'r..-#:-

KP
ATKA
XAP
AKTEP
HCTHKA
HA
op

OJIYKT

A



1. MM HA JNEKAPCTBEHHA TIPOVICY T pe/fh Fp - 65A2

MOHTEJIVKACT AKOPJI 4 mg Tabnerx 32 AbBYCHE
MONTELUKAST ACCORD 4 mg chewable tablets Ce

3a NeAMaTpUUHKU NALUMEHTH OT 2 X0 5 FOAHHH

2. KAYECTBEH M KOJIMYECTBEH CBHCTAB

Beska TaGneTka 3a [JBBUCHE CHEBPK2 MOHTENYKACT HATpUH (montelukast sodium), KOHTO €
eKBMBANICHTEH Ha 4 mg MoHTenykacT (montelukast).

[HoMomHo(M) BEINECTB ¢ 3 eh [
Tosa nekapcTeo CHABPKA 1,2 mg acriapram (E951) Ha Tabnetxa.

3a ITHJIHKSA CITHCLK HA NOMOLIHHTE BEIIECTBA BYKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OFPMA

TabneTka 3a XEBYCHE

Po30Ba Ha LBSAT, HAMPBLCKAHa, OBATHA, IBOHHOM3NbKHAMA tabnerka, ¢ peneded Haanuc ,M4” ot eaHaTa
ctpada u 63 HAANKC OT APYTATa.

4. KIAHWYMHHA JAHHH
4.1 TepaneBTHEYHY NOKAAHAR

Mosrenykact Akopa 4 mg Tabnerky 3a JpBYUCHE Ca NMOKAIAHM KATO SOIBJIHMTENIHA Tepanus NpH TE3H
NALMEHTH Ha BB3PAcT OT 2 A0 5 FOOMHH, C JieKa 10 YMEPEHO TeXKa MepevcTHpalia actMa, YHHTO
CHMITIOMH Ca HEJOCTATHYHO AOGPE KOHTPONMPAHH C MHXAJATOPHH KOPTHKOCTEPOWAH M MPU KOMTO
KpaTKOAeHCTBAMTE P-aroHMCTH, TNpHNaragy npu HeOOXOMMMOCT, OCHTYpABAT HE3aLOBOJIHTENCH
KNHHHYEH KOHTPOI Ha 8CTMATA.

Mourenykacr Axkopr 4 mg Tabnerk¥ 33 ABBUCHE MOIaT Ja CC H3TIOJI3BAT KATO alTepHATHBHA
TepaneBTHYHa BH3IMOKHOCT HA HHXWIATODHHTC KOPTHKOCTCPOHIH, Npuilaratii B HHCKA 0038, [OpH
NAUMEHTH HA BB3PACT OT 2 A0 5 FONMHHM ¢ JieKa NEPCHCTHPAINA acTMA, Oe3 aHAMHECTHYHHA JAHHH 34
CKOPOIUHH TEXKH acTMATHYHM NPHCTBIM, HANArAllY MNPHEM HA NEPOPANHH KOPTHKOCTEPOMIH, H 34
KOHMTO € YCTRHOBEHO, Y€ He MOTAT ia M3TIO3BAT HHXANATOPHH KOPTHROCTCROUAR (BX. TOuKa 4.2).

Ocpen Tosa Mosrenyxact Axopa 4 mg TablieTky 3a JBBYCHE Ca MOKa3laHH 334 npopHNaKTHKA Ha aCTMa
NpY (aUMEHTH OT 2-FOAMIINA BH3PACT H NO-FOJEMH, NPH KOWTO npeobNafaBallMAT KOMIIOHEHT ©
GpOHXOCHAIEM, HHAYLMPAH OT (PHIHYECKO YCHITHE.

4.2 [Jo3upoBKa H HRYHH HA OPHIOKEHHE

Ho3uposka
To31 IEKapCTEEH HPORYXT TPAGBa Jia ce JABa HA IETETO CaMO MO/ KOHTPOIIA HA BHIPACTe T
[lpenopbuuTenHaTa AC32 33 NCAMATPHIHY NALWMEHTH OT 2 0 5 TO/MHH © eaHa Tabi W QHQS{}Q?_T __

4 mg AHERHO, MpHeMaHa Bevep. AKO ce mpHema B ONU30CT JI0 YacoBeTe 3a

S oy EaT)
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Q6w npenopvKy:

TepaneBTHYHHST e(eKT Ha MOHTENYKACT BbPXY [OKASATC/HTE 34 KOHTPOJI HA acTMaTa Ce NMpoABABa B
paMKMTe Ha eaWH neH. Ha nauyenTwTe Tpa6sa Aa Gbae mpenopbuaHo na MPOAR/DKAT A3 npueMaT
MOHTENTYKACT, ZIOPH 8KO TAXHATA 4CTMA € MO, KOHTPO, KAKTO M IO BPSME Ha NEPHOAMTE HA BJAOILABAHE
Ha acTMAaTa.

[Mpu naumuenTyTe ¢ GBOpeyHa HEAOCTATHYHOCT HIIH JIEKO A0 CPEAHO TEXKKO UEPHOAPOOHO yBpEKAAHE, HO
ce HAlara ajanTauHa Ha nosata. HaMa JaHHM 33 MPHIOKEHHE NPH NALKEHTH C TEeXKO 4epHOAPOOHO
yppeskaase. JlozaTa e eJHAKBA 32 MBXKE U KEHH.

Mown m Kxamo _mepanesmuvna Ha NG UHXQAAMODHUNE KODMUKOCMEPOUOU 8 HUCKU
0o3u npu Aexane m mma.:

MOHTETYKACT He c€ NPEenophYBa KaTo MOHOTEpanusi IpH [auMeHTH ¢ YMepeHa NepCUCTHpaLla acTMa.
YnotpebaTa Ha MOHTENYKACT KaTO TEpaneBTHHHA aNTEPHATHEA HA HMCKHTE JO3M HHXANATOpPHH
KOPTHKOCTEPOHIH, NPH AeHa C JICKA NePpCHCTHPpaLlA acTtMa, TpaGBa Ja ce o6CHkKAR CaMO NpH NaLUMCHTH,
KOMTO HAMAT CKODOILHA aHAMHE3a 3a& TeXKKH aCTMATHMHM NPHCTHIN, HaJlaratgd NpHEM Ha NepopajHH
KOPTHKOCTEpOMAM, W 38 KOHTO € YCTAHOBECHO, ye He MOraT Aa H3MNO/BBAT HHXAIATOPHH
KOPTHKOCTepOHaH (Bak. Touka 4.1). Jlekata MEpCHCTHPALIA acTMa ce aehMHHpA Karo CHMITOMH Ha
aCTMa [0-YECTO OT BEANBK CEAMMYHO, HO NO-PAAKO OT BEAHBK AHCBHO, HASIAYME HA HOINHM CUMITTOMH
[0-4€CTO OT ABa IMHTH MECEYHO, HO flO-PAAKC OT BEAHBIK CEAMHUHO, HOpMATHA 6enoapobHa (PyHKLUHS
MEXIY OTIAEJIHHTE enu30fH. AKO MpH NPOCIE]ABaHETO HE ce MOCTHra 3aJOBONMTENEH KOHTPOJa Ha
acTMaTa (OOMKHOBEHO B pAMKMTE Ha €IOHH Mecell), TpaGBa Ha C€ OLICHH HeoOXxoaAMMOCTTa OT
JONBJHKUTENHO WM PA3NIHYHO MPOTHBOBB3MANHTENAHO JE4YCHHUC, Ga3upano Ha CTHNAMTOBHACH MOAXOA 32

JeyeHHe Ha acTMa. IlaupmeHTHTE TpﬂﬁBa NepHOAUYHO Ja CC OLICHABAT MO OTHOIIEHHE KOHTPOJA Ha
aCTMata.

Mowu acm_3a_npo@uaakmuxa Hd acmma nmu Ha ev3pacm 2 00 5 200uHu xoumo
npeobaadasauIuAM KOMBOHENN ¢ HPOHXOCRATLM, NPOSOKUPGH OM QuzunecKly YCURUR!

