KPATKA XAPAKTEPUCTHKA HA ITPO/IYKTA A 030 /37

I.  WUME HA JIEKAPCTBEHUSI IPOJAYKT 6 2R - 24-08- 2028
Bboprekan 20 mg aucneprupaiiy ce B ycrata tabiaeTku

Fortecal 20 mg orodispersible tablets

2. KAYECTBEH U KOJIMUMECTBEH ChbCTAB

Beska aucneprupaiua ce B ycrara tabsietka cbabpka 20 mg Ounactun (bilastine).

[lOMOLIIHM BeLlleCTBA C M3BECTHO JICMCTBUE: BCsKa JUCIieprupania ce B ycrara tadbnerka cbiabpxka 0,0030 mg

CTAHOJIL.
3a M'bJIHUS CITUCBK HA NMOMOLIHUTE BellecTBa BWKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Jlncneprupauia ce B ycrarta tabierka.

benu, kpbrim, riocku tadieTku ¢ o3Havyenue 20" oT eHaTa cTpaHa ¢ JMaMersp 8 mm.

4. KJIMHUYHH JIAHHHA

4.1 TepaneBTHYHH NOKA3AHHUA

CHMITOMATHYHO JICYEHHUE HA AJIEPruyeH PUHOKOHIOHKTUBHUT (CE30HE€H W LEJIOTOJMIIEH) W YPTHKapHs.
Doprekan 20 mg aucneprupaiim ce B ycrara TabjIeTKM € 110Ka3aH MpH Bb3pacTHU M IOHOLIM (Ha Bb3pacT 12
FOJIMHHU U NOBeYe)

4.2 Jlo3upoBKAa H HAYHH HA NPHJIOKEHHE
Jdo3npoBka

Bws3pacmnu u ronoutu (na ev3pacm 12 200unu u noseue).

20 mg OunacTUH BEAHBLK [AHEBHO 3a o0OJieK4aBaHe HA CHUMIITOMHTE Ha ajiepruieH PUHOKOHIOHKTHUBMT
(CE€30HEH ajlepruvyeH pUHUT M LICJIOTOJIMLLICH aJlepruvyeH pUHUT) H YPTUKAPHH.

Tabnerka TpabBa aa ce npueMa €1MH Yac Npeayd WM JIBa yaca cjie/l IpueM Ha XpaHa MTH MJ10/10B COK (BUKTE

Touka 4.5).

[ [pOABLIKUTEIIHOCT HA N€HEHHETO

[Ipn anepruveH pUHOKOHIOHKTHBHT JieUeHUETO TpsOBa na Objie OrpaHUYEHO J10 NMepHOoa Ha W3jlaraHe KbM
aneprenure. [lpu ce3oHeH anepruyueH puHUT JedeHueTo TpadBa aa Obae NnpeycTaHOBEHO Clle/ OTIIYMSABAHE
Ha CUMIITOMUTE M J1a 3al0YHE OTHOBO MpH MOBTOpHATa UM nossa. [lpu uenoroamuien anepruyeH puHUT Ha
MaLMEHTHUTE MOJKE J1a CE MPEeIOKH NPOABLIKUTEIHO JICYEHHE MO BpeMe Ha TePHOJIMTE Ha W3jlaraHe KbM
aneprenure. [lpn yprukapus npoab/HKUTENIHOCTTA HA JICYEHHETO 3aBHCH OT BWJIA, MPOABIDKUTEHOCTTA W
TEKECTTa Ha OIJIAKBAHUSATA.




Creyuantnu nonyaayuu

Crapuecka Bb3pacT
He e HeobxonuMo aaanTHpaHe Ha A03HPOBRKATA MPH NALIMEHTH B CTapuecka Bb3pacT (Bxk. Touka 5.1 n 5.2).

brOpeuHo HapylieHUe
[IpoBeaennTe npoy4BaHUs NpH BB3pacTHM B ClCUMANHH PHCKOBM Tpynu (naunyeHTH ¢ 6B0peuHo
Hapyll€HHe) NOoKa3BaT, Y€ He € HeoOXoaumo ajanTHpaHe Ha J03MPOBKAaTa Ha OHIACTHH NpPH BBE3PACTHH

(BHOKTE TOMKA 5.2).

