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1. UME HA JIEKAPCTBEHMHS IIPO,I[YKT Kpamx; xap:;mepucmuxa na npodyxma - Npunoxenus 1

SINGULAIR (CHHI'YJIAP) 10 mg dpuiMupany TabneTxy. TTRVIIE o L ST SN T N

2, KOJMHMYECTBEH H KAYECTBEH ChCTAB

Besika duiMupana Tabnerka ot 10 mg chabpxka 10.4 mg ModTenyKacT Harpuil (montelukast sodium),
KOeTO € MosiapHus ekBuBasieHT Ha 10.0 mg ceoboaHa kucenuHa.

[ToMoOLIHH BEHIECTRA: TAKTO3a MOHOXHApAT 89.3 mg B Tabnerka.

3a IThJIHHA CMHCHK Ha [IOMOIIHMTE BellleCTBa, BXK. Touka 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupana tabnerka

Bnenoxadsapa, 3aKpbrieHO-4eTBLPTHTA (priMHpana TabneTka ¢ HaAmUC ‘Singulair' ot eAHaTa cTpaHa U
'MSD 117" ot ppyrara.

4, KSIMHHYHH JAHHH

4.1 TepanesTAuHH NOKA3ZAHMA

bpoHxuanHa acT™a.
. O6nekyaBaHe Ha JHEBHUTE H HOLIHH CHMIITOMH NpPH C€30HEH aNCPTHYeH PHHUT.

4.2 J[Jo3apoBKa H HAMHH HA NPHJIOKEHAE

SINGULAIR cnenpa aa ce npueMa BeAHBX AHeBHO. IIpr acTMa, no3ata CIeiBa Jia ¢e IpHeMa BEHED.
[Ipu cezoHeH anepruveH pHHHUT, BPEMETO Ha MPHIIOKECHHE MOXKe Ja €€ MPOMCHH crnopez

HHAHBHAYAJIHHTE HYZKIH HA NaLHCHTA,

[TareHTHTE, IPH KOUTO € HAJIMHE U ACTMa H CE30HEH aJIepryuyeH pHHMT, CIICABA Aa TIPHEMAT caMo
eaHa TabneTka BeJHBK JHEBHO BeYEP.

TTo3MpoOBKaTa 3a AeLa Haj 15 roguiliHa Bb3pacT H N0-Bb3PacTHH ¢ aCTMA H/IWIH CE30HEH alepruveH
pUHHT ¢ eaHa ¢unM-Tabnetka or 10-mg nHeBHoO.

Ho3HpoBKaTa 3a Aena Ha 6 - 14 roAMImHa Bh3pacT ¢ ACTMA W/H/IH Ce30HEH AJICPrHYeH PHHAT € €Ha
TableTKa 3a AbBYEHE OT S-mg NHEBHO. |

JTo3HpoRKaTa 3a AeIA HA 2-5 rOQHIITHA BB3PAcT C aCTMAa H/HITH CE30HCH allepruveH pHHHUT € ¢IHA
tabieTKa 3a AbBYEHE OT 4-mg AHEBHO.

BezonacHocTTa M €)eKTHBHOCTTA NPH NEAHATPHYHH NALMEHTH, NO-MAJIKM OT 2 TOAMHM, HE Ca
YCTAHOBEHH. |

QObwu npenopvxu o
Tepaneprnunns edext Ha SINGULAIR BLpxy napamerpuTe 3a/KENTHOARFEIRENS CENINOABABA B
pamkure Ha eavH aeH. SINGULAIR TabneTkn Morat aa ce npp Hagbar xpangelfanmenTiTe

TpaOBa Na OBJaT CHBETBAHK Aa MpOABLKAT Aa npueMar SINGU
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He ¢ HeoOxoauma KopeKiiHsa Ha J03aTa TPH Jela OT Ko Ja € Bb3pacToBa IPyIa, [pH MalHEHTH B
HanpenHana B3pacT, pH MaMeHTH ¢ 650peuHa HeIOCTaTEIHOCT HITH € NIEKO IO YMEPEHO YBPEIKAAHE
Ha YepHHUA ApoO, KaKTO M € MOJIA Ha MTAIUSHTHUTE.

Tepanus cve SINGULAIR ev6 6pvaka ¢ dpy20 Nevenue Ka acmmama
SINGULAIR Moxe na 6ba¢ 1006aBeH KbM CBINECTBYBAL JIeUeOCH peKHM Ha NMalLeHTA.

Hamanenre B CHITBTCTBRAILIATA TEPAILIAS:

Jlevenue ¢ 6porxodunamamopu: SINGULAIR Moxe na 6va¢c 100aBeH KbM JiedeOHMA peXUM Ha
MALMEHTH, KOMTO He ¢a AICKBATHO KOHTPOJIUPAHH OT CAMOCTOATEIHOTO NPUAOXKEHHE Ha
Sponxoamwnararop. Koraro e Hanuue knMHu4eH oTrosop (0OMKHOBEHO ciief ITbpBaTa A03a),
NeYeHUETO ¢ OPORXOAUNATATOPH MOXKE aa Oble peaAyLIHPAHO B 3aBHCHMMOCT OT ITIOHOCUMOCTTA.
Huxanayuonnu xopmuxocmepouon: Jleveuneto cbe SINGULAIR uMa fonB/IHUTENCH KITHHHYEH
c(PeKT 32 MaHHeHTH, IeKYBaHH ¢ HHXAIAIMOHHHM KOPTHKOCTEpOMAN. HamanapaHe Ha 103aTa Ha
KOPTHKOCTEPOM/IMTE MOKe Ia C€ MPABH B 3aBUCHMOCT OT NOHOCHMMOCTTA. Jlo3aTa TpabBa na ce
HaMaJlsiBa MOCTEIICHHO MO IEKapCKHU KOHTPOJI. I1pH HAKOHM MauMeHTH MOKe ITOCTENEHHO Ja Ce H3/Ie3e
OT JIEYeHHETO ¢ uHXanaloHHy kopTukocTepouau. SINGULAIR He tpabBa na 3aMecTH BHE3AaNHO
HHXAIaIHOHHHUTE KOPTHKOCTEPOHIH.

4.3 IIpormBomokxazanns
CBpBXYYBCTBHTEIHOCT KBM HSKO04 OT CBCTABKHTE HA MPOIYKTA.
44 CoemEpanHg npeaynpexIenns H npeANasHA MEPKH NpH ynorpebda

E¢uxacHocTra Ha opataisa SINGULAIR npu neyeHHETO Ha OCTPH HMPHCTHIIM HA ACTMA HE ©
ycraHoBeHa. CrienoBarenHo He TpabBa na ce nanonssat opanuy tabnerkn SINGULAIR 32a neueHHe Ha
OCTPH NPHCTBHIH Ha acT™a. [laiuenTuTe TpAadBa Aa ObAaT CHBETBAHM Jla HMAT Ha Pas3soOIOKEHHE
NOAXOOAIH KUBOTOCNACABAIIN NEKAPCTRA.

Jlo3aTa Ha CHMPTCTBANIHA HHXAMAMOHESH KOPTHKOCTEPOHA MOXKe fa Hbae HaMaieHa NOCTENeHHO NN
nexapckH Koutpoi, HO ¢b¢ SINGULAIR He TpaOBa BHE3aHO 12 C& 3aMECTBAT MHXATIALHOHHHTE WIH

[[ePOpaTHH KOPTHKOCTCPOHAH.

