KPATKA XAPAKTEPUCTHKA HA IIPOJAYKTA

| M3ALAMTENHA ATEHUNS 0 NEKAPCTBATA
1. UME HA JEKAPCTBEHHUS 11 POH)’KT Kpamka xapaxmepucmuka Ha npogyxma - [Tpuaoxerue 1

Kom Pez. Ne . 920'43’9—"2)2\ .....................

Moprekan 20 mg Aucnieprupallly ce B ycrata tadneTku

Fortecal 20 mg orodispersible tablets Paspewetue Ne [ cr & on . pon
BGMAMP - ... T 2065, L LG5 10§
QgobRaHUB NE .........cocovcinecnrissccsSoieiiieiirereeserriseesisenes
2. KAYECTBEH U KOJIMUECTBEH CHCTAB

Beska aucneprupaina ce B ycrata tadnerka chiabpika 20 mg Ounacrun (bilastine).

[loMolIHK BeleCTBA ¢ M3BECTHO JICHCTBUE: BCsKa AMCTIeprupaiia ce B yerata Tabnerka coabpska 0,0030 mg
€TaHoI.
3a MbJIHMUA CMHUCHK Ha NIOMOLIHUTE BElIECTRA BHKTe Touka 6.1,

3. JJEKAPCTBEHA ®OPMA
Hucneprupaiua ce B yerata tabnerka.

Benu, kpbrim, nnocku TabneTku ¢ ozHadenue “20% oT eaHaTa cTpaHa ¢ iMamMeThp 8 mm.

4. KJIMHHUYHH JAHHU

4.1 TepaneBTHYHH NOKAZAHUA

CMMIITOMAaTHYHO JleYeHHE Ha alepruueH PUHOKOHIOHKTHBHUT (CE30HEH W LEJIOrOAMILEH) M YPTHKApHA.
Moprekan 20 mg aucneprupaiiu ce B yerata TableTKH € nokKas3aH MpH Bb3PacTHH M KOHOLIK (Ha Bb3pacT 12
I'OJIMHH W NOBeUe)

4.2  Jlo3upoBKa H HAYMHH HA NPHJIOKEHHE
JozupoBka

Bvspacmuu u onowu (na evzpacm 12 coounu u nogeve).

20 mg OunacTMH BEAHBK JHEBHO 3a obJeKUaBaHe Ha CHUMNTOMHTE Ha allepruueH PHHOKOHIOHKTHBHUT
(ce30HeH anepruyueH PpUHUT H LIEJIOTOIMIIEH aJleprHieH PUHHT) U YPTHKApHA.

Tabnerka Tpabpa 1a ce npyeMa eIMH Hac NMpein WK J1Ba Yaca clie/l IPUEM Ha XpaHa WM MJ10/I0B COK (BHKTE
TOuKa 4.5).

nDOﬂBﬂ}KHTEH HOCT Ha JICYCHHUETO

an allepruyeH pHHOKOHIOHKTHBHT JICHEHHETO TpSI6Ba Ja G'b}]C OrpaHHYCHO 10 MNEpHOIdAa Ha HU3JlaraHE KbM
AJICPIreHHTE. ”})H CE€30HEH aJICpruYveH pHHHUT JICHEHHETO T])HGBEI Ja 6'bIlC NPEYCTAHOBEHO CJIC/l OTIIYMABAHE
Ha CUHMINTOMMHTE W J1a 3an0o4yHEe OTHOBO IPH MOBTOpHATa UM 10osBa. an LEJIOTOAHLICH allepruicH pHHHUT Ha
MALHUCHTHTE MOKE J1a ce NpeTOKH NMPOABILKHTE/IHO JIEYECHHE 1O BPEME Ha NCPHOAUTE HA HU3J1araHe KbM
AJICPreHUuTE. HPH YpTHKapHs NPOJAB/DKHUTCIIHOCTTA Ha JICHECHHUETO 3aBHCH OT BHJA, NPOABL/IKUTEIIHOCTTA H
TCKECTTA HA OIJIaKBaHUATA.




Creyuaranu nonyaayuu
Crapuecka Bb3pact
He e neofxonnmo anantupane Ha 103MPOBKATA NIPH NALIMEHTH B CTAPHECKA BL3PACT (BX. TOuKa 5.1 1 5.2).

BubpeuHo Hapyiienue

[lpoBenennTe npoy4saHMd MpH BB3PACTHH B CHEUMATHW DPUCKOBHM IPYNH (MAaLHEHTH ¢ Ou6peuno
HapylleHHe) MOKa3BaT, e He € HeoDXOAMMO ajanTHpaHe Ha JO3MPOBKAaTa HAa GMIACTHMH IPH BBH3pacTHH
(BrxkTe Touxa 5.2).

YepHogpoOHO HapylieHwe

HaMma knubnYeH ONMT NpH BB3PaCTHH H NEIMaTPHYHK MALMEHTH ¢ 4epHOApo6HO Hapymienne. Thil kato
OunacTHH He ce MeTaboNM3Mpa M Ce CTMMHUHHpAa HEMPOMEHEH upe3 YpuHaTa ¥ (QEKAIHHTE, HE Ce OYAKBA
YePHOLPOOHOTO HapylllenMe fa YBENMHM CHCTEMHaTa €KCIIO3MUMS HAaj rpaHuLMTe Ha Ge3omacHocT mpH
BBH3PACTHH RalMeHTH. CrefoBaTestHo He € HeobXOoAUMO ajlanTHpaHe Ha JO3MPOBKATA NPH MPH BbL3PACTHH
NaLMeHTH U MaLHEHTH ¢ YepHOAPODHO HapyllieHKe (BHXTe Touka 5.2),

Teduampuuna nonynayus

- eua Ha BB3pacT ot 2 a0 11 roamH ¢ TenecHo Terno Hal-manko 15 kg

Bunactun 10 mg Tabnerkn, amcreprupamm ce B yerara v 6unactun 2,5 mg/ml nepopanen pasTBoOp ca
MOAXOOANIH 32 TIPHIIOXKEHHE B Ta3H TIONYJIALMS.

besonacHocTTa ¥ edukacHoCTTa Ha GMAMCTHH NpPH feua ¢ GHOPEYHO W UEPHOAPOGHO YBpEKIAHE He ca
YCTaHOBEHH.

Hauun Ha npuiaoxenue
INepopanno npunoxeHue

Hucniepripawara ce B ycTata TaGneTka ce nocTaBs B ycTaTa, KbAETO CE pasTBapa 6bP30 B CIIIOHKATA H TaKa
MOJKE 112 Ce [TBTHE JIECHO.

JIpyrvsT HaunH e AMcIeprupawaTa ce B ycratata TabneTka ja ce pa3TBOPH BBB BOMA NMPEIH NpPHIOKEHHUE.
He TpsbBa aa ce usnonssa cok oT rpeAndpyT WM APYrH NNOAOBH COKOBE 3a pasTBAPAHETO (BHXKTE TOUKA
4.5).

4.3 IIpornBomoxazanus

CBpPBXUYBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO MIH KBM HSKOE OT TIOMOLUHMTE BelllecTBa, W30poeHH B
TOUKa 6.1.

4.4 CpennajanH npegynpe:kaeHMs H NPeANA3HH MEPKH NpH ynotpe6a

Teduampuuna nonynayus

Eduxacnoctra  6e3onacHocTTa Ha 6UNACTHH NTPK AEUa Ha BB3PACT N0 2 FOAWHHM M ¢ TeecHo Tero nog 15
KT HE €A yCTaHOBEHH, CNe/loBaTenHO BUIACTHH He TpsbBa Na ce 3MON3BA MPK Acua NOA 2-OAMUIHA BL3PACT
HIIH € TenecHo Terio noa 15 kg.

