAHoc Ha pelpoAyKTHBHara
ToKcI{rIHocr nplr yuorpe6a Bo KJIHHI,IqKH peJreBaHrHr,r Ao3H (nn4ere Aen 5.3). Karo Mep6a Ha
nperrasauBocr, ce rpenopaqyBa Aa ce ras6eruyoa ynorpe6a Ha rreKor ONTIPRIA/OHTI4IIPI4A 18 mcg
3a BpeMe Ha 6peueHocra.

,lloerre
He e nosHaro AaJrr,r rnorponr{yM 6porrau4or ce H3JraqyBa ro uajvunoro
[oAaror.Irrre oA cryAur{re c[poBeAeHu xaj rno4apr,r Kor{ noK&Kiure
6porraNa ce rnraqyBaar Bo uajuunoro MJreKo, JreKor ONTIP
npe[opa{yBa 3a ynorpe6a sa BpeMe Ha Aoetne. IHorponal,y
Og,ryrara 3a rrpeKHH Ha Aoelbero vlh Ha repanujara co ONlt'Ip

, (:l

H norcpaj

He ce

4ejcrno.

Sil,::':
rpe6a ga ce



paByBarle co MarrrnHu. flojaoara na
BproruraBr,rua, 3aMareH Blz.A nilv rnano6olra Moxe Aa nnujae nps
MAIIIHHH.

3a Bo3erbe u ynorpe6a Ha

4.8 HecaxaHu eQerru
36upen npuKaz na fiesfledHocrtuom npofiun
I-oreu 6poj oA HaBeAeHHre HecaKaHlr e$erru ce AoJrxar Ha
THOTpOnT{yM.

Tafieaapen npunas Ha HecaKawame dejcme

aHTHXoJIrrHepruqHI4Te oco6prsn Ha

@perneHqunre Ha AoJryHaBeAeHHTe HecaKauu .qejmna e 6asnpaua OI]HOBA HA I,IHUHICHIIA'TA HA HECAKAHH
peaKrIHH Ha JreK (r.e uacraHr,r Kor{ Moxe Aa ce noBp3ar co Ha raorpolaytr) :a6e.nexaHr.r Bo
ruorponr{yM rpynara (9,647 naqueuru) sa npeue ua 28
Tpaena oA 4 neAelu.qo 4 roAusn

HH cryAla.il Bo KoH repanujara

Tadenapeu npuKas Ha HecaKaHume dejcmea
Cnope4 (ppexneuqujara Ha janynarre HecaKaHr.rre AejcrBa ce lpeTcTaBeHr,r KaKo: MHOry qecTr,r
(1/10); qecrr.r (>l/100 u <1/10); roBpeMeHr,r (>l/1000 et <lll ); petxu (1/ 10,000 n <1/1000);

AoHece rro BHrrMareJrHa nporreHKa Ha npu4o6nnrute o4
repanujara co JreKor sa uajrara.

OeDrrrnrer
Heua xlunHqrr,r noAarorru 3a olnjanuer:o Ha rHorponuyM Bp3
cnpoBeAeHa co ruorponr{yM He [oKa](rua nojaaa Ha 6ulo KaKBr,r

aer 5.3).

4,7 EQerlur npr cnoco6Hoc'ra 3a racllerr e u yflpaB.\/Barbe co Marrr
He ce n:seAeHUr cry!,HH :a a,r,a-jaulre.I"o Rp3 cnoco6uocra 3a Bo3erbe H

HecaKanr{ AejcrBa co Herro3Hara OpeKBerquja ($perrenqnj
flporleur.r oA Aocrarrurre ro4aroqu).

iMedDRA Knacn Ha opraHrr n crrcTeMrr (Dpenne

Barlit ua prera6orrJln3atrto'r u rlcx

Ha
Arpuj anHa Ora6pHnarIHj a

3a AeTeTO HacnpoTlr Kopr.rcTa oA

rrnoAHocra. llpegxluuuvna cryAuja
4ejcrna Bp3 nJroAHocra (nu4ere

t4.

Ha jaByBarbe He Moxe Aa ce

BaE:il Ha EeprlHlr0T cltc'leN{

Hapynrynarra Ha oKoro

3roleueu r,rHTpaoKyJrapeH npr,rrucoK

I*yr:u$g - _*-/**oou .-
fiarnmaqux iilY \,

- ; ; ; a ,,op 
" 

; ; ;;p ; ;,;i,,; ;,; ;,,q ;,j ; ;;; l, l,f ;, ?";-

CynpaneH'rpHKynapHa raxr.mapAnj a
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,{uc$onuja
Kaulur(a

Epouxocna:arr,r

E,nucraxca

JlapuHruruc

Cunysuruc Perxo

Hapymynarla Ha racrpout TECTII H AJ'IHII OT CtIC'f E]VI

Cyna ycra 9ecro
facrpoesoSareuureH peQnyxc IoapeueHo

Koucranaquja eHo

Opo$ap unreurnHa xau4ugu4j a: t
I4ureculHalHa orrcrpyKqnj a, n
HJIEYC

ulyt{ HTeIHO [apaiII4THqeH Pe'rxo

I-uulHardrac ler'rco

frocuruc

.{eH'ra.reu Kapuec Heuognara SperneHrprja
Hapymynarba Ha Kolr(ara r

Hapy[ryBarba Ha ITMyHHOT

IIOTKOXHOTO TKIIBO,
9UCTeM

Vlcun florpeueuo
Yprnrcapuja

llpypraryc

Xanepcen:uruBHocr (nxnyrur nHo 6p:a pearcqrzu)

Euruoe4enr

EuaQ ur axruu ua pearcrlraj a Hara opeKBeHrlr4ja
Hu$er<uuja Ha Koxara, yJruepr Ha KOXaTa rppexner-rquja

