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1. HMMEHA JEKAPCTBERMS IPOIVKT ; "~~~ g,/ £ frh ,

Edupa 4 mg rabnerxu 3a gppueHe
Ephyra 4 mg chewable tablets

2. KAYECTBEH H KOJIMYECTBEH CLCTAB

Beska TabneTka 3a rpBueHe cuaspxka 4,16 mg monTenykact Hatpuil (montelukast sodium), Koiito e
€KBHBANCHTEH Ha 4 mg MoHTenykacT (montelukast).

HOMOE]}_IQ H) BelllecTBO(A) C M3BECTHO ACHCTEHE:

Bcska Tabnetka 3a xpBdeHe chaepka 0,5 mg acnapram (E951).

3a ULITHHA CIIMCBK HA MOMOLIHKTE BEICCTRA BIDKTE TOUKA 6.1,

3. JEKAPCTBEHA ®OFPMA
Tabnerka 3a fuBYCHE

4 mg TabneTka 3a ALBUCHE: ILCTPOPO30BA, C TPHEIRIHA GOpMa H IPHHTHPaH peniedieH Haamue “93”
OT eAHaTa cTpana H “7424” ot npyrara crpaHa Ha TabneTkara.

4. KJIHHHWYHH JAHHH
4.1 TepaneBTHYHH DOKAIAHEA

MoHTeIyKacT € noKasaH 3a JieYeHHe Ha aCTMa KATO NOMMBLAHKTEIHA TEPAA IPH NALHEHTH OT 2 JI0 5-
FO/IHIIIHA BB3PACT ¢ JIEKA N0 YMEPEHO TEKKA NEPCHCTHPAINA ACTMA, KOATO HE & KOHTPOJIMpaHa
a7IEKBATHO ¢ HHXANATOPHH KOPTHKOCTEPOHAH H [PH KoaTo GBp3oaeicTRAMNTE B-arOHHCTH AaBaHA
NPH HEOOXOAHMOCT He OCHIYpABAT aAE€KBATEH KIIMHIIEH KOHTPOJI Ha ACTMATA.

MoHTeXyKkacT MOXe CBILO Ja Ce H3MO/I3Ba KATO ANTEPHATHBHA TEPANEBTHYHA BE3MOMCHOCT Ha
HHCKHTE I03H HHXAATOPHH KOPTHKOCTEPOH/TH, TIPH DAHCHTH OT 2 A0 5-TOMIIHA BB3PACT € JieKa J0
YMEPEHO TeXKa NEPCHCTHPAIA acTMa, Oe3 aHAMHECTHYHE JaHHH 33 CKOPOIIIHH TEKKH aCTMATHIHH
TPHCTEHIH, KOHTO H3HCKBaT ynorpedara Ha NEpOPaTHH KOPTHKOCTEPOH/IM H 38 KOHTO € YCTAHOBEHO,
ye He Ca cnoco0HN 1a H3MOA3BAT HHXANATOPHH KOPTHKOCTEPOMAM (BA. Touka 4.2).

MoHTenyKacT CBILO € TIOKa3aH 3a NPOQHIAKTHKA Ha aCTMa [IPH AeUa Ha 2 ¥ Haf 2 TOIHHH, TIPH KOATO
npeobnanapaim KOMIOHESHT € GPOHXOCNAIBM HHAYUHMpPAH OT YCHIIHA.

4.2 lo3upoBKA H HAYHH HA NPHICKEHRAE

O3HPOBKA

To31 nexapcTBREH NMpOAYKT TpAOsa Aa ce AaBa Ha AeUa MO0 KOHTPOJIa Ha Bh3pa
MMAT [poONeMH ¢ NpHeMaHeTo Ha TablleTkaTa 3a JEBYEHE Ce Npeajara NeKapcTREH
FPaHYJIA.
IIpenoprpunTenHara 1034 3a NAMEHTH HA BB3pacT OT 2-5 roJuHH € eAHa Tabid
AHEBHO, pUEMaHa Bedep. AKO ce HPHEMA C XpaHa, MOHTEIYKAacT TpAGBa fa cd
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HIH MoHE 2 4aca clej XxpaHeHe. B TasH BB3pacToBa Irpyna He e HeoOXOAMMA ajlanTalia Ha 403aTa.
Ednpa 4 mg TabneTkH 33 AbBYEHE He CE NPEMOPHYBa O 2-TOANIIHA Bh3DAacT.

Obuu npenopwxu:

TepanepTHIHMAT eheKT Ha MOHTEITYKACT BBPXY NOKA3ATEIHTE 33 KOHTPON Ha aCTMaTa C¢ NPOSEABA B
paMKKTe Ha enH AeH. Ha naupenTuTe Tpabea aa 61ae npenopeyaHo a MPOABL/DKAT Aa NpHeMaT
MOHTEJTYKACT, JOPH H aK0 TAXHATA aCTMA € N0, KOHTPOA, KaKTO M 10 BpeMe Ha NIEPHOAMTE Ha
BIOLIABAHE Ha aCTMATA.

Egupa xamo anmepramuena mepanesmuung ae3mOoXCROCM RO HUCKUME Q03U UHXARAMOPHY
KOPMUuKocmepoudy NPy Aexa RepCucmupaa acmma

MoHTeyKacT He Ce mpenophyBa KaTo MOHOTEpaNuA [EPH NaOHEHTH CHC CPSAHC TEXKA MEPCHCTHpalLa
acTMa. YroTpebara Ha MOHTEYKACT KATO ANTEPHATHBHA TEPAICBTHYHA BE3IMOKHOCT HA HHCKHTE I03H
HHXAIATOPHH KOPTHKOCTEPOMIH, [IPH JeLia ¢ Jieka MepCHCTHPAIIA aCTMA, TpIOBa Aa ce obCHKaa caMo
[pH NAMEHTH, KOHTO HAMAT AHAMHE3A 34 TEXKH ACTMATAYHI NPHCTDHIH, KOHTO H3HCKBAT NEpPOpatHi
KOPTHKOCTEPOH/H H 338 KOHTO € YCTAHOBEHO, Y€ HEMAT Bh3MOXKHOCT 4 H3MOA3BAT HHXANATOPHH
KopTHKOCTepOHAM (BK. Touka 4.1). Jleka nepcuctupania acTMa ce feHHHpa KaTo CHMITTOMH Ha
4CTMa N0-9€CTO OT BEAHBIK CSIMHIHO, HO NMO-PAAKO OT BEAHBXK JHEBHO, HATHYHE HA HOLIHH
CHMITTOMH N0-4€CTO OT JPa IbTH MECEYHO, HO NMO-PAAKO OT BEAHBK CEAMHYHO, HOPMaJIHA
Genonpobna GyHKIMA MeXTY OTACITHATE EM30NH. AKO MPH MPOCICAABAHETO HE Ce NOCTHTA
33/I0BOJTHTEJIEH KOHTPOX Ha acTMaTa (00MKHOBEHO B PAMKHTE Ha €IHH Mecelr), TpA0Ba Ja ¢e OLEHH
HeoOXOAUMOCTTA OT AOIML/IHKHTEHO HIH PasIHYHO NPOTHRORE3NANHTENHO JeYecHHe, Oa3upaHo sa
CTHNAIOBHIHA CHCTEMA 33 JiedeHHe Ha acTMa. [lanpenTuTe TpabBa nepHOAHYHO N2 ¢¢ OLCHABAT MO
OTHOILCHHE KOHTPOJIa HA acTMaTa.

Mowumenyxacm 3a npo@uiaxmuxa ra acmmd npu 0eyd na gbspacm 2 00 5 200unu, npu Koumo
npecbaadasam CumMnImomMume Ha DPOHXOCNAILM, NPOEOKUPAH OM PUIUYECKU YCWIU

IIpu aena Ha BE3pacT 0T 2 A0 5 roAMHN, HPOHXOKOHCTPHKLIMATA NPOBOKHPaHa OT (H3HUeCKH YCHTHs
Mozke a 6p/1a rI1aBHa NpogBa Ha MEPCHCTHPAILA acTMa, KOSTO Hasara JiedeHHe ¢ HHXalaTopHH
koprukocTepoHH. [TaunenTure TpaGRa Aa GbAAT npernegany ciael 2 A0 4 CEAMHIIM OT HAYANOTO Ha
TepanMATa ¢ MOHTEJYKACT. AKO HE € NOCTHTHAT 3aZ0BOJIHTENEH OTroBOp, TpAGRa Aa ce HMa npeaeuy
JOITBIIHHTE/IHA MITH Pa3/IM4YHa Tepamnus.