[lpn nauvenTth ¢ yMepeno 10 Texko 6uOpeuHO HapyllleHWe, NpHIOKEHWe Ha GHNACTHH CHBMECTHO C
WHXHOUTOPUTE Ha P-rUKONPOTENH, KATO HAMPHMED KETOKOHA30M, EPHTPOMHLIMH, LIMKIOCTIOPHH, PHTCHABHD
WM TUNTHA3EM, MOXKE J1a TIOBHINH TIa3MEHHTE HHBA Ha OWIACTHH W, CNENOBATENHO, 14 YBENUYM pHCKa OT
HEXenaHHu peakulu Ha Gunactul. ETo 3amo ennospemMeHHoTO npunokenye Ha GUNacTiH H HHXH6HTOpH Ha
P-rnukonporenn TpaGea na ce n364rBa NpH NALNEHTH C YMEPEHO 10 TEXKO GHOPEHHO HAPYLLEHME: T

Crobwenn ca cnyvan va yawiked QT-unTepsan Ha eNleKTpoKapAHorpamMarTa npu naty
Ounactnn (Bx. Touku 4.8, 4.9 u 5.1), Ilpeanonara ce, ue NEKAPCTBEHKTE TNMPOAYKTH,
yawmkasane Ha QT/QTe-unrepsana, nopuwarat pucka ot torsade de pointes.



[Mopaan ToBa ce M3KMCKBA MOBHLIEHO BHHMaHWE NpH NpHiaraHe Ha GMNacTWH NPH NALMEHTH, KOUTO ca
W3M10:KEHH HA NOBHILEH PHCK OT yabiokasane Ha (QT/QTc-untepsana. Toea skniousa MallMenTH ¢ aHaMHe3a
32 CBPICYHH APUTMHH, MNAUHEHTH ¢ XHAINOKAIHEMHH, XWUNOMAarHe3WeMHd, XMIOKATLUEMMSA, NaUHSHTH ¢
W3BECTHO YAb/pkasaHe Ha QT-wnTepeana MaW 3uaunTenHa Opaauvkapavs, NAlMEHTH CbC CHABTCTBALIA
ynorpeba Ha ApyrH lekapcTBeHH TNIPOAYKTH, CBbP3aH# ¢ yabmkasane na QT/QTc-unreppana.

Tomownu senjecmesa
Tosu nekapceen MponyKT chAbpxka no-manko oT 1 mmol natpuit (23 mg) Ha Aucneprupata ce B yctara
TabneTka, T.€. MOXeE J1a Ce Kaxke, 4e NPAKTHYECKH He ChAbPHa HATPHIi.

Tosu nexapcsen npoaykr cbavpxa 0,0030 mg ankoxon (eraHon) BbB BCAKA AMCTIEpPrypalla ce B ycrara
Tab/IeTKa, KOETo € ekBHBancHTHO Ha 1,6 mg/100 g (0,0016 % 7/1). Konu4ecTroTo B ¢HA Aucnepripatua ce B
ycrara Tabnetka ¢ Terno 185 mg e eKBUBaNeHTHO Ha no-Maiko ot 1 ml 6upa unu 1 mi euHo.

MankoTo konuuecTBO ankoXon B TOBA NEKAPCTBO HAMA J1a HMa 3abenexHMy edexTH.

4.5 BzanmopaeiicTBHe ¢ XPYIH 1EKAPCTBEHH NPOXYKTH K Apyri (JOPMH Ha B3aHMOelicTBHE

HpquBaHm 33 B3IaUMOIeHCTBHE ca TIIpOBEXKAaHH ENUHCTBEHO IIPH BB3pacTHH H Ca oB00bieHn no-aoiy.

BsaumopeiicTane ¢ xpanu: XpaHara 3HaUMMO HaManfBa OpanHaTa GHOHAMYHOCT Ha GunacTHH ¢ 30%.

BaaumoneticTeue che cok ot rpeiindpyt: EqHospemeHUAT npuem Ha Gunactre 20 mg 1 cok oT rpeiindpyT
ToHwKaBa GHOHANMUHOCTTA Ha GunacTiH ¢ 30%. To3u edekt MoXxe aa Ce OTHACH CHIUO 2a APYrH MNOJAORH
cokose. CTenenTa Ha NoHHxkaBatie Ha GHOHATHYHOCTTA MOJKE /1a BADUPA CTIOpe/] POM3BOUTEIH H ILIOMIOBE.
MexanusMbT Ha ToBa BiaumoneHcTBHe € HHXuOHpake na OATP1A2, TpaHcnoptha cuctema 3a YCBOABaHE,
3a KOATO OunactuH e cyberpat (BikTe Touka 5.2). JlekapcTBeHH MPOAYKTH, KOMWTO ca cyGcTpaTH wWin
vHxMOHUTOpH Ha OATP1 A2, kaTo pUTOHABHP WM pHAMITALIMH, MO3KE []a HMAT NOTEHLMAT A2 HAMAJIABaT N0
nogobeH Ha4dMH MNa3MEHaTA KOHUEHTpaLHa Ha GUIAacTHH.

BzaumMopeiicTeue ¢ KeTOKOHA301 HAX epUTPOMHUKH: ENHOBPEMEHHUAT Npyem Ha GunacTHH 20 Mg BEAHBHK
AHEBHO 1 KeTokoHa307 400 mg BeAHBK AHEBHO WK epHTPOMHULIEH 500 mg TpH IHTH AHEBHO NOBMILABA /1BA
neTH AUC Ha Gunactvi n 2-3 1bTH Ciax. Te3W npoMeHH morat fa 6bIaT o6SCHEHH ¢ B3aHMOASHCTBHETO ¢
YPEBHHUTC TPAHCMOPTHH CUCTEMU 3a OTAensHe, TvH KaTo OumactiH e cyberpar 3a P-gp n ne ce
meTabonuaupa (BuxTe Touka 5.2). Te3u npomeHu Wsriexia He MOBAMABAT npomnaa Ha Ge3onacHoCT Ha
OHNACTHH M, CBOTBETHO, Ha KETOKOHA30] HWIN €PUTPOMMUMH. JIpyru nekapcTBeHH TPOAYKTH, KOMTO ca
cybeTpaTH MM HHXHOHTOPH Ha P-gp, KaTO LMKIOCTIODHH, MOMXE N2 MMaT NOTEHLHANl [a YBENWUagaT 1o
noao6eH HAYKH MNa3MEHaTa KOHLEHTpaLUKA Ha BUNAaCTHH.

BsaumopeicTane ¢ quntuazem: EnnoBpeMeHnnsT npueM Ha Gunactud 20 mg BeIHDK AHEBHO H IHATHA3EM
60 mg BeaHbx AHEBHO TMoBWWABAa Cpex Ha OunactiH ¢ 50%. Tosw edexr Moxe aa ce obscHU ¢
B3aMMOREHCTBUETO C YPEBHHMTE TPAHCMOPTHHU CHCTEMH 3a OTAeNsHe (BHXTE TOuKa 5.2) M M3rnexna He
noenusea npodmna Ha 6e3onacHocT Ha GrIaCTUH.

BaaumopeiicTene ¢ ankoxon: IleuxomoropHata AeHHOCT cliell €IHOBPEMEHEH NPHEM Ha ankoxon u 20 mg
OMNACTHH BEAHBXK AHEBHO € 110A0OHA Ha HabMIAaBAHATA cnen npueM Ha ankoxon H raueto.