[ph Aeua Ha BH3pAacT OF 2 0 3 roguHu GpoHXOCNasbMBT, IPOBOKHPAH OT PH3IHYECKH YCHIMA, MOXKE /ia
6boa OCHOBHATA MNPOSBA HAa MEPCHCTMpAlla AacTMa, KOATO Hajara JcHeHMe o WHXaNATOPHH
kopTHKocTeponau. [laukenTrTe Tpabea na GbAaT npernenaln ciaen 2 no 4 cefAMHIIM OT HAYalOTO Ha

TEpPanUATa ¢ MOHTENYKAcT. AKO HE € NOCTHFHAT 3a[0BOIHTEICH OTroBOp, TpAORA Aa ce HMA NPEABHA
AONBIAHHTENHA WK PAalIHYHa TepanHs.

Jleuente ¢ MOHMEAYKACI 856 8PBL3KA C OPY20 ACHEHUR HA ACMMA
Korato neueHueTo ¢ MOHTETYKACT Ce H3MNOA3Ba Karo NOMBNHUTENHA Tepanus KbM HHXANaTOPHHTE
KOPTHKOCTEPOMAH, MOHTEITYKACT He Tpa6Ba pA3KO /14 3aMECTBA MHXATIATOPHHTE KOPTHKOCTEPOHIH (BXK.

Touka 4.4). 3a BE3pacTHU H IOHOWM Ha 15 ronMHHM K MO-TOJIEMH, C€ NpeAsaraT MOHTEITyKact ¢$huAMHpaHH
tabneTkure o1 10 mg.

Heduampuyna nonyaayun

He napaiiTe MOHTENYKACT 4 mg TabneTKH 33 AbBYEHE HA eUa oA 2-rOAHIIHA BH3PAcCT. Be3onacHoCTTa

u eduxacHocTTa Ha Tabnerkure 3a KbBYCHE OT 4 mg npu Aeua 0oj 2-rojMiiHa Bb3PACT HE €
YCTAHOBEHA.

3Ja BB3PACTHH K IOHOLIM Ha |5 MK noBeye FOHHHE Ce NpeanararT GuIMHpaHH taGnerku ot 10 mg.
3a neAHaTPUYHM NAUMEHTH Ha BE3PAcT OT 6 10 14 roAMHM Ce Mpeanarar TabJIeTKH 3a JHBYEHE OT 5 Mg,
3a neaAHaTPHYHH NALKEHTH Ha BB3PAcT OT 2 A0 5 FOAMHH C€ NpEeNaratT TaONETKH 33 n'bnueﬂw mg.

Ha4uH Ha npuioKeHHe
Ja NepopanHO NPUNOKEHHE.

TabaetkuTe Tpabpa na ce ALBYAT NPEAN NPErablIAHE.




4.3 HpoTHBODOKA3AHAN

CBpBbXYYBCTBHUTENHOCT KbM AKTHBHOTO BELIECTBO WM KbM HAKOE OT MOMOLHHTE BelecTna, H30poeHH B
TOuKa 6.1,

4.4 Cuoenmajsi gpexynpesxienns H NpeANAa3nd MEDKH HPH ynorpeba

[MauuesTure TpaOGBa na ObAAT ChBETBAHH HHKOra Ja HE H3MOM3BAT NEPOpPATIHMA MOHTENYKAcT 3a
JeyeHHe Ha OCTPH NPUCTBNH Ha AacTMa, KakTo M Ja HMar Ha pacNOIOKEHNE  NOAXONSIIK
JKMBOTOCTIACABALIM JiekapcTa. [Ip# pa3sBMTHE Ha OCThp ACTMATHYEH NPHCTHI TpaGBa Na ce H3NOI3Ba
KPATKOACHCTRALY MHXANATOPEH B-aroHucT. [MaupnenTiure TpAOBRA Aa ce OOBPHAT 32 CHBET KbM JICKyBalllHi
nexap BE3MOKHO Haii-CKOpo, ako ce HYXAAT OT NOBeHe MHXANAHMHA HA XpaTKoJeACTRALH B-aroHMCTH,
OTKONKOTO 06HYAHO.

MotiTenykacT He TpaGea pa3ko Aa 3aMeCTBa HHXaNATOPHUTE HilH NepOpATHHTE KOPTHKOCTEPOH/IH.

Hsma JaHHH, KOWTO Aa [IOKA3BaT, Y€ 103aTAa Ha MEPOPAIHHTE KOPTHKOCTCPOHAH moxe na Owoe
HaManeHa, KoraTo €AHOBPEMEHHO Ce 1aBA M MOHTC/TYKACT.

B peaks CAyyad MNpH MNalUKEHTHTE Ha JICYCHHE C AHTUACTMATHYHH CpeiACTBE, BKIKOYHTCIHO
MOHTENYKACT, MOXE [la ce pa3BHC CHCTEMHA €03MHOGMINA, TIOHAKOra UIABARAIA CE KIMHWHHO ©
BACKY/IMTHU CHMITTOMH, CHOTBETCTBALIK HA CHHIPOMA HA Churg-Strauss, CBCTOAHHE, KOETO 4ECTO CC
REKYBa ChC CHCTEMHU KOPTHKOCTEPOUIK. [foRAKOra Te3H CllyuaH ¢e CEbP3BAT C HaMANABAHE Ha R0341a
WM NpeKpaTaBaHe Ha NMepopaiHaTa KOPTHKOCTCPOHAHA TEparHi. Burpekd 4e NpHYHHHATA BPB3KA C
NEBKOTPHEHOBHA PELEINTOPEH AHTATOHUIBM HE € YCTAHOBCHA, NICKApUTE TpabBa aa ObaaT GauTenHH No
OTHOILEHME Ha NMOABA Ha e03XHOMIINA, BacKyIMTEH ofpuB, RIOLIaBake Ha 6enoapodbHUTE CHMNTOMH,
CHPAEYHO-CHAOBH YCOKHEHHA WHIIM HEBPOMNATHA TP TCXHHTE NIALMCHTH. [TauHeHTHTE, KOWTO Pa3BHAT

nonoBHU CHMATOMH, TpaGea Aa GbhAaT npepasriejany M Aa CC NPEOLCHM TEXHWA TEPANCBTUUHUA
PEIKHUM.

JleYeHHETO ¢ MOHTEIYKACT He NpoMeHs HeoOXOAHMOCTTa NAlHCHTHTE C ACTTHPUH-YYBCTBHTEJIHA 8CTMA
Aa H3GArBaT MPHEMA HA ACITHPHH H APYTH HECTCPOHIAHH NPOTHROBBINAIKTEIIHH ACKaPCTBCHH MIPOAYKTH.

MonTesnykact Akopa 4 mg Tabnerku 3a AbBUEHE CHIABPNAT ACTIAPTAM, U3TOYHMK Ha (pCHHNANAHUH.
MNaunentvre ¢ henunkeToHypus TpaGea ga MMaT NPENBUA, ¢ BCAKA tabnerka 3a XLBYeHe oT 4 mg
ChAbPKA (peHUNATaHUH B KONTHYECTBO, €KBHBANICHTHO Ha 0,674 ¢peHunanaHyuH Ha J034.

CbOGLIABAT Ce HEBPO-NCHXMYHK CHOMTHA NpH BB3PacTHH, IOHOWIM M fiena, MpHEMAUIM MOHTElyKacT
4 mg TabaeTku 3a JuB4eHe (BK. Toyka 4.8). [lauMeHTHTe K JCKapUTE Tpabpa Aa 6bAAT NpeayNpeACHH 3a
HeBpo-ncMXuuHKr  chOMTHA. TlauwenTure WwiM nWIATA, TONArAlliM  rPWEK, Tpabea pa Obpar
MHCTPYKTHPaHH fa YBEAOMAT JleKaps CH, aKO HaCTBIAT TAKHBA NMPOMCHY. JlexyBawmnre aekapu Tpadsa

BHHMAaTEJIHO /13 NPEUCHAT CHOTHOLWCHUETO MoA3a/PHCK OT MPOABLKMTEINIHOTO JICUCHHE C MOHTEIYKACT
4 mg TabNeTKH 3a AbBYEHE, aKO BL3HHKHAT TAKMBA cpOuTHA.