Tepanun ¢ monmenyxacm 6v8 8pe3sxa ¢ Opyeo JeyeHue na acmma

Korarto jieqeHHETO ¢ MOHTEITYKACT Ce H3IONI3Ba KATO JIOITBIHHTENHA Tepannd KbM HHXAIaTOPHHTE
KOPTHKOCTEPOH/IH, MOHTENTYKAcT He Tpa0Ba aa Gpae Obp3 3aMecTHTEN Ha HHXAIATOPHHTE
KOPTHKOCTepOMIM (BK. TouKa 4.4),

Jleduampuuna nonyaayus
MonTemykacT 4 mg TabeTkH 32 AbBUYEHE He ce MpenophyBa 3a ynotpeba npu Aella noj 2-roaMILHA
BB3pacT, NOPAM JIMIICA HA IAHHH 3a GesonacHocT H eduxacHOCT (BXK. Touka 5.1).

10 mg punmmpany Tabnerky ca HANMYHY 34 I0HOITH Ha H HaZ 1 5-roAMINHA BB3pacT H BE3PACTHH.
5 mg TabneTKH 3a ALBUCHE Ca HATMYHH 33 NEAHATPHYHM NALUKMEHTH OT 6 Ao 14-roaHmHa BL3PACT.
3a neaHaTpHYHH MALHEHTH, KOUTO HMAT NpobJieM ¢ IpHeMaHeTo Ha TableTKy 3a JbBYCHE € HANHYHA

dopma ot 4 mg rpaHynu.

Cneyuannu nonyaayuu
ITpy nanmerTHTe ¢ 6B6peuHa HEAOCTATHYHOCT WM JIEKO A0 CPEAHO TEKKO YePHOAPOOHO yBpeKaaHe,

He ce Hajara aJanTaiHg Ha A03ara. 3a NalHeHTH ¢ TEKKO YepHOAPOOHO YBpekKAaHe HAMa OCTATBYHO
Jauun, Jlozara € eTHAKRA 33 MBKE H JKCHH.

Hauun Ha ppanoxenne

IepopanHo npunoxeHne
TabnerknTe TpAbBa /1a ce CABBYAT NpeaM Aa Ce MPEerTbTHAT.
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4.3 IIporHBONOKA3AHHS

CBpEXYYBCTBHTE/IHOCT KbM aKTHBHOTO BELIECTBO KJIH KBM HAKOE OT IOMOIIHHTE BeLeCTRa,
W26POCHH B TOYKA 6,].

4.4 Cpenua/jHm npexynpexieans H OpeINa3HA MepPKH NpH ynorpeba

TlanserTure Tpabpa Aa 6baaT ChBETEANN HMKOTA A HE M3TION3BAT NEPOPATTHO MOHTENYKACT 32
Nie4YeHHE Ha OCTPH NMPHCTHITH HA 4CTMA, KAKTO H Ja [OAXBPHKAT Ha PA3NHONIONKEHHE TIOIXOAALLH
KHBOTOCTIACABALH JlekapcTra. [IpH pazpHTHE Ha OCTHP ACTMATHYEH NPHCTHIL, TPAGBa Ja ce H3MOA3Ba
KpaTKOACHCTRam HHXanaTope P-aronmct. [laumenrrre TpabBa Aa ce 0OBpHAT 3a CHBET KBM
ACKYBAIMHA TH NEKaP KOIKOTO € BE3MOXKHO IIO-CKOPO, AKO Ce HYKAAAT OT MOBEYe HAXAAIHH OT
KPATKO AeHCTBAINM B-arOHHCTH, OTKONKOTO € 00HgaiiHo.

MownTenykact ne Tpa6Ba fa Gbe 3aMECTUTET HA HHXAIATOPHHTE KUK MIEPOPATHH KOPTHKOCTEPOH/IH.

Hama JaHHmM noka3paiy, de 103aTa Ha NEPOPATHNTE KOPTHKOCTEPOHAM MOXe fa Gble HamManena
KOTaTO €HOBPEMEHHO Ce IaBa H MOHTETYKACT.

B penxu ciyyan naiMeHTHTE Ha JIEYEHHE ¢ AHTHACTMATHYHH CPEACTBA BIIOMHTENHO MOHTENYKACT,
MOKE /13 C¢ MPEACTARAT ChC CHCTEMHA e03HHOMWINS, MOHAKOra ¢ KJIMHHYHH NPOSBH HA BACKYJTHT,
otropapsiy Ha cHHApoMa Ha Churg-Strauss, ¢ECTOSHEE KOETO HeCTO CE JIEKYBa ChC CHCTEMHA
KOPTHKOCTepOMAHA Teparmus. TesH ciydan MOHAKOTa ca CBBP3aHN ¢ HAMAIABaHEe Ha 103aTa HIH
npexpaTABaHe Ha NEpPOpalHaTa KOPTHKOCTEPOHAHA Tepanud. Benpeky, Ye NpHMHHHATA BPh3Ka C
JIEBKOTPHEHOBHTE PELIETITOPHH AHTATOHHCTH HE € YCTAHOBEHA, IeKapHTe TpiabBa na 6bAaT GAHTETHH
N0 OTHOLUCHHE HA TOABA Ha €03MHOMWIHA IPH TEXHUTE NMALMEHTH, BACKY/IHTEH 00pHB, BlOLIABaHE HA
BenoapobanTe CAMITOMH, CHPAEUHO-CHAOBH YCIOKHERWS W/HnM HesponaTus. [launeHTuTe, KOMTO
PasBUAT HOAOOHM CHMITTOMH TPA0Ba Aa Ce MPEOLICHAT K A CE APEPasIeaa TepaneBTHYHHS PexXHM.

JledenueTo ¢ MOHTENYKACT He NPOMEHS HeOOXOIHMOCTTa NTALMEHTHTE C 4CTMA, YYBCTBHTEIHA KBM
AleTWICATHIMIIOBA KHCE/THAA, Aa H30AreaT pHeMa Ha aLeTHIICATMIWIOBA KHCEITHHA H IPYTH
HECTEPOHAHN NPOTHBOBB3NAMTENHH JIEKApCTRA.

CrobmasaTt ce HEBPO-TICHXHYHH CBOWTHA P BB3PACTHH, IOHOLIM H Aend, npuemau Edupa (rx.
Touka 4.8). [lanmenTrTe H NekapHTe Tpabea fa GbaaT NpeAynpeaeHH 32 HEBPO-TICHXHYHH CHOHTHA.
HanueHTHTe WM JIMLATA, [OJIACAIIH IPHXKH, TPAOBa Aa 6HART MHHCTPYKTHDAHH [1a YBEAOMST JIeKapd
CH, aKO HACTBIIAT TakKHBa MPOMEeHH. JleKyBalyTe jiekapH TpAOBA BHHMATEITHO J1a NPELEHAT
CEOTHOLIECHHETO 10/133/PHCK OT NPOTB/DKHTEITHOTO ieYeHHe ¢ MOHTETYKACT, Ko Bh3HHKHAT TaKHBa
cbOUTHS.

lempuaTprysa nonynalus
besonacHocTTa M eduKkacHOCTTa Ha TabneTkuTe 3a JBBUCHE OT 4 ME HE €A YCTAHOBEHH 3

TIeAMATPHYIHATA MOMYAALMA TOA 2-TOMLIHA BE3PAacT.

JunarHosara Ha NepCHCTHpAIa aCTMA TPH MEOTO MAIIKH fleua (6 Mecella-2 roauim) Tpadea aa Onae
NOCTABEHA OT NEANATHP HIH ITYIMOJIO.

ITomomHK BemecTBa:

Acnapmam
Korato ce npueMa nepopaiHo, acnapraMbsT ¢€ XHAPONH3UPA B CTOMANIHO-4peBHHA TPakT. Equn ot
OCHOBHHTE NPONYKTH Ha XHIPOAHU3aTa € peHunanaHiH

Moxe aa HaBpe M Ha MALMEHTH, KOWTO CTPaJAT OT PCHHIKETOHYPHA.