YepuoapobHo HapyeHue
Hama kn¥HHYeH ONMHT NPH BL3PACTHH MW NEAHATPHYHW MAUMCHTH ¢ YepHoApoOHO HapyuieHHue. Twi Karo

OunacTHH He ce MetaboONH3Hpa W Ce eIMMHHHpa HENPOMEHEH uYpe3 ypHHaTa H (QeKajiHuTe, HE CC OYAKBa
YepHOAPOOHOTO HapyllIEeHHE Ra YBEJMYH CHCTEeMHAaTa eKCNO3HLUMA HaA IpaHuuuTe Ha 0€30MacHOCT NpH
BB3pacTHH nauueHTH, CrnefloBaTe/IHO He € HeoOXOAMMO ananTtupaHe Ha AO3MPOBKAaTa NMpH NpH BB3PACTHH
NAlHEeHTH H NAIUEHTH ¢ YepHOAPOOHO HapylIeHHe (BUXKTE TOUKA 5.2).

Ileouampuuna nonynayua
- Jlena Ha BB3pacT ot 6 10 11 roauns ¢ TenecHo Terno Hau-manko 20 kg

bunactH 10 mg tabnerxH, nucneprupaiun ce B ycrata M OunactvH 2,5 mg/ml nepopaneH pa3TBOp ca
NOAXOASAILM 32 NPUTIOKEHUE B Ta3KW NMONyanus.

- leua nox 6-roanuiHa Bu3pacT U noA 20 kr
Hanuyxure noHacToALIEM NaHHHM ca onucaHu B Touka 4.4, 4.8, 5.1 u 5.2, HO He MOXxe Aa ce mpenopbua
nosuposka. [Topanu ToBa, OunacTH He TpsOBa Aa ce M3NOJ3BA B TA3H BE3PACTOBA I'PYTIA.

bezonacHocTTa M edpHKacHOCTTA Ha OMNMCTHH npH acua ¢ 6BOpeuHo U yepHompoOHO yBpexxaaHe He ca
YCTAHOBEHH.

Haunn HA NpHIOKEHHE
[Tepopanuo npuiocKeHHe

Hucneprupainara ce B ycrata TabneTka ce mocTaBi B yCTaTa, KbAETO c€ pa3TBapA Obp30 B CNKOHKATA M TaKa
MOK€ [1a C€ [THTHE JIECHO.

HpyrusAT HauMH e JUcneprupalnara ce B ycrarara tabnerka aa ce pa3TBOpH BBB BOAA Npear NPHIIOXKEHHE.
He TpsbBa aa ce w3nonssa Cox OT rpedndpyr WiH ApyrH NMNOJOBH COKOBE 3a pa3TBapAHETO (BIDKTE TOYKA
4.5).

4.3 IlporHBONmOKA3AHMUS

CBpBXYYBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HAKOE OT NMOMOLIHUTE BElIECTBA, H30pOeHH B
Toyka 6.1.

4.4 Cpreunnannu npeaynpexxeHns H NpeaNasHR MEPKH NPH ynoTpeda

Ileduampuvna nonyrayus
EdmnkacHocTra M Ge3onacHocTTa Ha GMNAcTHH NpH Aella HAa BB3PAcT Nofd 2 roAHHHA HE Ca YCTAHOBEHH H UMa
MajibK KIMHUYEH OMMT MpHY Aela Ha Bb3pacT OT 2 A0 5 roaMHH, cnepoBarefiHo OunacTtiH He TpadBa na ce

H3110J3Bda B TE3H Bb3PaCTOBHU I'PYIIH.

[Ipp natMeHTH ¢ YMEpPEHO N0 TEeXKO OBOpevyHO HapylleHHe, APUIOKEHME Ha OMIACTHH CbBMECTHO C
HHXHOUTOpUTE Ha P-TIHKONpPOTEHH, KaTO HaNpUMEP KETOKOHA30J1, EPHTPOMHLUHH, LHKIOCTIOPH }, PHTOHABHPD.
WIH AMITHA3EM, MOXKE [id NTOBHIIH TJ1a3MEHHTEe HUBa HAa OMNACTHH H, Clea0BaTENHO, Aa Y ﬁmfbﬁﬁg’é’

HEXKEJIaHW peakuH Ha OunacTvH. ETo 3ai0 e 1HOBpEMEHHOTO MPHUIIOKEHHe HA OUNacTHH
P-rankonpoteunn TpadBa Aa ce H304ArBa Npy NaLMEHTH C YMEPEHO A0 TexKKO ObOpeyHOo Ha
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Crobluenn ¢a cay4dan Ha yabmkeH QT-uHTepBan Ha enexTpoKapaHorpaMara Mpu MAauMeHTH, NpUeMaiu
6unactuH (Bxk. Touku 4.8, 4.9 u 5.1). Ilpeanonara ce, ue JIeKaApPCTBEHUTE IPOAYKTH, KOHTO MNMPHUYNHABAT
yabskaBaHe Ha QT/QTc-uHreprana, moBMLIuAaBaT pucKa OT torsade de pointes.