Cyna rcoxa ara lbpeKBeHrlr.rja i

Hapyurynarba Ha MycxyJrrr
TKTIBO

:e, KocKrrTe Ir cBp3HoTo
--J

I
I

I

Orouu Ha:uo6osHre Henosuara tf perneuqrri a
HapynrynarLe Ha 6y6pesrr ) u yprrHapHrroT crrcTeM

luzypuja floapeueno
Ypuuaprra pereHquja I-IonpeveHo

HH$exuuja Ha ypuHapHhor ch( IEM Perxo

Onuc ua us6paurr HecaKaH
3a BpeMe Ha KoHTpoJruparr
aHTlrxoJII4 HepIHrlHHTe HeCaKa H I

Bo 28 KJTHHHqKH. vcnr4ryBa*,i
[aqueHTI{ TpeTHpaHH CO THOT'p(

Bo cepuosuu HecarcaHu e$ex
oncrunaqzja H HHTecrHHzInHa (

npyrl,t nose6Hu norDrlauuu
Co:roleuyBarbe Ha Bo3pacra N

AeJCTBa
Te KIII{H}rqK}r eryAran, qecro ga6erexaHu HecaKaHH e$emr,r
4ejcBa KaKo rrrro ce cyBa ycra, (ce janrula raj oKoJry 4%o ol,raqlreHl

,i:;,fdiff;6rua 
nPuu*t'u 

'u "n"ffiaj 18 oa

H KoH oAroBapaar Ha aHrrxoJrunepfiSgSD^iejQi'#.,.@aar: rna
rcrpyruuja,nruryuvaajr(unapanerHqer$r$ry"1ffi 

",xp.h$l1aHayp
t'ti d#1\il rci

)xe Aa ce nojaou 3rorreMyBalb. r" *\Prt r$1i#;*uffirr.

*ry \Q!!-;Y

sKTH 6wte
qneHrure).
8 ot 9.647

': rurayKoM,
Ha ypHHa.



flpujaeyaarrero Ha HecaKaHHTe 4ejcr:na per[crpr{paHr,r rro ry/rrrrane Ha JreKor Bo rpoMer e oA roJreMa
BzDKHocr' Ha oroj HaqHH ce o6es6e4yBa KoHTHHyIapaHo cJreAerbe Ha Kopr,rcra Hacnporr,r pH3HKor oA
yno'rpe6ara Ha JIeKor. MeAuqnHcrcHor flepcoHan r"pe6a Aa ro npujaBr.l ceKoe coMHr.rreJrHo HecaKaHo 4ejcrao
npeKy HaunosalHHor IreHTap sa SapuaxoBlrrruraHrra npn Arenquja1a 3a JreKoBpr r,r MeAr,rrIHHcKH cpeAcrBa
(yl.Cn.Krnpul u Meroanj 6p.54 xat l) HJIIr no eJreKTpoHcKH rar npery ae6 crpaHara xa ArenqrEjara,
https ://malmed. gov. mk.

4.9 Ilpeaorupame
Buecor Ha BHcoKH Ao3I'I Tlaorponl{yM 6ponar.r4 Moxe Aa pe3ynrr,rpa co nojara Ha aHTgxoJrgHepruqHr,r 3HarrH
T{ CHMNTOMH.

Mefyroa rro BHec Ha eAHa rrHxanr4paHa Ao3a Ao 340 rr,rr.r H lHorporuyrr,t 6pour4 raj :gpann
BoJroHTepH He Aorxno go nojana Ha clrcreMcKr,r aHTHxoJrHHepr[r{HH
6Hre sa6erexaHn peneBaHTHH HerarunHu e$erctu, co ncKnysoK Ho

Bo 6porxuja-rurara Ma3Ha MycxyJrarypa, TuorponryM 6pou
(6pouxoroncrpr.rKTHBHu) e$exru Ha arlerr,rJrxolrrlu, oclo6oAeH oA

mcg n 54 mcg (r.e. rpunaru nororefte oA Tepa[eBTcKara
nporonraqlrja Ha QT HHTepBa[HTe Ha EKf.

K;rrlHnqra edllracnocr ll 6es6enHocr
flporpauara 3a KJTHHHT{Kr.I pasroj BKJryqyBa r{ernpr.r

eSexrn. .{onoluureJrHo, He

tyt unxa6upa xoJrr.rHeprprqHr.rre

HMnaTr,rqKr{Te HepBHH 3aBprrreTorlH.

AoBeJra.qo aHavajna

to 170 Mr.rKporpaMr,r rr.rorponuyna 6pouu4 xaj sgparu 4o6ponolqu.
Ba ycra, no 7-4HeoHa anlnxaqnja ua
' cryguja co nooekexparHo Ao3uparbe

Ha rnorponryu 6ponauA co MaKcr.tMaJrHa AHeBHa Ao3a oA 43 uu MH BO TeKOT Ha qeTupr,r ue4eln xaj
nar{HeHT}r co X()EE ne 6nre ga6elexasn suauajuu HecaKaHH e$exrra
Aryrna HHToKcHKaIruia npu cnyvajHa flepopllJrHa uHrecruja ua 'rlrptponuyu 6porrar,rA Kancyng e ManKy
nepojatra sapa1n Ha HlrcKara opirnHa 6uopacnoloxr,rBocr Ha JreKor.

