KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA

USNbAHUTENHA ATEHUMS NO NEKAPCTBATA

Kpamxa xapakmepucmuxa Ha npogyxma - [puaoxenue 1

1. HMME HA JEKAPCTBEHUSA ITPOAYKT

AV NG Ry
Montelukast GSK 4 mg chewable tablets Kem Pez. Ne "Z"/"("k?(’

Montenykact GSK 4 mg Tabnerku 3a AnBUYEHE A ) q
Paspetwerue Ne 9éJ> LBUSZUIO
2. KAYECTBEH U KOJIMYECTBEH CBCTAB LO90006HUB Ne ....vvoovvvvrrec P A

Besika rabnetka chabpika MOHTETyKacT HaTpHit (montelukast sodium), exsuBaneHTeH Ha 4 mg
MOHTEJTYKacT.

IMomomno Bemectro: acnapram (E951) 1,2 mg Ha tabneTka.

3a IBJIHUS CIUCEK HA MNOMOIIHUTC BCIICCTBA, BHXKTE TOUYKA 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka 3a AbBUEHE.

Tabnetku 3a ApBUEHE 4 Mg ca PO30BH, ABOMHOM3MIbKHAIM TabNeTkH ¢ hopMa Ha Kancyna. Tabnerkute
ca ¢ BIuTbOHATO penedHo uzodpaxenne “MIUT” u “4” ot eanara cTpana.

4, KJIMHNUYHU JAHHHA
4.1 TepaneBTHYHM MOKA3AHMS

4 mg TabneTkH 3a IbBYEHE Ca MOKA3aHH 3a JICYCHHETO Ha ACTMA KATO JOMbJIHMTE/HA TEpanus MpH
MalWeHTH Ha BB3PacT OT 2 10 5 FOJMHH C JIeKa 0 YMEPEHO TeXKa MepCUCTHpAIlia aCTMa, YHHUTO
MPOSIBU Ca HEAOCTATHYHO J0OPE KOHTPOJIHMPAHH C HHXANIATOPHU KOPTUKOCTEPOUIH, U MPH KOUTO
KpaTkoaeicTammTe 6eTa-aroHUCTH, NPUIaraHu “NpH Hy»a”, OCUTyPABaT HE3aJ0BOJIUTENEH
KJIMHUYEH KOHTPOJT Ha acTMara.

4 mg TabNeTKM 3a ABBYEHE MOTaT JIa CE U3MOJI3BAT U KAaTO AITEPHATUBHO JIEYEHHE Ha HHXAIATOPHUTE
KOPTHKOCTEPOU/IH, IPUJIATaHHU B HUCKH 103 NPH MAllMEHTH Ha BB3PACT OT 2 10 5 FOJMHH ¢ JIeKa
nepcucTHpalia acTma, 6e3 CKOpOIIHA aHAMHE3a 33 TEXKKH aCTMATUYHH TPUCTBIH, HAJIATAIM TIPUEM HA
NI€POPaTHH KOPTHKOCTEPOU/IH, H IIPH KOUTO € JI0KAa3aHO, Y€ HE MOTaT Ja U3MOI3BaT HHXAIATOPHH
KOPTHUKOCTEPOUIH (BXK. Touka 4.2).

4 mg TabneTKH 3a IbBYCHE Ca [OKA3aHM U 3a MPOGHIAKTHKA HA ACTMA MPH MALMEHTH HA 2 U NOBeYe
TOJIMHU, NPH KOUTO NMpeob/1afiaBallMAT KOMIIOHEHT € GPOHXOCNA3bM, NPEAH3BUKAH OT GPH3UUECKO
yCHIIHe.

4.2 Jl03HpOBKA M HAYHMH HA NPUJIOKEHHE

IepopanHo npunoxeHue.
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To3u JICKApCTBEH NPOAYKT € 3a NPUITIOKEeHUE IIpH A€la o4 POAUTEIICKH KOHTPOJI. 3a acua, KO}&’T/Q\Q af EH [{ﬁﬂ>\

uMar npoGiemu ¢ mpuema Ha Tab/eTKa 3a IbBUCHe, € NOAXO/sIIa rpaHyiupana popma. ./ &

Ho3npoBkara 1pu feua Ha Bb3PacT 2-5 FOAMHH € eaHa TaGneTKa 3a AbBUEHe OT 4 mg JHEBHOZ

Beuep. AKO ce mpuema B GJIM30CT JI0 YACOBETE 3a XpaHEeHe, MOHTENyKacT Tpa6Ba 1a ce npn‘eﬁ’a 1
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4 mg TabneTku 3a TbBYEHE HE CE MPENOPHUBAT 3@ NPUIIOKEHHE TPH JeLA HA BB3PACT MO 2 FOIMHH.

O61mu npenopsKu

TepaneBTHUHMAT eekT Ha MOHTENYKACT BPXY NapaMETpHTE 3a KOHTPOJI HA acTMara ce NpoaBsBa B
pamkuTe Ha eauH JeH. [lauuenTure TpsabBa na 6vaaT ChBETBaHM @ MPOABKAT A IIPUEMAT
MOHTEJIYKaCT, JOPH aKO aCTMAaTa UM € M0 KOHTPOJ, KAKTO M 110 BpeMe Ha MEPHOUTE Ha BJIOLIABAHE
Ha acTMaTa.

He ce Hanara kopekums Ha f103aTa Npy NauueHTH ¢ 6b6pevHa HEAOCTATBYHOCT HIIH JIEKO 10 YMEPEHO
TEKKO YEPHOAPOOHO yBpexaaHe. Hima TaHHH 3a IPHUIIOKEHHE NMPH MALMEHTH C TEXKO YePHOAPOOHO
yBpexaane. Jlo3ata e eqHa v chlua MPH MBXKE H )KEHH.

MourenykacT kaTo anTepHaTHBeH H300p HA MHXAATOPHUTE KOPTUKOCTEPOUIH B HUCKH JIO3M 32
JCUYeHHE HA JIeKa NePCUCTUPALIA acTMA.