HamanasaHeTo Ha n03aTa HA CHCTEMHHMTE KOPTHKOCTEPOHAH OCOOEHO MPH MPOABIDKETEITHO JIeYEHHE ¢
TAX [IpH DALMEHTH, NOJTyYaBally NPOTHBOACTMATHYHH CPEACTBA, BKAKOUYBAIIM AHTATOHUCTH Ha
NIEBKOTPUEHOBHUTE PELISIITOPH, B PEAKH CIy4YaH € MOC/eABaHO OT HACTHITBAHE HA €HO UJIH [TOBEYE OT
CNICAHHTE ChCTOAHMA: SO3HHO(IINA, BACKYJIUTEH 0OpHB, BNOLIaBaHe HAa O0eM0APOOHM CHMITTOMH,
YCJIOKHEHHS OT CTPaHa Ha CHPLETO, H/HWIH HEBPOMaTHs — IOHAKOra AHArHOCTHIMpaHa KaTo CHHApOM
Ha Churg-Strauss, cucreMeH €03MHOQHIICH BACKYJIUT, KOHTO MOXe Aa 6BbJa CBbP3aH C HAMANABaHE Ha
KOPTHKOCTEPOMAHUTE. AKO e Kacae 3a acTMa, KaTO KOMMOHEHT Ha Hepa3no3Hat CSS (cHHApOM Ha
Churg-Strauss) To npy HaMaJIABaHETO HA CHCTEMHHTE KOPTUKOCTEPOHAH, MOCICAHUAT MOXKE 1A C€
M39BH KIHHHYHO. BBIIpEKH, Y€ HE € YCTAaHOBSHA NMPHYMHHO-CIIEACTBEHA BPb3Ka C aHTarQHH3MAa Ha
JIEBKOTPHEHOBHTE PELICIITOPH, NPENopbhdBa C€ BHUMaHHE H CHLOTBETHO KJIMHHYHO MOHHTOPHPAHE,

KOTATO Ce MPEANPHEME HAMAJIABAHE Ha CHCTEMHITE KOPTHKOCTEPOHAM NPH NAaLMEHTH, [10JTy9aBalld
SINGULAIR.

SINGULAIR ceabpxka acnapram, M3TOYHHK Ha gennnananui. Ilanpentu ¢ penunkerodypus tpadsa
Aa MMAaT NpeABUA, 4e BeAKa TableTKa 3a ABBYCHE OT 5 Mg ChABPKA GQeHINANAHHH B KOJIHYECTBO,

exBuBaicHTHO HA (.842 mg deHmnanapuH 3a 103a U 4¢ BCAKa TabjleTka 3a TbBUCHE OT 4 mg ChABPKA
deHMIananuH B KONMYECTBO, eKBUBANCHTHO Ha 0.674 mg Gentananny 3a 1033,

4.5 . Biajlig;lmgﬁﬁfliaﬂ:-c_.',r‘trfl:-".'-yl‘;?ln ﬂelchpc'menn NPOAYKTH # APYTHE dhopM
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SINGULAIR Moxe na Opae npuiarad ¢ Apyrd BHAOBE JIeUeHHE, HAMOM3BAHN PYTHHHO 32

npo¢gHIAKTHKATA HIH XPOHHYHOTO JICYCHHE HAa acTMa H NPH JIeYCHUETO Ha ajleprHYHuA puHUT. B
KJIAHWYHHKTE IIPOYYBAHUA 32 JICKAPCTBEHH B3aHMMOACHCTBHA, IPSIIOPHYBAHATA KIIHHUYIHA 0034 Ha
montelukast BAMa KIIMHAYHO 3HAYHMH €()€KTH BEPXY (PapMAKOKHHETHKUTE Ha CJIEAHMTE JICKAPCTBA:

theophylline, prednisone, prednisolone, nepopanan konrpauentupH (ethinyl estradiol/norethindrone
35/1), , digoxin u warfarin.

[InouiTa roj KpHBATA Ha TUIa3MeHaTa koHneHTpauusa-speMe (AUC) 3a montelukast namanssa
npubnausurenso 40% npu nHMua ¢ eJHOBPEMEHHO NpHIoXkeHUe Ha phenobarbital. He ce npenopsusa
croOpasaBane HA Ao3upoBkaTa Ha SINGULAIR.

In vitro nmpoy4BaHHA ca nokasany, ye¢ montelukast e waxuburop Ha CYP 2C8. Ho, nannu ot
KJIMHHYHH NPOYYBAHMS 34 JIEKAPCTBEHH B3auMOJIeicTBHS, BKIouBauly montelukast u rosiglitazone
(nmpoyusaH cyOcTpar, NpeCcTaBUTENEH 3a JIEKAPCTBa, KOHTO c¢ METADONM3HPAT OCHOBHO 4pes3
CYP2C8) noka3spar, ue montelukast He naxubupa CYP2C8 in vivo. ETo 3aiio He ce nomycka, ue
montelukast npomMeHs MeTabonusMa Ha JIEKapCTBa, KOUTO c& MeTabOMH3HPAT OT TO3H €H3UM
(nanpumep paclitaxel, rosiglitazone, repaglinide).

4,6 bpemMeHHOCT H KbpMEHE

Ynorpeba no Bpeme Ha OpeMeHHOCT

SINGULAIR ne e uscnensan nipu 6pemeHnn xxedd. SINGULAIR Moxe na Oblie H3M0A3BaH M0 BpeMe
Ha OpeMeHHOCTTA CaMO aKkO € HAJIOKUTENHO.

Yiuorpeta no BpemMe Ha KbPMeHe

He e u3pectno ganu SINGULAIR ce eKCKpeTHpa B YOBEIIKOTO MJSIKO. T'Bif KaTO MHOTO IEKapCcTBa Ce
eKCKpEeTHPAT B YOBEIIKOTO MJSIKO, HeoOxoaumo e BHuManue, koraro SINGULAIR ce nasa Ha
KbpPMEIIM MAHKH.

4.7 EdexTd BLpXy cnoco6HOCTTA 32 MOPRPane H padoTa ¢ MAIIRHE

HsMa nanu, ye SINGULAIR nosnussa cnocoGHocTTa 3a mogupane H paboTa ¢ MALIHHM.

4.8 Hexenann JCKAPCTBECHH peakNHH
Montelukast ¢ OLICHABaH B KJIMHUYHHA W3IHTBAHUA KAKTO CJIS/IBa:

e 10 mg puamupann TabneTky npu npudmusurenHo 4000 BB3paCcTHH NauKeHTa Ha 15 1 noBeYe
FOAVHH

e 5 mg TabneTky 3a FbBYEHE NPH NPUGIH3KUTENHO 1255 neAMaTPHYHH MALMEHTA HA BB3pacT OT 6 A0
14 rogyHu

e 4 mg TabneTky 3a ALBYCHE NMPH 573 NEAUATPHYHHA NAUMEHTa Ha BB3pacT OT 2 AC 5 FOAHHH U

e 4 mg rpadyan npu 175 neapaTpHyHH NaUHeHTa Ha BB3pacT OT 6 Mecela 10 2 rOAUHH

CeiHUTE JISKApCTBO-CBBEP3aHM HEKEJIABH PeaKiui ca NOKIaABaHH B KIIMHHYHHTE H3IHTBAHHA Y€CTO
(> 1/100, < 1/10) npu naientH nekysaHy ¢ montelukast ¥ ¢ no-roisaMa 4ecToTa OTKONKOTO NPH
NaLMEeHTHTE JEKYBaHH ¢ Tanedo:

Knacujpuxa Bs3pacTHH ITeapaTpyuHu ITeapaTpU4HA IMeauaTpyIHH
LHS CrIOpen, NalHEHTH nalyueHTa NaLHeHTa ALMEHTA

TEJIECHA 15 1 noBe4e Ot 6 a0 14 roguHu Ot 2 no g ‘ Q Mecela

CHCTEMA FOAMIIHH (eaHo 8-ceaAMHYHO (eano 1
o (uBe,12- mwinaTBade n=201) W3ITHTB;
| cenmmunn- (eAHO 56-CeAMHYHO

- . -M3NHTBAHHA; H3nATBade; n=120)
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Hapymenus | ['nmaBobonue I'napobonue XHOCPKHHE3UA
HA HEpBHATA
CHCTEMA

Pecrinparop ActMma
YL, b HH | | S

51
MEAUACTHHA
JTHH
HapylIeHus | _
CromamHo- | boika B kopeMa Huapus
YpeBHH

| HApYIICHHA

Hapyierus Ek3eMaTo3eH
Ha KO)KaTa M NepMATHT,
MIOAKOXHATA oOpus

TbKaH
O6uiu XKaxna
HApyIEHUA
H ¢¢KTH Ha
MACTOTO Ha
TNPHIOKEHHE

Ip# OpoABMHKHUTENHO JICUSHHS B KIHHHYHUTE U3MUTBAHUA C OrpaHKtcH Opoii MalMeHTH 332 NEPHOA 10
2 TOOWHH TIpH BH3PACTHH M 32 NepHO A0 6 Mecela [pH Jena oT 6 go 14 roaMiiHa Be3pacT, NpoguiIbT
Ha 0€30MacHOCT He Ce € MPOMEHHMII. |

O606weHo, 426 aena Ha BB3PACT OT 2 110 5 roAWHM ca ieKyBaHH ¢ montelukast 3a Hait-Manko 3
Mecena, 230 3a 6 Mecella WK noBede H 63 naumeHTa 3a 12 Mecena win nosede. IIpH MpoaBIDKUTEIIHO
nedeHue, NpoGUILT Ha 0€30MacCHOCT CHIIO HE CE€ € MPOMEHHI NPH Te3H NALHEHTH.

CReaHHUTE HEXEIaHH peakMH Ca JOKNAABAHH NIPe3 NOCT-MAPKETUHTOBHA NCPHO:

HapymeHns Ha KpbBT2 ¥ TMM(HATA CHCTEMA: [TOBHIICHA CKJIOHHOCT KBM KbPBCHE

HapymeHna Ha MMyHHATa CHCTEMA: CBPEXYYBCTBHTE/IHOCT BRIIIOYBAIIH aHAGHIaKCHA, €O3HHO(PHIIHA
HH(WITpanKA Ha 9YEPHHAS ApoD |
[IcuxuuHH HapyMEeHUs: HAPYIIEHHS Ha CHHS, XAMIOLHHAIIHH, ICHXOMOTOPHA XHIIEPAKTHBHOCT
(BKIIIOUMTENHO pa3Apa3sHUTESIHOCT, HECIIOKOMCTBO Bb30YyAa, BIIIKOYUTEIHO arpeCHBHO MOBEACHHE,
TPEMOP), AENPECHA, MUCITH H OITHTH 3a CaMOYOHICTBO (CKIIOHHOCT KBM caMOyOHIHCTBO),0e3CHHIE
HapyineHua Ha HepBHATa CHCTEMA: CBETORBPTEXK, CEHIHBOCT, NapecTesud / XunoecTesus, rbpyoBe
CbpAcUYHH HAPYLICHHA: TIAIBTALHHA

CTOMALIHO-YPEBHU HAPYLICHUA: JHAPHA, JHCIICIICHA, rafileHe, IORPBIIAHE

Xenato-OnnuapHu HapyIeHHA: NOBHIEHH HUBA Ha CEpyMHHTE TpaHcaMMHa3u (AJIAT, ACAT),
XOJNIECTATHYEH XCNATHT

HapyumeHns Ha KoKaTa H MOAKOKHATA THKAH: AHTHOEAEM, KphBOHACANAHE, YPTHKAPHS, TIPYPUTYC,
OOpHB;CpHTEMA HOHO3YM

HapymeHns Ha MyCKYJIHO-CKeIeTHATA CHCTEMA H TIOAKOXKHATA TEKAH: apTpairisi, MHAJITKA,
BKJTIOUUTEIHO MYCKYJIHH KpaMITyi

OO0 HapyeHH ¥ 6QeKTH Ha MACTOTO Ha MPIIOKEHHE: OTOK

HoxnaaBanM cd MHOro pAOKo cny4aw Ha cuHapoMa Ha Churg-Strauss no BpeMe Ha JISUCHHETO C
montelukast. Bpraka ¢ montelukast o6ade He e ycTaHoBeHa (BXK. Touka 4.4).

4.9 Ilpegosmpame -
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Hama cMBPTHH clTy4aH ciief eAMHUYHO OpajiHO Nprioxkenne Ha monteluklast sodium npu mo3u Ao
5000 mg/kg npu MHIIKHA H IWIBX0BE, (15 000 mg/m” u 30 000 mg/m’ 3a MHILKY H [LTbXOBE,
CbOTBETHO) MAKCHMAJIHATA TECTyBaHa 03a. TazH 103a e ekBuBajicHTHA Ha 25 000 mpTH

perophbYBaHaTa JHCBHA YOBEIKA 032 33 Bh3PACTHH.'

Hama cneuudryna nHpopMania 3a nevueHde npu npeaosupare Ha SINGULAIR. [Ipu npoyusanud 3a
xpoHH4Ha acT™Ma, SINGULAIR e npuiarad Ha BE3pacTHH NMaNUeHTH B 103H a0 200 mg/aneBHO B
npoAbDKEHHE Ha 22 CeAMHLH, a IIPH KPATKOCPOYHH IpoyyBaHus - 10 900 mg/1HEBHO 32
npUONH3HTENHO eHa CEAMHLA, 6e3 KITHHHYHO 3HAaYHUMH HEXKEJIAaHH JIEKapcTBEHH peakiiHi.

CrllecTBYBaT ¢hoOmMEHNS 32 OCTPA CBPLX AO3HPOBKA MO BPEME Ha NOCTMAPKETHHIOBHS NEPHOI H
KIHHHYHH npoyuBanud ¢b¢ SINGULAIR ¢ xosu xo 1000 mg eqnoxparro. Habmonasanure
KIIMHHYHH H nabopaTopHH HaXOAKH ca 6FUIH ChbBMECTHMHE ¢ Npodrna Ha 6€30MacHOCT NPH BE3pacTHH
M Jiena. |

He e nMano HeXKelIaHH JIEKapCTBEHH peakiHH B GOMMMHCTBOTO 0T CiIydanTe Ha npeaosdpane, Haii-
yecTo Hab/IoaBaHUTe HeKEMaHH peakUiH ca OHIM B ChOTBETCTBHE ¢ Npodiula Ha 6e30NnacHOCT Ha
SINGULAIR u ca BiouBanu KopemHa 00JIKa, ChEIMBOCT, XKaXa, r1agoboine, OBPBIIaHE H
ACUXOMOTOPHA XMNEPAaKTHBHOCT. |

He e u3zBecTHO, aany monteluklast ce quanu3vpa upes nepUTOHEANHA HIIH XeMOAHAIA3A.