Hampuii
Tosn nexapcTen MpOyKT ChABbPkKa Mo-Manko ot 1 mmol Hatpwii (23 mg) va
T.€. MOJKE Ja Ce K&Xe, Ye MPAKTHIECKH He CHABPXKA HATPHIA.
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4.5 BzammoaelicTBHe ¢ IPYTH JeKapcTBEeRH NPOAYKTH B APYrH GOPMHE Ha B3aHMOJelcTBHE

MouTenykacT Moxe na 6be NpHiIarad ¢ APYTH BHAOBE NEHEHUA, W3NON3BAHY PYTHHHO B
npodUIAKTHKATA H XPOHHYHOTO JIeYEHHE Ha acTMa. B knuHHuYHHTE NpoydBaHHA 34 IEKAPCTBEHH
B3aHMOZACHCTBHA, NpenophYBaHATA KITHHHYHA 1034 32 MOHTEIYKACT HAME KIHHHYHO 3HAYUMH e(eKTH
BBPXY (papMakoKHHETHKATA HA CIEAHUTE TEKAPCTRA: TeOPHIMH, IPSAHHION, NPENHH30MOH,
NEPOPAIHH KOHTPaLeNTTHBH (E€THHW ecTpanHoiL/HopeTHHApoH 35/1), TepheRannn, AUTOKCHH H
BapgiapHH.

Inourra non KpHBarta Ha wia3MeHaTa koHuentpauus (AUC) 3a monTeykacT e 61ila HaMalcHa
npubnusuTento ¢ 40% ApH NHOA ¢ eXHOBPEMEHHO NpHIOXeHHe Ha perobapOuran. Trii kato
MOHTEJYKacT ce Metabonm3upa ot CYP 3A4, 2C8 u 2C9 koraro ce npHiara ¢AHOBPEMEHHO C
HHaykTopH Ha CYP 3A4, 2C8 u 2C9 kato deHuToMH, perobapburan 1 pudaMnmmy 1 ocobeHo NpH
nena, € HeodxonHMOo NOBHIEHO BHUMAHHE.

In vitro npoy4BaHHA ca NOKA3a/IH, Ye MOHTENYKACT e MouleH uixuburop Ha CYP 2C38. Brnpeku Topa,
JAHHHATE OT KIHHHYHH NMPOY4BaHHA 33 JICKAPCTBEHH B3aMMOJCHCTBHA, BKIIOYBALIA MOHTEIYKACT H
PO3HIIIMTa30H (FpoyYBaH CyOCTpaT NpeACTABHTEIICH 34 JIEKAPCTRA, KOHTO e METabOIHIHPAT OCHOBHO
ot CYP 2C8) ca nokasany, Ye MoHTeXykacT He uuxHGupa CYP 2C8 in vivo. 3aToOBa He ce 04akBa
MOHTEIIYKACT Oa NIPOMEHH 3HAYHMO metaborHM3Ma Ha JICKApPCTBATa Me'mﬁonnanpauﬂ OT TOZH CH3HM
(Hanp. NaKHMTaKCes1, PO3UITIHTA30H B PEATTHHNL).

In vitro npoy4BaHuATa OKA3BAT, Y¢ MOHTENYKACT ¢ cyberpar Ha CYP 2C8 H B no-manka sHaumMTenHa
creneH Ha 2C9 1 3A4. B KIMHHYHO NpoyYBaHe HA JICKAPCTBO-IEKAPCTBO B3aHMOICHCTBHE,
BKJIIOYBAIIO MOHTeNyKacT ¥ reMbubposun (uuxuburop eanospemenno xa CYP 2C8 u 2C9),
reMuOpO3HI yBenH4YaBa CHCTEMHATA EKCTIO3HIMA Ha MOHTeNyKacT 4,4 meTH. He ce H3HCKBa
obHYaliHO KOpHTHpaHe Ha 103aTa HA MOHTEIIYKACT CJIeX €AHOBPEMEHHOTO NPHIOKEHHE Ha
reMpuGposin unn apyra citHH CYP 3A4 unxuburops, BiHseny 3a HE3SHAYHTENHOTO YBENIMYEeHHE Ha
CHCTEMHATa €KCIIO3ULIAA HA MOHTEIYKACT.

B3 ocHOBa Ha in vitro JaHHH, HE C€ OUAKBAT KIIHHMYHO Ba)KHH JIEKAPCTBEHH B3AHMOACHCTBHA C ITO-
cnabu maxu6uTOpH Ha CYP 2C8 (Hanp. TpuMeTonpumM). EQHOBPEMEHHOTO TIPHNOKEHHE HA
MOHTEJTYKACT ¢ HTpaKkoHasol, CHieH CYP 3A4 uHxuburop Bimse 3a HE3HAYHTEHOTO YBEIHIEHHE HA
CHCTEMHATA €KCTIO3HITHA HA MOHTEIYKACT.

4.6 @epTHanNTeT, GpeMCHANOCT B KbpMEHE

BpemenHocr
[Ipoy4raHMATa NpH XHBOTHH HE Ca TOKA3AJIH BpeHH e(eKTH No OTHOIEHHe Ha GPEMEHHOCTTa LI
eMOpHOHAITHOTO/deTycHOTO pazsuTue,

Hanwunure navHu ot myOGnHMKyBaHH MPOCTIEKTHBHY H PETPOCTIEKTHBHH KOXOPTHH MPOYUBAHMS €
ynorpe6a Ha MOHTEIyKacT NIPH GpeMeHHH JXeHH, OLCHABAIIH TO/IEMH BPOACHH NeeKTH, He ca
YCTAHOBM/IH PHCK, CBBP3aH ¢ JiekapcTBoTo. HanHuHHTe MpoyyuBaHns HMAT METONONOTHYHH
OTPaHMYEHHs1, BIJIIOUHTENHO MATHK pa3sMep Ha H3BaKaTa, B HAKOM CTYYAH PETPOCHIEKTHBHO
chOHpaHe Ha JaHHH W HEMOC/ICAOBATENHA [PYIIH 34 CPABHEHHE,

Mowutenykact MoXe Aa Obie H3MON3BaH NO BpeMe Ha SPEMEHHOCT caMo B clTydail Ha KaTeropH4Ha
Heo0X0AHMOCT.

Kwpmene
IIpoy4BaHKATa IPH IUTHXOBE €A NIOKA3AMH, Y€ MOHTENYKACT C€ EKCKPETHPa B MJKOTO (B
He e u3pecTHO Nanu MOHTEIYKacT/HeroBHTe MeTabOUTH CE EKCKPETHPAT B YOBSITKOTO

MoHTemyKkacT Moxe a Ob/e H3MOM3BAH OT KBPMEILM MAIikH caMo aKo ce CUHTa, 9 e/
HEeoOXO0NHM. a
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4.7 EdexTa BLpXY cHoco0HOCTTS 32 modupane B paoTa ¢ MAIIEEH

MoHnTenykacT e NOBNHsSBa HIIM TIORNTHSBA NTpeHeGpeKMMO crioco0HOCTTA 32 odupane u pabora ¢
MamyHi. Brrpeku Toea naigenTiTe ch001masaT 3a 0SBa HA CHHTHBOCT HIIH 3aMASHOCT.

483 HexenanH JeKAPCTBEHH peaknuu

MomTesykacT e 61 ollcHEH B KJIHHHYHHA NPOYYBAHAN NPH NALHEHTH ¢ MIEPCHCTHPAIA aCTMa KAKTO
crenBa:
10 mg ¢punmepanu Tabnetkn npu npuGiusutento 4 000 BE3pacTHH NALMEHTH K JOHOLIH HA
BB3pAcT Ha 15 u moBeue roamnam,
5 mg TabneTku 3a ApBueHe npu MpuGAHzATENHO 1 750 NeAHATPHHHY NALMEHTH Ha BB3PacT OT

6 10 14 roaunm,

4 mg Tabnerky 3a AuBYCHE pH 851 NMeAMATPHUHH NALMEHTH HA BE3PACT OT 2 [0 5 rOAMHHA H
4 mg rpaiynu npu 175 MeARaTpHYHK NALMEHTH HA BB3PACT OT 6 Mecena X0 2 roIHHH.