MouTenykacT He ce MpenopbYBa KaTO MOHOTEPAIHS MIPU TIALMEHTH C YMEPEHA IEPCHCTHPALIA aCTMa.
[IpunoxxeHreTo Ha MOHTETYKACT KaTO aJITSPHATHBA HA MHXAIATOPHUTE KOPTUKOCTEPOUIN B HUCKH
ZI03H TIpH Jielia ¢ JieKa NepCHUCTHpalla acTMa TpaOBa aa ce 0OOMHUCIIM CaMO NPU MALMEHTH, KOMUTO HIMAT
CKOpOIIHA aHAMHE3a 32 TEXXKH MPUCTBIIM Ha aCTMa, KOUTO Ca HaJlarajii pHeM Ha [epOpaiHi
KOPTHKOCTEPOH/IM, U KOUTO Ca MOKa3aJlk, Y€ HE MOTaT [a H3MOJI3BaT HHXAJIATOPHU KOPTHKOCTEPOUIH
(Bx. Touka 4.1). Jlekata nepcucTHpalla acT™Ma ce 1epUHHPA KATO ACTMATHYHH CHMITTOMH [0-4ECTO OT
BEIHBXK CEIMUYHO, HO MO-PAJKO OT BEJAHBK JHEBHO, HOIHH CUMIITOMH I10-YECTO OT JBa ITTH
MECEUHO, HO MO-PAAKO OT BEAHBK CEIMHYHO, HOpMaTHa 6enoapobHa QYHKLMSA MEXKIY eMU30IUTE.
AKO He Ce MOCTHIHE 33/I0BOJIMTENICH KOHTPOJI Ha aCTMATa MpH MpocieaaBaHeTo (0GHKHOBEHO B
paMKuTe Ha €MH Mecen), TpAOBa a ce OOMHUCITH Hy>Kaara OT AOMTbIHMTEIHA WK Pa3IHYHa
NPOTHBOBB3NAIINTENIHA TEPAIHMsi, OCHOBaHA HA CUCTEMATa “CTHIIKA 110 CTHIIKA” 3a JIEYEHHE HA aCTMATA.
[MaunenrrTe Tpsa6GBa NEPUOAUYHO Ja CE OLICHSBAT 3a KOHTPOJ1a HA TAXHATA acTMa.

MourenykacT kato npodunakTika Ha acTMa NpU NAUMEHTH HA BH3pAcT 2 [0 5 rOIMHM, IPH KOUTO
npeo61ajaBalMaT KOMIIOHEHT € GPOHXOCNA3bM, MHAYLUMpPAH OT GU3NYECKO YCHIIHE.

IIpy naureHTH Ha BB3pacT OT 2 10 S TOIMHH, NPSAN3BUKAHMAT OT QPU3MUECKH YCHINSA GPOHXOCTa3bM
Moxe /ia 6bae npeobnanapaia NposiBa Ha MEPCHCTHPANIA ACTMA, KOSTO Ce HYKJIae OT JIeUeHHE C
HHXAJIATOPHH KOPTHKOCTepouaH. [lantnenrure TpadBa na 6baat oueHeHH cien 2 A0 4 ceqMHMLM Ha
JICYEHHE C MOHTEYKACT. AKO HE C€ TOCTHIHE 3a/I0BOIMTENEH OTIOBOP, TPAOBa Aa ce OOMuUCH
JIOIIBJIHATEIIHA WK Pa3InYHA Tepanus.

JleueHne ¢ MOHTETYKACT BbB BPB3KA ¢ APYIO JICYUCHHE HA aCTMa

Koraro neuennero ¢ MoHTenyKacT ce mpusiara Kato JOMbJIBAILIA TEPANHs KbM HHXATATOPHHUTE
KOPTHKOCTEPOH/IH, MOHTENYKACT He TPAOBa PA3KO J1a 3aMECTH MHXAJIATOPHUTE KOPTHKOCTEPOMIH (BIK.
Touka 4.4).

[Ipeanarar ce ¢punmupanu Tabnetky ot 10 mg 3a Bb3pacTHU M IOHOIIM HA BL3PACT HA M Haj 15
TOMHH.
Ipeanarar ce TabneTku 3a TbBUYEHE OT 5 Mg 32 AeLa U FOHOIIM Ha BL3PACT OT 6 10 14 roauHu.

4.3 IIpornBonmokaszanns
CBPbXYYBCTBUTETHOCT KbM aKTHBHOTO BELIECTBO MM KBM HAKOE OT IIOMOIHHTE BELLECTRA.

44 Cpoennannn npeaynpexIeHHs H NPeINa3sHu MEPKH NIPH ynoTpeta 27 E
HaLII/IeHTI/ITe TpH6Ba Ja C€ CbBETBAT HHUKOI'a Ja HE U3I1I0JI3BAT NnepopaiHuAa MOHTeJ'IyKaCT a:
Ha OCTPpH aCTMaTHYHH NIPUCTBITK H Ja UMAT Ha Pa3MoJIoKeHHe TAXHOTO 00HYaNHO KUBGT @
JICKapCTBO 3a Ta3u ueJl. B cnyyaii Ha ocTbp npucThN, TpsAGBa Ja ce U3MON3BAT KpaTKozxépe;

MHXaNaTopHu OeTa-aroHucTH. [NanuenTuTe TpAGBa 1a MOTHPCAT JEKAPCKH CHBET B’b3MO)KsH0
aKO UMaT Hy>1a OT NOBEYE MHXAIALMM HA KPATKOEHCTBAII 6ETa-arOHHUCT OT OGUYAHOTS:. %
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Monrenykact He Tps6Ba pA3Ko 1a 3aMECTH HHXAIATOPHHTE UM TEPOPATHUTE KOPTHKOCTEPHOAH.

Hsama AaHHM, KOHTO Jia ITOKa3Bart, Y€ /103aTa Ha NepOopaTHATE KOPTUKOCTEPOUIH MOXKE 1a C€ HaAMaJIH
ITpH €AHOBPEMEHHO NMPUIOKCHHUEC C MOHTEJIYKACT.

B penku cnyuau, npu nauMeHTHTE Ha JIEYEHHE C IPOTHBOACTMATHYHH CPEICTBA, BKIIOYHTEIHO
MOHTEITYKaCT, MOXKE [1a C€ pa3BHE CHCTEMHA €03MHOMUIINS, MOHIAKOIa W3ABABAILA CE KIIMHUYHO C
BACKYJIMTHU CUMITTOMH, ChOTBETCTBALIM Ha CHHApoMa Ha Churg-Strauss - CLCTOSHHE, KOETO UeCTO ce
NEKyBa CbC CHCTEMHH KOPTHKOCTEpOuaH. OGHKHOBEHO, HO He BUHATH, TE3H CIIy4aH Ce CBLP3BAaT ¢
HaMaJIsiBaHe WK NIPEKbCBAHE HA TEPAITHATA C IEPOPATHE KOPTUKOCTEPOUAH. BB3MoxHOCTTa
JIEBKOTPHEHOBUTE PELIENITOPHH aHTarOHKUCTH J]a ca CBBP3aHH C pa3BUTHe Ha cHHapoMa Ha Churg-
Strauss He MOXe HHTO /la Ce M3KJTIOYH, HUTO fia ce MOTBLPAM. [1pH Te3u MauMeHTH NekapuTe TpsaGBa na
Gbaar GauTeNHY 32 CiTydau Ha e03HHOMMIINS, BACKYIMTEH 0OpHB, BlOIIaBaHe Ha 6enoapoGHUTE
CHMIITOMH, YCIIO’KHEHHs1 OT CTPaHa Ha CbPLIETO /WK HeBponaTus. [laleHTHTE, PH KOUTO Ce
Pa3sBHAT Te3U CUMIITOMH, TpAOBa 1a OBAAT Npepasriie[aHy M Jla Ce HANPABH MPEOLIEHKA Ha
TEpaNeBTHYHUTE UM CXEMHU.