5. ®APMAKOJIOTWYHH JAHHHA

5.1 ®PapMakoiRHAMHYHE CBOHCTBA

dapMaAKOTepaNeBTHYHA IPyna: AHTHACMAaTHYHH 33 CHCTEMHA YoTpeda, aHTaroHHCTH Ha

JIEBKOTPHEHOBHA PELICITTOP
ATC xoa: RO3D C03

[{ucresnun-neskorpuenure (LTC,, LTD4, LTE,) ca MOIHHA BB3NANIATCIIHH €HKO3AHOHIH,
ocBOOOXKAaBaHH OT Pas/HYHK KIETKH, BKJIFOUATETHO MACTOLMTH H €03HHOGWIN. Te31 BaOXKHH NpO-
ACTMATHYHH MEIHATODH CE CBBP3BAT ¢ IHCTEHHHM - teBKoTpHeHoBH (CysLT) peuenrop. Tun 1
CysLT penenTopeT ce HaMHpa BB Bb3XyXOHOCHHTE ITFTHINA HA YOBEKA, BKIFOYHTEIHO
IIAIKOMYCKYJIHH KJCTKH B Makpogars, 1 ApyrH NpoHH(pIaMaTOPHH KNETKH (BK/IOYHTENHO
€03UHO(HIIH ¥ OTIpe/Ie/ICHH MHEJION/IHM CTBOJIOBH KneTku). Llnctennun — nepkorpueHute (CysLT) ca
CBBP3aHHM ¢ MaTO(H3MOIOTHATA Ha ACTMaTa M aleprudHud puHHAT. llpyn acTMa, MeIHHPaHHTE OT
NEBKOTPHEHU edeKTH BKIIOYBAT PeAHLIA PEAKUMH HA Bh3TYXOHOCHHTE MBTHIIA, KATO
GPOHXOKOHCTPHKIHA, TMraBH9IHA CEKPELIAs, ChA0BA NPOILY CKIHBOCT H €03HHO(IIHO BbBIMIaHe. 11pu
anepruYHUd PHHHT, IMCTEHHHI-NEBKOTPHEHHUTE ¢€ 0CBOOO0K/1aBAT OT HOCHATA JIHTABHLIA CIICH
M3/TIaraHe Ha aJiepreH, Mo BPpeMe KaKTo Ha PaHHO-(a30BHTE, Taka M HA KBCHO-(pa30BHTE PEAKI(HH H Ca
CBBP3aHH CbC CHMIITOMHUTE Ha anepruyHus pHHHT. J[EMOHCTPHPAHO € YBENHYICHO ChIIPOTHB/ICHHE Ha
HOCHHMTE MBTHILA ¥ CUMITOMHTE Ha HOCHA OOCTPYKLIMA IIpH MHTpaHa3aNHa IPOBOKALMA ¢ LHCTSHHHII-
JIEBKOTPHEHH,

Montelukast € MOIHO, OPATHO aKTUBHO BEIIECTRO ¢ MPOTUBOBBL3NAIMTENHH CBOHCTBA, KOETO
3HAYMTEITHO T10A00PABAT NapaMeTPUTE HA ACTMATHYHOTO Bh3najenHe. Ha 6a3ara Ha OHOXUMHYHH H
(apMakooruysH OHOU3MEPBaHHs, € YCTRHOBEHO, 4e montelukast ce CBB BHCOK aQHUHUTET H

cenexktuBHOCT ¢ CysLT) peuenropa (¢ no-rojiaM apuHHTET, OTKOJIKG ¢M *

dapMaKOJIOTHYHO BaKHH PELICIITOPH BEB BB3AYXOHOCHHTE ITBTH a0 rpecidia

XOAMHEPriuHus Wi f-anpeHepriutinus peuerrrop). Montelukast Agvibnp L O\G% :* OJIOTHYHWTE
neiictBua Ha LTC,, LTD,4, LTE4 B CysLT, peuenropa, 6¢3 HHKap® ATy 1 ;, S eiocT.

" 3a BB3IpACTEH NalHEHT ¢ Terno 50 kg
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IIpu naupentH ¢ acT™Ma, montelukast BoaH 40 MOIIHO MOTHCKAHE HA LIMCTEHHWI-JIEBKOTPHEHOBHTE

PELENTOPH BLB Bb3AYXOHOCHHTE IThTHINA, AMOHCTPHUPAHO Ype3 MOTHCKAHE Ha
OpOHXOKOHCTPUKLMATA, NIpeAu3BMKaHa 0T HHXanupad LTD,. Manku 1031, OT nopsaabka Ha 5 mg,
BOAAT I0 3HauuTeIHA 6mokana Ha LTD,- nagynmmpasaTa OponxokoHcTpukiug. Montelukast
npeaAr3BUKBA OPOHXOAMNATALMA B PAMKHTE Ha 2 4aca CJICA OPaHOTO NPWICKECHHE; Te3H ¢eKTH ca

aTUTHBHH Ha GpOHXOANIATALHATA, IPEIH3BUKAHA OT B -arOHUCTH.

KJIMHUYHH IPOYYBaHHA - ACTMa

B xwmawurm npoyuBaHus SINGULAIR ¢ edexTHBEH NpH BB3pacTHH H NEAHATPHYHHN NTALMEHTH 34
npodHNAKTHKA B XPOHHYHO JICUeHHE HA aCTMa, BIUTIOYHTE/IHO H 334 NPeAOTBpaTABaHe HA [JHEBHATA Y
HOIIIHaTa CHMNTOMAaTHKA, 3a JIeYeHHE Ha NAallMEHTH ¢ aCNUPHH-HHAYLMPAHA acTMa, H 32
npeaoTBpaTsABaHe Ha Mpegu3BHKaHaTa oT yeunue OponxokoHeTpuKisa. SINGULAIR e epexkTuBen
CAMOCTOATETHO MM B KOMOHHALIMA ¢ APYTH JIEKAapCTBa, H3MON3BAHH 32 NOAABPKALIO JIeHEHHE Ha
xponnuHaTa actMa. SINGULAIR u HHXanaTopHUTEe KOPTHKOCTEPOHAH MOTaT Jla C€ M3I10J3BAT

e JHOBPEMEHHO, C aIMTHBHY ¢(eKTH 3a KOHTPOM HA acTMATA HH 3a peAylHpaHe Ha J03aTa Ha
HHXATAIMOHHHA KOPTHKOCTEPOMA, MPH 3alMa3BaHe Ha KIIHHWYHA ¢Ta0MWIHOCT.

Bv3apacmuu (nao 15 2o00unu)

B nBe cxoanu no au3aiiy 12-cenMHAYHHA, ABOHHO-CIICHH, I1alle00-KOBTPOIMPaHH NPOYyYBaHUs IPH
Bb3pacTHH acTMaTHLM Han 15 roaunu, SINGULAIR 10 mg peansk AHEBHO Beuep, € MOKa3al
3HAYMTEIHM NoA0OpeHHA B mMapaMeTPHUTE 3a KOHTPO/ HA aCTMa, IPH OLIEHKA Ha CHMIITOMHTE Ha

ACTMATA, CRHP3aHATE ¢ aCTMATa MOCEACTBHS, AHXaTeHAaTa PyHKIMS U ynoTpedara Ha -aroHUCTH
"IIpy1 Hykna'.