5. OAPMAKOJIOIIIKII KAPAKTEPIICTI,IKI{

5.1 @aprvranog[HaMncKrrocoGunn

@apmarorepa[rreBTcKa rpyna: Ipyrx JreKoB]r 3a oncrpyrcfl{BHn
aHTr,rxoJrHHeprxqu

ATC noa:R038B04

Mexanrsal,r Ha rejcrso

Ha pec[Hpa'ropHHor crrcreM,

Tuorponryrvr 6pouu4 e cnequ$uveH aHraroHr,rcr Ha MycKapr,rHcxr,rre p co AoJrrorpajHo gejcrno, roj
Bo KJIIIHHT{Kara MeAI,IIIHHa, e no3Har KaKo aHTr,rxoruHeprnqeu. Co np$yname 3a MycKapr{HcKr.{Te peqenropr,r

I
folrecrH

peqenropHTe, IIITo AoBeAyBa Ao penaKcaqr.rja. .{ejcrBoro e Ao3Ho-gaBHcHo H rpae nonefte og 24 uaca.
.{olroro BpeMe'rpae}be na SaprvramoJrorrrKnor eserr oepojarHo ce AoIxH Ha MHory 6asnara aucoqajaqr4ja
oA M3 peqenropl'ITe, rITo pe3ynrHpa co tuavajHo noAoJrro noJryBpeMe ua 4ucoqujaqrdja oa ,npurponryr.
Kaxo H-rsarepHapeH aHTHxoJII{HepruqeH, T}rorponryM 6portauloi e JroKaJrHo l6ioHxt-; ""r.*rrr", np,
aAMl'IHHcrpaquja co uuxalaquja, H Bo repaneBTcKr,r Ao3r,r MaHu$ecrr,rpa cooABereH Saprr,raronoulxlE
oAroBop, npeA Aa ce nojaaar cxcreMcKr.r aHTr/rxoJruHeprnqHr.r e$exru.

floraxyaa cJrr4r{eH aQuHnrer co cy6runosnre Ha peqerropx, ot Ml ao M5. Bo
pecnHparopHHor rpaKT, THorponnyu 6porvrug KoMnernrprBno n peoepsu6rurno rH aHTaroHr,rsnpa M3

Oapuaxo.{pt sau ncxu e0extN
Eponxogularaqr,tjar:a e npBeHcrBeHo JIoKarreH etfexr (na gaurrrafe na.ruum), a ue cncrenacxn. Bo
SynrcqrEonaaHllre, LIH BHTpo aryhrrr lr4coqr.rjaqujara oA M2-peqenrfpure e no6psa orKoJrKy o.q M3, ur:ro,
rpeAI'I3BHKyna (rcuuetnuKn KoHTpoJIHpaHa) ceJreKruBHocr KoH peqenlopnuo.r cy6tun M3 so oAHoc naM2..
Bucoxara noreHrHocr t{ 6asHata gr.rcoqujaqrEja oA peqenropr{Te e f11.;1r,rnravrlr acoqrpaHa co suauajHa u
nponoHrr,rpaHa 6porxo4r.uraraqr.rj a rcaj naqueHrn co XOEE.

Qlue ga efl errpc,0u: uoloruj a
Erexrpo$nsuoloruja: Bo QT crygwjaco BKnyqeHu 53 sgpanr.r Ha THoTponryrrl 18
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rrlecTMeceqHu rtcltLrTyBarba 6I{Ie KoHTpOJrnpar{[ co cirJrMeTepon H
ruraqe6o. Osue ctyAuu Mepelbe Ha pecnuparopHara Qynxqnja, Meperbe Ha Ar,rcrrHea,
ersaqep6aqr,ru H rrpoqeHKa Ha Ha xlIBoT Ha [arlHerruI,rTe oA 3ApaBCTBeH aCneKT.

Eenodpodua Qyurcquja
Tuorponuyna 6poull4, a.pur llcrpnpaH eAHarx AHeBHo, o6e6eAun 3Har{r,rreJrr{o no4o6pyrarre na
pecrruparopuara $ynrcrluja ( ipaH eKcrnparopeH BoJryMeH Bo eAHa cer(yHAa, FEVI u $opcl.rpaH
BurzureH xanaunrer, FVC) poK oA 30 uuryrr.r rro BHec Ha [pBara Ao3a u co rpaerbe ol 24 qaca.
Cra6ulsl.r KoHrreHTparIHH Bo

6pouxoAunararopeH eSexr ce
("steady state") 6ule nocrurHarr,r 3a eAHa HeAeJra a DraBHHor

janysa Ao rperr,ror 4en. Cnope4 cerojAuenuoro cneAeme Ha rarrueHror,
Tuorporr{yM 6poNrug curnra$ urno ja no4o6pun yrpnHcKara H BeqepHara PEFR (uaxcnualua 6p:nHa
Ha eKcnuparopeH npororc). Huor e$err Ha rnor"poflrayna 6pouug ce oApxyBaa Bo reKor Ha
eAHO|OAHTXHHOT nepr4OA Ha 6es nojana Ha rolepanquja.

grojuo cJrenu cry1vrkr co
EAuoroAmuHnre cryArru ce
KoHrporra (unparponryu).

Bo paH4onan3HpaHa,

6ruro yrnpAeHo AeKa
co nnaqe6o, 6e: pasauxa Autu

K.uuuuqxn ucnurynara (Ao

SGRQ (r.e.> 4 e4unraqn) 6n.rr

Thorpo[ a]'M Hac[porn 48,2otio

2663 raqlreHTr.r (1308 Kolt rpuMiure rr.torporr{yM 6porraug).
oA ABe uaqe6o KoHTponupaHr,r lr ABe Hcrl,rryBalba co aKTr,rBHa

HrpoJrr,rpaHa KJrHHrrqKa cryAuja cnpoBeAeHa rcaj 105 rauueHrr,r co XOEB
rraqnjara ce oApxyBa co 24-qacoBen lrHTepBirJr Ha Ao3uparbe Bo c,nope46a

ce annHrlHpa HavTpo HJil4 HaEreqep.