MOHTEJIYKACT € OLICHECH B KAHHAYHO NPOYIBaAHE [IPH MALMEHTH ¢ HHTePMHTEHTHA ACTMA KaKTO
CIEABA:
4 mg rpanynu ¢ Tabnerku 2a AbsueHe npd 1 038 nequaTpHYHN NALMEHTH Ha BB3PAcT OT
6 Mecelia 10 5 rogHHN.

B KIHHHYHH ITPOYYBAHNA IPH MALMEHTH HA JIEYCHHE ¢ MOHTEJYKACT, B TI0-BHCOKA YECTOTA OT
NalHEeHTHTE Ha iaue6o yecto (>1/100 go <1/10) ca chobmasaHHt ClIeIHHTE HEXKETAHH peaKHH:

IlexsaTpE9HA
mANHeHTH epuaTpraEn TleanaTpn4nn
Brapactan 6 a0 14 rogEan | panmenTr 2 505 | DanmenTH HA
DANHCETA® | (eqmo 8- roaun (eano 12- | BB3pacT o1 6
loHOIH CeAMHYHO CeAMHYHO mecena Ao 2
CrcreMo-opranna ::nl:i::n(;:e :2;3‘11)1""10; ngqunane, roaunn (eano 6-
macnq’nm“nn 12-cenMEIRE ll—461) CCAMHYIHO
A (nBe 56- (exmo 48- npoyusane;
TPOYHBARKA § | cepmurinn ce/IMHYHO n=175)
n=795) NPOYUBAMMS; | nnovuname
n=615) n=278)
HapyumieHns va rnapobanue rasofosHe XHNEPKHHEZHA
HEPBHATA CHCTEMA
PecnupaTophn, acT™a
TPLAHHE H
MeAHACTHHATHA
HapYUeHus
Hapymenus na kopemHa Oollka KopeMHa Hoka JHapHa
CTOMAIIHO-
YpPEeBHHA TPAKT
Hapymenus na €K36MaTO2¢H
KOXKATA H JlepMaTHT, 00pHB
HOAKOKHATA /—\
TLKAE /\ SO Ny R,
06w HapyreHusa HKKAA FERAA
H MPOMEHH Ha 4
MACTOTO Ha 2
TPHIOXKEHHE
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Ilpn yabmkaBaHe Ha JleueHHETO B KIMHHYHHTE ITPOYYBaHHs, [IPH OrpaHHdeH Gpoii mauenTs Ao

2 rOZHHH 3a BE3PACTHHTE H 10 12 Mecelia 3a EAHATPHYHATE NALMEHTH oT 6 0 14 roguHy, NPoHILT
Ha 6€30MacHOCT HE Ce € NMPOMEHHI.

O6mo 502 naupenTH Ha BB3pacT 0T 2 A0 5 roAWHH ca GITH JIEKyBaHH ¢ MOHTEJTYKACT 34 Hai-MaJIko

3 mecenia, 338 3a 6 Meceua u 534 naupenTH 3a 12 Meceua WiH noseve. C NpoALIIKABAHE HA
neqeHHeTo NpodKITET Ha 6e30MacHOCT MPH Te3H MALMEHTH CHILO HE CE € IIPOMEHHA.

[IpodursT Ha Ge30MacHOCT NPY NEAMATPHNHH NAUMEHTH Ha BE3PAcT OT 6 Mecena 40 2 FOJAMHH He ce
MPOMEHA TIPH JISYeHHE 0 3 Mecena.

CneaHHTe HEXeNaHH NEKAPCTBEHH PEaKIIMH ca JOKNAABAHH NIPH NOCT-MAPKETHHIOBA yNoTpeda:
YecroTuTe Ha HexXeNaHUTE CEOATHA ca MOAPECHH COPe KOHBSHIIHATA KAKTO CJIeIBa: MHOIO YECTH
(> 1/10), uectu (> 1/100 mo < 1/10), newectu (> 1/1000 mo < 1/100), pemxu (= 1/10 000 go < 1/1 000),
MHOrO pelkH (< 1/10 000), ¢ HewsBecTHA YeCTOTa (OT HATMYHHMTE JAHHK HE MOXeE Ja OBblle HanpaBeHa
OUEHKA).

Cucremo-opranan TepMHEH 32 HeXKeJJaHH PeAKIHHA Karteropns
KJIACOBE gecToTa™
Hudexim u Wndexumu Ha ropuaTe quxaTenny myTamal Msoro
HHpeCTALMH YECTH
Hapyimenus Ha KpeBTa H | YBeAH'eHa TEHACHIMA KbM KbPBEHE Penxu
JuMpHATa CHCTEMA TpomGouuToneHus Muoro
peaxu
Hapymenus na Peaxu Ha CBPBXHYYBCTBHTENHOCT, BKIIOYBALIH Penxu
HMYHHATa CHCTEMA aHatHIaKCHA
Yeproapobna eoznHodHIHA HHPUITPALHA Muoro
PEAKH
TlcuxuqHH HapyeHHs IMpoMeHu B CHHHUIIATA BIJIOYHTEHO KOIIMAPH, HeuectH

GeacbHue, cOMHaMOYITHIBM, TPEBOXKHOCT, &KHTAHHA
BKJIIOYHTEITHO arPECHEHO MOBEICHHE WIH BpaxaeOHocT,
JETIPECHA, TICHXOMOTOPHA XHIIEPAKTHBHOCT
(BmnouBaina pazapazHHTESTHOCT, OesnokoiicTro,

Tpemop')
Hapymenwe Ha BHUMaHHETO, HAPYLIEHHE HA NAMETTA, Penku
THK
XamouHHaLHH, Ae30PHEHTALMA, CYRLMAHH MUCITH U MHoro
NioBeJleHHe, 00CECHBHO-KOMITYJICHBHH CHMIITOMH, peaxH
3aeKBaHe
Hapymenns Ha 3amMasHOCT, CEHITHBOCT, TIAPECTE3HA/XHIIECTE3HA, Heuectn
HEpEHATA CHCTEMA rBpYORE,
CBpACUHH HAPYIISHHUA Tlanmaranyx Penxu
Pecrparopan, rpeaun | Enxeraxcue Heuectn
H MeIHACTHHAJTHH Cunnpom Ha Churg-Strauss (Bx. Touka 4.4), MHoro
HapYISHUs Oenoapobna cosHHOBIIHA PEAKH
CToMalllHO-4YpEBHH Huapus?, ranenet, noppuinane? Yectu
HapyliCHHA CyxoTa B ycTaTa, AUCIIETICHS Heuectn
XenaroOwiHapHu INoBHileHH HHBa Ha cepyMHETe TpaHcamuHa3K (ALT, YecTH
HapYHICHUA AST) .
Xenarut (BKJIFOYATENTHO XONECTATHYEH, Mmuoro
XEnaToleNylapeH i cMeCeH THI YepHOApoOHO peaxH
YBpex/aHe)
Hapymenus Ha koxara u | O6pus?
TMOAKOXHATE THKAHU KpbBoHacaaHe, ypTHKapHA, IPYPHTYC

DE/M/6521/001-002/1B/038




AHrHoemem Peaxu
Epurema HoposyM, epureMa Myt OpMe MHuoro
peaxy
Hapyienus na APpTpanrus, MEAJICHS BIUHOMBAUIA MYCKYIHH KPaMITH Heuectu
MYCKYJIHO-CKeJIETHATa
CHCTEMA H
CHLEAHHHTEIIHATA ThKAH
Hapymenns Ha EHypesic nipu fena Heuectn
616peLHTe H MMKOYHHTE
ITHTHINA
O61u HapymeHHs 1 TTupexcua YecTH
etexTH Ha MACTOTO Ha AcreHns/oTnagHaNOCT, ¢NabocT, OTOK Hegectn
HJIOKEHHE

T ToBa HexenaHo cH0HTHE, IOKIAABAHO KATO MHOTO YECTO Cpeji NALHEHTHTE, KOMTO Ca MONyYaBali
MOHTEJTYKACT € AOKJIABAHO CHIIO KATO MHOTC YeCTO NPH NALHEHTH, KOHTO ¢a [oTyMaBamy
IWaLedo B KIHHMYHH [IPOYIBAHHA.