SINGULAIR 3nauyuTenHo nogobpABa cnojieeHATe OT NAlHEHTa JHSBHH CUMITTOMM M HOLIHH
cpOyXnanus, B cpaBHeHHe ¢ mnauebo. CnetmduaHuTe 3a acT™MaTa NOCAEACTBUS, BKIIOYBAIIH
aCTMATHYHH NPUCTHIIH, XKHBOTOCNACABALL KOPTHKOCTEPOH, NIPEXECBAHHA OT NPOYYBAHHATA,
I'BJIXKALIH C€ HA BIOILIaBaHEe Ha aCTMAaTa, M30CTPAHHMA Ha aCTMaTa M JHH 6e3 acTMa, ca CbIe TaKa no-
nodpu, oTkonkoTo npu mwialebo. [nodannara ongHKa Ha acTMaTa OT JIEKAPUTE M NallHEHTHTE U
OLIEHKHTE Ha CIIeLB(HUHOTO 34 aCTMA KAYeCTBO HA XKMBOT (BHB BCHUKH 00/1aCTH, BKIHOYBANH
HOPMANHATA JHEBHA AKTHBHOCT M CHMIITOMHTE Ha aCTMAa) Ca 3HAYHTEJIHO [MO-A00pH oT mnanedo.
SINGULAIR Boay a0 3HaYHTENHY NOA00peHHA Ha CYTpellHHA GopcHpaH eKkcriupaTopeH 00eM 3a 1
cexyHaa (PEO,), AM # PM ckopoct Ha IMKOBUSA SKCIIMPATOPEH MOTOK U 3HAYHTE/IHO MIOHHKABA

ynoTpebara Ha f-aroHHCTH “ripu HyXKZa ', B CpaBHEHHE ¢ mauebo.

JleueOHMAT ed)eKT € MOCTUrHAT e MBPBATA 1032 H € NIOAAbpKaH npe3 24-4yacoBrs MHTEpBal Ha
nosupane. JleueOHUAT eekT ocTaBa MOCTOAHEH M 10 BpeMe Ha MPOABIIKHTEIHO SAHOKPATHO AHEBHO
NPUIOKEHUE B pa3lIMPEHH M3CIICABaHHA 10 eAHa roauHa. IIpeycTaHOBABAHETO Ha JIEYEHHETO CBC
SINGULAIR, cnen 12 ceqmuuna ynotpeda, He Boau a0 o6paTHO BlONMIaBaHE HAa aCTMATA.

B cpaBHenne ¢ mHxanannoneH beclomethasone (200 ug nBa nbTH AHEBHO ¢ YCTPOHCTBO 34
pasnpuscksane), SINGULAIR nokaszea no-0sp3 HavaneH 0TrOBOP, BbIPEKH ue ¢iesl 12-CeIMHIHO
npoy4BaHe, beclomethasone moctura no-BHcok cpeneH aedeber egexr. IIpH BHCOK MPOLICHT OT
nauueHTHTe, NeKyBaHn ¢be SINGULAIR, o6ade ¢ce nocTUrHa KIHHHYEH OTTOBOP, NOA0OEH Ha TO3H C
vHXxanaiHoHeH beclomethasone.

Heya om 6 0o 14 200umna ev3pacm

Ilpu aena ot 6 fo 14 roampHa BE3pacT, €/1Ha TablIeTKa 3a TbBYSHE OT 5>-mg NHEBHO BEYeEp,
3JHAYMTEIIHO HaMaNsBa HIOCTPAHUATA Ha ACTMAaTa U NoZobpABa rnodanHaTa OLUCHKA HA POAMTEIHTE U
NeAHATPHYHUTE, CIIEIIHq)H‘HIH 34.ACTMATA OLICHKH 33 KaHECTBOTO Ha XHBOT, B CPABHEHHE C mnarne6o.
SINGULAIR 3aaguTenHO. no,uoﬁpﬂaa CBIIO Taka cyTpemand PEO, H HaManABa aepHa notpeba
Ha [3-aroHHCTH “‘npH By xKita. JleueOHMAT eeKT ce MOCTHTa Cel IbpBa 3.3 T:

10 BpeMe Ha enﬂokpama nHeBHo NPWIoKEHUE 10 6 MeceLa.

~-"'. .'
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Cmenen na pacmedc npu oeya ¢ acmma

JIBe KOHTPOIHUpPaHH KIHHHYHM NIPOYYBaHHA Ca ITOKa3alH, ye montelukast He rToBuaBa CTENMEHTA Ha
pacTex Ha Aella ¢ acTMa B mpeanyOepTeTHA BB3pacT. B eqHo mpoyuBaHe 1pH Aeua Ha Be3pacT ot 6 1o
11 roguHy, 9pe3 U3MEpBaHe ABLKAHATA HA NoAOeAPHIIATA CTETICHTA HA PACTEX NPH NAUWEHTH
nekysasd ¢ montelukast 5 mg BeAHEBK ZHEBHO B NIPOAB/DKEHAE Ha 3 ceAMMIM O€llie CXO0/IHA ¢ Ta3H
pH mianebo W 3HAYHTENHO N0-HUCKA TPH TMALHSHTH JIEKYBaHM ¢ HHXanauuoHeH budesonide (200pq
[Ba [15TH JHEBHO) B NPOABIDKCHAES HAa 3 CeAMHLIM B cpaBHeHHe ¢ TUialebo. B eano 56—ceaMH4HO
Npoy4YBaHe MPH Jela Ha BB3pacT oT 6 10 8 roaunu, MuHeiHaTa CTEIICH Ha PacTeK MPH MalHEHTH
nekysaHM ¢ montelukast 5 mg BegHbXK AHEBHO Oelle ¢xoaHa ¢ TasH IpH Iiauebo (LS o3xnadapa 3a
montelukast 1 riane6o: 5.67 4 croTBETHO 5.64 cM/roMuIHO) K Genle 3HaYUTENHO No-HUcKa (LS :
4.86 ¢cm/roMIHO) NpH MALMSHTH JeKYBaHH ¢ HHxanauroHeH beclomethasone ( 200pq a8a TETH
NHEeBHO) B cpaBHeHHeE ¢ Mnanebo [ pazmuka 8 LS (95% CI); -0.78 (-1.06,-0.49) cm/roaumao] . Kakro
montelukast Taka 1 beclomethasone cnpsimo mwiane6o, neMOHCTPHpaxa 3HAYUTEITHA 10132 110
OTHOIICHHE MPUJIaraHe Ha JeYEeHHETO M0 CNCIIHOCT NMPH TE3H NALMEHTH ¢ JIeKa CTECNCH Ha acTMa.