BsaumoneicTaune ¢ yiopasenam: ETHOBPEMEHHHAT NpreM Ha GunacTHH 20 mg BeTHBK AHEBHO M IOpasenam
3 Mg BeAHBX AHEBHO B NPO/Ib/DKEHUE HA 8 1K HE YCHIIBA NTOATHCKAWINS edekT Ha JAopazenaMm ebpxy HHC,

Heduampuina nony.aayus
[Ipoyusanua 3a B3anMoneHCTBHA ca NpOBENEHH CaMo TpH Bb3pacTHU. Tbit KaTO HAMa KM
OTHOUIEHHC Ha B3AMMOZEHCTBHETO Ha GMNACTMH C APYrM JICKAapCTBEHH TIPOAYKTH, XpaH
COKOBE NPH N1€La, pe3y/ITaTHTe, NONYYEHH NPH NPOYUBAHHA 33 B3aMMOIEACTBHA NpH Bb3pa

CC B3¢MaT NPEABHA NMPH NPEANUCBAHETO Ha OunueTH Ha aeua. Hama kiMHAYEY AdHHH 0Op
3




nocoun Aastn npomenute B AUC nan Cmax, AbakawK ce Ha B3aWUMOAEHCTBUATA, 3acAraT npoduia Ha
GesonacHoCT Ha OUNACTHH.

4.6 PeprHaHTeT, GpeMEeHHOCT H KLpMeHe

bpemeHHOCT
JIunceat WK HMa OrpaHMYEHH 1aHHK 32 YHoTpebaTta Ha GUnacTuu npy OpeMEHHH KEHH.

[lpoy4uBanuaTa npH XHMBOTHH HE MOKa3BaT MPEKM WKW HEMPEKH BpelHM edeKTH Mo OTHOLUEHHE Ha
PENPOAYKTHBHA TOKCHUHOCT, pakAaHe WM MOCTHaTalHo pa3suTHe (BibkTe Touka 5.3). Karo npeanasua
MApKa € 3a NpeaAnounHTane ia ce nibarea ynorpebata Ha doprekan 20 mg aucneprupaly ce B ycTaTa
TabNeTKH 1o BpeMe Ha OpeMEeHHOCT.

KnpMmeHe
Exckpeuuara Ha OMIACTHH B KBbpMaTa HE € Npoy4eHa npH Xxopa. Hannvnute hapMakoKMHETHUHH AAHHH npH

KMBOTHH TOKa3BaT EKCKpeLHs Ha OMITacTHH B MaIAKoTO (Bx. Touka 5.3). Tpabea aa ce B3eMe pewenue nany
Aa ce NpeyCTAHOBW/NA HE Ce MpPHIOKH TEPanHATAa ¢ GUNACTHH, KaTO ce B3eMaT NpeiBHA MOMN3aTa OT
KBPMEHETO 34 JIETETO M NION13aTa OT TeparnuaTa ¢ OHIIACTUH 32 JKeHaTa.

DepTHaHTET
Jlunceat WiK MMa orpaHuyeHH KIMHHYHM AaHHK. [poyusane 1IDH NTbXOBE HE MOKa3Ba HEraTHBeH edekT

BBpXY pepTHnHTETA (BHXKTE TOYKa 5.3).
4.7 EdexTn BHpXYy cnocoiHocrTa 32 modupane n pabora ¢ MAIHHK

H3BbpiueHo npoyueaHe NpH BL3PaCTHM 3a OLEHKa Ha edexTuTe nHa GMnacTHH BBPXY criocofHOCTTa 3a
wodupaHe noxasea, ye nevenue ¢ 20 mg GHIACTHH He MOBNMABA cnocoGHOCTTA 3a modupane. Brnpeku
TOBA, Thi KAaTO WHAHBHIyanHaTa peakLHd KbM JIEKapCTBEHHs NPOAYKT MOXKE [a Ce pas/iHyaBa, NaLMeHTHTE
TpabBa ga 6baaT cLBeTBaHM fa He LWOQHPAT H Aa He pabOTAT ¢ MAlLMHM, JOKATO HE YCTAHOBAT KAKBA €
coOcTBEHATa UM peaKUMA KbM OHIIACTHH.

4.8 Hexenann NeKapcTBEHH PeAKIHH

O6obuienre Ha npogmna Ha 6e30MaCHOCT NPH BL3IPACTHH MAIMEHTH H FOHOLLUK

HectoTata Ha HexenaHM peakUMH TIpH BBL3PACTHH MNAUMEHTH W IOHOIIW, CTPafiauld OT aiepriueH
PHHOKOHIOHKTHBHUT MIH XPOHHYHA MAMOMNATHYHA YPTHKapHi, JieKyBaHW ¢ 20 mg GuUNacTHH, B KITHHHYHH
H2MATBaHKA, € CPABHHMA ¢ HECTOTATa NPH NALMEHTH, Nonyunan manebo (12,7% cnpamo 12,8%).

Knnnnuku npoyusanua dasa II 1 111, nposenenn no BpeMe Ha kiMHMuHaTa paspaboTka BrIKOuBaT 2525
BB3pDACTHH MALMEHTH U FOHOLUH, NEKYBAHH ¢ PasiIiuHK 103K BunacTHH, oT kouto 1697 nonyuasar GunacTun
20 mg. B Te3n npoyusanus 1362 naudenTH nonyyasar naauebo.

Hexxenanute nekapcTBeHN peaKlHMH, KOMTO Haii-yecTo ce ¢boGaBaT OT NALUMeHTH, nonyuasamy 20 mg
OMNacTHH npu nokasaHHe anepruueH PUHOKOHIOHKTHBUT W/IM XPOHWUHA WAMONATHYHAa YPTHKApHA ca
r1aBoGoNHe, CbHAWBOCT, BHCHE HAa CBAT M ymopa. Te3H HEKENIAHH PEakLHH ce MOSBABAT Ch¢ CPABHHMA
4eCTOTa NPH NAHHEHTH, NoNyvasanll nhanedo.

Obobwenne Ha HeXKeTaHHTE peakllk B TabnuyeH BUA NPK BB3PACTHH NALHEHTH W IOHOWH

Hexenanute nekapcTseHM peaKLMH, KOMTO € BEPOATHO Aa ca CBLP3aHM ¢ OHNAcTMH M ChLoGWABaHM npw
noeeye oT 0,1% oT naumenTh, nonyuyasamn 20 mg GUIACTHH NO BpeMe Ha KAWHHuHATa paspaGorka (N =
1697), ca npeacrasenu B TabaKuara no-1onay.

YecToTHTE Ce oilpeenaT KakTo Cle/sa;
Mmuoro uectu (=1/10)

Yectu (>1/100 no <1/10)

Heuectn (=1/1 000 no <1/100)

Penxw (=1/10 000 no <1/1 000)

Muoro peaxu (<1/10 000)




C Heu3BecTHA YecToTa (He MOXKe 1a ObJe OLEHER], OT HANUYHWTE JAHHK)

PEIIKH, MHOIO PEAKH H HEXECNAHH pEaKUHH C HCH3BECTHA HECTOTA HE ¢a BKJIHOYMEHH B TaﬁnuuaTa.

CucreMHo-opranHa kiaacupukauus

BcHukn no3u

Buaacrin onnacTun Thnane6o
20 mg _
YecroTa Hexenana peakums N=1697 Doses N=1362
N=2525
Hughexyuu u unchecmayuu
Heuectu Xepnec Ha YCTHHTe 2(0,12%) 2 {0,08%) 0 (0,0%)

Hapywenus na memabonuzma u xpanenemo

Heuectn [MoBHLIEH aneTHT

10 (0,59%)

11 (0,44%)

7 (0,51%)