Tabnerxure 3a ABBUEHE OT 4 Mg CHABPXKAT acnapTaM, U3TOUHUK Ha heHunananut. [lanueHture ¢
(ennnkeToHypus TpAGBa Na MMAT MpPEBHUA, Ye Beska TabrieTka 3a AbBYEHE OT 4 mg ChABpPKA
¢eHuNanaH1H B KOJIMYECTBO, EKBUBaNeHTHO Ha 0,674 mg deHunanaHuH Ha 103a.

4.5 B3anmoaeiicTBHe ¢ IPYIH JIEKAPCTBEHN NPOAYKTH H APYrH (JOPMH HA B3aHMO/eiiCTBHE

MonTenykacT MoXe 1a ce IpHIara eAHOBPEMEHHO C IPYTH BUIOBE JICYEHHE, KOMTO PYTUHHO C€
M3M0JI3BAT 32 MPOQUIAKTHKA HIM XPOHHYHO JiedeHue Ha acTma. [IpH KIMHMYHH M30MTBAHUS 33
creurbuYHM JIEKApCTBEHH B3aHMOICHCTBHS MPENOPBUNTENHATA KIMHAYHA 1032 Ha MOHTETYKACT He €
YiMasa KITIMHUYHO 3HaUYMMH epeKTH BbpXY (apMakOKHHETHKATa Ha CIIEJHHTE JIEKApCTBA: TEOPUIHH,
MPEAHU30H, NPEIHU30JIOH, MEPOPATIHA KOHTPALEIITHBY (€THHWII €CTpaauoi/HOpeTHHAPOH 35/1),
TepdeHaqMH, AUrOKCHH U BapdapHH.

[nowra nox kpusara ria3smMena koHneHTpauus-speme (AUC) 3a MOHTENYKACT € HaMansia ¢
npubnusutento 40% npH eqHOBPEMEHHO NMpiIoKeHUe Ha peHoGapOuTan. Thil KaTO MOHTETYKACT ce
metabonuzupa ot CYP 3A4, TpsaGea aa ce BHMMaBa, 0cO6EHO NpH A€Na, KOraTo MOHTETYKAcT ce
npHiara eqHoBpeMeHHO ¢ HHAYKTOpH Ha CYP 3A4, karo penuronH, penobapburan u pudaMnuimH.

In vitro npoyusanus ca Nokasayy, Ye MOHTEITyKacT € MoweH nuxuburop Ha CYP 2C8. O6aue nanau
OT KJIWHHYHO NPOy4YBaHE 3a CrelMHYHH JIEKapCTBEHH B3aUMOJIEHCTBHS C MOHTEJTYKACT U
pOo3uIIIUTa3oH (MpobeH cyOCTpaT, MpeCTaBUTENIeH 32 JIEKAPCTBEHH MPOILYKTH, KOUTO ce
meTtabosnusupar rnasHo ot CYP 2C8) nokassar, ue monTenykact e unxubupa CYP 2C8 in vivo.
CrenosaresiHo He ce OUakBa MOHTEJTYKACT 3HAYUTEIHO Ia MPOMEHH MeTab0JIM3Ma Ha leKapcTBa,
KOMTO C€ METabOoIM3UPAT OT TO3H €H3UM (Harmp., aKJIMTAKCET, PO3UIJINTA30H U PENariuHu).

4.6 DBpeMeHHOCT H KbpMeHe

IIpunosxeHue no BpeMe Ha 6peMeHHOCT

OrpanuyeHHTe JaHHH OT HaIM4HaTa Ga3a JaHHU NIPU GPEMEHHM He MPeANoNaraT NIpHHHHO-

C'bO6HIaBaHI/I PAAKO 110 CBETA O BPEME Ha MIOCTMAPKETHHIOBOTO l'[pOCJ'IeIIHBaHC HpquBaHn my “4 “\\‘\.\
4 \
KHUBOTHH Ca NOKa3a/IM PENIPOAYKTUBHA TOKCHYHOCT CaMO IMPH MHOI'O BUCOKH 03 (B)K TO a§ )’ P {)\\\

MOHTeHyKaCT MOXE J1a C€ U3I0JI3BA 110 BPEME Ha 6peMeHHOCT CaMO aKO TOBA € HEChMHE]
HAJTIOXKHUTECITHO.




Ipunoxenue o BpEMC Ha KbPMCHC

He e u3BecTHO nanu MoHTeMyKacT ce eKCKpeTHpa B YOBeLIKATa KbpMa. [IpoyuBaHus pH MTbXoBe ca
NOKa3aJlk, Y€ MOHTEJTYKacCT C€ €KCKpeTHpa B kKbpMaTa. MOHTeNyKacT He TpsiOBa Ja ce H3I0J13Ba 110
BPEME Ha KbpPMCHeE MOpa/IH JIMINCAaTa Ha AJaHHH 3a 6€30MacHOCT IIPH KbPMAY€ETO.

4.7 EdexTn BbpXy cnocoGHOCTTA 32 WIOpHUpaHe H paGoTa ¢ MALIHHA

He ce ouaksa MoHTeNyKacT 1a NoBIMsBa COCOGHOCTTA 3a mWOdHpaHe ¥ paboTa ¢ MalMHK HA
nauueHTuTe. Bunpeky ToBa, B MHOTO pelikH Cliyyau, OTAEIHM NalUeHTH ca ChoOLIaBaIU 3a
CBHHJIUBOCT.

4.8 HexenaHn JIeKAPCTBEHH PeaKIUN
MOoHTENYKACT € OLIEHABAH B KIMHUYHH U3IMTBAHUS, KAKTO CJICBa:

* 10 mg punmupanu Tabnerku npu npubausutento 4 000 Bb3pacTHU NAaLKEHTH HA 15 U noBeue
rOAUHU

* 5 mg TabneTku 3a JbBYEHE NIpH NpubnuzuTenHo 1 750 neauaTpyYHU NALMEHTH Ha BB3PacT OT 6 10
14 roguuu

* 4 mg TabneTku 3a bBYCHE NPH NPUOIN3UTENHO 851 MeauaTpUYHK MAUMEHTH Ha Bb3PacT OT 2 J0 5
TOUHH.

3a knacuHIMpaHe HA YECTOTATa Ha HEXEJIAHUTE JIEKAPCTBEHU PEAKLIMM € U3MONI3BaHa ClIeHATA
TepMHUHONOrus: MHoro yects (= 1/10), Yectu (= 1/100 no < 1/10), Heuectu (= 1/1 000 mo < 1/100),
Peaxu (= 1/10 000 no < 1/1 000), MHoro peaku (< 1/10 000), HeussecTau (He MOTaT /1a c€ OLICHAT IO
HAJIMYHUTE JJAHHH).