Meya na év3pacm om 2 00 5 200unu

B 12-cenMu4HO, IU1aH€60-KOHTPOJIHPAHO NMPOYYBaHe NPH NEIHATPHYHH NAlHEHTH OT 2 K0 S-TOJHIIHA
pp3pacT, SINGULAIR 4 mg eqHOKpaTHO JHEBHO CHIIECTBEHO NoOoOpABa NapaMeTpHTE 3a KOHTPOIL
Ha aCTMaTa, HE3aBHCHMO OT W3MOI3BAHETO Ha NIPUAPYIKABalla TEpPAnus, B CpaBHEHHE ¢ MUanedo.
[llecTneceT NMPOLICHTA OT MALMEHTHTE He CA HMaM Npuapyxapalla tepanus. SINGULAIR
JHAYMTENHO NOoA00pABa AHEBHUTE CHMITIOMH ( BRIIOYBALIH KalZINLA, KHXAaHE, 3aTPYIHEHO NHINAHE H
orpaHAYcHa GH3MYeCKa aKTHBHOCT), KAKTO M HOIIHHTE CHMIITOMM B CpaBHeHHE ¢ miauedo.
SINGULAIR CBILIO TaKa 3HAYMTEIHO HAMaNgBa Hy)KIaTa OT H3Mo/I3BaHe Ha OeTa-arOHUCTH IIPH
HY)KJA H OT XKHBOTOCNACABALIIM KOPTHKOCTEPOKAH B cpaBHeHHE ¢ Mnauedo. [lauueHTy, nosydapaniy
SINGULAIR ca HMaJiH 3HaYMTEITHO NMOBeYe AHH 0e3 CHMITTOMH Ha acTMa, OTKOJIKOTO Te3H,
nosyyapaiiy rwiane6o. EQeKThT Ha JEYCHHETO € MOCTHIHAT clie]l TbpBaTa A03a. B no6aeka, oOmuAT
Gpoii Ha e03HHOGHIIHTE B KPHBTA 3HAYHTE/IHO € HaMaJTa.

Eghexmu npu nayuenmu, KOumo eOH0EPEMEHHO NOIYNASAM UHXARAYUOHHI KOPMUKOCTMEPOUOU

OtzenHy NPoyyuBaHUs NPH BB3pacTHH Noka3eaT cnocobnoctra Ha SINGULAIR aa nomsisa
KIHHUYHHA e(EeKT Ha HHXAJALHOHAMA KOPTHKOCTEPOM/ B TI03BOJIABA NPH €AHOBPEMEHHA YIIOTpeDa,
NoCTerIeHHO HaMassBaHe Ha cTepouza. B eaHo nnane0o-KOHTpOJIHPaHO NPOYy4BaHe, NallHEHTH,
MOJTy4aBallld HAUANHH JO3H HHXAJNANWOHEH KOPTHKOCTEPOH OT MPHOIH3UTEIIHO 1600 ug qHEBHO,
pemyLmpar ynotpe6a M ¢ npubiuszutenHo 37% no Bpeme Ha wiaue6o run-in nepuona. SINGULAIR
NO3BOJIABa MO-HATaThUIHA 47% peayKLHd Ha A03aTa HA HHXATAaUMOHHHA KOPTHKOCTEPOH, CPABHCHA C
30% npu mnauebo. B apyro npoyusane, SINGULAIR mnpuHaca AOMBIHATENHA KIMHHYHA [10/132 Ha
nonoOHa oIyJalHa OT NALHEHTH, NOAALPKAHH, HO HE aIEKBATHO KOHTPO/IUPAHH 9YpE3
HHXaJalHOHEH KopTHKocTepora (beclomethasone 400 pg aneBHO). IIBAHOTO BHE3AMHO NPEKECBAHE
Ha beclomethasone npu nauuedTH, nonydasamu # SINGULAIR u beclomethasone, Boan a0
KIMHHYHO BJIOIIABAHE Ha HAKOM MAallHEHTH, KOETO MpeAiiojiara, 9¢ NocTeneHHOTO, TOICpHpato
HaMaJIBaHe € 3a NMpeANOYHTaHe Mpe BHE3aHOTO criupane. JIpH nauueHTH, 9yBCTBUTE/IHH KbM
ACTIMPHH, OT KOHTO NMOYTH BCHYKH €a [ONYYaBa/ii €HOBPEMEHHO HHXANALHOHHH H/IWITH NepOpaTHH
koptHkocTepoHaH, SINGULAIR 3nauuMo nono0OpsaBa mapaMeTpuTe Ha aCTMATHIHHA KOHTPOJL

Eghexmu ebpxy unoyyupanama om ycunue OpoHXoKoRCmpuxyus

SINGULAIR, 10 mg equH iveT AHCBHO, NPSAOTBPATABA HHIYLIHPE / =
6ponxoxonctpukima (EIB) tipu narmentyt Hag 15 romduina BHIPILTELY SANRA

npoyqsane, SINGULAIR HﬂMﬂJIHBﬂ 3HAYHTE/THO CTENEHTa H npo B IRbURE A Mo KEeHNETO
na ®EOC,; vanx 60 MUHYTH cn‘en yCHITIHE, MAKCHMATHOTO MPOLICHTH( AR
YCHIHE, M BPEMETO 32 BE3CTAHOBSBAHE 0 HHBO OKOMO 5 % o1 GEQ) nppm yCrgetgh lpoTeKimsTa
nepcUCTHPAIA NPe3 IEPHOJA Ha JICYeHHE, KOETO MIOKa3Ba, Y€ He B3 i
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KPBECTOCAHO ITpoyYBaHe, € HaO/moaaBaHa NpOTEKLMA Cea ABE eXHOKPAaTHH OTHEBHH H03H. Ilpu
neaHaTPpHMHH NallHEHTH Ha BB3pacT oT 6 no 14 roamnm, W3noa3sawy TablieTKH 3a AbBYEHE OT 5 mg,
noaoOGHO NpoBeAeHO NPOYYBaHE MOKA3BA HASHTHYHA NPOTEKLMA, KOATO ce MOoAbpiKa NMpe3 HHTepBaia
Ha go3upane (24 qaca).

Egexmu evpxy acmmamuynomo ev3naneHue

B xnuanuny npoyusanus SINGULAIR notrcka 6pOoHXOKOHCTPHKIIHAATA, TPEAU3BUKAHA OT
AHTUIeHHA CTUMYJIALHA, KAKTO B pAHHATA TAKa U B KbCHaTa (a3a. Thii xaTo unpunTpanmsTa ¢
BB3MNATHTEIHY KIETKH (€03HHOGWIN) € BaKHA XapaKTepHCTHKA HA aCTMata, ca M3C/ieIBaHH e)eKTHTE
Ha SINGULAIR Bbpxy eosunopunnte B nepudepHaTa KpbB H BE3ZYXOHOCHHTE TTHINA. B1B daza
[IL/11I pa xmapuan npoy4usanud, SINGULAIR noHH»kaBa 3HA9HTETHO €03HHO(IIHTE B
nepH{epHaTa KpeB, Npudnu3uTeaso 15% ot usxoaHuTe cTOHHOCTH, B cparHeHue ¢ mnanedo. [Ipn
Aeua ot 6 8o 14 roquaun SINGULAIR nosmxkasa ¢ 13 % eosuHopnauTe B nepapepHaTa Kphe, 3a
[IEpHOA Ha JIeuecHHe Haf 8 ceaMHUM, B cpaBHeHHE ¢ wTaueho. SINGULAIR noHu:xasa CRIO Taka
3HAYHTE/THO M €03HHOQMIIMTE OT BE3AYXOHOCHUTE ITHINA B XpadyKa, B CpaBHeHHe ¢ Iwaucbo. B Toa
npoy4saHe, npu jgeueHue cbe SINGULAIR, eosnnogpunure B nepudepHaTa KPbB C€ OHWKABAT H Ce
nogoOpABaT KpaifHHTe KNMHUYHH II0KA3aTe/IM Ha aCTMATa. |

KnHHYHH TPoyYBaHUS — CE30HEH QNCPrUYeH PUHHT

Edukacnoctra Ha SINGULAIR nipu iedeH1e Ha CE30HECH AJICPTHYEH PUHHT € H3CJICABAHA B -
PAHAOMM3HPAHH, 2-CeAMHYHH, ABOHHO-CIIEMH, Npauedo-KOHTPOAMpaHY IPOYYBAHUA ChC CXOJeH
ou3aiiH, Bkmousainy 4924 nauuenra (1751 naupenra ca npuemanu SINGULAIR). [laudenTuTe ca
01K Ha BB3pacT 15 ¥ roBeve rOAHHH, ¢ aHAMHE3a 38 Ce30HEH allepriueH PHHUT, IIONOKHTEICH
KOXKEH TECT 3a NOHE SHH CHOTBETCTBALL, MMOJICHOB aJIepreH, B aKTHBHH CHMITTOMH 33 CE30HEH
aNepraveH PUHUT B HAYaJIOTO HA MIPOYYBAHETO.