Tcuxuunu napyuwenus

Heuectn TpeBoxkHOCT 6{0,35%) 8 (0,32%) 0 (0,0%)
BeicnHue 2(0,12%) 4 (0,16%) 0 (0,0%)
Hapywenus na nepenama cucmema
Yecrn CrnmueocT 52 (3,06%) 82 (3,25%) 39 (2,86%)
'nasoGonue 68 (4,01%) 90 (3,56%) 46 (3,38%)
Heuectu Buene Ha cBAT 14 (0,83%) 23 (0,91%) 8 (0,59%)
Hapywenus na yxomo u nabupunma
Heuectn TunutyC 2 {0,12%) 2 (0,08%) 0 (0,0%)
Bepturo 3(0,18%) 3 (0,12%) 0 (0,0%)
Cuvpoeynu napyuenus
Heuect Hecen Geapen 6nok 4 (0,24%) 5(0,20%) 3(0,22%)
CuHycOBa apHTMuA 5 {0,30%) 5(0,20%) 1 (0,07%)
;i‘;g:g:apm?;am uHTEpBaN 9 (0,53%) 10(040%) | 5(037%)
Hpyru oTiconenna 8 EKIT 7(0,41%) 11 {0,44%) 2(0,15%)
Pecnupamopuuy, 2pvOnu u Meduacmunainy Hapyuenia
Heuvectu HAucrnes 2(0,12%) 2 (0,08%) 0(0,0%)
HOuckoMopT B Hoca 2(0,12%) 2 (0,08%) 0 (0,0%)
Cyxota B Hoca 3{0,18%) 6 (0,24%) 4 (0,29%)
Cmomauno-upeanu Hapyuienus
Heuectn Bonkn B ropHaTta Hact Ha kopema 11 (0,65%) 14 (0,55%) 6 (0,44%)
KopemHu Gonku 5 {0,30%) 5(0,20%)
Fanene 7(0,41%) 10 {0,40%)
CroMalued AucKompopT 3(0,18%) 4 (0,16%)
Hunapus 4 {0,24%) 6 (0,24%)
Cyxota B ycTara 2(0,12%) 6 (0,24%)




CHCTEMHO-0PraHHa KAacn(HKALHA T Benukn gosu
OnnacTia Inaue6o
y H 20 mg Doses N=1362
ecToTa eXeNnana peakuia = -
N=1697 N=2525
HOucnencus 2 {0,12%) 4 (0,16%} 4 (0,29%)
Iactpur 4 (0,24%) 4 (0,16%) 0(0,0%)
Hapywenust 1a Koxcama u ROOKONCHAMA MbKan
Heuectu Copbex 2(0,12%) 4 (0,16%) 2 (0,15%)
Obugu napyutenus 1 ehexmu Ha MACMOMO HA NPUAONCEHUE
Heuectu Ymopa 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kawxpa 3(0,18%) 4 (0,16%) 1 (0,07%)
IlonoGpenne Ha  npeamecTBauio 2 (0,12%) 2 (0,08%) 1(0,07%)
ChLCTOSHHE
Bucoka Temneparypa 2(0,12%) 3(0,12%) 1 (0,07%)
AcTenus 3(0,18%) 4 (0,16%) 5 (0,37%)
Hacreosanun
HeuecTu [oeHeHa rama- | . (0,41%) 8 (0,32%) 2(0,15%)
rmyTaMunTpaHcoepasa
Mosnweka ANARMH- | 5 0 30%) 5 (0,20%) 3 (0,22%)
aMHHOTpaHcdepasa
Tosuexa acaPTaT- | 3 5 189%) 3(0,12%) 3(0,22%)
aMHHOTpaHcdepasa
INoBHIIeH kpeaTHHUH B KPBBETA 2(0,12%) 2 (0,08%) 0 (0,0%)
INoBMineRH TPHIAKLEPH/IM B KPLBTA 2(0,12%) 2 (0,08%) 3(0,22%)
Hosnweno rerno 8 (0,47%) 12 {0,48%) 2{0,15%)

*Choluasa ce v 3a ynbmxed QT-nHTepBan Ha eleKTPOKAPAHOrPaMa B IOCTMAPKETUHIOBHSA NEPHOLL.

C HeussecTHa vYecToTa (OT HANMYHWTE NAHHM He Moxe a4 Gwbae HanpaseHa oueHka): IlannuTaumm,
TAXHKapJMA, pPeakUMH Ha CBPBXYYBCTBHTEIHOCT (KAaTO aHaMNaKCHi, aHTHOedeM, AMcnHes, obpus,
NIOKAMW3KMPaH OTOK/NMOKANEH OTOK M epuTeMa) W MOBpbllaHe ca HaGaioAaBaHM Mo BpeMe Ha
NOCTMAPKETHHIOBHSA NEPHON.

Onucanue Ha N30paHH HEKENaHH PEAKUNY NPH Bb3PACTHH NAUMEHTH M IOHOLIK

CrHnueoCT, rnapobonne, CBETOBLPTEH M yMOpa ca HabNIORABAHKM KNM TIPY MALKEHTH, TeKYBaHH ¢ GMIHcTaH
20 mg unn ¢ nnauebo. Crobiaranata uectota ¢ 3,06% cnpamo 2,86% 3a cvHausoct; 4.01% cpewy 3.38%
3a rnasobonue; 0,83% cpeuty 0,59% 3a 3amasnoct n 0,83% cnpamo 1,32% 3a ymopa.

Hndopmaunara, cubupana no BpeMe Ha NOCTMAPKETHHIOBOTO HaGMtOleHHe, NOTBBPXCIABA Npoduna Ha
Ge3onacHoCT, HabNIONABAH NO BpEME Ha KIMHHYHATA pa3paboTka,

O60butenne Ha npoduna Ha 6e30NacTHOCT B NEIHATPHYHATA ITONYALMA
[lo Bpeme Ha knuHMuHaTa paspaborTka 4ecTOTaTa, THNBT M CEPHUOIHOCTTA HA HEXENAHWTE PEaKLUH nipH
1oHOWM (12 roannn no 17 roanHK) ca ChlMTE, KaKTO Te3d, HabloAaBaHu NPH BB3PACcTHH, l/chbop
¢pOpana npu Task nonynauus (IOHOWM) MO BPEME HA NOCTMAPKETHHIOBOTO HabmoneHue, Mopfhgs
IAHHHUTE OT KIHHUYHHTE TIPOYUYBAHKA.




CC/IMHYHO KOHTPOJIUPAHO KIMHUMHO H3IWTRAIC, € CPABHMM € TO3HM Ha rpynata, npuemaiita niaredo (68,5%
cpeuty 67,5%).

Ceopsanure HP, chobwagann nait-uccro or 328 jaeua (Ha Bb3pact or 2 a0 11 roamumn), nojayuasaiim
Onnactun (noa (hopmara Ha JMCNIEprHpalln ce B ycTata TabAeTKH) MO BpeMe Ha KIAMHWUHH W3MHTBAHNA
(260 nena, BKIIOYEHM B NpOyUBAHE HA  KIAMHMUHATA  0E300ACHOCT M 68 Jlcla, BKIOYEHH BB
(papmMakoKMHETHUHKTE NpOYUBAHMA), ca rIaBo0OIMe, ANEPrHieH KOHIOHKTUBHT, PUHHT M KopemHa OoJika.
Tesn cebpsann nexenann peakuun ce nosBaBaT CLC CpaBHUMA decToTa npu 249 nauuenty, nojyuagaiim
niaueto.

Tabanuno obobuieHHe Ha HeKeIaHNTE PEAKLIMK NP NEMATPHYHATA TOTIVIIALIHS

Hesxenanute ¢bOMTHA, KOMTO BEPOATHO ca cBBP3aHK ¢ GHIACTHH M ce chobmaeat npu noeede ot 0,1% ot
Aeuara (2-11 roaunu), npuemain OWIMCTHH MO BPEME Ha KIMHUYHOTO Pa3BMTHC ¢4 NPEJCTABEHH B
tabauniara no-1o0my.