HyM ro no4o6pun KBaJrHTeror Ha xuBor o,rl 3.upaBc.r'BeH acneKT, yrBpAeHo
St. George-oBr.ror pecruparopeH rparr:lrruux (SGRe). IlpoqeHror Ha

l0,9yo roBHcoK cnopeAeHo co ulaqe6o (59,lyo Bo r.pynaTa rcoja npuuala
nlaqe6o rpynara (p : 0,029) flpoceuuara p(l3JrHKa norrlery rpynure 6una

mcg THoTpon[yM, eAHau

.2 rueceqr)

Traorponrayrr.r 6porraug suauaj ja noao6pyBa Ar,rcnHeara (npoqeuero co npr{MeHa Ha Hngercor na
[oBJIeKyBaH,e Ha AHcrrHea T[) -Transition Dyspnoea Index) Onoj eserr ce oApx{ur Bo reKor Ha uenuor
TepaneBTcxu uepuo4 Bnraj rps no4o6pyBarLe Ha clrMnroMuTe Ha Ar,rc[Hea Ha H3ApxJrr,rBocr npu

Bo ABe paHAoMr,r3r.rpaHu, 4aojno cJrerru, maqe6o KoHTpoJrr,rpaHHQusuvru Hanop 6uno ucfl
ucnuryBaFba rcaj 433 nauue co yMepeHa Ao rerrrKa XOEE. Bo oslae [cflr{ryBa}sa, rro [recr HeAeJreH
TpeTMaH CO THOTpOnT{yM 3H 6une uolo6peHr,r cHN{nroMHTe Ha orpaHr,rqeHa ronepanqraja Ha

$usuuxa aKTHBHocr 3a Ha sex6n Ha BeJrocneA-eproMsTap npu 75Yo MaKcuMaJrHllor pa6oreH
KanarlnTer. flo4o6pyaarrero
nrtaqe6o.

19,70 (Crypluja A\ n 28,3oh (Crysuja E) no cnope46a co

Bo e4Ha 9-ueceuHa, ABojHo cJre[a, ruaqe6o KoHTpoJrHpaHa KJrHHrrt{Ka cryguja co 492
narII4eHTLI, TpeTMaHOT CO

cnopeA BKynHHoT pe3yJrTaT
[aqueHTlr TpeTHpaHH CO KoH Aocrr{rHela suauajno uo.uo6pyBarre Bo BKylHHor peyJrrar Ha

4,19 eawruvtrlH (p : 0,001; pBirJr Ha AoBepJrr,rBocr: 1,69 - 6,68). flogo6pyrarLara Ha cy64oueunre ua
SGRQ 6nne 8,19 eAHHHqH 3a HMmoMH", 3,91 e,qunaqu 3a ,,aKTIrBHocr" u3,61 eAHHI,tuH sa ,,uujaune aps
cexojAuenupror xnsor". floao6 Ha cHTe oBI{e anceKTH HMaJIe crarucrl,rr{Ka caruuQuxaHTHocr.

Eesauep6auuu uo XOEE
Bo paHgorr,m3r{paHo, 4rojuo
yMepeHa Ao MHory TeurKa

uaqe6o KoHTpoJrr{paHo }rcnuTyBabe co BKrDArer{H 1.829 naqHeHTr.r co
oEB, rraorponr{yM 6porr,rH,q crarHcr}IqKu curnu$wKaHTHo ro HaMurJrHJr

nporleHTor na naqueuru xaj
sHavajHo ro HaMaJrr.r.Ir 6pojor

ce jaenre eraaqep6aqvv Ha XOEE (32,2% rua 27,8o/o) H crarucruqKlr
er:aqep6aquu sa l9oh (oa 1,05 Ha 0,85 HacraHr{ ro naqueHr-roAuHpr Ha

usroxeHocr). Ilorpaj roa, 7 oA [arIHeHTr,rTe Bo TnoTpolr{yM 6pouu4 rpyuaTa u9,5o/o oA naqueHrHTe Bo
maqe6o rpynara 6ule Nru3upaur nopaAu eraaqep6aquja ua XOEE (p = 0,056). Epojor ua

6ul uaualela za 30o/o (oa 0,25 Ha 0,18 HacraHH rro [arIHeHT-roAHHH Haxoc[uraJru3aquu nopagu X
uaroxeuocr).

Bo e4ua eAHoroAnrrrHa, v3apaHa, 4nojno clena, "ldo [apanenHr.r rpylu xaj
7.3'16 na\ueHTr.r co XOEE
e$emNre oA TperMaHor co
caJrMerepoJr HFA pMDI, 4ua

aHaMHe3a Ha eruarlep6aqupr 6ure cnopegeun
nujara co 50 mcg

HA AEH BP3 I,IHIIHAEHIIATA UHI,I.
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0.83
(0.77 - 0.90)

0.72
(0.6r - 0.8s)

Ilaunesru co >l
ersaqep6aquja, n

1,277 (34.4)

262 (7.1)

1,414 (38.5)

Ilaquesrnco)l reurra

xocrHrarrr{3aq4j a),n (%) *

336 (9.2)

Ta6era 1: Ilpr.rrxal Ha rlerrnre Ha tly,lujqa no co eruaq!
Flpajua rorrKa OAnoc

(es% cD

KBapTHJT naqrreHTr.r He Moxe Aa ce
npeHH3oK.