4.5 BsaumopgeficTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYTH $OpMH HA B3IaAMOAERCTEHE

MouTtenykact Moke fAa Gbc TpWnaraH ¢ ApYTH BHAORE JIeHCHHUA, M3MQJSBAHH PYTHHHO B
NpoQHIAKTUKATA ¥ XPOHWYHOTO J€UCHHE Ha ACTMA. B kNIMHMYHHTE H3IHTBAHMA 32 JCKAPCIBCHH
B3aWMOICHCTBHA, MPENIOPHUNTENHATA KIHHHYHA 71032 33 MOHTEIYKACT HE € MMalia .,zw-,.-r- MU
edekT BbpXY (PapMAKOKMHETHKATAa Ha CIEAHHWTE JICKADCTBCHH MPONYKTH: TCOH [TPENMI0N,
NPeAHH3IONOH, NEpOPalHM KOHTPALCNTUBH (eTHHWIECTPAIHON/HOPETHHIPOH 5Ty
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Iliomra noA KpHBaTa IUIZ3MEHA KOHLEHTpAUHA/BpeMe {AUC) 3a MOHTENyKacT € Ouna HamaneHa
npubmuzsTenHo ¢ 40% Npu eNHOBPEMEHHO NPHICKEHNE Ha denobapOuran. Tl KATO MOHTEAYKACT C&
meraGomampa of CYP 3A4, 2C8 u 2C9, xoraro ce mpuiara eAHOBpEMeHHO ¢ uugykropu Ha CYP 3A4,
2C8 u 2C9, xato denurouy, denobapiuran W pHGaMnALMH H ocobeHo mpH Jeua, € HeoOxoaMMO
MIOBHILICHO BHHMAHHE.

In vitro npoy4BAHHS CA MOKA3WIH, e MOHTEIYKACT ¢ MOICH urxuburop na CYP 2C8. Benpeku ToBa,
AaHHWTE OT KJIHHHYHO Fpoy4YBaHE 34 JICK&pCTBCHH B3aMMOJCHCTBUA, BKIQUBALIO MOHTCITYKACT H
pO3HT/IHTa30H (1pobeH cydcTpart, MPEACTABHTENCH 32 JIEKapCTBEeHH MPOAYKTH, KOHTO Ce MeTabOoNWINPAT
ocHopHo oT CYP 2C8) ca noka3any, 4e MOHTEITyKacT HE nrxubupa CYP 2C8 in vivo. CnenOBaTE/IHO HE
ce OYAKBA MOHTCAYKACT Aa NpOMEHH 3HAUHUMO MeTabomu3Ma HA JIeKapCTBCHHUTEC TNPOAYKTH,
MeTaGOMMIMPAHM OT TOZH SHIUM (HAND. MAKITHTAKCE], POIHTITHTASOH H penariHaHH).

In vitro Mpoy4BaHHA ca MOKA3a/iH, Y€ MOHTEIYKACT © cyberpar Ha CYP 2C8 u B mo-mMasiko 3Ha'HMA
creried Ha 2C9 u 3A4. IlpH KIMHHYHO Npoy4BaHe Ha JICKAPCTBCHH B38HMOAEHCTBHA, BKJIIOYBALIH
MOHTENYKacT M reMpuOpoIni (HHXHOHTOP HA CYP 2C8, xakto ¥ Ha 2C9), reM$uOpO3HI NOBHINABA
CHCTEMHATA €KCIIOZMIMA Ha MOHTEMykacT ¢ 4,4 msTH. He ce Hamara KOpeKums Ha obuyaiiHaTa HO3a
MOHTENTYKACT IPH €AHOBPEMEHHO IPHIICKEHAE C reMpuOpO3II WiK APYTH MOIMHH nrxuburopu na CYP
2C$, HO NEKAPAT TPAGEA /1A € HAACHO C NOTeHIManNa 32 YReAN'ABAHES Ha HEXECNAHUTE PeAKLIMH.

B3 OCHOBA Ha in vifro AaHHH, KNHHHYHO 3HAYHMH JIEKAPCTECHH B3AMMOJEHCTBHA C NO-MAJIKO MOIIHH
unxuburopy Ha CYP 2C8 (Hanp. TPHMETONpPHM) He Ce OHAKBAT. EaHOBPEMEHHOTO MPHIOKCHHE Ha
MOHTENYKAcT ¢ HTPAKOHA30J, MOIICH wxuburop Ha CYP 3A4, He € nmoBeso A0 THAYUTEJIHO
yBeHMYaBAHE HA CHCTCMHATA EKCTIO3HLAA HA MOHTCIYKACT.

4.6 WepraanTeT, GpeMEBBOCT B KbpMERe

bpemennocm

[TpoyuBaHHSTa MIPH XKHBOTHH HE CA MOKAAIH BPCIHH etekTH MO OTHOMICHHE HA OGPEMEHHOCTTa HIIH
eMGPHOHANHOTO/DETATHOTO PA3BHTHE.

JlanHKTe, CHOpAHK OT MyOMHMKALHMH 32 NPOCICKTHBHH W PETPOCHEKTHBHA KOXOPTHH NpOYYBAHHA 3a
OLEHKA Ha TojieMM BpOAEHH AepeKTH NpA ynorTpeba Ha MOMTENYKACT NpH OpeMeHHH JKeHH, He
YCTAHOBSABAT PHCK, CEBP3aH C NEKAPCTREHHA NPOAYKT. Hanpusure NpOyuBaHUA WMAT OrpAHWUCHMI,
CEBP3aHH ¢ METOAONOTHATA, BIJHOYHTEHO MANKA U3CIe/BaHA HIBAJIKA, cubupane Ha PETPOCTICKTHBHH
[aHHH, B HAKOM CIy4aH, H HECHIOCTABHMH KOHTPOIIHH IPYTIH. |

MOIHPIQIIYKRCT MOKe ZIa Obc H3MOJ3BaH MO BpeMe Ha OpeMeHHOCT CaMoO B cayyaif Ha KaTeropHyHa
HeOOXOAUMOCT.

Kvpmene

MsnuTBauuATa NpH TUVEXOBS €& MOKS3ANM, e MOMTEIYKACT CC CKCKpeTvpa B KLPMATA (BHKTE TOUKA
5.3). He & W3BECTHO [N MOHTETYKACT/HErOBHTE METaBOIMTH Ce EKCKPETHPAT B HOBOLIKATA KBPMA.
MoHTesykacT Moxe Aa 6blie H3NoN3BaH OT KbPMELIH MAHKH CaMO NPH KaTeroputta HeOOXOAMMOCT.

4.7 EdexTa BBpxy cuocofrocrTa 3a mojupane u paboTa ¢ MAlIHHE

MONTENYKAcT He TOBJHABA WIH MOBIMAB2 B MpeHeOpexHMa CTENEH cnocOGHOCTTA 3a mMOjUpane K

paboTa ¢ Mamnunn. Brnpei ToBa, B MHOTO peaKn Ciyuai NALMSHTHTE cHO0UIABAT 32 ¢ Wi
CBHJIUBOCT.




4.8 Hexenanns JeKapCTBeHH peaKiaH

MOHTEIYKACT € OLEHSBaH B KIMHMYHM M3MIHTBAHWA NMPH DALMCHTH C NEPCHCTHPAINA ACTMA, KAKTO
cleBa:

« 10 mg dunmupann TabneTky npu NpRGIH3MTENHO 4 000 su3pacTHy ¥ FOHOUWA Ha BL3PACT HA H
Hap 15 ronuuu,

« 5 mg TaGneTkH 3a ApBUCHE MpH npuGnusurentHo 1 750 meAMATpHUHU AAIHCHTH HA BB3pACT
mexny 6 i 14 ronuHH; B

¢+ 4 mg Tabnerku 3a AbBUeHe NpH 851 MeAUATPHIHH NALHCHTH MEMLY 2 M 5 roAuHH.

MOHTENYKACT € OLCHABAH B KIHHHYHO MpPOYYBAHE NPH MALMEHTH © MHTCPMHTEHTHA a4CTMAa, KAKTO
cnenpa:

+ 4 mg rpadyiH U TaDIeTKK 38 ABBYCHE TIPH 1038 nendarpHYHM TALHCHTH MEXKAY 6 Mecena u 5
TOJMHH.