YHeeToTHTe ca NoCcoUeHH, KakTo Clie/IBa:

Muoro uectn (>1/10)

Yecru (=1 / 100 1o <1/10)

Heuectu (=1 /1,000 go <1/100)

Penku (=1 /10,000 no <1/ 1,000)

Muoro peakn (<1 /10,000)

HeuzpecTHo (He Moxke J1a Objie OLUEHEHO OT HAJTMYHUTE JaHHH)

a 4ecToTa He ¢a BKJII0YEeHH B Tad

PEJ].KH MHOTI'O PE€JIKH H HEXKEJIAHU pCaKLIMH € HEH3BECTH

Wudexunn u nudecrannn
Heuectn | Punur [ 309%) [ 3(1,2%)
Hapyurenns na nepsuara cucrema
YecTH ["naBoGonue 6 (1,8%) 3(1,2%)
—— 3amatirane 1(0,3 %) 0 (0,0 %)
3aryba Ha ch3naHue 1 (0,3 %) 0 (0,0 %)
Hapymwienns na ounre
YeeTH AnlepruieH KOHIOHKTHRHT 4(1,2 %) 52,0 %)
HeuecrTn Hpaznene na ouunre 1 (0,3 %) 0 (0,0 %)
CromMauiHo-upeBHN HAPYUIEHHSI
Kopemna Gonka/Gonka B rophara yact Ha 3 (0,9 %) 3 (1,2 %)
Kopema
T Huapus 2 (0,6 %) 0 (0,0 %)
['anene 1(0,3 %) 0 (0,0 %)
IMojiyrane na yeruure 1 (0,3 %) 0 (0,0 %)
Hapymenns na koskara H nojiKo:xHaTa ThKaN
HeuecrTn CiashE L (0,3 %) D400 va)
Yprukapus 2 (0,6 %) 2 (0,8 %)
O6wu Hapymennst 1 CHbCTOSIHUSE HA MICTOTO HA NPHJIOKCHHE
Heuectn | Ywmopa | 3(09%) | 0(0,0%)
260 ae1a, BKIIOUCHI B HPOVIBANETO 32 KAHHHUHATA OS301ACHOCT 1 O8 101, BRAIOYCHN Hha (GAPMAKOKHICTHHHNTE HPOYHBAHMA

Onucanme na u30paHK HEeKEINAHN PEAKLIMHK B N IHATPHYHATA TIO1VIIALN ":v N
['nasobonue, kopemna Gosika, aepruded KOHIOHKTHBUT M PUHNT ca HAOMIOaBaHN H 11 Jic BaHH c
Ounacrun 10 mg, u npu neua, sekysanu ¢ nnaue6o. Cwobiuenara uecrtora e | gﬁli‘gﬁ% saf
rinasodonme; 0,9% cpemy 1,2% 3a kopemua G6onka; 1,2% cpeuty 2,0% 3a anepruuen lfr)p‘?(:(

cpewry 1.2% 3a punur,
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CrobluaBaHe Ha M0403HpaHW HEMENAHH PEaK UM

Cro6waBaHeTo Ha NOM03MPAHH HEKENAHW PeakLMM ched paspeiuaBaHe 3a ynorpefa Ha JieKapcTBeHMsA
NPORYKT ¢ BaxkHo. ToBa nNo3BoiABa Ja NPOALAKH HabJIOAEHHETO HAa CHOTHOMIEHHETO N0M3a/pHCK 3a
neKkapcTBeHUs NMpoiykr. OT MEAMUMHCKMTE CIIEUMATHCTH Ce M3MCKBA [a cboOLIaBaT BCAKA NOAO3HpaHa
HEXKeJlaHa peakLiia Ypes HAlIMOHANHA CUCTEMA 33 ChobllaBaHe:

HsnennuTEeNHA arenius no nekapcTeaTa

yn. JamsaH I'pyes™ Ne 8

1303 Codus

Ten.: +359 28903417

yebcaiiT: www.bda.bg

4.9 TIlpeposupane

HMndopMauyaTa 0THOCHO OCTPO Npeo3npaHe Ha OUIIACTHH € NOJIyYeHa OT OMUTA OT KIMHHYHH W3NKTBaHKS,
MPOBEJICHH N0 BpeMe Ha pa3paboTkaTta NpH BB3PACTHH, KAKTO M MO BPEME HA MOCTMAPKETHHIOBOTO
naGmonenne. [1py KWIHHUYHKTE NPOYYBAHMA clel NPUNOKeHHE Ha GwnacTu B Ao3d 10 no 11 mbTH no-
BHCOKH 0T TeparneBTyyHaTta no3a (220 mg eauHuuHa Ao3a wan 200 mg aHEBHO B MPOTB/DKEHHE HA 7 JHM)
npu 26 BB3PacTHH 3/1paBH Q0OPOBOJILM, YECTOTaTa HA CBBP3aHM C JICUEHHETO RBLIHMKHANH HEXeJaHH
peakuuy e 1Ba bTH N0-BHCOKA OTKONKOTO NMpH niauebo. Hexenanure peakuMu, KOUTO ¢a cLoOLIaBaHH Haii-
4ecTo, ca 3aMaiBate, rnasobonne M ragene. He ca noknanBaHW CepHO3HN HEXENaHH PeakiMu H 3HaUHMO
yabokapave Ha QTc wnHTepBana. Hudopmauwsrta, cebpaHa npM NOCTMAPKETHHIOBOTO HabnioneHue,
CbOTBETCTBA C Ta3H, JOKIAJBAHA B KIMHUYHHTE MPOYUBAHHA.

Kputnunata ouenka Ha edekTa Ha MHorokpartsata nosza Ha OunmacthH (100 mg x 4 nHH) BLpXY
BEHTPHKYNapHaTa penojiapusauus 4pes ,,uanoctio QT/QTe kpocoysbp npoyusane™ ¢ yyactue Ha 30 31paBu
BB3pPACTHH 10OPORONILM HE NOKAa3Ba 3HAUUMO yab/bkapaHe Ha QTc.

Hama nannu 3a npenosupade npu Ieua.

B cnyuait Ha npeposnpane ce NperopsuBa CHMNTOMATHYHO M NOAKPETIALIO JIEYEHHE,

Hama n3eected cneundmyen anTHaoT 3a SMAACTHH.

5.  ®APMAKOJOIWYHHU CBOUCTBA
5.1 <PapmaxkoaUHHAMMYHH CBOHCTRA

dhapmakoTepaneBTHyHa rpyna: AHTHXHCTAMHMHM 33 CHCTEMHO NpUnosxeHHe; JIpyrH aHTMXHCTAMHHM 3a
cucremno npunoxkenue. ATC koa: RO6AX29.

MexaHH3BM Ha JeHcTBUE
BuiacTun € HecenaTHBEH XMCTAMMHOB AHTACOHHCT C NPOABLIKUTERHO ACHCTBHE H CeNeKTHBEH nepudepeH

Hj-peuentopen antaronnctiden apuHuTeT 6€3 ahHHNTET KbM MYCKapHHOBH PELIENTOPH.
BriacTHH noTHCKa MHAYLMpaHUTE OT XMCTAMMHA KOXHM peakiiuk TMn ,wheal and flare” 3a 24 uaca caen
NpHEMA Ha EAHHHYHH N03H.

Knuunuha eduracHocT 1 GezonacHocT .
IlpoyusanusaTa 3a edukacHocT M GesonacHOCT ca NpoBeaeHH ¢ TabneTHaTa hopMa, 3a Kosrrgf,e' 1oKa3aHo, ye
) i :"7“‘/ -,

S

Hunactnh 20 mg nucneprupauy ce B ycrata Tabnetku € GHOEKBHBANEHTEH. ,7/ R
B KIWHHYUHH NpOyuYBaHHS Ha BB3PACTHW NAUMEHTH M MNAUMEHTH B IOHOLLECKA Bb aé‘fr_’f £
PHHOKOHIOHKTHBHT (CE30HEH W uenorofuiieH) 6mnactun 20 mg, npunarad BeAHbLK IH HO Fipo;
va 14-28 nun, e edexTureH Npu obileKyaBaHe Ha TAKMBA CHMITTOMH KATO KWXaHe, T &)

R
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HOCa, 3anywBaHe Ha Hoca, CHPOEX Ha O4MTE, CBA3EHE M 3a4YEpBABAHE HAa OUMTE. BWAACTMH e(eKTHBHO
KOHTPOIIHPA CHMOTOMUTE B NPOABIAKEHHAE HA 24 yaca.