Crieanvre nexapcTBEHO-CBBP3aHHM HEXKENAHH PEAKLMH Ca ChOOIIABAHH YECTO NMPH KIMHUYHH
nsnuTeanusa (> 1/100, < 1/10) npy nalueHTH Ha TEUYEHHE C MOHTEIYKACT M C M0-TOJIIMA YECTOTA OT
MALUEHTHTE, JIeKyBaHu ¢ 1uanebo:

Knacnpnxanun
no MedDRA

Bwn3pacTHn
NAAEHTH

15 1 noseue
roaunu (ase 12-

HeanaTpuunn
NAUHEHTH HA
BBb3pacT 6 10 14
roaunu (egno 8-

Heanarpuunn
NalHeHTH HA
BB3pacT 2 10 5
roaunu (egno 12-

HCpBHATa CHCTEMA

ceAMUYHHA CeIMHYHO CEeIMHYHO
H3NNTBAHHAA; H3NHTBAHE; H3NHTBAHE;
n=795) n=201) (uBe 56- n=461) (exHo 48-
CeAMUYHHA CeIMHYTHO
H3NMHTBAHUA; H3NHTBAHE;
n=615) n=278)
Hapymenus Ha | ryaBoSonue ryraBobosue

Cromaruo-
YpPEeBHH
HapYIHEHHA

KopemHa 60nka

KopemHa 6onka

O61mu HapymeHus
U eeKTH Ha
MSICTOTO Ha
TIPHIIOKEHHE

Kakaa




IIpodunsT Ha 6€30MacHOCT He ce € NPOMEHHIT IPH NMPOIBKUTENHO JIEYeHHE B KIMHUYHH U3MUTBAHUA
¢ orpaHu4eH 6po¥i NalMeHTH 10 2 TOJMHH NPH BH3PACTHM H 10 12 Mecena Npu neauaTpUuHH
NAlHEHTH Ha Bb3pacT oT 6 A0 14 roauHHu.

O610 502 neauaTpU4HH MALMEHTH HA BH3PACT OT 2 10 5 TOMHM ca GHIIM JIeKyBaHH ¢ MOHTETYKACT 32
Hai-manko 3 Mecela, 338 3a 6 mecena WK no-aBAro U 534 nauueHTH 32 12 Mecena WK No-IbJiro.
IpodurbT Ha 6€30MaCHOCT IPH NMPOABIKHTENHO JIEYUEHHE HE CE € IPOMEHMIT M TIPH TE€3H MALUEHTH.

CrienHure HexenaHH JIeKapCTBEHH PEAKLHHK Ca ChOOIIABAHM [TPH TOCTMAPKETHHIOBO MPHJIOKEHHE:

CopaeyHH HapyHieHust
Hannmuranuu

Hapyinenus Ha XpbBTa H JuMmdHaTa CHCTEMA
IToBHIlIEHA CKIIOHHOCT KBM KbpBCHE

Hapyuienus Ha HepBHATa cUcTEMA
3aMaﬂHOCT, CBhHJ/INBOCT, napeCTe3ym/ XHIIOCCTE3Us, 'bPUOBC

CTOoMAaIlIHO-UPEBHHU HapYIICHUA
I[uapm, CyXoOTa B yCTaTta, JUCTICTICHs, raACHE, IIOBPBIIAHE

Hapyienus Ha koxara U OJIKO)KHATA ThKaH
AHrHoenem, KphbBOHacAAaHe, YPTUKAPHA, ChpOexk, OOPHB; EpPUTEMA HOLO3YM

HaQ!H.IeHI/ISI Ha MYCKYJIHO-CKECJICTHATA CUCTEMA U CbCAMHUTEIHATa ThKaH

ApTpanirus; MHaJITHs, BKJTIOYHTEIHO MYCKYJIHU KpaMIIH

OO61y HapyieHUs ¥ eheKTU Ha MACTOTO HA NPUIIOKEHHE
AcTeHus/yMopa, HEPa3MoOIIOKEHHE, OTOK

Hapyinenus Ha uMyHHaTa cucrema
Peakuuu Ha CBpBXYyBCTBHTENHOCT, BIJIFOYUTENNHO aHaMIIaKCHs; YepHOAPOOHa €03uHO(UIHA
uHUATpaLMS

XenaTo-OManapHy HapyLIeHHs
[NoBuineny HUBa Ha cepyMHUTe TpaHcaMuHa3u (AJIAT, ACAT), X0/leCTaTHUEH XENaTUT

INcuxuyHy HapyeHus

TlaTronoruyny CHHMINA, BKJIFOYUTETHO KOLIMAPH; XATIOUMHALMH; 6€3CHHHE; Pa3apa3HUTEIHOCT,
TpeBora; 6e3noKONCTBO; B30y /a, BINTIOYUTEHO arpECHBHO MOBEIEHHE; TPEMOP; JCIPECHS;
CYMUMIHO MUCJIEHE H TIOBEIEHUE (CKJIOHHOCT KbM CaMOYOHITCTBO) B MHOTO PEZIKH CJlydaH.

MHoro psaako ca JoknasBaHy ciiydad Ha cuHapoMa Ha Churg-Strauss (CSS) npu neuenue ¢
MOHTEJIYKACT IIPY [aLHEHTH ¢ acTMa (BiK. TouKa 4.4.)

4.9 Ilpenosupane

Cumnromu

HMma cbobuienus 3a ocTpo npeao3upaHe 1o BpeMe Ha MOCTMAPKETUHIOBOTO MPUJIOKEHHE H
KIIMHUYHUTE H3ITUTBaHUSA C MOHTeNNykacT. ToBa BKIFOUBa ChOOILEHHS IPH BH3PACTHU M AELA C // :Q&
1 000 mg (npubnusurenHo 61 mg/Kg npu 42-Meceuno nere). Habmonasanute KIIMHHYHU U | 4@
11abOpaTOPHU HAXOJKH €a B ChOTBETCTBHE C NPOdHIa Ha Ge30MacHOCT NPH BH3PACTHH H neu @9{
nauueHTH. He e uManio Hexenanu ieKapcTBEHH PeakLMH IPH [O-TOJISIMA 9ACT OT ClTy4auTe Hass g'sa

1y TR

npenosupaue. Hali-uecto HabmoaaBaHUTe HeXelaHW PpeaKLMK ¢a GHIIH B ChOTBETCTBHE C npb



0€30MacHOCT Ha MOHTETYKACT U Ca BKIIFOYBAJIM KOPpEMHA 60111(&, COMHOJICHTHOCT, XXaX/Ja, rna130601me,
MOBPBIIAHE H NICUXOMOTOPHA XHNEPAKTHUBHOCT.

JleueHue

Hsama cneunduana nndopmalins 3a nedeHHETo NpH Npeao3upaHe Ha MOHTETyKacT. IIpu npoyuBaHus
3a XpOHHYHA aCTMa, MOHTETYKAacCT € NpHjarad B 1031 10 200 mg/aHEeBHO Ha Bb3PACTHHU MALMEHTH 33
22 ceamMuLM, a IPM KPATKOCPOUHH NMPOYYBaHHs B 103 10 900 mg/IHeBHO HA NAIMEHTH 3a
NPpUOIH3UTENTHO eIHa CeaMMLA, €3 1a ca HabMIOIaBaHU KITMHUYHO 3HAYUMH HEXKEJIaHU JIEKAPCTBEHH
peaxkuuy.