! Toa HexenaHO CHOHTHE NOKIANBAHO KATO YECTO TIpH NaLACHTHTE, KOWTO ¢a MOMYYaBaTH
MOHTEJIYKACT € ZIOKJA/BAHO KATO YECTO H NPH TALeHTHTe, KOHTO ¢a Noy4vaBany naauebo B
KIMHUYHE NPOy4Banmna

} Kareropusa no uectora: Penxn

CrobmapaHe Ha NONO3MPAHH HEKENTAHH PEAKUHH
CpobmapaHeTo Ha NOAO3HPAHM HEXKEIAHH PeaklIMH cliejl paspeliaBaHe 3a ynorpe6a Ha IeKapcTBEHHS

NpOAYKT € BaxHO. ToBa no3ponsBa Ja NPOADKH HAGMOASHHETO HA CHOTHOLIEHHETO MOT3a/PHCK 33
JEeKapCTBEHHA NPOAYKT. OT MEAHIMHCKHTE CHELMANHCTH CE H3HCKBA Aa chobIaBaT BCika
NOZO3HPAHA HEXENaHa peakiMs Ypesz M3ImbaHATeHa areHIHa o JIeKapcTeaTa yil. ,,JlamsH ['pyep” Ne
8, 1303 Cogwms, Ten.: +35 928903417, yeGeaiit: www.bda.bg.

4.9 Ilpeposmpane

B npoy4saHH4 32 XpPOHHUHA ACTMA, MOHTETYKACT € NPHJIATAH Ha Bb3PAcTHH NALHEHTH B I03H 10
200 mg/aneBHO B NPOABIKEHHE Ha 22 CeIMMIM H B KpATKOCPOYHH Npoy4BaHus — 1o 900 mg 1HeBHO
Ha TALMCHTH 3a NPHONH3HTENHO eHa ceMuua Oez KIHHHYHO 3HAYHMH HEXe/IaHH PEeaKilHH.

OT NocTMapKeTHHTOBHSA ONMHT H KJTHHHIHHTE NPOYYBAHHS HMa CHOGLICHHA 33 OCTPO HPeo3HPaHe C
MoHTenykact. Te BIoUBaT CHOOIEHHA NPH BB3PAcTHH H nena ¢ 2o3u ot 1000 mg i no-BHCcOKH
(apuGmasurenno 61 mg/kg npu 42-meceuno nere). Habmopapanute KINHAMHA KapTHHA H
nabopaTOPHM pe3y/ITATH ¢a B CHOTBETCTBHE C Npodia Ha Ge30NACHOCT NPH BL3PACTHH H
HNeUATPHYHHA NalMEHTH. B no-roasMara 4acT oT cho0LIEHUATA 38 IPEO3HPAHE He € HMANIO
HeXeNnaHH cuOuTHA,

CuMITOMY Ha Npeflo3upane
Haii-yecto HabmogaBariTe Hexenany CHOHTHA Ca B CHOTBETCTBHE ¢ NpodiIa Ha 6e30MacHOCT Ha

MOHTENYKACT B BK/IHOYBAT KOPEMHa G0JIKa, COMHONIEHTHOCT, 3KaXAa, rasobonue, NoBphIaHe H
TNICHXOMOTOPHA XHIIEPPEAKTHBHOCT.

JledyenHe Ha nNpexo3vupaHe
Hsama Hanuuna cneudmina HHHOpMALMA OTHOCHO JICUEHHETO HA MPe03UpPaHe ¢
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5. ®APMAKOJIOTHYHM CBONUCTBA
5.1 ®apmaxolHHAMHYEH CBOHCTBA

(QapmakoTepaneBTHYHA TPYTIa: ICBKOTPHEHOBH peuenTopuy anraronuctd; ATC koa: R03D CO03

MexaHusbpM Ha JeHCTBHE
ucrennnopure nerkotpenn (LTCs, LTD4, LTE,) ca MOIHH BBINATHTENHH SHAKO3aHOHIH, KOHTO ce

0CBOBGOMIABAT OT PAVTHYHH KIICTKH, BKIIOYHTEHO MACTOLMTHTE H €03HHOGHWIHK rpaHynolnTH. Tesn
BKHH MPOACTMaTHYHH MEIHATOPH Ce CBbPIBAT ¢ WHCTeHW! ieBkoTpueHoBH (CysLT) penenropu.
CysLT tan 1 (CysLT)) pelenmopsT € pa3snosioxeH B AHXATEIHHTE OHTHILA NPH Y0BEKa
(BKJTEFOYHTEIHO TTaJIKaTa MyCKy/12Typa Ha AMXATelIHHTE ITETHINAG B MaKpodaruTe) U BbpXy ApPYTH
NIPOHHGIAMATOPHA KNETKH {BKIHOUMTEIHO CO3HHOMMIH H HIKOH THITOBE MUEJIOHIHH CTBOJIOBH
KJIETKH).

DapMakogHHAMUYHY edeKTH

MoHTeyKacT € aKTHBHA CHCTABKA MPHAGKEHA TICPOPAITHO M CE CBBP3BA C BUCOK aHHHTET H
ceneKTHBHOCT KbM CysLT, penterrropa. B iiMHWYHH NpOYYBaHHA MOHTETYKACT HHXHMOHpa
GpOHXOKOHCTpUKUMATA DnarogapeHne Ha MHXaxaropua LTD, B n03u ot 5 mg. B pamkure Ha 1sa
Yaca C/ie[ NepopaTHoO NPHIOKEHHe ce Habmoaara Sponxoaunaraims. BporxomuiaTHpainHaT edexT,
NPEIM3BHKAH OT -arOHMCT, € aIMTHBEH CIIPAMO TO3H NPEAM3BHKAH OT MOHTeIyKacT. JleueHueTo ¢
MOHTENYKACT HHXHOMpa paHHaTa U KbeHATa (pa3a Ha GPOHXOKOHCTPHKLUMATA ONIaTOAApEHAE Ha
AHTHIeHHOTO akTHBHpaHe. MOHTeNYKACT B cpaBHeHHE ¢ Malebo HaManiasa O6pos Ha eo3sHHO(HANTE B
nepHdepHaTa KPHB IIPH BB3PACTHH H NEMATPHYHHM NAIHEHTH. B OTAEHO NMpOyYBaHe, TEYEHHETO C
MOHTEJIYKACT BOJH 110 3HAYHMO HaMaJleHHe Ha e03HHOMWINTE B AUXATE/THHTE ITBTHILA (ONPEOC/ICHH B
Xpauka) ¥ B nepudepHaTa KpbE, J0KaTo noaoGpABa KOHTPONA HA ACTMATA.

KnnnnuHa edmkacHocT ¥ He30nacHOCT

B npoyubanus npH BE3pacTHH MOHTENYKacT 10 mg peaHbk JHEBHO CpaBHeH ¢ mwiauebo e Jokasan
3HAYMTENTHO MoAobpeHne B cyTpewnnns Gopehpan excrMpaToped o6em 3a 1 MuHyTa (10,4% cripaMo
2,7% npoMAHa OT H3XOAHHTE CTOHHOCTH), AM BEpXoBHA eKcrHpaTopeH aebur (24,5 //min cnpamo
3,3 /min npomsHa CpaMo H3XOOHHTE CTOMHOCTH) M 3HAYMMO HaMaNeHHe B 00ulaTa ynorpeGa Ha
B-aronmcry (-26,1% copamo 4,6% npoMaxa ot H3xoauuTe crolinocTH). [Togobpennero B
¢bO6LIaBAHMTE OT NALHEHTHTE CHMITIOMH NPe3 ACHSA H HOINTA € GHNIO 3HAYHTEHO NMo-100po oT
KOJIKOTO [pH 1naneGo.