Crnopes KOMOMHHMpaHHA aHANTH3 HA TPU ocHoBonosaramy npoyusanua, SINGULAIR, mox ¢opmara
Ha 10 mg Tabnerkn, npunarad Ha 1189 nauuenTa BeAHLK JHEBHO BeYepTa, € NOBEN IO
CTATHCTHYECKH 3HAYHMO nogodpeHue crpaMo nnanedo, B o01aTa oneHKa 32 THEBHHTE HOCHH
CHMIITOMH (CKana Ha CUMITTOMHTE OT CTpaHa Ha HOCA Npe3 JAcHA), H BKIIIOYCHHTE B Hed
HHIMBHTY2JIHH KOMIIOHEHTH (HOCHA KOHIeCTHS, pUHOpes, ChpOeik B Hoca H KHXaHe); obIaTa olieHKa
32 HOLHHTE HOCHU CHMITTOMH (CKAIa Ha CHMIITOMMTE OT CTPaHa Ha HOCA Mpe3 HOLITA), H BIJTIOYSHHUTE
B HEi KOMIIOHEHTH (HOCHA KOHIeCTHA NpH ChOyAKIaHe, TPYAHO 3acnHBaHe B ChOYyKNaHe Mnpe3 HOLWITA),
ChCTaBHATA KpaiiHa oleHKa (BKIIOYBAIA CKATTHTE Ha Ha3a/IHUTE CHMIITOMH IIpe3 JICHA H HOWITA) H
ob6mara oueHka (global evaluation) Ha anepruuHUs pUHHT CIIOPE]] ITALIMEHTH H JIEKAPH.

B ornenno 4-ceamuuno npoyupane, Ipe koeTo SINGULAIR € naBaH BeAHBK JHEBHO CYTPHH,
e(eKTHBHOCTTA 34 ITbPBHA MEPHOJ OT 2 CeAMMUIH € Ola 3HAYUMO pa3/IMYHa OT I1aueto H B
CHOTBETCTBHE C pe3yJiTaTa Ha0/MIoAaBad B IIpOYYBAHHATA C BEUEPHO npunoxkenue. OCBEH TOBa,
e(eKTET 32 LenuTe 4 ceIMHUM € GHI B CHOTBETCTBHE C PE3Y/ITATHTE OT [IBPBUTE 2 CEAMHIIM.

[Ipn nauyeHTHTE CBHC CE30HEH ANCPrHUeH PUHUT, HA Bb3PpacT 15 H nmoBevye roaMHy, ripHeManu
SINGULALIR, e or0ensazaHo HamalieHHe ¢bC cpeHO 13% B 6pod Ha neprbepHHTE 03HHODUIIH,

CNpsAMO 1U1ane60 3a ABOHHO-CNENHMA [IEPHOA.

5.2 DapMakoKHHETHYHH CBOICTBA

Abcopbias

Cnen opanHo npnmmeﬂne montelukast ce abcopOupa Obp30 1 no4T HA[TRAG. CpeaHaTa NMHKoBa
nna3MeHa Koﬂuem'paum (Cmu) 3a' hrwm-Tabnerkure oT 10mg, ¢ / _ ) STiel
TIPHIOIKCHHS HA [IA/IHO: ﬂ]JH BB3pacTHH. CpelHaTa opanHa OHOHY _. ......- {HaTa

6rOHANHYHOCT U C 1y HE C MOBAMABAT OT CTAHIAPTHO XPAHCHS
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C Talbnerkure 3a XpBYCHE 0T 5 Mg, Cpax C€ AOCTHIA 2 Haca CNel DPHWIOKCHHETO NPH Bh3PACTHH HA
rnagHo. Cpeanara opajiHa OHoHAMMYHOCT € 73 %. XpaHara HAMa BaXKHO 34 KIIMHMKATA BIIMAHHE NIPH

NpOAB/DKHTENIHA YIOTpeba.

C Tabnerkure 3a gpBYeHE OT 4 mg, C . C€ AOCTHTA 2 Yaca clie]] NPHWIOKEHHETO [IPH NeHATPHYHH
NAaUMERTH OT 2 10 3-rOJMIIHA BR3PacT Ha INaJHO.

Be3onacHoCTTa H eUKACHOCTTA 04Xa AEMOHCTPHPAHM B KIIMHHYMHH NIPOYYBaHHA, KBACTO TaOJIETKHTE
3a AbBUEHE OT 4 M 5 MuimMrpaMa u ¢pwiMupasniTe TabneTku ot 10 Munurpama 6sxa npueManm,
HE3aBHCHMO OT BPEMETO 3a XpaHEHE.

PaznpenencHue

Montelukast ce ¢cBpp3Ba noseue ot 99 % c miasMenure npoterHu. Steady-state obema na
pasmnpenencHne Ha montelukast nocTura cpeano go 8 - 11 smrpa. M3cneasanua npu ILrbXoBe ¢
paAHoMapKHpaH monteluklast, moka3paT MHHHMAJIHO PEeMUHABAHE NPe3 KPBBHO-MO3BYHATA HapHepa.
(OcBeH TOBA, KOHIICHTPAI[MHTE HA PaAlOMapKApPaH MaTepHall Ha 24 Yac cen 103aTa ca MHHHMAIHH
BHB BCHYKH JPYTH TEKAHM.

buoTtpanchopmanms

Montelukast ce MmeTabonuzupa B ronaMa crenet. I1py npoyysaHus ¢ TEPaneBTHYHNA A03H, IUTA3MEHHTE
KOHLCHTpallui Ha MeTabomuTuTe HA montelukast He ca u3MepHUMU B —PaBHOBECHO CHCTOAHNE ITPH
BB3PacTHH H AeLA.

[n vitro UscneaABaHMs, NPH KOKTO ¢a H3MOJI3BaHH YOBEIIKH Y¢PHOAPOOHH MMKPO3OMH, MOKA3BAT, Y€ B
meTabonusma Ha montelukast ca BroueHH 1HTOXpoMH P450 3A4 u 2C9. bazupaiiku ce Ha no-
HATATHIOHK in Vitro pe3yNTaTH B YOBEWIKH YEPHOAPOOHH MUKPO3OMH, TSPaNeBTHYHHTE ILTa3MEHH
KOHLICHTpaLHK Ha montelukast He moTHckaT uutoxpomu P450 3A4, 2C9, 1A2, 2A6, 2C19 wm 2D6.