He e useectHo AAJTH MOHTEJTYKACT MOXKE Ja C¢ Ihajiu3upa Ype3 NCpUTOHCAIHa fHaIv3a WU
XCMoauaiinsa.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoaHHAMHYHH CBOICTBA

CI)apMaKOTepaneBTuqHa rpyna: HeBKOTpHeHOBH peUenTOPHU aHTarOHUCTH

ATC xox: RO3D CO3

[Mucrennmn-neskorpuenure (LTC,, LTDy, LTE,) ca MOIIHHM BBb3NATHTEIHN €HKO3aHOUAH, KOUTO CE
0CcBOGOXKIaBAT OT Pa3IMUHH KIETKH, BKIIOUMTETHO MACTOLMTH U €03uHOGUIN. Te3u BasKHU MPO-
acTMaTUYHH MEJIHATOPH C€ CBBhP3BAT C LHHCTEHHWT-IeBKOoTpHeHOBH penenrtopH (CysLT), xouro ce
HaMHMPAT BLB BE3yXOHOCHHUTE ITBTULLA HA YOBEKA U NPUUHHSABAT PEAKIMH B TE3U ITBTHINA,
BKJIFOYMTEJIHO OPOHXOKOHCTPHKLHSA, CITy3Ha CEKpeLIUs, ChJI0Ba MPOMYCKIMBOCT U NPHUBJIMYAHE HA
eo3nHodUIUTE.

MoHTemyKacT € akTUBHO BELLECTBO, KOETO IIPHETO NMEPOPATHO CE CBHP3Ba C BUCOK aQUHUTET
cenektuBHOCT ¢ CysLT; peuenropa. B KIMHHUYHH H3NUTBaHKS, MOHTETYKACT MHXHOHMpPa
GPOHXOKOHCTPUKLIMATA, Ab/DKALIA ce Ha Hxamupan LTD, npu no3u ot 5 mg. Bponxoaunarauus e
HabJlonaBaHa B paMKHTE Ha JIBa Yaca clieJ] MepOPaHO PHIOKEHHE. BpOHXOAMIaTaTMBHHAT edeKT OT
B-aronucTuTe € 61U aNUTHBEH Ha GPOHXOAMNIATALMATA, PEAM3BHKAHA OT MOHTEIYKAcT. JleueHHeTo ¢
MOHTENYKacT MHXMOMpa GPOHXOKOHCTPUKLUATA, MPEIM3BUKAHA OT AaHTHI€HHA [TPOBOKALIUsl, KAKTO B
paHHaTa, Taka M B KbcHaTa da3a. MOHTemyKacT, B cpaBHeHHUe ¢ Iiaebo, Hamasisea Opos Ha
€03MHOUIUTE B NIEpH(EPHATA KPBB [IPH BE3PACTHH U NEARATPHYHH MalMeHTH. B oTaenHo
U3MHUTBAHE, TE€YEHHUETO C MOHTETYKACT 3HAYUTETHO € MOHWKWIO Opos Ha €03HHO(UIIUTE BBEB
BB3/lyXOHOCHHTE ITbTHIIA (M3MEPEHO B Xpaukara). [Ipu BE3pacTHH M MeUATPUYHH NMALIMEHTH HA
BB3pacT OT 2 110 14 roguHu, MOHTETYKAcCT, B CpaBHEHHE ¢ miauebo, € Hamanui 6pos Ha
eosuHOGUIMTE B NepudepHaTa KPbB, KaTO NOJOOpABA KIMHUYHHS KOHTPOJ HA 4CTMATA.

B usnuTBanus npu Bp3pacTHH, MOHTeAyKacT 10 mg BeAHBXK JHEBHO, B CPaBHEHHE ¢ Muiale6o, e
NOKa3aJ1 3HAYMTENTHO T10100PEHHE Ha CyTpelHuTe cToiiHocTH Ha DEO; (10,4% cripsmo 2,7%
NPOMsIHA OT U3XOHHUTE CTOMHOCTH), CyTpELHATa CKOPOCT Ha MUKOBHS ekcrupaTopen ae6ut (PEFR)
(24,5 L/min copsamo 3,3 L/min npoMsiHa 0T U3XOAHUTE CTOMHOCTH), KAKTO M 3HAYMTEIHO NOHIWKABAHE
Ha obuara ynorpe6a Ha B-aronuct (-26,1% cnipsamo -4,6% NpoMsiHa OT U3XOJHHTE CTOMHOCTH).
[TonobpenuneTo Ha AOKIAIBAHUTE OT NMALMEHTA AHEBHH M HOLIHM aCTMATHYHM CUMITOMH € GIII0 B
3HAYHMTE/IHA CTENEH N0-100p0 B cpaBHEHHE ¢ MU1ale6o.

H3nureanus npy Bb3pacTHH MOKA3BaT CIOCOOHOCTTA HA MOHTETYKACT Jia IOITBJIBA KITHHHYHUS e(beref
Ha MHXaJaTOPHUTE KOPTHKOCTEPOUIH (% NPOMAHA OT U3XOJHUTE CTOMHOCTH 32 HHXAIATOPEH - & §\\

OeKIOMETa30H ITIOC MOHTEITYKACT CIPSIMO GeKIoMeTa30H, choTBeTHO 3a ®EO;: 5,43% CHpﬂMO \-&:? / g
£ - ¢
1,04%; ynorpe6a na B-aronuct: - 8,70% cnpsmo 2,64%). B cpaBHeHMe ¢ HHXANATOPHHS i L_f_:‘ / ‘ZC N

GekomeTason (200 ug nBa MbTH JHEBHO C YCTPOWHCTBO 3a BIPBCKBAHE), MOHTETYKACT noxassh I;o"-%é,ﬁ Zok
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BUCOK CPE/IEH TepaneBTH4YCH eeKT (Yo MPOMSHA OT M3XOJHHTE CTOMHOCTH 32 MOHTENYKACT CTIPSIMO
6extoMeTa3oH, choTBeTHO 332 DEOQ,: 7,49% crpsimo 13,3%; ynorpeba Ha B-aronuct: -28,28% cnipsamo
-43,89%). Brripeku ToBa, B cpaBHEHHE C GEKIOMETA30H, TOJIAM MPOLIEHT OT MALMEHTHTE, JIEKYBaHH C
MOHTEJTYKacT, Ca IOCTHIHAIM CXOA€H KITHHHUEH OTroBop (Hanp. 50% OT nauueHTUTE Ha JeueHue ¢
GexoMeTasoH ca nocturHanu nogoGpenue Ha ®EO; ¢ npubausurento 11% uiv nosede ot
M3XO/IHUTE CTOHHOCTH, JOKATO MPUGIH3UTENTHO 42% OT NALMEHTUTE Ha JIeYeHHE C MOHTETyKAacT ca
MOCTHTHAJTH CBHLIKSA OTTOBOD).