CnefHMTe NeKapCTRCHO-CBBP3aHM HEMENAHW DEaKiMy ca crobmapanu decto (21/100 no <1/10) B
KIHHHUHH H30HTBAHMS NPH aCTMATHYHM TALMEHTH, JIeKyBAHH C MOHTENTYKACT, H ¢ [O-BUCOKA 4eCcTOTA
npH NAlLKEHTHTE Ha Iauedo:

HeauaTpRIHE Heanarpuins
Buspacrud u NAUHEHTH OT NANHEHETH 0T
IOHOUIH HA 6 no 14 roannn 2 Ao S roxHHA
1S u mosete (enmo 8-cenmutmo | (eaBo 12-ceammano
CucTreMo-oprafies Kiac roannu (ase 12- pommTRaHe: 0=201) | HInWTBAuE; N=461)
CeAMMTLHM (nBe S6-ceamuunn | (eauo 48-ceamuuHO
| HINHTBAHKL; HINATBAHHN] winurBage n=278)
n=795) n=615)
HapymeHHs H& HCDBHATR IABOBOITHE rapoBoIRe
CHCTEMA
Cromamso-4peBHH KopeMa 6 kopenua Gonka
| HapYUIeHHS
O6uy HapyuieHns H ePpeKTH —
Ha MECTOTO Ha HpHJIOKeHHEe

C NPOIXLIDKABAHE HA JIEUCHWETO B KIMHHYHWTC M3THTBAHMA NPH OFPARHMHCH Opoli maumeHTd A0 2
FOIMHM 38 FL3PacTHMTE U A0 12 Mecena 38 NEAMATPHUHM NAUMCHTH HA BL3PACT MENY 6 1 14 roguum,
npodueT Ha Ge30NACHOCT He CE & IPOMEHHIL.

KyMmynaTueHo, 502 NeJMaTPHUHM MAUHMEHTH Ha BB3PACT MEXNY 2 H 5 rogHHY ca OMIH JIeKyBaHM C
MOHTEJTYKACT 3a Hail-mManko 3 Mecena, 338 3a 6 mecena H 534 nauMenTH 3a 12 Meceua win noseve. C
NPOABL/DKABAHE HA IEYEeHHETO NPOMITET Ha 6€30NAaCHOCT IIPH TE3K MALMEHTH ChIUIO HC CE & TIPOMEHHI.

AOJHYCH CITHCHK Ha H

HesxenanuTe peaKiiH, ChOOMIEHH IPH NOCTMAPKETHHTOBA YNIOTpeba, ca n3Gpoern B TabiMIaTa NO-AOITY
IO CHCTEMO-OPTaHeH Kiac M TCPMHMH 3a crneimuuHa Heenana peakims. Kareropwure HecTora ca
HIUKCNEHH Ha §a3aTa HA CHOTBETHUTE KIMHWYHHN M3IHTBAHMS.

%Cumuo-opman KAAC Hewenann peaknun

Mindexuan n nudecraLim ViH}EKLMS Ha rOPHHTE AHXATCITHH

obTImA

HapyineHus Ha kprBTa H

[NorHImeHa CKIOHHOCT KBM




AuM(HATA CHCTEMa

i

KbpBEHE

TpombGoLHTONEHHA

MHoro peaxH

HapymeHus Ha KMyHHaTa
CHCTEMA

Peaxipau Ha

CBPBXYYBCTBHTE/IHOCT,
BKJIIOYMTEJIHO aHA(QHIAKCHA

HeuecTH

YepHoapoGHa e03HHOpHIHA
HHpUITTpAHL

MrHoro peak4

r

TTcHXHMYHH HapYLIEHHS

HapyiieHHs Ha CbHA,
BICTIOMMTENHO KOLLIMAPH,
OeschHHE, COMHAMOY/TH3IEM,
6e3noKORCTRO, BB30Yya,
BKJTIOUHMTETHO arpeCHBHO
ropeJeHUE WK BpKACOHOCT,
AETpecHs, ICHXOMOTOpHA
XMIIEPAKTHBHOCT (BKIIOYMUTCIHO
pa3ApasHUTETHOCT, TPEBOXKHOCT,

TpeMop®)

HeuecTH

HapymeHus Ha BHHMaHHETO,
HapyLICHUA Ha NAMETT8, THK

Penxu

XamoUuMHALMH, Je30PHEHTALIHA,
MMCIIH 38 caMoyOHICTBO H

KbM caMoyOHiicTBO), 0OCECHBHO-
KOMITYJICHBHH CHMIITOMH,
33eKBaHE

CYHUMAHO NMOBEASHNUE (CIVIOHHOCT

MHoro peakH

HapyuieHHA Ha HEpBHaTa
CHCTEMA

CreTOBBPTENK, CHHIHBOCT,

napecTe3us/XHnoecTe3ns, repuoBe

Heuectu

ChbpaeyHH HapylIeHHA

ITanrmuranuu

Peaxn

PecnHpaTOpHH, TPBAHH H
'MeIWACTHHATHHM HAPYIICHHA
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(BrokTE TOUKA 4.4)

CHHAPOM Ha Churg-Strauss (CSS)

MHoro peaxH

BenoapoGHa e03MHOGIIHA

Mruoro peakH

bmuamno-qpenﬂu HapyUICHHs

Tluapust, Manene?, Mosprianet

CyxoTa B YCTATA, JHCTICTICHA

Heuectt

' XenatoGuIHAPHH HapYIIEeHHS

[ToBHIIEHM HHABA HA CEPYMHMTE
tpaHcamuHasH (ALT, AST)
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XenaruT (BKIIOYMUTETHO

M CMECEH THII YepHOAPOOHO
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XO0NeCcTaTHUYCH, XEeNaToLCIYnapeH,

MHOro peaxu

HapymeHus Ha KOXaTa H
NOAKOXHATA THKaH
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KpuBOHacAAaHUs, YPTHKAPHA,
NpYpHTYC
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Epurema HOTO3YM, EPHTEMA MHOTO peki
MyrTHGOpME

Hapymesna Ha MyCKyTHO- ApTpanris, MHAIIHA, Heuectu

CKeJIeTHATA CHCTEMA BIUNIOYHTEARO MYCKYHH KpaMny

Che/IMHUTENHATA ThKAH

'Hapymenys Ha 6b6pennTe M EHype3a npd AeLa Heuyectn

NHKOYHHTE [ThTHILA |

O6LuM Hapywennua i edexrn Ha  |TIHpexcus® YecTH

;m Ha [IPHIIKCHHE AcreHus/Hiromenuse, pusntecko {(HevecTd

} Hepa3NONIOKEHHE, OTOK

#KaTeropsa 4eCTOTA: ONpefelieHa 3a BCAKa HEXe/IaHa PEakipii OT 4eCToTaTa, crobiuena b bazata AaHKH
Ha KIMBHYHMTE W3MMTBaHMA: MHOro vectH (Z1/10), vectn (=1/100 a0 <1/10), HeueCTH (=1/1 000 no
<1/100), pemxu (21/10 000 o <1/1 000), muoro penxu (<1/10 000).

"Tasy HEXENAHS PEaKiwR, CHOGUICHA KATO MHOMC YecTa NpH NAIMEHTH, [pHEMARH MOHTENYKACT, €
chOBIEHE | KATO MHOTO UeCTa [IPH NAUMEHTH, IPHEMANTH [IAuelo B KITHHMHHTS HINHTBAHHA.

1Ta3u Heenana Peaxius, CHOOLICHA KATO YECTa NPH NaLHeHTH, NPHEMaTH MOHTEIYKACT, © choOleHa H
KAaTO Y4ECTA NPH NaLMEeHTH, NPHEMAH wiane6o B KIMHHYHHTE H3THTBAHHA.

|

SKaTeropus 4ecToTa: peaKH

CrofinaBate Ha IORO3HPAHU HEKENAHH PEAKIHH

CpoOMWEBAHETO Ha TIOAOZHUPAHH HEXCEIaHH PEAKIHM CNIC] pa3pelllaBaHe 3a ynorpeba Ha NEKAPCTBEHHA
NPOAYKT € BakHo. ToBa NMO3BO/IABA Jla MPOABIDKH HAOMOAEHHETO HA CHOTHOWIEHHETO T0JI38/PHCK 34
NEKapCTBEHHA MpoAyXT. OT MEAMUMHCKHTE CHELAAIMCTH CC H3HCKRA /1A ChOOIABAT BCAKA 0A03HpaHA
HeXXe/IAHa peakiiA Ypes HALMOHAIHATA CHCTEMA 33 ChoOUIaBaHE:

3 rrunHMTETHA areHLHA N0 ACKApCTBaTa

yn. ,,JlamsaH T'pyes” Ne 8
1303 Codns

Ten.: +35 928503417
yeGca#iT. www.bda.bg

4.9 Ilpepozupane

[IpH WAMMTBAHMA 32 XPOHHYHA 4CTMA, MOHTENYKACT ¢ MPWIAraH Ha BRIPACTHH MAUMEHTH B no3u Ao
200 mg/aAHeBHO B MPOAL/DKEHHE HA 22 CEIMHUM K B KPATKOCPOUHH H3NUTBAHHA - 710 900 mg HHEBHO Ha
nauMeHTH 38 NPUOAUINTENIHO eHA CCIMHIA 6e3 KIMHHYHO 3HAYHMH HEXeNaHW peakLiMH.