IlpoyusannsTa NpH BE3PACTHH Ca AOKA3aIM CIIOCOOHOCTTA HA MOHTEIYKACT Aa ACITBJIBA KIHHHYHHA
e(hexT Ha HHXanaTopHHUA KopTHKocTepors (% NpoMsAHa OT H3XOAHHTE IIOKAIATENH 33 HHXANATOPEH
GeKIOMETA30H ILUNOC MOHTEITYKACT cpsaMO GextoMeTason no orHomexue Ha OEO;: 5,43% cpenry
1,04%; ynorpeGa Ha B-aronuct: -8,70% cpewy 2,64%). CpaeHeH ¢ HHxanaTopeH GexnoMetasoH (200
MHKpOTpaMa ABa [TbTH JHEBHO ¢ HeOyAH3aTOp), MOHTETYKACT € JIEMOHCTpHpaI no-0bp3 HadaneH
OTTOBOP, MaKap 4e 3a 12-ceqMHYHO H3NHTBaHe HEKINIOMETa30H OCHTYpABa No-Ko0sp cpeneH
TepanesTHYeH edexT (% mpoMaHa OT HIXOAHMTE nokasaTenn cLoTeeTHO 3a OEO;: 7,49% cpemy
13,3%; ynotpeba na f-aronncra: -28,28% cpeury -43,89%). Bee nak cpasnenu ¢ GeKioMeTa3oH,
BHCOK MPOLIEHT OT NALHEHTHTE TPETHPAHH C MOHTEYKACT JOCTHIaT NOKOOHN KITHHHYHH OTTOBOPH
(sanp. 50% or manueHTHTE NeKyBaHH ¢ HexnoMerazon noctrar noaobpenue v PEO, or
npubansurento 11% wid nopeye Haa U3XOAHHTE CTOMHOCTH, AOKATO NPUOTHIMTETHO 42% OT
MAIBCHTHTE TPETHPAHH ¢ MOHTENYKACT JOCTHUIAT ChINHA OTTOBOD).

B 12-ceamuano ninae60 KOHTPOIHPAHO MPOYYBaHe TIPH NALMEHTH HA BH3PacT
MOHTEJIYKACT 4 Mg BEHBXK NHEBHO € IOAOOPHII IOKA3ATEIIHTE 33 KOHTPOJ Ha 9§
Taue6o, HE3ABUCHMO OT CHITHTCTRAIIATA TEPAIHA (HHXANATOPHH/C HeGymsafhEKe
HITH HATPHEB KPOMOTIITHKAT).
HlectaeceT NpoueHTa OT MALMEHTHTE He ca GHIIM Ha APYTa KOHTPOJIHA TEpa
n0706pHR THEBHHTE CHMITTOMH (BKJIIOYHTENHO KAIUTHIA, XPHTIOBE, IIpobie
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OrpaHHYcHHS Ha QU3HYecKaTa AKTHRHOCT) M HOIIHWTE CUMITIOMM B cpaenerne ¢ naanebo. Oceex
TOB4, MOHTEJTYKacT € HaMauI ynoTpebara Ha B-aroHHCTH “TIpH HYXKJa” H NPHIOKEHHETO Ha
KOPTHKOCTEPOH/IM TIPH BJIOINARAIIA CE ACTMa B cpasnenMe ¢ mauebo. [Taumenmu, nomy4yasamm
MOHTEITYKACT HMAT noseye AH| 6e3 acTMa, OTKOIKOTO Te3H Nonyyapainy nnauebo. TepaneBTHuHHA
edext e 6mn NocTUrAaT olle ¢ MEpBaTa A03a.

B 12-meceuno nnane6o KOHTPOIMPAHO NPOYHBAHE NMPH NALMEHTH HA BB3PAcT MEXAy 2 H 5 rOIMHH ¢
NieKa acTMa H eTTH30AHYHH cK3anepbali, MOHTETYKACT BeOHEX AHEBHO 4 mg, 3HauuMo (p< 0,001) e
peAyunpan roAMiiHaTa 9eCTOTa Ha eMMU30ANTe Ha ex3anepbauua Ha actMara (EE), B cpaBHeHHE C
nnanebo (1,60 EE cnipamo 2,34 EE, cvotBerno), [EE ce onpenens karo 23 nocneaoBaTelHK JHH C
OHEBHH CHMITTOMH, H3HCKBAlH NIPHICKEHHE HA B-arOHHCT WIH KOPTHKOCTEPOH M (TIEpOPaIHH HITH
HHXANATOPHH), WIH XOCNUTaNH3anua 3a acTMa). TIpoleHTET Ha peaykuMs B rogumsara EE yecrora e
6un 31,9% ¢ 95% xoeduumeHT Ha AoBepHTENHOCT OT 16,9, 44,1,

B eano nnane6o KoHTpoNHpaHo NpoyYBaHe IPH ITeIHATPHYHH NALMEHTH HAa BB3PAcT OT 6 Mecelia A0
5 roAMHH, KOMTO €a HMAIH HHTEPMHTEHTHA aCTMa, HO HE H NEPCHCTHPalla aCTMA, JIEUSHHETO ¢
MOHTENYKACT € NPHIAraHo B NpogLJDkeHne Ha 12 Mecena WiH BeHBX AHEBHO 4 mg WITH KaTo cepHs
oT |1 2-1HEBHH KypCOBE, BCEKH OT KOHTO € 3an04BaJl B HAYAIOTO Ha €MH30/] OT HHTEPMHTEHTHH
cuMITroMi. He ca yCTaHOBEHH CHINECTEEHM PAIMUNS MEIKAY NALMEHTHTE HA JNEUCHHE C MOHTENYKACT
4 mg win nianedo Npu MHOXKECTBO €NH30AM HA ACTMA, IOCTHTAIIM [0 KyJIMHHAIMA KaTO aCTMAaTHYCH
TOPHCTEI, OTPEAENCH KATO ACTMATHYCH eNH30/1 H3NCKBALI MEAMLIMHCKA NOMOII KaTO HellpeABHACHA
BH3WTA B JICKAPCKH KaOHHET, CIIeIIHO oTACIeHHE HIH OONHHELE, HIH JIeYeHHe C epopaiHH,

HHTPABEHO3HH HITH HHTPAMYCKYJIHM KOPTHKOCTEPOHIH.

B 8-ceamuinO npoydrae npH nauMeHTH Ha BB3pacT Mexay 6 H 14 roquHu, MOHTENyKacT 5 mg
BEeJIHBXK JHEBHO B CPaBHEHHE ¢ Mmiauebo, 3HAUHTENHO noAcdpaea pecrmparopHata gyuxumua (GEO
8,71% copsmo 4,16% npoMsaHa OT H3XOAHKUTE CTOHHOCTH; BEPXOB eKcIMparoper aeGut 27,9 Vmin
cnpsamMo 17,8 I/min npoMaHa oT M3XOAHHTE CTOWHOCTH) M HAMANICHHE YNOTpefara Ha B-aroHHCT TpH
neobxomamoct (-11,7% copamo +8,2% npomaHa OT H3XOAHATA).

B 12-meceqno npoyusaHe, CPAaBHABAING S(PHKACHOCTTA HA MOHTETYKACT CIIPAMO MHXalaTOPeH
$yTHKa3OH N0 OTHOLIGHHE KOHTPOJ HA aCTMATA NPH NALMEHTH Ha BE3pacT MexXay 6 1 14 roguxy ¢
JieKa NepCUCTHpAallla aCTMA, MOHTENYKAcT He € 6Hn no-nowm ot QUIyTHKAZ0H B MOBHINABAHE Ha
npoueHra Ha ¢cBoboaHuTe 0T actma AuM (CAJ]). Ocpennensia Hax 12 Mecella TepaneBTHYCH 11EPHOA,
mpoueHTHT Ha CA/J] ce e nopuinmn ot 61,6 Ha 84,0 B rpynara 3a MoHTemykacT H ot 60,9 Ha 86,7 B
rpynara ¢ ¢uyTHKasoH. Padnnkara Mexgy asere rpynu B JIC He3HAUMTENHO MOBHINABA IPOLEHTHT Ha
CAJl - 2,8 ¢ 95% xoeduumenT Ha gosepurentoct or 4,7, -0,9. ¥ MouTenykacT, ¥ pnyrukazon ca
noAoGpunH BApHAGIWIHKTE 32 KOHTPOIIA BPXY 4CTMATa, OLICHEHH clief] 1 2-MeceueH TepaneBTHIeH
NEPHOA.