B nBe KIMHMYHW NpOy4BaHWA Ha MALMEHTH C XPOHHYHA MMOTIATHYHA YpTHKapHa, GunactmH 20 mg,
NpUnaraH Be/lHbK JHEEHO B NPOAb/DKEHHE Ha 28 NHK, € edeKTHREH 3a 00NEKUABAHE HA HHTCH3HBHOCTTA HA
cepbexa M Opos W pazMepa Ha MexXypHTe, KakTo M IMCKOM(DOPTA Ha NAUMEHTHTE, MPEAN3BUKAH OT
ypTHKapusTa. [launenTure nonobpaear CBOA CHH H KaUecTBOTO Ha XKHBOT.

He ce naGmopnapa xnMHHUYHO 3HauMMO yawmkaBahe Ha QTc wHTepBana WM OpYr ChPAEYHOCHAOR epeKT B
KIMHHYHHTE Mpoy4BaHUs ¢ GunacTuH, nopu npu gosu ot 200 mg nHeBHo (10 mbTH KAMHHYHATA 1032a) B
npoab/DKEHHe Ha 7 JHM Tpd 9 5Mla, MAM JIOPH KOTA4TO Ce NpWiara 3aefAHo ¢ UHXHOGMTOpH Ha P-
FAMKONPOTEUH, TAKHBA KaTo KeTokonason (24 nvua) M epurpomuuun (24 nuua). B pomennenue e
uzBLplIeHo usnocTHo QT uicnensane, Bmourauo 30 no6posonim.

B KOHTpOHpaHH KJIMHHYHH NPOYYBAHHA NMpPH Npenopb4ada Ao3a oT 20 mg BCAHBK AHEBHO, NPOGHABLT Ha
6ezonacHocT no ortHoweHue Ha LIHC Ha GunacTuH e chu3MepHM ¢ TO3uM Ha nnauebo M nosBaTa Ha
CBHIMBOCT CTATHCTHYECKH HE C¢ pasjivaBa oT nnauebo. bunactun B nozu Ao 40 mg €4HOKPATHO AHEBHO HE
3acAra NCHXOMOTOPHOTO (YHKUHOHHpaHe B KJIHHHUYHH TMPOYYBAHHMA MW He 3acara cnocoBHocTTa 3a
wodHpaHe B CTaHAAPTEH WOQLOPCKH U3MHT.

IMaunenTn B crapuecka Bb3pact (> 65 roauuu), BioueHn BEe Basa 11 v Il na uscnensannaTa, He nokasear
pasnuka Mo OTHOlWIEHWEe Ha edHkacHocTra MnM Ge3omacHOCTTa CNpsAMO MO-MAaau nauMentu. [loct-
perucrpalnoHHo npoy4usade npu 146 nautMeHTH B cTapuecka BB3pacT He MoKa3Ba pasnukk B mpoduna Ha
6e20nacHOCT NO OTHOLICHHE HA BB3PACTTA Ha MONYNALKATA.

Heouampuuna nonyaayus

IOnoum (12 roanam o 17 ronMHK) ca BKIIOHEHH B KIHHWYHATa paspaGortka. 128 IOHOWH nonmy4aeat
OMNaCTHH NO BpeMe Ha KIHHHYHHTe mpoyuBanud (81 Npu ABOHHO cienu NpOyYBaHMA NpH anepruyueH
PHUHOKOHIOHKTHBHT). Jpyrn 116 roHowH ca pasnpeneneHH Ha Cy4yacH NMPHHUMN Ha aKTHBHa KOHTPONA WM
iuranebo. He e nabnonasana pasnuka B epUKacHOCTTA i GE30NaCHOCTTa MEXY Bb3PACTHHTE W KOHOILH,

Cnopen npenopbkuTe, 0ka3aHaTa ¢(MKACHOCT NPH BB3PACTHH M IOHOWIM MOXe Jia Gbjle eKCTpanoaMpana
KBM JICLa, KaTo € Q0Ka3aHo, Ye cMCTeMHaTa ekcnosuuud ¢ 10 mg GuwivctiH npy aeua ot 2 go 11 roauuu ¢
TENECHO Terno Hail-maniko 15 kg € exBHBANGHTHa Ha €KCMO3HLIMATA MPH Bb3PAcTHH, npuemaild 20 mg
Gunactun (Bx. Touka 5.2). Ekcrpanonaudsta oT 4aHHH 33 BB3PACTHH W IOHOWIK C€ CYHTA 3a NOAXOAALINA 32
TO3M NPOAYKT, ThH KaTO NaTO(hHIHOJOIMATA Ha AIEPrHUHNA PUHOKOHIOHKTHBHT H YPTHKAPHA € C/IHAKBA 3a
BCHYKH BB3PACTOBH TPYIIH.

B 12-ceMHYHO KOHTPONHpaHO KIMHWYHO MpPOYHYBaHe ¢ Jela Ha Bb3pacT oT 2 Ao 11 roanum (obuo 509
Acua, 260 nexysanu ¢ 6Gunactun 10 mg: 58 na su3pact or 2 g0 <6 roaunu, 105 Ha BB3pacT oT 6 g0 <9
roanuH, 97 Ha Bb3pacT o1 9 no <12 rogunu u 249 nekysaHu ¢ niaue6o: 58 Ha sb3pacT oT 2 A0 <6 rofKHM,
95 na Bw3pacT OoT 6 R0 <9 roAMHH W 96 na Bb3pacT OoT 9 Ao <12 roAMHHW) NpH NpenOpLYMTENHATA
neHaTpHuna ao3a oT 10 mg peaHBX AHEBHO MpodUALT Ha GesonacHocT Ha GuaacTun (n=260) e cxofeH ¢
TO31 Ha njauebo (n=249), kaTo HeKeJIAHM NeKapCTBEHH peakuuu ce npoasssat npu 5,8% u 8,0% ot
FALMEHTHTE, NPHEMaLl CbOTBETHO bunacTy 10 mg 1 nnane6o. Ilpn Tosa npoyusane u 6unactud 10 mg, 1
nnauebo JEMOHCTPHPAT JIEKO HAMa/IsBaHE HA Pe3yITAaTHTE 32 CHHIMBOCT M CelalMs B NeAMaTpH4HHS
BBIPOCHHK 34 cbHA (Paediatric Sleep Questionnaire), kKaTo MeKAY JEKYBAHMTE IPYNH HAMA CTATHCTHYECKH
3Ha4uMH pa3nvku. Ilpu neuara Ha BB3pacT ot 2 Ao 11 roannu Hama HabnioaaBaHu 3HauUMMK pasnukn B QTc
cnelt nedednero ¢ 10 mg OGunacTvH JHEBHO B cpaBHeHHe ¢ nnauedo. CneuHannu BENPOCHHLU 34 KAYECTBOTO
Ha JKMBOT 3a Jela ¢ ajlepru4yeH PHHOKOHKOHKTHBHT HMIAH XPOHW4YHA YPTHKApHs NEeMOHCTPHpPAT O6IHO
YBEJIHUEHHE B pe3ynTaTuTe 3a nepuod ot 12 ceamHuM 6e3 CTAaTHCTHYECKH 3HAYMMa pasiuka Mexay.
pameHaTa Ha neucHue ¢ OunactuH M nnauebo. Obuwarta nonyiauus ot 509 neua obxsaul /4%9 J"l'lJlua“
aNepruyeH pUHOKOHKOHKTUBHT W 30 1MLIa ¢ IHArHOCTHLMpaHa XPOHUUHA YpTHKapus. 260 ne @i’) '
GunacTuh, 252 (96,9%) 3a anepruueH pUHOKOHIOHKTHBUT W 8 (3,1%) 32 XpOHHYHa ypTHKap
249 peua ca npuemany nnaue6o, 227 (91,2%) 3a anepruyeH pHHOKOHIOHKTHBHT M 22 (8, &
YpPTHKapus.