B 12-ceqmuyno, n1aue60-KOHTPOIMPaHO H3MUTBAHE NPH NIEAHATPUYHH TIALMEHTH HA BB3PACT OT 2 10
5 rOAMHH, MOHTENYKacT 4 mg Be/IHbK AHEBHO € IOA0OPU NapaMeTPHTE 3a KOHTPOJI Ha aCTMATA, B
CpaBHEHHE C U1aLe60, HE3ABUCHMO OT CHITPTCTBALIATA KOHTPOJIMpALLA Teparus
(nHXanatopHu/HeOyTH3UPaHH KOPTHKOCTEPOMAH HITH HHXaJIaTOPEH/HeOYIH3HpaH HATPUER
kpomoriukart). Lllectaecer npouenTa OT NalMEHTUTE He ca G Ha HUKAKBA CHITHTCTBAILA TEPAITH.
MonTenykacT € nono6pus AHEBHUTE CHMITOMH (BIJIFOYUTENTHO KAULTHIIA, XPUIIOBE, 3aTPYAHEHO
AWLIAHE U OrpaHUYeHa (U3MIECKA AKTUBHOCT), KAKTO M HOLHHMTE CUMITTOMH, B CPABHEHHE C IU1ane6o.
MoHreinykacT chilo € HaMaTuI NPHIIOKEHHETO Ha B-arOHUCTH “TIpH HyK/a” H )KHBOTOCIIACABALMTE
KOPTHKOCTEPOM/IH, B CpaBHeHHe ¢ malebo. [launeHTHTe Ha IeYeHne ¢ MOHTETYKACT Ca MMAaJTH
noBeye AHU 63 aCTMATHYHU CHMIITOMH, B CPaBHEHHE C MALMEHTHTE Ha mane6o0. Edekt ot
JIEYEHHETO € MOCTUrHAT CJie]T ITbPBATa 034,

B 12-meceuHo, nnane6o-KOHTPOIMpaHO U3NMUTBAHE NPU NeAWATPUYHH NALMEHTH HA BE3PACT OT 2 10 5
TOJVHH C JIEKa aCTMa U €NW30AHYHH eK3alepOallii, MOHTEIYKACT 4 Mg BeIHBXK JHEBHO 3HAYHTEITHO
(p <0,001) e HamManWT rOAMIIHOTO HUBO HA €NU30AM Ha ek3auepbauus Ha actMata (EE), B cpaBHeHHe
¢ maue6o (cvoreetrO 1,60 EE crnpsimo 2,34 EE), [EE ce onpenens kaTo > 3 n0C/1€40BaTEIHM AHHU C
AHEBHH CHMIITOMM, HaJlarauy ynorpe6a Ha B-aroHHCT, WIIH KOPTHKOCTEPOM M (NIEPOPATHH MITH
MHXaJaTOPHH), WK XOCTIMTAIM3ALHA 32 acTMara). [IpoleHThT Ha HaMaNsiBaHe Ha TOJUIIHOTO HHBO Ha
EE e 6un 31,9%, ¢ 95% CI ot 16,9; 44,1.

B 8-cenmMuuHo M3nuTBaHe MU NeMATPUYHH MALMEHTH HA Bb3PACT OT 6 10 14 rOfMHM, MOHTETYKaCT
5 mg BeHBK THEBHO, B CPABHEHHE C TUIALE00, € MOJOGPHIT 3HAUMTEITHO IMXaTeHaTa (QyHKLHA
(®EO, 8,71% cnipamo 4,16% npomsiza oT usxoaHute croiiHoctT; AM PEFR 27,9 L/min crpsmo 17,8
L/min npomMsHa OT U3XOAHUTE CTORHOCTH) M € HAMAJIWT yNoTpe6aTa Ha B-arOHKUCT “TIpH Hyx 12" (-
11,7% cnipsamo +8,2% npoMsiHa OT U3XOJHHTE CTOHHOCTH).

B 12-meceuno uznureaHe, cpaBHABAIIO €(PUKACHOCTTA HA MOHTEIYKACT CIIPSAMO MHXAIATOPEH
(TyTHKa30H 3a KOHTPOJ HA acTMATa IIPH MEAMATPUYHM NALMEHTH HA BB3PacT oT 6 10 14 roauHu ¢
JIeKa NMepCUCTHPAIIA aCTMa, MOHTETYKACT MOKa3Ba ChLIWTE Ka4ecTBa KaTo (JIyTHKA30H [0 OTHOLICHHUE
Ha NOBHIIaBaHe Ha NPOLIeHTa IHK Oe3 iekapcTBa 3a obnekyaBane Ha actmara (RFDs), mspeuunaTa
KpaiHa uein. CpenHo 3a 12-mMeceuHus Nepuoa Ha Jie4eHHeTo, npoueHTsT Ha RFDs Ha acTMara ce e
nosuwmi ot 61,6 10 84,0 B rpynara Ha MoHTeyKacT 1 0T 60,9 10 86,7 B rpynara Ha (IyTHKa30H.
Pasnukara mexxay rpynure B LS cpeaHo yBenuuenue Ha npouenta RFDs Ha acTMara e 6una
CTaTUCTUYECKH 3Ha4uMa: -2,8 ¢ 95% Cl ot -4,7; -0,9, Ho e B npeaBapuTe/HO AeGUHUPAHHTE MPAHUIIH
3a No00Ha kiiMHM4Ha edukacHoCT. KakTo MOHTeyKacT, Taka M GuiyTHKa30H Moao6psBaT U KOHTpOa
Ha acTMara 1o BTOPUYHH KpalHH TOYKM, OLICHABAHH Tipe3 12-MeceyHHs MEPHO/ Ha JICUYECHHE:

* ®EO, ce e nopummn ot 1,83 L 10 2,09 L B rpynaTa Ha MoHTenykact m ot 1,85 L 1o 2,14 L B
rpynara Ha ¢uryTrkasoH. Pasnukara mexxay rpynute B cpenHoto LS yeenuuenue s ®EQ, e Guna -
0,02 L ¢ 95% Cl ot -0,06; 0,02. CpeqHOTO NOBMILIABAHE OT W3XOAHHTE CTOMHOCTH B % OYaKBaH DEO,
e 6ui 0,6% B rpynara Ha JIe4eHHMe C MOHTENYKACT, U 2,7% B rpynarta Ha JieueHHe ¢ Iy THKa30H.
Paznukara mexay cpennute LS cTOMHOCTH 32 mpomsiHa cnpamo u3xoaHuTe 3a % ouaksan ®EO; e -
6una 3naumnrenna: -2,2% ¢ 95% CI or -3,6; -0,7. -