OT NOCTMAPKETHHIOBHA ONHT H KJIMHWYHHTE HW3NHTBAHMA MMa CHOOUICHHA 32 OCTPO MPENO3UPAHE C
moHTenykact. Te BKMOHBAT CHOGIIEHMA TMPH BB3PACTHH M Jeua ¢ A03H OT 1 000 mg ¥ MO-BHCOKH
(npuGmusnTenHo 61 mg/kg mpu 42-meceuno nere). HabniofaraHuTe KNHHIHYHA KAPTHHA M nabopaTOpHH
peay/ITaTH Ca B CHOTBETCTBHE ¢ Ipoduia Ha H€30MAaCHOCT NPH BB3PACTHH M NEIHSTPHYIBH NALACHTH. B
[10-FONSMATA YaCT OT CHOBLICHHATA 3a NPe03UPAHE HE € HMATIO HEXENaHH CHOUTHA.

CHMITIOMH Ha 1IpeAo3UpaHe
Haji-uecTo HAGMOJABAHWTE HEKENEHM CHOMTHA CA B CHOTBETCTBHE ¢ MPOQA
MOHTENYKaCT M BK/HOYBAT KOpeMHa Oosika, COMHONEHTHOCT, XKIa, I
NCHXOMOTOpHA XUNEPPEAKTHBHOCT.




yeHue Ha 0 3R
Hama cneumdiyHa ungopMaiid 3a JeHeHHETO NPH MPeo3HPaHE Ha MOHTETyKacT. He € H3BecTHO JAIH
MOHTENTYKACT Ce IHATH3HPA NIOCPEICTBOM NEPHTOHSATHA WIIH XeMOAMATHIA.
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5.1 ®apMaKoAHHAMHYEH CBOHCYBA

dapmaxoTepaneBTH4YHa rpyna: JIeBKOTPHEHOBH pelICIITOPHH aHTAFOHUCTH
ATC xoa: RO3D C03

ex M_Ha ACHCTBHE
L{ucTeHUN-IEBKOTPHCHHTE (LTC4, LTD4, LTE4) ca MOINHH BB3NAIHTCAHA elKO38aHOKOH, KOMTO C€
0CBOGOHCIABAT OT PANIMYHH KIIETKH, BKIIOYHTENHO MACTOLMTHTC H eOSHHO(HIHE I'PaHy/IOLMTH, TeaH
BOKHH NPO-aCTMATHYHH MCEIHATOpH C€ CBBp3BaT ¢ [JMCTECHWI-JIEBKOTPHEHOBH PeHCNTOPH (CysLT),
pasNoNoKEHH B [JHXATENHATE MLTHIlAa TpA HOBeka H APUUMHABAT PCAKIMH, BXKIOUUTEIHO
6pOHXOKOHCTPHKIMA, CIIY3HA CEKpeLs, BaCKynapeH nepMeaGHIMTET H CTPYTIBAHE HA €03HHODMIH.

dapMaxoAHHAMHYHH €PEKTH

MOHTEYKacT ¢ aKTHBHO BEIIECTBO, KOETO, TPHJIOKEHO NEPOPATHO, CO CBLP3BA C BHCOK AQHHUTCT H
cenekrusHoct KkbM CysLT1 penenropa. B KIMHMYHH HM3NHTBAHMA MOHTETYKACT uHxHOMpa
OpPOHXOKOHCTPHKLIMATA, ABIDKAINA CC HA HHXATHpaH LTD4 B nosy ot S mg. B paMkuTe Ha 1Ba 4aca Clell
NEPOPANTHO NPUAGKEHHe ce HaGmonasa GPOHXOMNATALMA. BpoHXOAMIATHPALIMAT eeKT, TPEAH3BHKAH
OT P-aroHMCTMTE € aAMTHBEH Ha TO3M, MPEAH3IBHKAH OT MOHTEIYKACT. JleseHUETO ¢ MOHTEJIYKacT
MHXHGHPa GPOHXOKOHCTPHKLHATA, NPEAH3BHKAHA OT AHTHTeHHA TPOBOKALIHA, KAaTO B pAHHATA, TAKA H B
kbcHaTa aza. MOHTeNyKacT, B CpPaBHCHHE C mwianeGo, HamanABa Opod Ha €O3UHOQWIMTE B
nepridpepHaTa KPBHE MPH Bb3PacTHH H NEAMATPHYUHH NALHCHTH. B oTOenHO H3MKWTBaHe, JICYEHHETO C
MOHTENYKACT © JOBENO 1O 3HAUMMO MOHMKeHwe Ha Opox Ha e03nHOGMIUTE B JUXATENHHTS MbTHILA
(onpepeneHo B xpauxa). [Ipy BE3pACTHH H ICAHATPHYHH NAUHCHTH OT 2 no 14 rogMiIHa BBE3PACT,
MOHTEKY/ACT, B CPaBHCHHE ¢ Maiedo, HaMaLABa eo3suHOHAKTE B NepH(epHATa KPBB, KaTO nonoOp#aBsa
KOHTPO/Ia Ha aCTMATA.

Knnuuuna edrxacHocT ¥ Gesonacnoct

B v3nUTBAHMS MPH BH3PAcTHH, 10 mg MOHTENYKACT BEAWLXK [JHEBHO, B CPABHCHHE © wanebo, € noKa3an
3HAYHTENIHO MoAoGpeHHe B CYTpeIHKMTe CTOHHOCTH Ha QOPCHPAHHA EKCNMpPATOpPEH obeM 3a MHHYTA
(FEV) (10,4% cnpamo 2,7% npomMsaHa OT H3XOAHHTE CTOMHOCTH), CYTPEIIHATA CKOPOCT HA MTHKOBHA
excnupatopen nebur (AM PEFR) (24,5 l/min cnpsmo 3,3 /min npomsHa COPAMO H3XOJHHTE
CTOHHOCTH), KAKTO H 3HAYHMO HaManaBaHe Ha obmiara ynorpeba Ha f-arOHHCTH (-26,1% cnpsamo -4,6%
NPOMSHA OT W3XONHHTE CToHHOCTH). Iloao6penHeTo B CHOOIIABAHHTE OT MALMCHTHTE CHMITTOMH npes
NEHA W HOUITA € GO IHAYHTENHO NO-AO6pPO OTKOIKOTO NPH MIaLe6o.

M3nuTBAHMATA TPH BB3PAcCTHH Ca NOKa3almM CnocOGHOCITAa HA MOHTE/IYKACT /ia NOMBIBA FIIHHHYHHA
edbeXT Ha HMHXANATOPHHS KOPTHKOCTepouj (% NpOMAHA OT H3XOJHMTE MOKAasaTe/H 3a MHXANATOPCH
GeKIOMETa30H IUIIOC MOHTEAYKACT CIpAMO OEKNIOMETA30H IO OTHOWICHHE HA FEV1: 5,43% cpeiny
1,04%; ynorpeGa Ha P-aromuct: -8,70% cpemty 2,64%). CpaBHeH ¢ HHXANATOpCH GeKNOMETa30H
(200 MukporpaMa Ba ITHTH JHEBHO ¢ HeOYNM3arop), MOHTEIYKACT € ACMOHCTPHpal no-0up3 HA4AIEH
OTrOBOp, BBOPEKH 4Ye 3a 12-CeaMHYHO H3NHTBAHE OEKIOMETA30H OCHrypARa no-nobsp cpeaeH
tepaneBTHYeH edexT (% NPOMAHA OT W3XOJHMTE NOKA3ATENH 32 MOHTENYKACT CIPAMO DEKIOMETAI0

choTReTHO 3a FEVI1: 7,49% cpenty 13,3%; ynotpeGa Ha P-aromMcT: -28,28%
Bonpexy TOBa, B cpapHeHKe ¢ 6SKI0METa30H, BUCOK NPOLSHT OT NAUMCHTHUTE, JiC)
ca NOCTHIHANM NOOGHM KIHHHYHA OTToBOPH (Hanp. 50% OT namMeHTHTe JCKy
nocturatr nopoSpense psp FEV1 ot nmpubmmurento 11% unH nopeye Hap




nokaro npubnuavrenso 42% OT NauMEHTHTE TPETHpaHH ¢ MOHTEJYKacT Ca NOCTHIHAIM ChUIHA
OTTOBOP).