[lopagu ToBa ce M3MCKRAa MOBHMILEHO BHHMAaHWE NpH MNpunaraHe Ha OWNACTUH MPH NMauMeHTH, KOWTO Ca
H3/I0JKeHH Ha NOBUIIeH pUCK oT yabkaBaHe Ha QT/QTc-unrepBana. Toea BKIIOYBA NALIMEHTH ¢ aHAMHE3a
3a ChPACYHH APUTMHMM, NALUEHTH C XUIMOKANUEMMS, XHIIOMarHesueMus, XUIMNOKalLeMUs, NaUHMEHTH C
U3BECTHO YyAbMKaBaHe Ha QT-WHTepBasa MnM 3HauuTenHa Opaaukapavs, NMAUMEHTH CbhC CHOBTCTBALA
ynoTpeba Ha ApYrH NeXapcTBEHU NPOAYKTH, CBBP3aHM ¢ yabkaBaHe Ha QT/QTc-unteppana.

Hlomownu sewyecmsa
ToBa nekapcTBO ChABpka No-Manko o1 1 mmol Hatpuii (23 mg) Ha Aucnieprupaia ce B ycrara rabnerka,

T.€. MOXe J1a ¢e KaKe, Y€ NMPaKTHUECKH HE ChABLPIKA HATPHIA.

Toa nekapcrBo cuabpxka 0,0030 mg ankoxon (eraHon) BbLB BCAKa AMCHEprupallia ce B ycrara tabnerxa,
KOETO € ekBHBaNeHTHO Ha 1,6 mg/100 g (0,0016 % 1/1). KonuuyecTBoTo B €AHa ANCNEPrypailia ce B ycTata
tabnerxa ¢ Terno 185 mg € eKBUBaNeHTHO Ha no-mManko ot 1 ml 6upa unu 1 ml BuHo.
Mankoro KONMHYECTRBO alKOXO0J1 B TOBA NEKapCTBO HAMA J1a UMa 3abenexxuMH edexTH.

4.5 B3anmoaelicTBHE ¢ APYIH JIeKAPCTEEHA NPOAYKTH ¥ APYrH OopMH HA B3aHMOJAeHcTBAE
[TIpoyuBaHus 3a B3aHMOACHCTBHE Ca MPOBEXKIAHH CANMHCTBEHO NPH Bb3PacTHH M ¢ca 00obuiesH no-gony.

BzaumopelicteHe ¢ xpaHu: XpaHaTa 3Ha4MMO HaMaJiaBa opajiHaTa 6nonanuysocT Ha OMnacTHH ¢ 30%.

BaaumonelicTane cbe cok oT rpeindpyt: EnHoBpeMeHHHAT npHeM Ha SunactuH 20 mg U cok ot rpeiindpyT
noHwkasa SHoHaNMYHOCTTa Ha OunacriH ¢ 30%. To3n edekT Moke Aa ce oTHacs CBILO 3a APYrH IUIOOOBH

cokore. CTeneHTa Ha NOHKaBaHe Ha OHOHANMYHOCTTA MOXKE A Bapyupa Crnopen NPOU3BOAUTENH H TUIOAOBE.
Mexanu3MBT Ha TOBA B3auMoAedcTBHe € nHxubupaHe Ha OATP1 A2, TpaHcniopTHAa CHCTEMA 33 YCBOABAHE,
3a koATo OmnacTHH e cyberpaT (BmkTe Touka 5.2). JlekapcTBeHH NpOOyKTH, KOHMTO ca CyOCTpaTd WM
nHXuburopu Ha OATP1A2, kaTo puTOoHaBHp WK PHPAMIHUKH, MOXKE Aa UMAT NOTEHLMA J1a HaMansaBaT no
noaobcH HauMH TJ1a3MeHaTa KOHLUEHTpalua Ha OUTaCTHH.