Ha THOTpOrrr{yM, cnopeAeHo co
oA narlueHrnTe 3aBp[rule ] 45

nraqe6o rpynara (63,8% Hacnporr.l
FEVI 6nla cnuqua 3a rHorponrdyM

pH3HKor oA cMpr ga 16%o. Cranxara

[8 mcg
N = 3,707

Ca,rmerepo.n
50 mcg (HFA
N:30669

IIVM

rqe,'r Hil cryau,jara)

Bpeue [genonr,r]
AO rrpBaTa

Bperrae Ao npBara rerrrKa <0.001
er:aqep6aqrEja (co

$

<0.001

Me [AeHoBu] xoe ce oAHecyBa Ha npBr,roT KBaprrln narluerrrn. A u3aTa Ha BpeMeTo e HarrpaBeHa co
ynorpe6a Ha Cox-cosuor MoAen Ha rlponopquoHalrHa perpecr.rja prr3r.rKor co (o6egnHer) qeHrap u
TperMaH xaxo ronapujaHcrr; oAHocor ce oAHecyBa Ha oAHocor Ha

$ Pa6orcna e aHaJrH3a Ha BpeMero Ao HacraHor co ynorpe6a na .-coBr4oT MOAen Ha npo[opqr4oHilrrHa
perpecuja Ha pH3HKor co (o6e4nuer) qeHrap r.r rperMaH KaKo rjancu; oAHocor ce oAHecyBa Ha
oAHocor Ha pr.r3r,rK. Bpenae [geuonu] Koe ce oAuecyBa Ha

187

* EpojoT Ha naqueHTu co BJlouysarbe 6rrr aHaJlr.r3r.rpaH co Ha recr Cochran-Mantel-Haenszel
Tecror, crparudluryBaH co o6e4nuer qeHrap; oAHocor ce oAHecyBa OAHOCOT Ha pH3r4K.

Bo cnopeg6a co citJrMerepoJr, Tuorponr{yM ro npoAoJrxr.rJl BpeMero Ao npBara ersaqep6aqr.rja (187 aeHa
Ha pr.t3rrr, 0,83; 95oh r.rHrepBan Ha
r,rcTo TaKa ro [poAoJrxHn BpeMeTO AO

Hacrporr.r 145 geHa), co pegyrqNja Ha pr,Br.rKor ol l7o/o (
AoBepnuBocr [CI], 0,77 so 0,90; P <0,001) . ONTIPRI
rrpBara reurKa ('rcoja soan Ao xocilr{rarrusaqprja) ersaqep6aqrEja (
0,85; P <0,001).

Ha pr.r3r{K, 0,72; 95Yo CI, 0,61 4o

Bo 4-ro4uruHo, paHAoMH3HpaHo, gaojHo cJrerro, maqe6o KJTHHLIqKO HCnLITyBarf,e co
nraqe6o u 2.987 npuMarreBKrDAreHr.r 5.993 naqneHru paHAoMr,r3r{paHu Bo ABe rpynu (3.006

rHorporr{yM), rro4o6pyoarbero Ha FEVI KaKo pe3yJrrar Ha

fipecMera, 6^l9jk npoqeHror Ha nar.lueHra co rerrrKa er:aqep6aqr.rja

maqe6o, ocraHaJro KoHcraHTHo Bo reKor na 4 rotrnuu. floroleu
Meceqn repannja Bo rpynara Koja npuMana ruo.rponuyM crlope.qeHo
55,4yo, p <0,001). fo4nruuara cTanKa Ha HaMaJryBabe Ha BpeAHocra
u nraqe6o. Bo:reror Ha repannjara 6mo ga6e-nexaHo HaMruryBalLe l

Ha Moprarrmer 6ula 4,79 ua 100 naqr.renr-roAnHu so nraue6o Hacfiporn 4,10 Ha 100 naqueHr-
FoAlrHr,r Bo rpyrara roja nprlrraala rr,rorpontlyrvr (coogHoc Ha pusnr (
:0,73,0,97).

/ nnarre6o) :0,84,95% CI

TperuaHor coluorponlryM ro HaManr.rJI pn3rrKor oA pecnuparopHa yQr.rqreuqr,rja (ea6elexaHo cropeA
npr.rjaera 3a HecaKaur.r aejcrea) za 19Yo (2,09 Hacnporra 1,68 cfiyqal
pH3HK (ruorponryu / nnaqe6o) : 0,8 1 95% CI = 0,65, 0,999).

sa 100 nauHeHT-roAytHV, peJrarnBeH

Ilegt{Ap}rcKa uon vnaq n i a
Enponcxara areuqnja 3a JreKoBr,r ja nomeve o6npcxara sa qep oA HcrrHryBatbaTa 3a
"reKor ONTIPF|IA,/OHTI,IIPLIA s,o oure noAlpynh Ha

$rr6po:a (nu4ere rct 4.2:a uusopma\L,rvt 3a AercKa

5,:l @apuamoxuHercKrroco6uuu
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co XOEE r,r uprcrutrHa

P-bPEArtuu I

145 <0.001

I

0.90
(0.8s - o.es)

0.77
(0.66 - 0.8e)

<0.001



Tuorponryu 6polau4 e HO KBaTepHepHo coeAHHeHHe rra aMoHr.ryM AeJryMHo pacrBopJrHBo Bo BoAa.
Tnorpouayna 6ponau4 ce co HHxiuruparte Bo Qoprraa Ha cyB nparuoK. leueparuo, no
r.rHxuurauuoHa aAMHH ia, [oroJreMr,ror Aen oA BueceHara Ao3a ce Ae[oHHpa Bo
lacTpot4HTecTHHiUrHHOT TpaKT H Bo noMaJra Mepa so 6errire Apo6oBr,t. Muory oA $apuaxoKnHercKr{Te

AO6UenN CO npr{MeHa Ha AO3H nOB[COKr,r OA npeuopar{aHure reparreBTcKurroAaTorlu HaBeAeHH nOAOJry

AO3H Ha JreKOT.

cTaopq[ noKa)KaJre AeKa
KOJII{qI,IHA.