B 12-CeMHYHO MIAUeB0-KOHTPOIMPAHO H3HTBAHE NPH TEAHATPHIHH NAIHCHTH Ha BB3pacT MEXKAY 2 H
5 rOIWHEY, MOHTEYKACT 4 Mg BEAHEK JHCBRO T nopoSpH NoKA3ATeNHTe 38 KOHTPOI Ha acTMaTa B
cpaBHeHue C IUlalebo, HE3aBHCHMO OT CHITETCTBALIATA KOHTpOJIHA Tepanmus (HHXaNaTopHu/
HeGYNH3MPAHH KOPTHKOCTEPOMAH HITH HATPHER kpoMoraukar). lliecTaeceT MPOUCHTA OT NALMEHTHTE He
ca 6MAM Ha APYra KORTpOIHa Tepanua. MoHTeyKkacT € oGP JHEBHHTE CHMITTOMH (BKIIIQHHTE/IHO
KaLLTMLA, XpHToBe, NPOGAEMH C JHIIAHETO M OTPAHHYCHHI HA di3MuecKaTa aKTHBHOCT) H HOLIHHTE
CHMITTOMH, B cpasHenye ¢ nnauebo. OcBeH TOBA MOHTSITYKACT © Hamanwi ynorpebara Ha -arOHHCTH
"NpH HyxAa" H MPHIIOKEHHETO Ha KOPTHKOCTCPOHIH NpH RJIOLIABAIIa Ce 8CTMa, B CPABHCHMS C
mnaueGo. TlaLMeHTHTe HA JIEUEHHE ¢ MOHTEYKACT ¢& HMANH NOBEHS AHH fe3 aCTMATHYHK CHMITTOMM, B
CpaBHEHHE C TE3H, NOTy4aBaIH iane6o. TepanerTHueH eeKT € G NOCTHIHAT OllIC ¢ ITLPBATa A034.

B 12-Meceuno miane50-KoHTPOIMPaHO U3MHUTBAHE MIPU NEAUATPHYHH NALHCHTH Ha BB3PACT MeXay 2 H
5 rOMMHH C JIEKA ACTMA M SMH30AWYHM eK3auepOaly, MOHTEITYKACT BEHEK HCBHO 4 mg 3HauMMO (p=<
0,001) e peaynHMpan roAMIIHATA YECTOTA Hi SIM3ONMTE Ha exsaniepbaums Ha acrmara (EE), B cpaBHeHHe
¢ mane6o (1,60 EE cnpamo 2,34 EE, ¢10TBeTHO), [EE ce ompegens KaTo = 3 MOC/ISAOBATE/IHH AHH C
JHEBHH CHMITTOMM, M3HCKBALIM NMPHIOKCHHE Ha P-aroHHMCT, WiIH KOPTHKOCTepOHIH (nepopanHi WiIH
MHXANMATOPHH), HIIH XOCIMTA/IH3ALHA 34 acTMa]. [TpOLIEHTET HA HaMaIIBaHe B NOAHIIHATA EE uyecroTa €
6w 31,9% c 95% nopepurenen hHreppan (CI) ot 16,9; 44,1.

B nnaneSo-KOHTPOJMPAHO MpOYYBAHE NPH NEAMATPHYHHM NALHCHTH MEAKIY 6 mecena H 5-roaMuiHa
BB3PAcT, C MHTEPMHUTEHTHa ACTMA, HO 6e3 NepCHCTHPAILR ACTMA, JIEYEHHCTO © MOHTETYKAacT € MPOBEJEHO
B MPOAB/DKEHHE Ha 12-MeceueH NEepHO, WIH KaTo CXeMa o1 4 mg BeAHRK AHEBHO, HIH KATO NOpCAHLIA
ot 12-pHeBHH KypPCOBE, KATO BCEKH €HH OT TAX 3ano4desa B HAYATIOTO Ha enmM30j] Ha WHTePMHUTEHTHH
cummromn. He e HabmonaBaxa 3HAYMMA PA3NTHKA MEXKAY NAUMCHTHTE, NCKYBaHH C MOHTENYKACT 4 mg
unu manebo npa 6pod Ha aCTMATHUHHTE CIH30MM, 3aBBPIIBALM ¢ ACTMAaTHYEH MPUCTH, OfpeENENCH
KaTO ENH304 HA ACTMA, M3HCKBALL H3NOJ3BAHE HA 3APABHH PECYPCH, KATO HANPHMED HETLIaHKPAHO
nocelleHue B JIEKAPCKH KaOMHET, CrnellHA TMOMOI HIIH GONHMNNA, WIHM Jie¥eHHe ¢ KOPTHKOCTEPONA
nepopaaHO, HHTPABEHO3HO HIH HHTPaMYCKYJTHO.

B 8-ceAMHYHO H3MHTBAHE MPH MEAHATPHYIHM MALMEHTH HA BHIPACT MCEKAY 6 ¥ 14 rogHHH, MOHTEYKACT
S mg BEAHDK JHEBHO, B CPaBHEHME ¢ MNaucbo, IHAYMTENHO nopoOpsBa pecnupatopHara GynKima
(FEV1 8,71% cnpamo 4,16% rpoMAHa OT H3XOAHHTE CTOHHOCTH, AM PEFR 27,9 U/min cnpamo 17,8
/min NpoMsHa OT M3XOJHHTE CTOMHOCTH) K HAMaNeHue ynoTpebara Ha B-arouuct npH HeobxoaumocT (-
11,7% cripamo +8,2% NpoMAHa OT H3XO/HATA).

B 12-MeceqHO W3NMTBAHE, CPABHABAMO ePUKACHOCTTa HA MOHTEMYKacT COpAMO HHXaNaTOpeH
(GAYTHKA30H TIO OTHOLIEHME KOHTPOJIA HA ACTMATa NPH NEAHATPHIHH NALMCHTH Ha BL3PACT Mexay 6 U
14 roIMMH ¢ JieKa IEPCHCTHPALIA ACTMA, MOHTEITYKACT € OHJI He NO-MAJKo epuxaceH OT (IYyTHKA30H NO
OTHOIEHME HA MOBHIIABAHETO Ha MpOHEHTa NHM 6e3 nekapcrsa 3a acTMa (RFDs), MepBHvHATA KpaiiHa
Touka. Cpeano 38 12-MeceyHnd TEpaNeBTHYEH NEPHOA, MPOLCHTLT Ha RFDs ce ¢ noBuwmwi oT 61,6 Ha
84,0 & rpynaTta 2a MoHTenykacT W oT 60,9 na 86,7 B rpynara ¢ dryrukazon. Painukara MexIy ABETE
rpynu B JIC HE3HAYHTENIHO TIOBHILIABA MPOLEHTHT Ha RFDs - 2.8 ¢c 95% CI ot -4,7; -0,9, HO B rpaHHLIMTE
HA MpeABAPHTENHO ONpejeieHHs THANA30H HA HEHH(EPHOPHOCT. W MOHTENyKacT, H (pAyTHKa3OH Ca
nonoGpuiH BapHaGUIAHMTE 3a KOHTPONA BBPXY A4CTMATA, OLCHCHH CNIEX 12-MecedeH TepaneBTHYEH
NEePHOA: |
* FEV1 ce ¢ nopuwn ot 1,83 1 8a 2,09 | B rpynara ¢ rpynarta ¢ MOHTENYKACT H OT 1,851uHa 2,141
B rpynara ¢ qNIyTHKa30H. MexnyrpynoBara pafiukaTa B CPEIHOTO MOBHIISHF I CTORMOCTHTS

1a FEV! no Merona Ha maii-mankure knaapat (LS) ¢ Guna -0,02 1 ¢ 7/ 3,

[TpeapuaeHOTO HE3HAMUTEIHO HAPACTBAHE OT H3XOAHHUTE CTOMHOCTH / DN ¢.0) S-ON fﬁ

B rpynarTa 3a MOHTeJNyKacT H 2,7% B rpynarta, JieKysaHa C ¢ a3f] AWRATE B CPeAN

LS crofHOCTH 3a NPOMAHA CIIPAMO H3XOAHOTO HHBO B ITPOLCHTA, 'i-" * iﬁ?ﬁﬁﬂf@“e 6 1a
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apayuMa; -2,2% ¢ 95% CI ot -3,6; -0,7.