B3auMoaeHCTBHE ¢ KETOKOHA30] UJAH epHTPOMHKUHMH: EAHOBPEMEHHHUAT npyeM Ha OunactvH 20 mg BeaHBXK
AHEBHO H KeTokoHa3on 400 mg BeaAHBXK AHEBHO WK epHTPOMHLMH 500 mg Tpy MLTH AHEBHO MOBHILABA 1Ba
meTH AUC Ha 6unactud ¥ 2-3 nmbTH Chax. Te3u npomenn morar ga 6baaT 004ACHEHM ¢ B3aUMOIEHCTBHETO ¢
YPEBHUTE TPAHCIIOPTHHM CHCTEMM 3a OTAeNAHe, ThH kato OunacTuH e cybctpar 3a P-gp U He ce
meTabonusupa (Bwxre Touka 5.2). Te3u nmpoMeHW H3rnexnaa He MOBIHMABAT Npoduia Ha 6€30MacHOCT Ha
OUNIaCTHH M, CHOTBETHO, Ha KETOKOHA30J WAH C¢pUTPOMHIMH. [[pyrH nekapcTBeHH MPOAYKTH, KOMTO Ca
cybcTpath win HHXMOMTOPH Ha P-gp, KaTo LIMKNOCMOPUH, MOXKE Ja MMaT TOTEHUHan Ja YBeJIW4aBaT no
noa00CH HAYHH TUTa3MeHAaTa KOHUCHTpallHa Ha OUIacTHH.

BsauMoneHcTBHEe ¢ AnnTHazeM: EQAHOBpEMEHHHAT nIpueM Ha OunacTHH 20 mg BeAHBK AHEBHO H AUNTHA3EM
60 mg BegHBX OHEBHO nNoBHIABA Cn.x Ha OunnactHH ¢ 50%. To3n edekt Moxke aa ce obsAcHU ¢
B3aUMOJAECHCTBUETO C UYPEBHUTE TPAHCHIOPTHH CHCTEMM 3a OTAECNAHE (BHXKTE TOYKa 5.2) W M3riexna He
nopnusaBa npodpuna Ha 6e3onacHoCT Ha OHUNacTHH.

BzaumoneicTeue ¢ ankoxos: IlcuxoMoTopHaTa A€HHOCT cnel €JHOBpEeMEHEeH NpueM Ha ankoxon u 20 mg
OMNTacTHH BeAHBK AHEBHO € noAoOHa Ha HabAloaaBaHaTa CIEA MPUEM Ha alikoxon  nnaunebo. e
ot

¥ L W : n-".lh—-. - .Ih"‘h - I
BsaumopeiicTeue ¢ nopazenam: EqHOBpeMeHHHAT NpHeM Ha GunacTHH 20 mg BeaHbX AHEBHOSH AOpdsenaM™. >
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3 mg BEAHDBXK AHEBHO B NPOAbIKEHHE Ha 8 IHM He YCHIIBa NOATHCKaWKA edekT Ha iopasze au‘f_ﬁppgy‘uﬁg; R
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[IpoyuBaHusa 3a B3aMMOJEHCTBMSA ca NMPOBEACHM CaMO MPH BL3pacTHH. TbH KaTO HAMA KIIMHHYEH ONMT MO
OTHOILIEHWE Ha B3aUMOAEHCTBHETO HAa OMNacTUH ¢ ApPYrH NEKapCTBEHH MPOAYKTH, XPaHH HAH TIAOAOBH
COKOBE MPU AeLa, pe3yaTaTHTe, NoayvyeH! NMpU NMPOYyUBaHHA 3a B3aHMOACHCTBHA NMpH Bb3PacTHH, Tpabea na
Ce B3eMaT NpeJBHA NPH NPEeANUCBaHETO Ha OMWIMCTHH Ha aeua. Hama knuHUYHKM AaHHM NipY Aeua, 32 Oa ce
nocouu nanu npoMeHure B AUC wnn Cmax, ABEKALIH C€ Ha B3aMMOJEHCTBMATa, 3acarat npoduna Ha
Oe30MacHOCT Ha OUnacTuH.

4.6 DepTHAHTET, OPEMEHHOCT H KXbpMeHe

bpeMeHHocT
Jiunceat MM UMa OrpaHHUYEHH NaHHM 32 yroTpedaTa Ha OMNacTHH npy OpeMeHHH KEeHH,

IlpoyuBaHMATa NpH >KMBOTHHM HE HNOKA3BaT MpEeKd WM HEMNPEKH BpeOHUA €(EeKTH MO OTHOLUEHWE Ha
penpoayKTHBHa TOKCHYHOCT, paXjaHe WM NOCTHATaNHO pa3BuTHe (BHXTe Todka 5.3). Karo npennaszna
MAPKa € 3a npeRrouHTaHe na ce H3biarea ymorpebara Ha @oprekan 20 mg aucneprupamy ce B ycrara
TabneTku no Bpeme Ha HpeMeHHOCT.