Ancopnuuja
flo unxalauuja Ha cyB rpa xaj r',rna4u r,r 3ApaBr,r 4o6poaorqu, anconyrHara duopacnoJroxuBocr oA
l9,5Yo yKoKyBa AeKa Iuro crr,rrHyBa Ao 6elnr:e Apo6oBr,r e co BHcoKa 6nopacnoJroxocr.
llepopalHnre pacrBopu Ha rryl.l ulr'aar arrcoJryrHa 6uopacnoloxuBocr oll 2-3Vo. MaxcuualHa
KoHrreHrpauuja ua Bo nJra3Mara ce [ocrr.rrnysasa 5-7 MHHyTH no uHxalaqnjara.
llpu cocroj6a ua AHHaMHLTKa paMHorexa, MaKcHMaurHara rura3MarcKa KoHrlerrpaqnja xaj naqueurr,t co
XOEE 6uta 12,9 pg / ml u I{ paMHoMepHo ce HaMaJruta. tlajnucKara nJra3MarcKa KoHrleHrpaquja npra
cocroj6a Ha paMHorexa6wta I 7l pg lml. CncreucKara r.r3JroxeHocr rro HHxaJrauujauaruorpo[HyM rrpeKy
HHxiuraropor MRX003-TI 0l
r{HxaJraTopoT.

6ura claqna KaKo Kora ruorpo[r{yMor ce HHxrrnupa flpeKy Respimat

nacrpu6yuuja
TNorponnyMor ce Bp3yBa co npoTeHHuTe so72yo a BoJryMeH naAucrpn'yqrja H3Hecyta32
L I kg. He e nogHara KoHrre qnjara Ha JreKor so 6ernre Apo6onu, Ho Har{r,rHor Ha agMuHncrpaquja

KoHrleHTpaqnr,r Bo pec[HparopHr,ror cucreu. Cry4nnre ueae4euu xajyKaxyBa ua :HavajHo

Enoroanc6oplrauraja
C'reneuor ua e MaJI. Osa e sa6erexureJrHo oA ypnHapHa exoxpeqr,rja npu r.xro rro
r,rHTpaBeHcKa annr,rxaquja xaj
He[poMeHera [peKy ypr,rHara.
(N-naeruncxonun) r,r KHceJra
MycKapnHcKHTe peqenropr{.
IloAaroqure oA HH-Br,rrpo co xyMaHr,r xenaTaJIHH MHKpO3OMr,r H XyMaHr,I xenaTouHTh
[oKaxq/BaaT AeJr oA aKTH cyucrauquja (<20%o oA Ao3ara ro HHTpaBeHcKa annuxaquja) ce
uera6olngspa rpeKy IIlIToxpoM P450 (CYP) eanucua oncu.qaqnja , nocrrelo"a:reJrHa xoHjyrauuja co
ruryrarr,roH Ao pa3Jrr,rqHu laera6ornrrl o4 $asa II.
Hu narpo cryAl'Ilrre HaxenaraJlHr,rre MHKpo3oMr, fioKiDr(ane AeKa eH3HMcKr4or rrar Moxe la 6ule
tEuxu6upau oA CYP 2D6 (u 3A4) nHxrE6HTopHTe, KHHr.rAr.rH, KeroKoHa3oJr H recroAelr. CYP 2D6 u 3A4 ce
BICID {eHIl so Nlera6or[t{Kl,Ior nat r<oj e oAroBopeH 3a eJrr,rMuHaqnja ua noMaJr AeJr oA Ao3ara. Tuorpouuynr
6porrlra4 Aypt4u Bo HaA-TepaIreBTcKt4 KoHrleHTpaqvilHe ru uHxu6npa qr,rroxpoMrEre CYp lAl, lAZ,2B6,
2C9, 2C19, 2D6, 2El unw 3 A Bo xyMaHHTe xenaraJrHu MHKpo3oMH.

Eruunnauuia
EQercrunHuor nonyxllBor Ha eJlnMuaaryuja rnorponryM xaj naqueuru co XOEE e og 27 lo 45 .laca. flo
I'IHTpaBeHcKa auuxaqltja xaj ula4u LI 3ApaBH 4o6porolqn BKyrrHr{or Knr.rpeHc r.r3Hec}.B,rn 880 ml / rnin. npu
HFIrpaBeHcKa aAMHHHcrpaquja ruo'rpoflI{yM ce eJIHMI,IHHpa rnaBHo Bo HerrpoMenera rfoprua npeJry yprnuru
(74%). flo uHxalalruja Ha cyB rpauox raj naqueHTr,r co xoEE Ao nocrurnyBame Ha AHHaMr.rrrKa
paMHorexa (steady-state), ypr.luapnara eKcKpeqnja u:HecyoaT%o (1,3 Fg) oa HenpoMeHerr.ror JreK Bo reK Ha
24 uaca, a ocrauaruor Aen e ruIaBHo uepecop6upaH oA mcrpouHTecruHaJrHlror cHcreM H ce enuMr,rHHpa
npeKy Qeqecor. PeHamruor: KltupeHc Ha rnorpo[]ryM ro HaAMHHyBa KrrupeHcor Ha Kpearr,rH],rH, rrrro
yKaxyBa Ha cerpequja npeKy ypl{Hara. flo xpoHl.ruHa r,rHxa.naqlrja, eguaru Ha AeH raj nauainrra co XOEE,
QapnraxoruHercKa cocroj6a Ha Ar,rHaMHrrKa paMHorexa ce [ocrHrHyBa 6eg noualauoruna
a4yuynaqnja.