« IlpouextsT Ha jguMTe ¢ ynorpeba Ha P-aroHMCT € HAMAILL OT 38.0 no 15,4 B rpynara ¢
MOHTENYKacT H oT 38,5 Ha 12,8 B rpynaTa ¢ duryTHKa30H. MeXA0rpynoBara pasinka B CpeAHHTS
LS cTOMHOCTH 3a TIPOLICHTA AHH C P-arOHKCT € Gwia 3mauuma: 2,7 ¢ 95% Clor 0,9, 4,5.

¢  [lpolieHTHT Ha MAIHEHTHTE C ACTMATHYCH HPUCTBII (neduHMpaH KaTO NEPHOA HA BIIOLIABAHC Ha
ACTMATA, KONTO WIMCKBA [UeHHe C TEPOPAIHH CTEPOHMH, HENPEABHACHO TOCEIICHHE npu
neKap, nocellieHye Ha CreLleH ICHTLP WK xocnuTanmzauma) e 6mwn 32,2 B rpynara Ha JICUCHHE C
MOHTENTYK4acT # 25,6 B rpynaTta Ha JISUEHHE C IIyTHKA30H; PaIAKATA B CHOTHOLICHHETO Ha
peposTHocTHTe (95% CI) ¢ G1na 3HauKMMa: paBHa Ha 1,38 (1,04; 1,84).

»  TIpoLeHTHT Ha NAUHEHTHTS CHC CHCTEMHA ynorpeGa Ha KOPTHKOCTEPOHAH (rnaBHO NEPOPATHH)
1o BpeMe Ha W3THTBaHMA nepuoa ¢ 6w 17,8% B rpynara ¢ MmorTeykact u 10,5% 3a rpynara na
¢uryTHKazoH. PasmukaTa MEXIY IpynHTe B CPCRHHTE LS crofinocTH ¢ 6wia 3Haunma: 7,3% ¢
95% Clor2,9; 11,7.

B 12-ceqMMYHO M3NMMTBAHE NPH BH3PACTHA (MAKCHMANHO NMOHIKCHUE HA FEV1 22,33%s rpynara Ha
MoHTeayKacT crpamo 32,40% sa mnaue6o; BpeMe 32 BEICTAHOBABAHE B paMKHTe Ha 3% OT H3XOAHHTE
crolioctH Ha FEV1 44,22 mumyrs cnpaMo 60,64 MHHYTH) € Omino JEeMOHCTPHPAHO 3HAYHMO
[oHIKeHHe B GPOHXOKOHCTpHKIMsTa NpH youme (EIB). To3u edext ¢ GHN NOCTOSHEH npes nenui 12-
ceMHYeH NepHol Ha uimuTeaHero. ITormkenwe B EIB e GWIO JAEMOHCTPHPAHO M NIDH KPaTKOCPO4HO
HANWTRAHE Ha MeAMATPHUYHA NalMenTH mexay 6 u 14 roguuu (MAKCHMATHO MOHIKCHHE HA FEVI
18,27% cnpamo 26,11% 3a mnaneGo; Bpeme 3a BBICTAHOBABAHE B PAMIHTC Ha 5% OT U3XORHMTE
croligoctH Ha FEV1 17,76 mun. cupamo 27,98 muH.). EdexTsT M Npd ABETE HINWTBAHMA © G
JeMOHCTPHPAH B Kpas HA HHTEPBala Ha AO3HPAHE BEIHBHK JIHCBHO.

[Ips aCIMPHH-YyBCTBMTE/IHM OAlHEHTH C aCTMa, ModydaBaliy eHOBPEMCHHO HHXATATOPHH M/MITH
NEPOPATHE KOPTHKOCTEPOH/H, IEHEHHETO C MOHTENIYKACT, B CPABHEHHC C maneto e 1oBeso A0 3HAYHMO
noaobpeHne B xoHTpona Ha acT™ara (FEVI 8,55% cpemy -1,74% mpoMiHa OT H2XOAHUTE CTOMHOCTH ¥

HamaleHHe B obwara ynorpeGa na B-aroHucTd -27,78% cpeury 2,00% npoMaHa OT HIXOAHMTE
CTOMHOCTH). |
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Abcopbyua:

Crefl NepopalHoO MpHIoNeHHe MOHTeNyKacT ce abcopbupa 61pao. 3a dpunmupanure Tabnerkn ot 10 mg
CpeHATa MHKOBA IUIA3MEHA KOHUCHTpALHA (Cmax) ce goctura TpH 4aca (T max) ciex NMpHIOKESHHETO
np BLIPACTH Ha DiagHo. CpesHata OMOHAMAYHOCT CHNEA NEpOPANHO npunoxetne ¢ 64%.
Iepopanuara GuoHamayHOCT U Cmax He ce NOB/MABAT OT MpHEM Ha CTAHAAPTH3HpAHA TIOPIIHA XPaHa.
Be30NacHOCTTa M SPHKACHOCTTA ca G N0Ka3aHH B KITMHHYHH M3NKTBAHHA, IDH KOHTO GUIMHpaHHTE
tTa6nerxu ot 10 mg ca mpHNaraHH HE3aBHCHMO OT BPEMETO HA XpaHeHe.

34 TabJieTKHTE 33 ALBYeHE ot 5 mg Cmax ce JOCTHIa 3a /iBa 4aca Cfe/l MPHIAraHeTo Npy Bh3pacTHH Ha
rmagHo. Cpeanata GHOHATHYHMOCT CN€A NEPOPAIHO MpunoxeHHe € 73% u HaMandea 1o 63% ot
CTaHAAPTH3Hpana NOPLHA XpaHa.

Cnel NpUIOKEHUE HA TAGNETKH 33 ABBYEHE OT 4 INg Ha NEAHAaTPHYHH NALMCHTH HA BE3pACcT MEXAY 2 M
5 TOAWHH, Ha [NIAHO, Cmax ce nocTHra 2 4aca cien npunokenue. Cpeanoro Cmax e 66% no-BHCOKO
noxaTo cpeanoro Cmin € NO-HHCKO OTKOJIKOTO NMpH BE3PACTHH, IpHEMAIITH tabaerku ot 10 mg.

Pasnpeoenenue:
MOHTERYKACT ce CBBp3Ba moBeye OT 99% ¢ MnaIMeHMTe MPOTEHHH. ObembT
CTALHOHApHO cheToAHME (steady-state) moctura 8-11 nutpa. UsnuTpaHMATa,
PAMOMApKUPAaH MOHTEIYKAcT, Ca I0Ka3aid MHHUMAITHO NPEMHHABAHE HA

OcpeH TOB3a, KOHLEHTPAlMMTe Ha PaJHOMAPKHPAHOTO BELIECTBO Ha
MHHHMAJIHH K BBB BCHYKH ADYTH TbKaHH.

NieJieHne B




Buompancgopmayun.

MoHTenykacT ce Merabonu3upa B rojiiMa CTCMCH. B M3NMTBAaHMA C TEPANEBTUYHH JO3H, NIIAIMEHHTE
KOHLECHTPALMM Ha MeTaGONHTHTE HA MOHTEYKACT HE Ca HIMEpPHMH B CTALUMOHAPHO CHCTOAHHE [IPH
BL3PACTHH H AcLA.

I{uroxpom P450 2C8 € OCHOBHMAT CHIHM B MeTabomuaMa Ha MoHTeykact. OcseH Toa CYP 3A4 1 2C9
MOraT J1a MMAT MUHHMAJIEH NIPHHOC, BBIIPEKH Y€ 32 HTPAKOHA30, unxuouTop Ha CYP 3A4, e noka3saHo,
ge He NPOMEHd (papMaKOKHHETHUHMTE CTOHHOCTH HA MOHTCIYKacT IpH 3ApABH MALMEHTH, KOHTO Ca
npuemand 10 mg MOHTENMyKacT JAHEBHO. BL3 OCHOBA HAa in vitro pe3yiATaTH B YOBCUIKH yepHOAPOOHK
MHKPO30MH € YCTAHOBEHO, Ye TEpaNcBTHYHATA MIA3MCHA KOHLCHTPAIINA Ha MOMTEIYKACT He nHXuOnpa
uutoxpomu P450 3A4, 2C9, 1A2, 2A6, 2C19 ann 2D6. IlpHHOCHT Ha MeTabonuTHTE 34 TepanesTHIHNA
eheKT Ha MOHTENYKACT ¢ MHHHMANCH.