KbpmeHe

Exckpenmara Ha OMIacTHH B KbpMarta HE € MPOyucHa NpH xopa. HannuHuTe dpapmMakokHHETHUHH JaHHU NPH
YKHBOTHH NOKA3BAT €KCKpeuHd Ha OUNacTHH B MISKOTO (BXK. To4uKa 5.3). TpaGBa na ce B3eMe pellicHHe Jalu
Jla ce TIpeyCTaHOBW/1a HE ce Npunoxu Tepanuata ¢ Poprexan 20 mg avcrieprupaini ce B ycrata TabJIeTKH,
KaTo ce B3EMAT IpeaBHA MON3aTa OT KbPMEHETO 3a ACTETO M NoJ3aTa OT Tepanuara ¢ 6unacTuH 3a Malikara.

DepTHAHTET
JIncBaT unH MMa orpaHHYeHH KIMHHYHH jJaHHU. [IpoydyBaHe npH NaBbXoBe He NMOKa3Ba HEraTHBEH e(EKT

BBPXY depTHNHTETA (BIDKTE TOUKA 5.3).

4.7 Ec];em*u BBPXY cnocoOROCTTA 32 Wodupane & pabora ¢ MALIHRH

H3ebplueHo npoydBaHe NPH BB3PACTHH 3a OlieHka Ha edekTuTre Ha OUIAacTHH BBPXY CrocoOHOCTTa 3a
wodHpaHe nokaspa, 4ye JedyeHue ¢ 20 mg OunacTun He MosimABa crnocobHocTTa 3a wogupare. Bunpeku
TOBA, Thii KATO KHAUBMAYANTHATA peakUus KbM JICKAPCTBEHHA NPOAYKT MOXE Ja Ce pa3/inyaBa, NalHeHTHTE
TpaOBa Aa OvIaT ChbBETBAaHM Aa HE LoHpaT U hAa He padoTAT ¢ MAlIHHH, JOKATO HE YCTAHOBAT KAaKBA €
cobcTBEHATa MM peakums KbM OUTaCTHH.

4.8 HexenaHn JeKapCTBEHH PeaKNHH

O606uenne Ha npoguna Ha 6e30NacHOCT MPH BH3PACTHH NALMEHTH K IOHOMIH

YecroTaTa Ha HeXeNaHW peakuUd MpPH BB3PaCTHH NALMEHTH Y KOHOWM, CTpajalid OT alepruycH
PUHOKOHIOHKTHUBHT Wi XPOHHYHa HWIMOMNATHYHA YPTUKapHf, JekyBaHH ¢ 20 mg OMNACTHH, B KIMHMYHH
M3NIHTBAHUA, € CPaBHMMa C YE€CTOTATA NPH NalKeHTH, noayuunu nnauedo (12,7% cnpamo 12,8%).

Knunnunu npoyusanus ¢aza II u I, nposeneHn no BpeMe Ha xnMHH4YHATa pa3paboTka BKUnouysar 2525
Bb3PacTHH MaLHEHTH H IOHOWK, NEKYBAHH C pa3fIHuHU A034H OMNAacTUH, oT kouTo 1697 nonyuaBat OunacTuH
20 mg. B re3u npoyusanus 1362 nauueHTH nony4asar riauebo.

Hexenannre nekapcTBEHM peakliMM, KOMTO Haii-4ecTo ce chOOWaBaT OT MauMeHTH, nojayvaBaum 20 mg
OMJIacCTMH NpH TIOKa3aHHE anepruiyeH PHHOKOHIOHKTHWBHT MJIH XPOHHYHA WAMONAaTUMHA YPTHKapHA ca
rnaBobonue, CLHIMBOCT, BUEHE HA CBAT M ymopa. Te3u HekenaHM PeaKLiMM ce TIOABABAT ChC CPaBHUMA

HCCTOTA NPH NALHCHTH, TI0JyHaBalllH nnatedo.

Obobienne Ha HeXkENaHUTE peakuuy B TabiuueH BU DY BH3PACTHH NALIMEHTH W IOHOLLH

Hexxenanurte nekapcTBeHH peakliMM, KOMUTO € BEPOATHO [a ca CBbp3aHM ¢ OMNIacTHH M CBhOO
noeeye ot 0,1% or naumeHTH, nonyuasau 20 mg OWNacTHH No BpeMe Ha KIHHHYHATA P3gp:
1697), ca npeactasenn B Tabnuuara no-aony. |

YecToTHTE CE ONPERENAT KAKTO CJieBa:
MHoro uvectu (=1/10)




Yectu (>1/100 go <1/10)
Heuectu (>1/1 000 no <1/100)
Peaxu (=1/10 000 no <1/1 000)
MHoro peakn (<1/10 000)

C Hen3BecTHa 4ecToTa (HE MOXe Ja ObAe olleHeHa, OT HAJTMIHHTE AaHHH)

Peaxku, MHOTO pEOKH U PEAKHWH C HEU3BECTHA YECTOTA HE Ca BKIIIOUEHH B TabaMuara.