JlNueapuocr / Hemlneapuosr
Tuorponuyla AeMoHcrpnpa
Qoprvryaaqujam.

uynr 6pour,r4 He ja rraunyBa KpBHo-Mo3oqHara lapuepa ro suauajna

3ApaBr..r go6poeolqu 74Yo ol aKr,rBHaTa cyncraHquja ce H3raqyBa
'r,rorpo[r{yM 6porvrugor KaKo ecrep He-eH3r,rMcKr.r ce pasrroxyBa Ao aJrKoxoJr

loHerrra (Aur:ueHnamuKoJrua ruceluna) Kolr HeMaar aKTr,rBHocr Bp3

JrHHeapHa QaprvraxorunHeruKa Tel)aneBTcKH OtI0ef.
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Ifoce6nx [orryJrarlrrrl
Ilocmapu nuua':;,Kaxo IrITo ce oqeKyBa 3a cr,rre JreKoBlr KoH npBeHcrBeHo ce H3rar{yBaar rpeKy 6y6pesure,
crapeerbero e noBp3aHo co peAyKqr.rja Ha peHanHuor KJrlrpeHc rra rr.rorponnyrra (365 rra mll1azH xaj
naIIHeHrH co XOBE <65 ro4nuu to 271 mLlu*nt xaj naqueurr co XOEE > 65 roAuHrE). Ona He
pBynrxp{rno cc, cooABerHo 3roJIeMyBaBe Ha BpeAHocrHTe Ha AUC0-6, ss HJrr{ Cmax, ss.

Ilaqueumu co oeuanuo orumemyeane: flo aHxalaqrroHa npr,rMeHa Ha rr,rorponnyM, eAHarrr Ha AeH Ao
nocrl'IrHyBarbe Ha AHHaMHqKa paMHorexa raj naqlreHrn co XOEE, cla6oro peHrrJrHo orrrreryBarbe (CLCR
50-80 ml I uutt) pe3ynrl,Ipano co He3HavajHo nonucoKa BpeAHoct 3a AUC0-6, ss (norvrery t,g-:OX
noeucor) I{ crHtIHH Cmax, ss BpeAHocrH c[opeAeHo co naq[eHTr,r co HopMaJrHa Qynxqtrja ua 6y6pesure
(CLCR> 80 ml / min).
Kaj naqr'renru co XOEE co yMepeHo Ao rerrrKo peHanHo orrrreryBa*e (CLCR <50 ml I uuu),HHTpaBeHcKara
aAMHHHcrpaqnja na rHorponl{yM pe3yxTupana co goojuo 3roJreMyBar6e Ha BKyrrHara r.r3JroxeHocr (82yo
roBHcoK AUC0-4h) u 52Yo noBLIcoK Cmax) cnopeAeHo co naqlreHTr.r co XOBB co HopMarrHa peHirJrHa
QyHrqvja, ruro 6erue norBpAeuo co rlJla3MarcKlrre KoHrreHTparlur,r no l,rHxaJraunja nacyB rrparxo1:

Ilaqueumu co xenamaauo owmemyoatte: He ce or{ercyBa xenaraJrHara uucy$Nquenrryrja Aa nwarcaxso 6r,uro
peneBaHrHo nnujaHne nps $aprr,raroKaHernKara Ha ruorpofl[yM. Tr,rorponr,ryMor BoDraBHo ce eJr]rMgHr,rpa
rpeKy peHa.nHa excrcpeqr'rja (74% rcaj MJIaALI 3ApaBH aorourepn) H eAHocraBHo He-eH3r,rMcrco pa3noxyBarle
Ha ecTepr,rTe 4o Qaprr,raroJrorrrKH HeaKTr,lBHH rrtera6olutr,r.

IIon / paca: flpr,r nrpcreHo HcnHTyBaBe, npoceqHure ropHH nna3MarcKu KoHrreHrpaqnil Ha,ruorponryrr.r 10
MIrnyrH no Ao3HpaBero, npH cocroj6a Ha AuHaMr,rqKa paMHorexa Srire ea 20%o rc 70%o nosucorr,r raj
janoHcrcu naIrHeHTI,I co XOBB no cnopeg6a co naqueHTr,r oA 6elara paca naur,reHru no nnxaraqnja ua
THorpon[yM, uo 6es npucyrHl{ 3HaIIH rcon 6n 6ure acoqnpaHu co noroJreM MopraJrr.rrer r,rJru KapAnonorrrKn
pH3I'IK raj janorrcrure naIIHermI,I Bo oAHoc Ha narlHeHTnre oA 6e.na'ra paca. 3a ApyrH erHnKyMr.r wr1 pacv
HeMa AOBOnHO I(OCTanHr{ nOAaTOqH.

fleauj atpprcxn rrauuerrrn : flor.re.{sere,{el 4.2

@apuaxorcuuercrcp/Oapuaxoaunauucrn coo,[Hoc(n)
Herrla 4upexrHa noBp3aHocr nouefy QapuaxoxuHerr,rKara u QapuaxoAuHaMr,rKara Ha Jreror.