EnpMuHHpaHe

[Ipu 31paBH BH3PAacTHH IUIA3MEHHAT KIMPHHC HAa montelukast e cpeano 45 mL/min. Cnen exna
nepopajiHa Ao3a Ha paguHomapkupas monteluklast, 86% ot pagsoakTHBHOCTTA € OTKPHTA BHE
dbexanHuTe MacH oT 5 auu 1 <0.2% - B ypuHaTa. ToRa, CBBpP3BaHO ¢ OMpezeneHaTa 3a montelukast
nepopaiHa SHOHAIMYHOCT, NMOKa3Ba, 4e montelukast ce ekcKpeTHpa NOYTH H3KIIOIHTEIHO YpeE3
JTHYKATA.

B HAKOJIKO MPOYYBAHMA, CPe/THOTO BpeMe Ha MOY/KHBOT B IU1a3Mara Ha montelukast papupa ot 2.7 1o
5.5 4aca IpM 31paBH Maagd HHausuaAn. PapMakokHHeTHKaTa Ha montelukast € NOYTH JIHHEIHA 32
nepopantute fo3u Ao 50 mg. He e 3abenssana paznuka BbB papMaKOKHHETHYHHTE CBOMCTBA NPH
nosHpaxe cyTpuH Hin Beuep. [pu nozupane ¢ montelukast 10mg exHOKpaTHO IHCBHO, MMa MAJIKO
KyMYyJTHpaHe Ha MallYUHOTO CheOKHEHHUE B IU1a3mara (~ 14%).

X apakTepHy 0COOCHOCTH Ha NallHeHTa

He ¢ HeofxoaumMo chobpassisade Ha JO3HMPOBKATA 3a MALMEHTH B HATIpeJHala BB3pacT, npu OrOpevHa
HeAOCTATHYHOCT WJIM JieKa 10 yMepeHa yepHoaApoOHa HefocTaThYHOCT, HaMa KMMHHYHE JaHHH 32
MAalMEeHTH ¢ TeXKA YepHOApoOHa HeaocTaThb4HOCT (Child - Pugh ctemen > 9,

5.3 IlpeaxkiIAHHYHH A3HHH 33 Oe30macHOCT

B npoydBaHHs TpH XXHBOTHU 3a TOKCHYHOCTTA HA JIEKAPCTBEHHA|[TED Ay G U HY Gl iaBaHH
MHMHHMAITHH GHOXKMH'HH IPOMEHH B CepyMHNTE HuBa Ha ALT, e Y )
TPUrTHLEPHANTE, KOHTO 06aue ca Eﬂnn npexoasn. [TposBHTe Ha WORHHRIEENSH X usoHHuTe ca GHIH
YBC/IHIABAHE HA CANTMBAHATA, TaCTPOHHTECTHHAIIHM CHMIITOMM, PRYKEJ3HPARHEHIN # HoHeH



SGA/T-EE/BG-20072662
nucbananc. Tean cumirroMu ca HabmoaaBaHu Npu 1034 17 IBTH NO-BHCOKH OT KIMHHYHHTE, [IpH

MaliMyHH HeXKeJIAHMTE JISKAPCTBEHH PEakiMK ca BE3HMKBANH npH 103H oT 150 mg/keg/auesno (> 232
IBTH MO-TONSMA 033 OT KIMHUYHATa), ITpH npoyyBanns npu xXKUBOTHH montelukst He e okazan edexr
BBPXY (pepTHAHTETA WM PeNPOAYKTHBHHTS BE3MOKHOCTH MPH 033 HaAXBBVIALIA KIHHHYHATA C
noBede ot 24 meTH. B npoyuBaHe ¢ IUIbX0Be 32 PEPTHIHOCTTA, € OHUno HabmoaaBaHO JEKO
HaMaJIIBaHe HA TerAOTO MpH MaakuTe npy A03a 200 mg/kg/nuesHo (> 69 mbTH KIHHHYHATA n03a). B
NpOYYBaHKA ChC 3aiiliM, € HabnIoaaBaHa No-BHCOKA Y€CTOTa Ha HEITEJIHA OCH(HUKALMS B CpPaBHEHHE
CBC CBOTBETHH KOHTPOJIHH XUBOTHM IIPH NMPWIOXKEHUE HA 1034 24 'bTH Hal KIWHHYHaATa. He ca
HaOMmoOaaBaHK aHOMAJIMH IPH ILTEXORe. Montelukast npemMrHaBa npe3 nuaneHTapHara 6apuepa H ce

EKCKPETHPa B KbPMATA NMPH XKHUBOTHA.CMBPT He HaCTHIIBA MPH €AHOKPATEH NepopaneH IMpHeM Ha

montelukast sodium B n03u Ko 5000 mg/kg npy MUIIKH U ITBX0BE, (15,000 mg/m’ npy MuLIKY 1

30,000 mg/m’ crOTBETHO NpPH ILTBXOBE) MAKCHMAITHO H3MHMTaHa no3a. Tasu a03a oTroBapa Ha 25 MLTH
NPEeNOpBYNTENHATA YOBEIIKA JAHEBHA 03a NIPH BE3PacTHH (ONpeecacHa NPpY Bh3PACTHH MALHEHTH ¢
Terno 50 kg)

- YcTaHopeHo e, 4ye montelukast He ¢ doToTokcHYeH TpH MHUIDKHA 3a YBJI win npumte OT BUAHMHS
cnekThp npH go3u g0 500 mg/kg/anesno (npubmmsurenno 200 meTH Hap KIMHMYHATA A034).

Montelukast He e Ol MyTareHeH B In vitro | in vivo TECTBAHHSATA, HETO TYMOPOIreHEeH IIPH FPH3a4H,
6. PAPMANEBTHYHHA JAHHH
6.1 Cprcek H2 DOMOMIHETE BEIECTBA

Aopo na mabnemxama.
MukpokpHcTanHa 1eJIyno3a
XUJIPOKCHIIPOITI LEJy103a
JlakTO03a MOHOXHAPAT
MarHesues cTeapar

Dunmoeo noxpumue.

MHKpOKpHCTAIIHA LISTYJI032
XHAPOKCHIIPONIWI LIENTY103a
THTaHUeB THOKCHI

YepBeH XKene3eH OKCH
JXBIT Xkejie3eH OKCHA

KapHayOckn BOCEK

6.2 HecbBMeCTHMOCTH

Henpunoxkumo.

6.3 Cpok Ba rogaocT

3 roguHH

6.4 CpoenEaneg yCJI0BHA HA CHXpaHeRHE

Couxpanssa ce 10 30° C Ha CYX0 M 3aIIHTEHO OT CBETIHHA MACTO.

6.5 Jlanum 3a ONAKOBKATA

SINGULAIR 10 mg ce npéanara B onakoxu oT 14 n 28 punmupangy
/1 bimucrep X 14 1 2 6mucrepa X 14/,
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6.6 Coennanam npeAna3EH MEPKH NPH H3XBbLpJagHe /H paboTa

HaMa cnenuaniyu H3UCKBAHWAA.

7. IIPATEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
Mepk lilapn u JoyM benrapus EQQO/[

byn. "H. Banmuapop” Ne 55

EKCIIO 2000, er. 1, n3arouno kpuio, cexropu bl u b2,

Codusa, bearapus
Ten.:+ 359 2 819 3740; ®akc: +359 2 819 3719

8. HOMEP(A) B PA3PEIIEHMETO 3A YIIOTPEBA

9800292

9. JIATA HA ITBPBO PA3PEILIABAHE/ IOAHOBSIBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

Nata na mepeo pazpemenne: 18/09/1998
JaTa Ha nocaenHo moanosseane: 01/07/2004

10, HATA HA AKTYAJIUIUPAHE HA TEKCTA
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