CHcTreMHO-0prania kinacuguKanna

Beuukn a03H

braacTiy OrnacTuH Ilnane6o
YecTora Hexenana peaknus ;111116%7 Doses N=1362
N=2525
Hudbexyuu u ungpecmayuu
HeyectH Xeprec Ha YCTHHTE 2 (0,12%) 2 (0,08%) 0 (0,0%)
Hapywienus na memabonuzma u xparnenemo
Hedectn [loBumeH aneTrr 10 (0,59%) 11 {0,44%) 7 (0,51%)
Heuxuanu napyuwenus
Heuectn TpesoXKHOCT 6 (0,35%) 8 (0,32%) 0 (0,0%)
besctHHE 2 (0,12%) 4 (0,16%) 0 (0,0%)
Hapywenus na nepsnama cucmema
Yecrn CHrHIUBOCT 52 (3,06%) 82 (3,25%) 39 (2,86%)
I'maBobonne 68 (4,01%) 90 (3,56%) 46 (3,38%)
Heuectn Buene Ha cBaT 14 (0,83%) 23 (0,91%) 8 (0,59%)
Hapywernus na yxomo u aabupunma
Heuectn TunuTyC 2 (0,12%) 2 (0,08%) 0 (0,0%)
Bepturo 3 (0,18%) 3(0,12%) 0 (0,0%)
Covpoeunu napyuwienus
HeuectH HeceH Oeapen 610k 4 (0,24%) 5 (0,20%) 3 (0,22%)
CHHycOBa apuTMHS 5 (0,30%) 5 (0,20%) 1 (0,07%)
Yaemxen QU mHTepBan B g ) 530/ 10 (0,40%) 5 (0,37%)
elieKTpoKkapaHorpama
Hdpyrn otknosenns B EKIC 7 (0,41%) 11 (0,44%) 2 (0,15%)
Pecnupamopru, 2pvOnu 4 MEOUACMUHANHYT HAPDYW EHUA
Heuectn Hyucnues 2 (0,12%) 2 (0,08%) 0 (0,0%)
Juckom¢popT B HOCA 2 (0,12%) 2 (0,08%) 0 (0,0%)
CyxoTa B Hoca 3 (0,18%) 6 (0,24%) 4 (0,29%)

CmoMautHo-upesH HAPYU eHUA

HeyecTH

boaxu B rOpHATa 4acCT Ha Kopema

11 (0,65%)

14 (0,55%)

KopeMBu 6onku 5 (0,30%) 5(0,20%)
["aneHe 7 (0,41%) 10 (0,40%)
CtomanieH 1IUCKOMpopT 3(0,18%) 4 (0,16%)

9




CHCTeMHO-0praHHa KNacCHPUKaUNS T — BeHukn ao3m
OnnacrTuH faanebo
YecrToTa Hexenana peakuus ;1?;397 Doses N=1362
N=2525
Hwuapns 4 (0,24%) 6 (0,24%) 3 (0,22%)
CyxoTa B ycraTa 2 (0,12%) 6 (0,24%) 5 (0,37%)
ITucniencus 2 (0,12%) 4 (0,16%) 4 (0,29%)
[acTpur 4 (0,24%) 4 (0,16%) 0 (0,0%)
Hapyvwuenun na xoxcama u nookoxcnama mvKan
Heuectn Copbex 2 (0,12%) 4 (0,16%) 2 (0,15%)
Obwu Hapywiernua u ehexmu Ha MACMOMO HA NPUNONCEHUE
HeuectH YMopa 14 (0,83%) 19 (0,75%) 18 (1,32%)
XKaxna 3 (0,18%) 4 (0,16%) | 1 (0,07%)
gﬁziii‘;“e Ha  MPENICCTBAUIO [ 5 1 § 0.y 2 (0,08%) 1 (0,07%)
Bucoxa Temneparypa 2 {0,12%) 3(0,12%) 1 (0,07%)
AcTeHNA 3 (0,18%) 4 (0,16%) 5(0,37%)
Hsmed:ﬂ;m
Heuectu g";‘;ﬁ:;fpm bepasa raMa-| 7 0,41%) 8 (0,32%) 2 (0,15%)
2;;:;“;’;1 chepasa ANAHKE-| 5 (0,30%) 5 (0,20%) 3 (0,22%)
E:;“L”T:';i hepasa acnapTat-| 4 o 18%) 3(0,12%) 3 (0,22%)
[ToBMui€H KpeaTHHHH B KPLBTA 2 (0,12%) 2 (0,08%) 0 (0,0%)
[IoBHIUEHHU TPUrIAREpHIH B KPbBTA 2(0,12%) 2 (0,08%) 3 (0,22%)
[ToBMiueHO TErno 8 (0,47%) 12 (0,48%) 2 {0,15%)

*Cpobiuaea ce ¥ 3a ynbnxken QT-uHTepBan Ha enekTpokapAHOrpaMa B rIOCTMAPKETHHIOBHA TEPHOA.