EBponeiickaTta areHuua no 1ekapeTeara ocBo00M/1aBa OT 3aAbIKEHHETO 33 NPEACTABAHE Ha Pe3yNTaTHTE OT
NpOYy4BaHHATA ¢ OMNACTHH BBB BCHYKH NOArPYTIH Ha MCIHATPHYHATA NOHYNAUNS O] 2-FO/MILHA BB3PACT
{Bx. Touka 4.2 33 nudopmaLua OTHOCHO NMeanaTpHuHaTa ynotpeba).

5.2 dapMakoKHHETHUHH CBOHCTBA

(apMaKOKMHETHYHHTE NPOYHBaHHUA ¢a NIPOBEAEHH ¢ TabneTHarta Gopma.

[1poBenenH ca nNee PapMaKOKHHETHYHH NPOYYBAHHUA NMPH 3ApakH A0OPOBOIIUM 32 CpaBHABAHE HAa BMTACTHH
20 mg nucneprupaiity ce B ycraTa TabneTkd M Ounactia 20 mg taGieTkH, KOMTO IEMOHCTPHPAT
0HOEKBUBANCHTHOCTTA HA ABeTE HOPMH.

Abcopbuus
Bunactin OBp30 ce abcopbupa cnea nepopanHO NMPUIOKEHME ¢ BPEME 3a NOCTHraHe Ha MaKCHMManHa

MnasMeHa KoHUeHTpauus oT okono 1,3 wvaca. He ce HabGmopaea axymynaums. CpegHoTo HHBO Ha
froHannuHOCT Ha 6UNACTHH NPH NEPOPaNHO NPHAOKEHHE € 61%.

Pasnpepenenve
In vitro ¥ in vivo NpoyuBaHMA noKa3sBat, 4e OunacTiH ¢ cyberpar Ha P-rnukonporenn (Bx. Touxa 4.5

»B3aMMOIEHCTBHE C KETOKOHA30/ HIH epHTPOMHLMH™ W ,Baumopneiictene ¢ aunrnazem™) n OATP (Bx.
Touka 4.5 ,BianmonelicTene cbe cok ot rpeiindpyr). bunactiu He e cybeTpaT Ha TPaHCMOPTHA CHCTEMA
BCRP unu na 656peunn tpascnopruu cuctemu OCT2, OAT1 u QAT3. Ha Gazarta na in vitro npoyuBane
OHnacTHH He ce ouakBa Ja MHXMOMpa CAENHHTE TPAHCIIOPTHW CHCTEMH B CUCTEMHATA LHpPKY/Jauua: P-
rnvkonpotend, MRP2, BCRP, BSEP, OATP1BI1, OATP1B3, OATP2B1, OATI1, OAT3, OCTI1, OCT2 u
NTCP, Twii xato ce Habmionasa camo cnabGo waxubupawe P- rnukonpotenn, OATP2B1 u OCTI1, ¢
onpeneneHa [Cso > 300 pM, MHoro mo-sHcoxa OT M3UMC/IeHaTa KiMHMYHA NnasmveHa Cmax M nopaju ToBa
Te3H B3AUMOACACTBHS He ca KIWHHYHO 3HauMMH. Bbnpekn TOBa, Bb3 OCHOBA HA Te3W PE3yATATH,
HHXMOMpaHe 0T GMIACTHH Ha APYrH TPAHCIIOPTHH CHCTEMH Ha YpeBHaTa NUraBuua, Hanp. P- riukonpoTent,
HE MOXE J1a c€ H3KJIIOYH.

B TepaneBTHYKH 1034 OMNACTHH ce CBBP3BA ¢ MNIA3MEHHTE NPOTEHHH B 84-90%.

buotpancdopmarpms
BunactuH He HHIYUHpa W He MoATHCKA akTHBHOCTTAa HAa CYP450 n30eH3MMH B NpOYUBaHMA in vitro.

EnumMuHMpane
B npoyueaHe nmpH BB3pacTHW 31paBH noOpoBonuM ¢ GalaHcHpaHa Maca Cjtejl NPUIOKEHHE Ha €IMHMYHA

moza ot 20 mg "C-Gunactuu, nouth 95% OT npunoskeHaTa 1o3a ce OTKpHBa B ypuHata (28,3%) u
u3npaxHeHnsTa (66,5%) kato HenpoMmeHeH OHNACTHH, KOETO NOTBbLPXKAABA, 4e OWNAcTHMH He ce
MeTabotM3npa 3HauMmMo npu Xopara. CpeAHMAT NMONYKMBOT Ha €JTMMHHMpAHE, M3YHCNER MPH 31paBH
nobpoeonim, € 14,5 4.

Juneiinoct
Bunactun nokasea nuHeeH (apMakOKMHEeTHHEH MPodIl MPH NPOCNeNsBaHe Ha pasfiMuHk Ao3u (5 o 220
mg) ¢ HUCKH MHAMBHIYATHH Pas/IHUHA.

b16peyHo HapyleHWe
B npoyusane ¢ nuua ¢ 6x6peuno Hapyiwenue cpeanata (SD) AUCq., Hapactsa ot 737,4 (£260,8) ngxhr/ml
npu nuua Ge3 Hapywenns (GFR: > 80 ml/min/1,73 m?) no: 967,4 (£140,2) ngxhr/ml npu nuua ¢ neko
napyweunue (GFR: 50-80 ml/min/1,73 m?), 1384,2 (£263,23) ngxhr/ml npu nuua ¢ yMepeHo HapylleHHe
(GFR: 30 — <50 ml/min/1,73 m?) u 1708,5 (£699,0) ngxhr/ml npu nuua c Texko napywienue
ml/min/1,73 m?). Cpeanmst (SD) nonyxuBoT Ha GunacTiH € 9,3 4 (£ 2,8) npu nHua Ge3 Hap Q@ﬂ.é _I
(£ 7,7) npu nuua ¢ nexo Hapyuienue, 10,5 4 (£ 2,3) npu aKUa ¢ ymepeHo HapyleHue u 18 ug? 1_ 4-}@51p
AMUA C TEXKO HapylwleHHe. YPHHapHAaTa eKCKpellMs Ha GHUIACTHH NPHKIIOYBAa OKOHUATE 1 R
NpH BCHUKH nHLa. Tesu $apMakoKMHETHYIHH TIPOMEHM HE Ce OMAKBa 1a MMAT KIMHMYHO VR
BbpXy 0e30MmacHOCTTa Ha OMNAcTHH, 3aLIOTO MNAa3’MEHWTE HWBA Ha GMnacTWH npH naum
HApYUIEHHA Ca BCe NaK B TPpaHHLUMTE Ha 6e30MacHOCT Ha GUNacTHH.

10 ‘-; . y,




HepuoapoOGuu HapyuieHHs

Hsma (apMakOKMHETHUYHM JaHHW NPU NHLA ¢ YepHoapobHY HapymeHds. Bunactun He ce metabonusmpa
npu xopata. Thii KaTo pe3synTaTute OT MpoyuBakeTo Mp 6LOPEYHO HapyleHHe nokassat, ue OLOpeyHara
€JIHMUHALMA  MM3 OCHOBEH TMPHHOC 34 €NMMHHALHATA, OYaKBa Ce KIBYHATA eKCcKpeuMs na uma
HE3HAYHTE/HA POJIA B €IMMHHALIMATA Ha GunacTHH. He ce ouaksa npoMeHnTe B YepHOApPoGHATa PYHKUMA Na
MMaT KJIMHWUYHO 3HAYMMO BIKAHHE BbPXY (hapMaKOKMHETHKaTa Ha OUIACTHH,

Crapuecka pB3pacT

Hannunu ca caMo orpaHuyenHy (apMakOKHHETHUHH AaHHH NPH CyOEKTH Mo-BL3pacTHH oT 65 ronunn. He ce
HabNIOJaBaT CTATHCTHYECKH 3HAYHMMH PA3NH4HA TI0 OTHOLICHHE Ha (APMAKOKMHETHKATA Ha GUIACTHH NpH
NaLMEHTH B CTapueCKa BH3PAcT B CPABHEHHE C BB3PACTHH MAMEHTH Ha Bb3pacT Mexxay 18 v 35 roaunn.