1 or 38,5 no 12,8 B rpynara Ha duyTHkasoH. Pasnukara mexty rpynure B cpeanute LS CTdﬁil-rl}S 4y
NPOLIEHTa IHU ¢ ynoTpeba Ha B-aroHHUCT e Ouna 3HaumresHa: 2,7 ¢ 95% CI ot 0,9; 4,5. e M‘*‘%}
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* IIpOLEHTHT Ha TALIMEHTH C ACTMATHYHH IIPHCTHIN (ACTMATHYEH MIPUCTBIT CE ONPEJIENs KaTo MEPHO.
Ha BJIOLLIABAHE HA aCTMATa, KOMTO H3HCKBA JICUCHHE C NEPOpaTHA CTEPOUIM, HETUTAaHUPAHO
NOCCIIEHHE B JIEKAPCKH KaOMHET, MOCELICHHE Ha CMEIIEeH LIEHTbP WM XOCIMTANM3a1us) € 6mn 32,2 B
rpymnaTta Ha MOHTETYKacT H 25,6 B rpynaTa Ha QJIyTHKAa30H; pas3jiMKaTa B ChOTHOIIEHHETO Ha
BeposTHocTuTe (95% CI) e 6una 3HauuTenHa: pasHa Ha 1,38 (1,04; 1,84).

* [IpoueHTHT Ha NAUMEHTH, H3MOI3BAIN CHCTEMHH (IJIABHO EPOPATHA) KOPTHKOCTEPOH/IH 110 BPEME
Ha neproja Ha u3nuTBaHeTo € 611 17,8% B rpynara Ha MoHTenykact u 10,5% B rpynara Ha
GbnyTHkasoH. Paznukara mexay rpynute B cpequure LS croitHocTn e 6una 7,3% ¢ 95% CI ot 2,9;
11,7.

3HaYNTENTHO HaMaJleHHe Ha GPOHXOKOHCTPHKLMATA, Npean3BUKaHa oT ¢pusudeckn ycunns (EIB), e
JEMOHCTPHPAHO B 12-CEAMHUYHO H3MUTBAHE MPH Bb3pacTHH (MakcHMMaliHO HamassBaHe Ha DEO,
22,33% 3a rpynata Ha MOHTeJTyKacT cripsimo 32,40% 3a ruiaue6o; BpeMe 3a Bb3CTaHOBsABaHe J0 5% ot
U3XoaHUTe CTOHHOCTH Ha PEO; 44,22 min cnpsimo 60,64 min). To3u edext e npoas/KU npes 12-
CEeIMHYHUA NIeprHoJ Ha u3nuTBaHeTo. Hamanenne Ha EIB e noka3aHO U B KpaTKOCPO4HO M3IHTBAaHE
TPY NMEAHATPHYHY TIALIUEHTH Ha BB3pacT oT 6 10 14 roguau (MakcumaiiHo Hamanseane Ha ®EQO,;
18,27% cnpsmo 26,11%; Bpeme 3a Bb3cTaHOBsBaHE 10 5% OT U3XOAHMUTE cToliHocTh HA ®EO, 17,76
min cnpsaMo 27,98 min). EQekThT 1 B ABeTE M3NUTBAHKA € IEMOHCTPHPAH B Kpas Ha MHTEPBAJIa Ha
J03MpaHe BEAHBXK JHEBHO.

[py aciMpHH-4yBCTBUTEIHY MALMEHTH C aCTMA, KOUTO MPUEMAT €IHOBPEMEHHO MHXAJIATOPHH WM
NEepOpaTHU KOPTUKOCTEPOHIH, JIEYCHUETO C MOHTEITYKACT, B CPaBHEHHE C Im1aiedo, € I0BeIo A0
3HAYMTETHO NoaoOpeHHe Ha KoHTposna Ha actMata (DEO;, 8,55% crpsamo -1,74% npomsHa ot
H3XOJHUTE CTOMHOCTH H MOHM)KaBaHe Ha obulata ynotpeda Ha B-aronuctH -27,78% cnpsamo 2,09%
MIPOMSIHA OT M3XOJHUTE CTOMHOCTH).

5.2 @dapmakokHHETHYHH CBOiCTBa

Ab6copbiius
Monrenykact ce abcopbupa 6bp30 ciieq NepopaIHO MPUIIoKeHHe. 3a PUIMHpPAHUTE TaOJIETKH OT

10 mg cpennaTa nukoBa miasmeHa koHueHTpauus (Cp,,) ce noctura Tpu yaca (T, ) cren
MPHIIOXKEHHE MPU BH3PaCcTHU Ha ri1agHo. CpeaHara GuoHanuuHocT € 64%. buoHanuuHocTTa U Cpay HE
Ce MOBJIMABAT OT NPUEM HA CTaHAAPTU3HpaHa nopuus xpaHa. besonacHoctra U edukacHoCTTa ca
JEMOHCTPUPaHH B KIMHHYHH U3MUTBAHUS C TIPHIOKEHHE Ha ¢unmupanuTe Tabierku ot 10 mg
HE3aBHCHMO OT BPEMETO Ha XpaHeHe.

3a abpBuaLmTe TabneTkH OT 5 Mg, Cpax CE MOCTHIA 32 [1BA YaCA CJIEH PHIOKEHHME [IPH BH3PACTHU Ha
rnaaHo. CpenHara 6uonanuuHoct € 73% M ce HamaisBa 10 63% ciiea NpUeM Ha CTaHAAPTU3HPaHa
MIOpLUA XpaHa.

Crnien npunoxeHue Ha TaGNETKH 32 IbBYEHE OT 4 Mg NPH NEAUATPUUHH NALIMEHTH HA BB3PACT OT 2 JI0
5 TOAMHH Ha rafHo, Cp,y c€ JocTHra 2 yaca cieq npuioxenue. Cpeanara Cp,, € 66% 1o-BHCOKa,
AoKaTo cpefHata Cyyy, € MO-HUCKA OT Ta3H NPH BB3PACTHH, MpreMawty Tabietkure ot 10 mg.

PaznpenencHue
Mowutenykacr ce cBbp3Ba B moBeye OT 99% c rasmenuTe nporeun. O6eMBT Ha pa3npesieieHHe Ha

MOHTEJTYKAaCT B pABHOBECHO ChCTOSIHHE € cpeHO 8-11 nurpa. M3nutBanus npu nibxose ¢

paanoakTuBHO GeiA3aH MOHTETYKACT NOKA3BAT MHUHUMAJIHO NIPEMHHABAHE TIpe3 KPHBHO-MO3bUHATA
Gapuepa. B nonbiHenne Ha ToBa, KOHLEHTPALMUTE Ha PaAMOMAPKHUPAHOTO BELIECTBO 24 yaca cnen
TIPUJIOXXECHHUE Ha 103aTa ca OWJIN MUHUMAJTHU BbB BCUYKH OCTAHAIM THKAaHH. )

MetaGonusupane <
MoHrenykact ce meTaGonusupa B ronsma crenet. [Ipu npoyusasus ¢ TepaneBTHUHM zt ssf?r /
T1a3MEHHTE KOHLICHTPALMM HA METabOMTUTE HAa MOHTEITYKACT HE Ca H3MEPUMH B PaBHOESGH
CBCTOSIHHE NP BH3PAaCTHH U fAela.