C HeusBectHa yecrora (OT HAJIMYHHTE AAHHM He MOXe Aa Obae HamnpaBeHa oneHka): Ilannuraumm,
TaXHKapAHA, peakllMH Ha CBPBXYYBCTBHTEIHOCT (KaTo aHadMWiakcus, aHrHoe/eM, [McChHes, OOpHB,
JIOKAJIH3HpaH OTOK/JIOKalEH OTOK M epuTeMa) M NOBpbUIAHEe ca HabmoJaBaHW MO BpeMe Ha
NOCTMAPKETHHI OBHA NEPUHONL.

OnucaHne Ha U30paHy HeXeNaHW peakuWy Npy Bb3PACTHU NALMEHTH K KOHOIIH

CeHauBOCT, r1aBob0NHe, CBETOBLPTEK W YMOpa ca HabnoaaBaHHW Wi NPH NAllMEHTH, JIEKYBaHH ¢ 6HaKMcTaH
20 mg unu ¢ nnanebo. CrobitaBanarta yectota e 3,06% cnpsamo 2,86% 3a chunusoct; 4.01% cpemy 3.38%
3a rnasobonue; 0,83% cpemy 0,59% 3a 3amasnoct 1 0,83% cnpamo 1,32% 3a ymopa.

HHopmanuara, crbupana no BpeMe Ha NOCTMapKeTHHroBoTO HabnloaeHue, MOTBbPXKAaBa npoduia Ha
OesonacHocT, HabnroaaBaH no BpeMe Ha KJIMHHYHaTa pa3zpaboTka.

P i """"'1-..,.._:'h‘,,,“l
Obob1eHye Ha npodmia Ha ODe30nacTHOCT B NEAUMATPHYHATA NONYNAUNS //: VDTS I
[lo Bpeme Ha knuHM4YHaTa paspaboTka yecTOTAaTa, THUITLT M CEPHO3HOCTTA Ha HEXETaHHLe euﬁwn Ay,

toHowH (12 roaMHn no 17 roaMHM) ca chiumTe, KakTo Te€3W, Habal04aRaHH NpH Bb3PACTHH. N

Lolar L]
cbOpana npu Ta3u nonynauus (IOHOWIH) NO BpeMe Ha NOCTMAPKETHHrOBOTO Habnion ime um*ﬂhpxtnaaa p
NAHHHUTE OT KIMHHYHHTE NPOYYBaHMA., .




[IponienTsT Ha geuarta (Ha Bb3pact ot 2 10 11 rojimun), KouTo croduiasar 3a Hexkenanu peakuuu (HP) cien
neuenue ¢ 6unactud 10 mg Ha anepruyeH pUHOKOHKOHKTHUBHUT WM XPOHHYHA WHOTIATHYHA YPTHKapus B 12-
CE/IMMYHO KOHTPOJIMPAHO KJIIMHUYHO M3IMTBaHE, € CPABHUM C TO3M Ha rpynara, npuemaina rjaunedo (68,5%
cpeuty 67,5%).

Cebpszanute HP, cbobuaBanu Hai-uecto ot 291 peua (Ha Bv3pact or 2 jgo 11 roamnu), nonyvasauiu
Ounactun (noj dopmara Ha aucneprupaliy ce B ycrara TabjeTky) no Bpeme Ha KJIMHHYHMW H3MHUTBAHUS
(260 neua, BKIIOYEHM B NpoyyBaHe Ha KiIMHMYHaTa Oe3onacHocTt W 31 Jlella, BK/IKOYEHU BBB
(hapMaKOKMHETHYHOTO TpOy4YBaHe), ca riaapo0ojue, ajJlepruueH KOHOHKTMBHMT, PUHUT M KOpemHa Oolska.
Te3n cBbp3aHM HEXellaHW peaklMH ce MOoSABIBAT ChC CpaBHUMA 4ecToTa npu 249 nauueHTH, nojyvyaBaliu
rianedo.

Tabanuno 00001IeHHe HA HEKEIAHUTE PEaKLIMKU MIPU MeAUaTPUYHaTA NOoNYyaaLms

Hexxenanure ¢cbOUTHSA, KOUTO BEPOATHO ca CBbP3aHU ¢ OMIAacTUH U ce cbhobwasar npu noseye ot 0,1% or
neuara (2-11 roaumuu), npuemaiii OWJIMCTHH 10 BpeMe Ha KJIMHMYHOTO pa3BUTHE ca TMpeJICTAaBEHU B
Tabauuara no-a0my.