- PEO] e Hapacha ot 1,83 1 Ha 2,09 1 B rpynata ¢ MmoHTenykact u ot 1,85 1 Ha 2,14 | B rpynara ¢
myTHKa30H. MexAyTpynoBaTa pasInkaTa o otHouenne Ha JIC-He3SHAYHTENHO YBETHICHHE
BEB OEOI e 6mna -0,02 1 ¢ 95% koedunrent na gosepurearoct or -0,06, 0,02. INpeasuaeroto
HE3HAMHTEIHO HAPACTBAHEe OT M3XOJHATE cToHHOCTH B % 3a ®EQ] Heme 0,6% B rpynarta 3a
MOHTENYXAcT H 2,7% B rpynara, JeKysaHa ¢ qUIyTHKa30H. Pa3nukuTe 3a MPOMEHH OT H3XOAHHUTE
CTOMHOCTH B NipeABHAcHH npoueHTH 3a CPEO1 ca 6w -2,2% ¢ 95% xoeduimenT Ha
AOBEPHTENHOCT Ha -3,6, -0,7.

- B mponenTu grute ¢ ynorpeba Ha B-aroHHcr ca HamaenH ot 38,0 go 15,4 B rpynara ¢
MOHTENYKacT 1 OT 38,5 na 12,8 B rpynara ¢ ¢pnyrHkason. PaznukaTa Mex Iy TpynuTe N0
OTHOIICHNE Ha IIPOLICHTHTE HA AHHTe ¢ P-aroHucT e 6wna 2,7 ¢ 95% koedHIHeHT Ha
JosepaTenHocr ot 0,9, 4,5,

Jiekap, TOCEIEHHE Ha CTIEUICH LIEHTHP WIH XOCTIHTATH3aUHA) ¢ O
JieYcHHe ¢ MOMTENTYKACT H 25,6 B rpynaTa Ha NieueHHe ¢ QyTHKA30
ROBSPHTEIHOCT ¢ ekBaBanenTeH Ha 1,38 (1,04, 1,84).
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- TIponeHTET Ha NAUEEHTHTE CHC CHCTEMHA YNIOTpeSa Ha KOPTHROCTEpOHAH ([NABHO NIEPOPATHH)
1O BpeMe Ha H3IHTBaHHA neproy € 6un 17,8% B rpynara ¢ MoHTenykacT B 10,5% 3a rpynata
Ha ¢uryTHKasoH. Paznvkara mexay rpynure e 61na 7,3% ¢ 95% koeduupmeHT Ha
Jdosepurennocr Ha 2,9; 11,7,

B 12-ceamuuHO npoydBaHe Npy BB3PacTHH (MAKCHMANHO noxmwkenune Ha GEO1 22,33% 3a rpynara ¢
MOHTEJTYKacT cnpaMo 32,40% 3a nnauebo; BpeMe 3a BE3CTAHOBABAHE B PAMKHTE Ha 5% OT H3XOJHHTE
crofioctd Ha PEO; 44,22 min cnipamo 60,64 min) e 6un0 AEMOHCTPHPAHO 3HAYHMO NIOHIDKEHHE B
GpOHXOKOHCTPHKLMATA NPk yerwnue, To3H edekT ¢ Grl IOCTOAHEH Mpe3 UeMus nepHox oT 12 ceaMurm
Ha u3rmMTBaHeTo. Hamanennero Ha GpoHXOKOHCTPHKIMATE MPH YCHIHE € GWI0 NoKa3aHO ChINO H B
Kpas Ha HHTepBaJla C €IHOKpaTHA JHEBHA 034,

IlpH mamMeHTH ¢ aCIMPHHOBA ACTMA, TIOMYYABALIH YCTIOPEHO HHXANATOPHA H/HIIM NEPOPATHH
KOPTHKOCTEPOM/IH, JIEYEHHETO C MOHTEJIYKACT B CpaBHEHHE C L1aLebo e foBeno 10 3HaUHMO
nopoOpeHne B KOHTpona Ha actMara (OEQ, 8,55% cpewmy -1,74% npoMsHa OT H3XO/IHHA H
HamaneHue B ofmara ynorpe6a na B-aronuctn -27,78% cpemy 2,09% npoMaHa OT H3XOAHHS
noxazarel).

52 @apMakoKHHETHYHH CBOHCTBA

Abcopbuns

Cnen nepopanno NpHIIOKeHHEe MOHTEITYKAcT ce abcopbupa G1p30. 3a dhmiMupanuTe TabNeTkH OT

10 mg, cpeanaTa MHKoBa 1a3MeHa KOHLUEHTpalHs (Coax) ce AocTHra TpH Yaca (Tmas) C1€1
MPHIOKEHHETO NMPH BB3PacTHH HA rNagno. Cpeanara CROHANUMMHOCT CASHA NEPOPANHO NPHAGKEHHE ¢
64%. [epopannara 6HOHAMHYHOCT H Crux HE CE TIOBAMSBAT OT CTAHAAPTHOTO XpaHeHe. bezonacHocTTa
H €(HKACHOCTTa ca O1M I0Ka3aHH B KIWHHYHH H3UTBaHuUs, (IPH KOUTO QHIMHUpAHUTE TabNeTKn oT
10 mg ca npunaraHd HE3aBHCHMO OT BPEMETO Ha XpaHEHe.

3a TabneTkHTe 32 ABBYCHE OT 5 mg, Cpyx C€ AOCTHUIA 34 ABA YACA CNE NPHIATAHETO NIPH BE3PACcTHH HA
rnagHo. CpenHara SHOHATHYHOCT ¢/Ie NEPOPATHO TIpAIOXKeHHe € 73% 1 Hamansea 10 63% ot
CTaHOapTHaTa XpaHa.

Cnen npunoxxeHHe Ha TabneTKH 3a IpBYEHE OT 4 Mg HA NTALHEHTH HA BB3PacT MexXay 2 M 5 IofIMHM Ha
ranHo, Crex Ce NOCTHT2 2 Yaca cne npwiokeHHe. CpeaHoTo Crax € 66% N0-BHCOKO JOKATO
cpefHOTO Crin € NO-HACKO OTKOMKOTO NPH BB3PacTHH, NOTyyasatni Tabnerku ot 10 mg.

Pasnpenenenue

MonTeaykact ce CBbp3Ba B oBeue 0T 99% ¢ wiasMeHuTe npoTeHHH. O0EMBT Ha pasnpesieicHHe B
CTaLHOHAPHO CHCTORHME (steady-state) noctura 8-11 nurpa. M3miTBaHKATa POBEACHH NPH ILTEXOBE
€ paHOMapKHpaH MOHTEYKACT ca ITOKA3aTH MHHHMAHO NPeMHHABAHE HA KPBBHO-MO3bYHATa
Gaprepa. OcBeH TOBA, KOHLIEHTPALMATE Ha PAJMOMAPKHPaHAs MaTepHa Ha 24-ua vac Cliel 103aTa ca
MHHMMAJIHH H BBB BCHUKH APYTH ThKaHH.

bn cdopm

MonTenykacr ce MeTabonusupa B roiaMa crenen. B H3NUTBaHMA C TEPANCBTHYHM JO3H, IU1a3MEHHTE
KOHUEHTPAUHH HA META0OIHTHTE HA MOHTEITYKACT NPH BB3PAcTHH B CTALIHOHAPHO CHCTOAHHE He
Morar Aa 6B1aT H3MEPEHH.

HuroxpoM P450 2C8 e ocHOBHMAT eH3uM B MeTabonH3Ma Ha monTenykacT. OceeH ToBa CYP 3A4 u
2C9 MoraT Ja MMAT HE3HAMHTENCH NIPHHOC, BHIIPEKH Y€ € I0KA3AHO, e HTPAKOHS -
naxubHTOp Ha CYP 3A4 He npoMens $apMaKOKHHETHYHHTE NAPAMETPH Ha Mf
HHAMBHJH, KOUTO Ca npHeManH 10 mg MOHTeMyKacT AHeBHO. Bb3 0cHOBa /
YOBELIKH YEPHONPOOHH MHKPO3OMM € YCTAHOBEHO, Y€ TEPANEBTHYHATA TLI
MOHTeNYKacT He HHxuOupa uaToxpomn P450 3A4, 2C9, 1A2, 2A6, 2C19
MeTaboNMTHTE 32 TEPANCBTHYHUA eeKT HA MOHTENYKACT € MHHHMANEH.
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Enumunupane

[Ipu 3ApaBH BB3PACTHH HHAMBHAM, TUIA3MEHHA KIIMPBHC HA MOHTETYKACT € cpefiHo 45 ml/min. Crexn
NepopaHa 4033 Ha paaMOMapKHpaH MOHTENyKacT, 86% oT palHOAKTHBHOCTTA C€ OTKPHEA B
M3NPOKHEHHATA Ha 5-Tua acH H <0,2% B ypHHata. Topa, 3ae[[HO ¢ ONpe/ieicHaTa Nepopaita
OHOHAIMYHOCT [T0Ka3Ba, Y& MOHTEYKACT H MeTaGOIMTHTE My CE EKCKPETHPAT OCHOBHO NIpe3
AUTHYKATA.