INeanaTpuyHa nonynauus

He ca mnanuunu apmakokMHeTMUHH HaHHM npH toHowH (12 romguuuw mo 17 rogueM), Thii Kato
EKCTPano/J¥paHeTo Ha JaHHWTE OT BBL3PACTHHTE JIHUA C€ CUMTa 33 MOAXOMAWI0 3a TO3M MPOAYKT.
DapMakOKMHETHYEH aHATH3 NPH JElla € M3BBLPLIEH Bb3 OCHOBA HA JIAHHM, TIONYYEHH B JIBE MPOYUBAHHS,
BKIIFOURALUH 66 neua Ha BB3pacT OT 2 A0 1l romMHM ¢ anepruyeH PHHOKOHIOHKTHWBHT MiIM XPOHHYHA
YPTHKapHd, Ha KOHTO € Npuiarana BeAHbXK AHeBHO Ounactid 10 mg aucneprupaiua ce B ycrata Tabhierka.
DapMaKOKMHETHYHHAT aHANK3 HA JIAHHMTE 3a IUIa3MEHaTa KOHUEHTPALIMA NOKAa3Ba, ue NPUAaraHeTo Ha
neaMaTpuiHaTa nosa dunactun 10 mg BeIHBXK AHEBHO BOAM A0 CHCTEMHA €KCTIO3MIMA B HaNAa30Ha HA TazH,
HabmonaraHa ciea A03a oT 20 mg NpH BL3PACTHH M IOHOLLM, KATO € JHaNla3oHbT OT cToliHoctu Ha AUC
{95% CI) 511,5 no 1450 ng hr/ml 3a geua ot 2 a0 11 roguun. Tesu pesynTaT ca 3HAUKTETHO NOJ Npara 3a
Ge3onacHOCT BB3 OCHOBA Ha AAHHMTE OT MPHAraHe Ha eHOKPaTHa AHEBHA 103a oT 80 mg NpH BL3PacTHH B
CLOTBETCTBHE ¢ mpoduna Ha Ge3onacHoCT Ha nexapcTBoto. Te3u pesynTaT MOTBbpsKnaBaT M3bopa Ha
Gunactun 10 mg 3a nepopanHo NPHIOKEHME BEAHBX JHCBHO KATO MOAXOAALIA TEpaneBTHUYHA 1033 3a
neauaTpHiHAaTa NOMyNauMa Ha Bb3pacT oT 2 A0 11 roaunm ¢ TenecHo terno Hax 15 kg.

5.3 [HpeaxkanHn4HH AaHHH 3a Ge3onMacHoCT

HeknWHHYHHTE NaHHH He Moka3BaT ocoBeH PHCK Ha GMnacTHH 3a Xopa Ha 6a3aTa HA KOHBEHLHOHAJHHMTE
t(hapmakonoruiHm H3NUTBaHKA 32 G€30MaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO NPUarase, reHOTOKCHUHOCT
M KaHLIEpOreHeH MoTeHUHAal.

B uscncnsanuATa Ha penpoAYKTHBHATA TOKCHHYHOCT edexTuTe Ha OMNAcTHH Bupxy deryca (mpe- H
IOCTUMILIAHTALHOHHA 3aryba NpH MIbX0BE W HENLIHA OCHHKALIHA HA YEPENHUTE KOCTH, PbAHATa KOCT M
KpaHHHLHUTE NpH 3ailM) ce HabatoaaBaT camo Npu 103K, TOKCHYHH 3a Maiikata. HuBaTa Ha ekcnosunms, npu
KOHTO He ce HabnonaBat Hexenanu nekapcrseHd peakutd (NOAEL), 3HaUMTENHO HaaxBupasT (> 30 mbTH)
€KCMO3HLIHSA TIPH XOpaTa NpH Npenopbyuanara TepaneBTHYHA J103a.

B npoyusane 3a nakraumsiTa € ycTaHOBEH GMNACTHH B MISKOTO Ha KbPMELUM IUIBXORE, NPH NIpHIaraHe Ha
€IHOkpaTHa nepopanya ao3a (20 mg/kg). KonuentpauunTe Ha OHNACTHH B MIISKOTO ca OKOJO TNOJIOBHHATA
OT Te3M B MaifYMHAaTa NnasMa. 3HAYEHHETO HA TE3U PE3YJITATH 3a XOpaTa HE € N3BECTHO.,

B wscneasane 3a deprunuTeta npu nabxose, OWnacTuH, npunarad nepopano no 1000 mg/kg/neH, He
[IPEAAM3BHKBA HHKAKBE €(PEKT BLPXY JKEHCKHTE M MBKKHTE PENpOJYKTHBHM oprauu. [lokasaTenute 3a
undrocpaHe, hepTUIHTET U BPEMEHHOCT HE Ce NOB/UABAT.

Ot u3nuTBanKs 32 pasnpeneiende NpH NIBXOBE ¢ ONPEACNAHE HA KOHLEHTPALUHHTE Ha NEKAPCTBOTO 4pes
aBTOpannorpadusa ce BUxaa, He GUNACTUH He ce akymynupa B LIHC.

6. PAPMAIIEBTHIHH JAHHH
6.1 Cnucebk Ha NOMOLHHTE BelIecTRA

Manuron (E421)
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Kpockapmenosa HaTpuii

Hatpuer creapundymapar

Cykpanosa (E955)

ApoMat Ha vucpBeno Tpo3ie (OCHOBHH KOMIIOHEHTH: ryMa apaluka, eTundyTupar, TpHALIETHH,
METHTAHTPAHKNAT, ETaHON, d-MTHMOHEH, THHANGIT)

6.2 HechemecTHMOCTH

Henpunoxumo.

6.3 Cpox pa roguoct

4 ronuHR

6.4 CneunaaHH ycJOBHA 3a chXpaHeHMe

Tozun JICKAPCTBCH NMPOAYKT HE H3HCKBA CTIETIHANTHH YCIIOBHA 3a CbXPaHCHHUE.

6.5 BHA H chABpskaHMe HA ONIAKOBKATA

OPA/AWPVC/Alu nepopupann eqronozoru Gnuctepn or 10 x 1, 20 x 1, 30 x 1, 40 x 1 wum 50 x )
OMCNIEPrUpALLH Ce B YCTaTa TableTKH, OaKOBaHH B KAPTOHEHA KYTHS.

He Bcyuku BHOBE OMakoBKkM Morat Aa ObAaT mycHaTH B npoaaxda.
6.6 Crhennaann npeana3Hy MEPKH NPH H3XBbLPJIAHE

Heuznonzpanusr NpPoAYKT HIIH OTNAABRYHHTE MaTEpHANIH OT HECro TpﬂﬁBa Aa €€ H3XBLPIIAT B CLOTBETCTBHE C
MECTHHTC H3HCKBAHHA.

7. HPUTEXATEJ HA PABPEINEHHETO 3A YIIOTPEBA

Menarini International Operations Luxembourg S.A.,
1, Avenue de la Gare, L-1611, JliokcemGypr

8. HOMEP(A) HA PAZPEINEHHETO 3A YIIOTPEBA

20230132

9. JATA HA IIbPBO PA3PEHHABAHEMIOAHOBABAHE HA PA3PELIEHUETO 3A
YIIOTPEEA

Jata Ha mBpBO pazpelnasane:
JlaTta Ha nocneaHo NoAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

09/2025

12