5.3 [perrc.lnnnqKrr rroAarorlrl sa 6es6eAHocr

Ioneu Aen oA e$errure ga6elexanu Bo KoHBeHrlr.roHirJrHr.rre cry1prr 3a 6es6eAHocua
$apuaxoloruja, cry4r4r4 3a roKcI,ItIHocr npu fioBe*eKparno Ao3upane il pelpoAyKTHBHa
ToKcl{qHocr ce AonxaT Ha allTllxonl{HepruqHute cnojctBa Ha ruorporrfiyrr,r 6ponrra4. Tunuuuo, xaj
xI{BorHI{Te e :la6eleNaHo HaMaJIyBarbe Ha aflerl,ITor, HaMi]JIyBarLe Ha reJlecHara rexr.IHa, cyBocr
Ha ycrara I'I Hocor, HilMzIrIeHa narpuuaqnja u caJlr4Baqtja, rvrugpujan u sa6psana cpqeBa pa6ora.
Apyru suauajuu e(fexru ga6erexaru.r Bo cryAr.rr{re 3a roKcrqHocr rrpu uonefterparrro 4oirpa*.
6ure: JIecHa upntaquja Ea pecfi[paropHr,ror rpaKT raj cmopuu [r DryBrIu (puuuruc It eur.rreJrgr,r
IrpoMeHI{ Ha HocHara IIpzli}H]IHa I,I JIapI,IHKcor), rlpocrarvrt4c co Aerrorruparbe Ha [pore]rHr.r HacJrarpr
u fifl'rua3u Bo MorrHr{or Meyp Kaj MarnKr.r craoput4.
Bo cry4nure 3a perpoAyKTHBHa roKclrqHocr rcaj sajaqn pr craoprlrd, HecaKaHn eQerru nps 6penaenocra,
eu6puo-QerzlnHrlor pa3Boj, uopoAyBarbero r,rJrr,r rrocrHaraJrHr.ror pa3Boj rraoxe Aa ce janar npu
I'I3nOXyBaBe Ha Irlajrara Ha roKcr,r(nu Aogu. Tr,rorpouuyu 6porraugot He [oKaxirJr reparoreHocr r<aj
craopqu wtlJ/. zqalJlw. Bo ncnrtyBarLara 3a orrluTara pelpoAyKTr.rBHocr t4 uJroAHocra xaj craopqrr,
rpll yrorpe6a sa 6nno roja Ao3a oA JIeKor, He 6rre perr{crpr,rpanu HecaKanu e(lerrur nps
Seprunuteror I,IJIH rlapellero nury xaj Tperr{paHr.rre po,(r,rreJru, Hr.rry raj uunuure rroron qr.r. IIp"
JIOKaTIHa I'IJII,I CTICTeMCKa H3JTOXeHOCT 

_Ha AO3r.r .[eT(Sparlo rroBr.rcoKr.r oA Tepalentcrure 6rle
ga6elexanu pecilrparopHlr (Prpumrlrja) fi ypplerirarannrn 'lnpocmruruc) rpoMeHrr KaKo u
penpoAyKTI'IBHa roKcHqHocr. Cnopeg cry.(Hlrre'ea lrenorokcrlsHodf"ia' ranqeporeH [oreHrlr,rjan
Jrexor He npeAr,r3Br{KyBa orllTeryBarf,e xaj lyfero. i,. . .,,;. n 
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6.

6.1

OA PMAIIEBTCKII OCOEEHOCTI{

JIucra Ha excrlurrrreHcrr

Codpcrcuua Ha Kancyilama
Jlaxrosa MoHoxnApar (uoxe Aa coApxrd Mara Korr,rqn*a*aMJreqHr,r npo.rennu)

Odeuexa Ha Kanq)flama
Xunpouelosa

Macmuto 3a neqamehe
KouqeurpnpaH pacrBop Ha aMoHr{yM (8527)
Eyrxn aJrKoxoJr

Aexr.r.qpupaH eraHoJr (El 5 I 0)
I{pu xeleso oKcnA (8172)
Hsonponnl ,IrrxoxoJr
Kanryu xuIpoKcHA (E525)
flpouuleu rrrr.rKorr (E I 520)
Shellac (E904)

.{emulnpaHa BoAa

6.2 llnxouaru6rrJrHocrrr

He e npnueHJrnBo.

6.3 Por na ynorpe6a

24 ueceryvt
Kancyram Aa ce ynorpe6n seAHau no orBapabe ua 6nucrepor.

6.4 Haqun Ha rryBarLe

,{a ce.ryna Ha reMreparypa 4o 3OoC.r{a ne ce 3aMp3rryBa.

6.5 Cogpxuua tl r3rJreA Ha naKyBarbero

OPA/AUPVC/PET/AI6luctep JIeHTLI co l0 xaucyan. Eracrepnre ce cnaKyBaHr.r Bo KaproHcKa
xyrnja 3aeAHo co MRX003-T10 DPI r.rHxanarop.

The MRX003-TI0 DPI (nnxanarop 3a nuxaaaqxja Ha cyB nparuor) e noMaralro :a arrnuxaqrja
Ha eAHa 4osa (eguueqHa HlurarIaquja) uspa6oreH oA rrJracrr.ruen ruareprEjan (axpruronwtpvn
6yraauen cu'rpeu) u HepfocyrauKl,I qeJrHK. Hrxararopor rrMa 6ero rero co rrpBeHo Koflqe.

flaxynalre:
Kaproucxa rcynrja co 30 mp,lr.r xancynu (3
r{HxaJlaTop.

6rr.rcrepr (3x10) craKyBaHr4 co MRX003-TI0 DPI
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6,6 llucrpyrcqur{ 3a paryr}an e co orraAor
HeucxopucreHror J'reK r,tJru or[aAeH naarepuja.l
nporrHcr4.

7. HOCLITBJT HA OAOBPBHT.TETO 3A IIPOMET

CO J'IOKAIHH'I'C



3eurnsa flxaprraa Mare
Yr.Jopaan Mujanroa 6p.48-l I l -.
1000 Cxonje

EPOJ EL{ OAOBPEHITIETO l3A IIPOMBT

HA TEKCTOT
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oAoEpEHr,IE 3A IIPOMET/OEHOBA HA OAOEPEHT,IETO