Cnenyduyny rpyny naumerTH

He ce Hanara KopeKIMa Ha J03aTa NP NALMEHTH B CTAPYECKA BB3PACT HITH JIeKa I0 YMEPEHO TeKKa
9epHOApoGHa HeaocTaThuHOCT. [IpoyyBaHMaTa NpH nalienTn ¢ GBOpeTHa HEAOCTATHYHOCT He Ca
nposexkaany. Thi kaTo MOHTeNyKacT H MeTaGonuTHTe My Ce eTHMMHHPAT Tpe3 HUTHYHHTE TETHINA,
He c¢ Hanara afantypane Ha J03aTa npH NanueHTH ¢ Os0peuns yepexnanna. Hama nannu 3a
(hapMaKOKHHETHKATA Ha MOHTEYKACT [IPH TALMEHTH ¢ TEKKa YepHOApo6Ha HenoctarpaHoct (Child-
Pugh crenen >9).

Tlpn BHCOKM 2034 MoHTemyKAcT (20- ¥ 60 M1 Han Npenoph4AHATa 1034 33 BE3PACTHH) CE
Hab/onaBa NOHIDKEHHE HA TUIA3MEHATa KOHLEHTpalud Ha TeodimiH. Tosu edext He ce HabnmonaBa
NpH npenopr4BaHaTa A03a ot 10 mg pesIHbk AHEBHO.

5.3 IlpeakAABHYHH AAHAH 32 (e30MACHOCT

B npoy4eanns 3a TOKCHYHOCT, TIPOBEZCHH NPH XXHBOTHH ¢a HabMIONaBAHH MEUHHMANHH OHOXHMHYHH
npomens 8 ALT, rmokosara, dochopa i TprriHUEpuARTE, NPEXOAHKA N0 CBOATA XAPAKTEPHCTHKA.
TIposBHTE Ha TOKCHMHOCT NPH XHBOTHHTE ca (N XHIEPCATMBALIHS, FACTPOHHTECTHHAIHH
CHMITTOMH, PSIKH M3DIPaXKHEHMA K HoHeH aucOananc. Te ca Habmozasanu npu 1034 17 MBTH no-
BHCOKH OT KITHHHYHHTE. [1pn MaliMyH# HexenaHHTe eheKTH ca ce MOSBHIH IIPH A03H OT

150 mg/kg/nnerno (>232 nuTH Hajx cUCTEMHaTa eKCROIHLMS, HAabMoAABAHA IPH KIMHHYHA 103H). B
NPOYYBaHMA [IPH XKHMBOTHH MOHTETYKACT He € MOBIHAN HEepPTHIHTETa HWIH PENPOIAYKTHBHHTE
BB3MOXKHOCTH NPH CHCTEMHA €KCIIO3MLINA, TO-BHCOXA OT KIIHHHYHA CHCTEMHA eKCIIO3HUMS NOBEYe OT
24 meTH. B eHO NpoyuBaHe Ha xeHCKKA GepTIIHTET IPH IUTLXOBE ¢ A03a 200 mg/kg/ AHerHO

(> 69 mETH Hal CHCTEMHATA KITHHIYHA EKCIO3MLAA), ¢ GUno or(ena3aHo Nexo HaManeHHe Ha
TEIECHOTO TerN0 Ha MankuTe. B npoyuBaHe npw 3afiuy e 6luia ycTaHOBEHA ITO-BHCOKA YECTOTA HA
He3aBbpLIeHa OCHGHKALMA B CPaBHEHHE ¢ KOHTPOIHHMTE JKUBOTHH, IPH CHCTEMHA EKCTIOINLMA Han 24
ETH H0-BHCOKA OT knunugnata. [Ipu nnvxose He ca nabmonasany anoMamn. ¥ CTaHOBEHO €, Y€
MORTEJIYKACT IPEMHHABA IJIALCHTapHATa SapHepa U ce eKCKpeTHPa B KbPMaTa Ha JKHBOTHHTE,

Tipu ensokpaTHO NepopaiHo ripHeMane Ha fo3m 10 5 000 mg/kg/ oT MMILKH H IUTEXOBE

(15 000 mg/m? # 30 000 mg/m’ Py MMILIKK U [UTEXOBE), B TIPOYUBAHE 38 MAKCHMATHA /1034 HE ca
HabmonaBann cMBPTHY CTyyan. Tasu f1o3a ¢ exsuBaneHTH2 Ha 25 000 meTH npenopLYBaHaTa
ZOBCLIKA JHEBHA /1032 32 Bb3pacTHH (Ga3upaiiki ce Ha TENECHO TETIIO 3 BB3pacTHH nauuenTH 50 kg).

YcTaHoBeHO ¢, 4e MOHTENyKacT He e OoTOTOKcHUeH 3a MuIIKu 33 UVA, UVB 1 meuire 0T BUAMMHA
CnexThP B Bo3H no 500 mg/kg/anesno (npubmzrrendo 200 m-TH HaZ OCHOBHATA CHCTEMHA
CKCIIO3HLIMA).

MonTemykacT He e MyTareHeH HHTO TYMOPOTEHEH B in Vivo H in Vitro TeCTOBE POBeJECHH TIPH
rpuzadM.

6. QAPMALIEBTUYHHA JAHHH
6.1 CnEchK H2 DOMOMHEETE BERIECTRA

Manwron (E421)
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Hatpues naypuncyndar
XHAPOKCHIPONKINENYI03a

Yepeen xeneszen okcun (E172)

Apomar Ha gepemu PHS-143671:
ManrozaexcTpun (napesnuet) 1 Moguduumpano mumecte E1450 (socsunia napenuua)
Acnaptam (E951)

Hatpuep HHIDECTEH FTAKONAT (LapeBHYEH), THI A
Maruesues creapar

6.2 HechBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ba roxsoct

2 romHHMA

6.4 Cnensanns ycI0BHS M2 ChXpaHenHE

Ha ce cuxpansea nog 25°C.
BaucTephT Aa cechbXpaHABa B KAPTOHEHATA OTAKOBKA, 34 14 C€ APE/NasH OT CBET/IMHA.

6.5 Bpa B chIBPEKARHE HA ONAKOBKATA

ATTyMHHHEBO — ATYMHHHERH ONHCTEPH.

[Ipennarar ce B onaxoBku ot 7, 14, 15, 20, 28, 30, 50, 56, 60, 90, 98 wiu 100 TabieTKH H KaJICHAAPHH
onakosk# ot 7, 14, 28, 56 1 98 TaGnerym.

He BcHUKH BUIIOBE OTIAKOBKH MOe Ja 6BJaT MycHATH Ha Masapa.

6.6 Cupenaannn NpeINa3HH MepKH NPH H3XBLpaAnHE B pafora

Hsama cnetansm H3HCKBAHNA,

7. NIPHTEXATEJI HA PA3SPENIEHHETO 3A YIIOTPEEBA

Teva B.V.

Swensweg 5, 2031 GA Haarlem

Hugepnanans

8. HOMEP(A) HA PASPENIEHUMETO 3A YIIOTPEEA

Per. Ne 20080270

9. JATA HA ITBPBO PA3PEIIABAHE/MIOAHOBABAHE HA PASPEIIEHUETO 3A
YIOTPEBA

Jlata Ha mepBO paspewapane: 17 gexempps 2008

Hata na nocnenyo nogHoBABaHe: 24 10HM 2014

10. JAATA HA AKTYAIM3IWPAHE HA TEKCTA
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