In vitro 3crneaBanus, IPH KOUTO Ca U3MON3BAHM YOBELIKH YEPHOAPOGHH MHKPO30MH, NTOKa3BaT, Y€
uuroxpomu P450 3A4, 2A6 u 2C9 yuactsar B MetaGonu3ma Ha MoHTeykacT. OCHOBaBaiikH ce Ha
AOTLIHUTENHH in Vilro pe3y/ITaTH NIPU YOBEIKH YEPHOAPOGHH MHKPO3OMH, TEPANeBTHYHHTE
T1a3MEHH KOHLICHTPALIMK HA MOHTETyKacT He MHXMOMpaT nuroxpomu P450 3A4, 2C9, 1A2, 2A6,
2C19 nnu 2D6. [TpuHOCHT Ha MeTabOMUTHTE HA MOHTEITYKACT KbM TEPaneBTHYHUA MY €eKT €
MHHHMaJICH.

Enumunupane
I11a3mMeHnAIT KIMPBHC HA MOHTENTYKACT MIPH 3/paBU BL3PACTHHU e cpedHo 45 ml/min Cren MIEPOPAIIHO

TIpUIOXKCHHUE HA €lHA 11032 PaJIMOMapKUPaH MOHTENTYKAcT, 86% OT pafMOaKTHBHOCTTA € OTKPHTA BbB
(exannure Macu ot 5 aHHU K < 0,2% - B ypuHaTa. ToBa, 3a€1HO C OLIEHKATa Ha GHOHATHYHOCTTA Ha
MOHTEJ/TYKaCT, MI0Ka3Ba Y€ MOHTEIYKACT W HETOBHTE METabOIUTH Ce EKCKPETUPAT MOYTH
H3KJTIOUMTEITHO Ype3 JIThYKATA.

CrneunaaTHy rpyny NauueHTy

He e neo6xoanma kopekiys Ha 103aTa IPH MALMEHTH B CTAPYECKA BH3PACT WITH MPH NALMEHTH ¢ JieKa
10 yMepeHa YepHoApoOHa HenocTaTbuHOCT. He ca npoBexxaaHu H3NHTBAHMS MPH MALMEHTH C
60peuHo yBpesxnane. Toil kaTo MOHTE/TYKAacT 1 METaGONIUTHTE My CE ETUMHHUPAT Ypes3 HUThUKATA,
HE Ce 0YaKBa /ia € He0OX0lMMa KOPEKLMS Ha [I03aTa NPH NaLUeHTH ¢ 6x6peuHo yBpexane. Hama
AaHHH 32 HapMaKOKMHETHKATA Ha MOHTETYKACT [PH NALMEHTH C TEXKKA YEPHOAPOOHa
HenoctatbyHOCT (Child-Pugh crenen > 9).

1Ipu npreM Ha BUCOKH 11031 MOHTETYKACT (20- ¥ 60-IBTH IO-BUCOKHM OT NIPENOPHYHTESIHATA 1032 32
BL3PACTHH), € Ha0/I0IaBaHO NOHMKABAHE Ha TLIA3MeHaTa KOHLEHTpalms Ha TeodwuH. Tosu edekt
He € HaOIloIaBaH MpH NPENOPBYNTENHATA 1032 OT 10 mg BEHBK JHEBHO.

5.3 IlpeakIMHHYHH JaHHH 32 (€30HACHOCT

[Ipu npeaxIuHUYHK Mpoy4BaHUs Ha GepTHIMTETA U (ETATHOTO pa3BHTHE, eEKTH (IEKO HAMATABAHE
Ha (pepTIIMTETA NPH KEHCKH TLUTHXOBE H MO-BUCOKA YECTOTA HA HEMBIHA OCUMHKALIMSA TPH 3aiiLy) ca
HaOMIOIaBaHH CaMO TIPH EKCITO3ULMM, KOMTO Ce CMATAT 32 3HAUMTEITHO [O-BUCOKM OT MAKCUMAJIHATA
YOBEIIKA €KCTIO3ULIUS, KOETO [I0Ka3Ba HE3HAUYMTETHO 3HAUCHHE 33 KIIMHUYHOTO MPUIIOKEHHE.
YCTaHOBEHO €, 4e MOHTEJTyKaCT MPEeMUHaBa Tpe3 ILTaLeHTapHaTa 6apuepa U ce eKCKpeTHpa B KbpMata
NPH XKHBOTHH.

Jlpyrurte faHHH OT NPEAKTHHHYHUTE UITHTBAHUS He N0GABAT ChIIECTBEHA MH(OPMALHS KbM
MH(OPMALMATA, KOSTO € H3I0XKEHA NO-TOPe B IPYTHTE YaCTH HA KPATKATA XapaKTePHUCTHKA.

6. OPAPMAINEBTUYHU JAHHUA
6.1 Conchk Ha IOMOIIHHTE BellleCTBA

Lenynoza

Manuron (E421)

Kpockapmenosa Hatpuii

HYacTruyHO 3aMecTeHa XHAPOKCUITPONTHIILETY103a
Apomar Ha yepema

Acnapram (E951)

YepseH xenesen okeun (E172) I
Marnesues creapat (E572) .
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6.2 HecbBMecTHMOCTH

Henpunosxumo.
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6.3 Cpox na rognocr
2 rounm.

6.4 Cneunannu ycioBusI HA ChXpaHeHHe

[la ce cbXpaHsBa B ODHrHHAIIHATA ONAKOBKA, 32 [ Ce MPeANasHt OT CBET/IHHA.
6.5 Jlanum 3a onakoBkaTa
Al:anymuHueBu Gnucrepu

Bunoee onakosku:
Biuctepu cpabpxkamy 10, 20, 28, 30, 50, 90, 98, 100 TabaeTky.

He BcuukM BMI0BE ONaKOBKH Morat fja 6baT MycHaTH B NPORaxGa.
6.6 Cneunuannu npeinasHu MEPKH NPH H3XBBLPJsAHE H paboTa
Hsama cneumanuu uaucksaums.

Heusnonassanusr NPOAYKT WM OTNIAABYHHUTES MATEPHAIIM OT HETO Tpﬂ6Ba Ja C€ YHHIIOXXAT B
CBHOTBCTCTBHUC C MCCTHUTE UBUCKBAHHUA.

7. IPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

I'nakcoCmutKnaiin EOOJT
yi1. lumursp MaHsos, 6. 10
1408 Co¢us, boarapus

8. HOMEP(A) HA PASPEHIEHUMETO 3A YIIOTPEBA

9. JIATA HA ITBPBO PA3PEIIABAHE/ITIOJHOBABAHE HA PA3SPEIIEHUETO 3A
YHOTPEBA

10. JIATA HA AKTYAJIU3UPAHE HA TEKCTA