Erumunupane.

[Ipu 32pSBM BHIPACTHM, IIA3MEHMA KIMPBRHC H& MOHTIYKACT € CPE/AHO 45 ml/min. Cnex nepopanHa
[03a HA pagHOMapKHPaH MOHTETYKACT, 86% OT palMOaKTHBHOCTTA C€ OTKPHBA B H3MPLKHEHHATA HA 5-1
nen H <0,2% - B ypunara. Topa, 3ae¢QHO ¢ oNpele/ieHaTa nepopaiHa OMOHAIMYHOCT I10KA3BA, He
MOHTEJIYKAacT H MeTabONHTHTE My Ce EKCKPETHPAT OCHOBHO Mpe3 HUTHYKATA.

Creyuaanu 2pymu nayuenmu:
He ce Hanara KOpeKIHs Ha [03aTa NMpH NALUMEHTH B CTAPYECKA BE3pAacT HWIH nexa A0 YMEPEHO TekKa

yepHOAPOOHA HenocTaTHYHOCT. He ca npopexany W3NHTBAHAA TIpH nauHeHTH ¢ OBOpeuHo YBpexARHE.
Tsil KATO MOHTENYKACT H METabOnMTHTe My Ce SIMMHHHPAT TpPE3 XKILYKATa, HE CO OYaKBa Ia €
HeoOXOAMMA KOpeKIMA Ha J03aTa NpH NAUKEHTH C© GpOpeunu yepexcianmua. Hama nanmM 3a

$apMAKOKMHETHKATA HAa MOHTENYKACT TIPY NAUMEHTH ¢ TCKKA yepHOAPOOHa HeNOCTATBUHOCT (Child-
Pugh crened >9).

[Tpu BuCOKH A03M MoHTemykacT (20- u 60 meTH Ham MpemopbLHAHATA #o3a 34 BE3pacTHH), €
HaGmONaBAHO NMOHIDKEHHE Ha TUIA3MEHATA KOHLUEHTPALMA HA TEOMHIHH. Tosu eekT He ¢ HabmogaBaH
pH NPETIOpHYHTENHATA J03a OT 10 mg BEAHEK JHEBHO.

5.3 IpesxknHRAYHH JAaHBH 38 6€300ACHOCT

Tipu mpoyuBaHHA 38 TOKCHYHOCT NPH XKHBOTHH, Ca HabMIONABAHM HE3HAYHTE/IHH CepyMHH OHOXHMHYHH
npoment B ALT, rmoxosa, $ocdop 1 TPHIIHIEPHAH, KOWTO C& HMAH NIPEXOACH XapaxTep. Ilpu3sHanHTe
HB TOKCHGHOCT TIPW MBOTHMTE ca OHIM YBEJHMYEHO CINOHOOTASNNHE, CTOMAIIHO-YPCBHM CHMITTOMH,
penxku uznpaxHenus u Homen aucGananc. Te ca HaCmoAABAHM TIpM [O3H, ocurypssaumy > 17 meTH
CHCTEMHATA EKCTO3HLMA NPH KIHHWIHATA 1033, [Ipy MaliMyHH HEKENAHUTE NEKAPCTREHH peakulu ca
BB3HUKBAIH TIpH A03M oT 150 mg/kg/anesHo (> 232 meTA CHCTEMHATa EKCTIOINLMA MPH KITHHAYHATA
no3a). B npoyuysaHuA NpH XMBOTHH MOHTEIYKACT HE € 3aCCrHA depTHIHTETA RIH PEMPONYKTHBHATA
CMOCOBHOCT NPH CHCTEMHA EKCTIO3ULIMA, HANBHINABAINA KIHHHYHATA CHCTEMHa CKCIIO3HUMA MOBEte OT
24 mpTH. JIEKO NOHHKABAHE HA TETJIOTO HA HOBOPOJACHHTE € OTOSIIA3aHO NPH H3IC/ICABAHC HA HCHCKUA
deprinuTer npu nbxose npn 200 mg/kg/anesHo (> 69 MHTH KNHHHYHATA CHCTEMHA excriozunua). B
NpOyYBaHHA TNpH 3aHIM, NO-BHCOKA YECTOTA HA HE3ABEPLICHA OCH(MKALAA B CpaPHEHHE CBC
CLOTBETHHTE KOHTPOIHH HBOTHH, ce HaGmonasa NpH CHCTEMHA €KCIIO3MUAA > 24 nbTM Hafd
XIMHMYHATA CHCTEMHA €KCMO3MLMA NpH KIMpgHuMara fosa. He ca HabmojaBaHH AHOMANMH NpH

IIbXoBe. YCTAHOBERO €, 4e MOHTENYKACT IIpeMMHABA IUlalieHTapHara OapHepa M Ce €KCKpeTHPA B
KbPMATS Ha KHUBOTHHUTE,

He ca uabmopapaiu CMBPTHH ClYUau NPY SNHOKPATEH MEPOPAICH NIPUCM HA MG 3u
103 1o 5 000 mg/kg MpH MHMIKA & WIbXoBe (ChoTReTHO 15 000 mg/m’ u 30 !l' I/ ne;
MIEXO0BE), KOETO € MaKCHMATHATR W3nWTBaHA f033. TasH fosa € EKBHBACHTHS 3




npenopbyBAHATa JHCBHA 1032 33 BBH3PACTCH HOBEK (853 ocHOBa Ha Terno or 50 kg mpu BEIpACTCH
MalueHT).

VY CTAHOBEHO €, Y€ MOHTENYKACT He € (POTOTOKCHUCH MPH MHIIKHA 33 B UVA, UVB win BHAHMHA CHIEKTHP

npw 1034 A0 500 mg/kg/nen (mpubmusurenno > 200 MLTH Bb3 0CHOBA HA CHCTEMHATA eKCTIO3MLMA).
MOHTENYKAacCT He € MyTarcHeH mpy in vilro W in vivo TECTOBE, HATO € TYMOPOICHEH MPH rpH3atH.

6. ®APMAIIEBTHYHH JAHHHU
6.1 ChnEChK HA IOMOIHNATE BEMIECTBA
Mauwuton (E421) (SD 200)
Mukpokpuctanya ueryiosa (PH 1 12)
Kpockapmenosa HATpHH

Apomar Ha yepeiny (501027 AP0551)
YepseH xkejle3eH OKCHI (E172)
Acnaptam (E951)

MarHesueB cTeapaT

6.2 Hec¢hbBMECTHMOCTH
Henpunoxumo.

6.3 Cpox Ha rognocT

2 FPOJIHHM.

6.4 Cuenya/jHH ycJOBHS HA ChbXpAHEHHE

Jla He ce chxpanapa Hag 30°C. Jla ce chxpaHABa B OpHIHHA/IHATA ONAKOBKaA, 34 Ia npenmnaid oT
CBET/IMHA M BJIara.

6.5 /lauHM 33 ONAKOBKATA

Onaxosand B OPA-Al-PVC/Al 6auctep:
Buaoze onaxoeku: 7, 10, 14, 20, 28, 30, 50, 56, 98, 100, 140 1 200 Tabnerxu.

He BCHUKM BHAOBE OTIAKOBKH Morar Aa G5aaT IycHaTH B mpoaaxba.
6.6 CuenHanHs npeiNa3HH MEPKA PR HIXBLpAsHEE B paboTa

HeH3noMmBaHKAT JIEKAPCTBEH MPOIYKT WM OTNaXbYHUTE MATEPHANIA OT HEro TPADBA Aa C& HIXBBLPIAT B
CbOTBETCTBHE C MECTHHTE H3MCKBAHHA.

7. TIPHTEXATEJI HA PASPEIIEHHMETO 3A YHOOTPEBA

Accord Healthcare Polska Sp. z 0.0,
ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,
[Tomua




8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEBA

Per.Ne 20110488

9. IJATA HA ITBPBO PAZPENIABAHE/MOJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA |

JlaTa Ha MBEPBO pa3peliaBaHe: 09.08.2011 r.
JlaTa Ha NOCNEAHO NMOAHOBABAHE! 27.09.2017 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Hexemppn 2020 1.