YecToTHUTE Ca NMOCOYEHH, KAKTO CJe/Ba:

Muoro vectu (=1 /10)

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

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

Penxku (=1 /10,000 o <1/ 1,000)

Muoro peaku (<1 /10,000)

Heunsectho (He Mmoxke na Ob/1e OLIEHEHO OT HAJIMYHUTE JJAHHH)

PEHKH, MHOI'O p€AKH H p€aKLlHH C HEU3BECTHA Y€CTOTA HC Ca BKJ/IFOYCHH B TﬂﬁﬂﬂuﬂTﬂ.
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Wudexunn n nudecranun
YecTH PuHuT 3 (1,0 %) 3(1,2 %)
Hapywennsi Ha HepBHATa CHCTEMA
YecTH ['naBoGonue 6 (2,1 %) 3 (1,2 %)
3amMalBaHe 1 (0,3 %) 0 (0,0 %)
HeuecTH 3ary6a Ha chbiHaHHe 1(0,3 %) 0 (0,0 %)
Hapymienust na ounre
YecTH AnepruyeH KOHIOHKTUBHUT 4 (1,4 %) 5(2,0 %)
HeuecTH JlpazHene Ha ounTe 1 (0,3 %) 0 (0,0 %)
CroMamHo-4peBHH HAPYIIEHHUS
i Kopemna Goska/6onka B ropuata yact Ha| 3 (1,0 %) 3 (1,2 %)
Kopema
Jlnapus 2 (0,7 %) 0 (0,0 %)
Heuectn ['anene 1 (0,3 %) 0 (0,0 %)
[loayBaHe Ha yCTHUTE 1 (0,3 %) 0 (0,0 %)
Hapywenusi Ha KOKATAa H N01KOKHATA ThKaH
Heuect Ex3ema 1 (0,3 %) 0 (0,0 %)
Yprukapus 2 (0,7 %) 2 (0,8 %)
O0mn napyumeHnusi M CbCTOSIHHSI HA MSICTOTO HA NPHJIOKEHHE
HeuectH Ymopa 2 (0,7 %) 0 (0,0 %)

“260 JACIHE, BRJIKOYCHH B HPOYYUBAHCTO 3d KJIHHHYHATA OeszonacHocT M 31 aena, BKIOYEHH BLB [IJEIPMHKUHHHL’TH‘IH{}'[‘G HpOYYUBAHC

Onucanue Ha n30paHu HEXKEJIaHW PeaKllMK B 1e/iHaTpruyuHaTa 1onyaims

[‘naBoGonue, kopemna Oosika, ajnepruyeH KOHIOHKTUBHT U PUHHUT ca HaOMloAaBaHu M TIpH JI€Lla, JEKYBaHH ¢
Gunactun 10 mg, v npu Jeua, aekysauu ¢ nuane6o. Cnobuienara vectora e 2,1% cpemy 1,2% 3a
rnapodonue; 1,0% cpemy 1,2% 3a kopemna 6onka; 1,4% cpeuty 2,0% 3a anepruyer KOHIOHKTUBHT U 1,0%
cpeuty 1,2% 3a pyHUT. | d




CrobuiaBaHe Ha NOAO3UPAHH HEXENaHU peakUuH
CrpollllaBaHeTO Ha MNMOJO3HMPAHM HeXEeNaHW peakuud clen paspellaBaHe 3a ynotpeba Ha JexkapcTBeHHUs

POAYKT € BakHO. T0Ba MO3BOJMIABAa AAa TPOALIKM HaOMOACHHETO Ha CHOTHOLUIEHHETO TNOJ3a/pUCK 3a
neKkapcTBeHHs npoaykT. Or MeaMUMHCKUTE CMELHANMCTH C€ HU3WCKBa Aa cbobulapaTt BcAka NOAO3HpaHa
HeXKeNlaHa peakiMsa Ype3 HaUMOHAJIHA CUCTEMA 33 ChoOLlaBaHe!

HManpaBevTENHA areHiUs 110 JleKapcTBarta

ya. ,,JdamsaH ['pyes” Ne &

1303 Codus

Ten.: +359 28903417
yebcaiT: www.bda.bg

4.9 Ilpeposupane

HnudopMalHaTa OTHOCHO OCTPO Mpeao3HpaHe Ha OWIACTHH e NoJIyHeHa OT ONHTa OT KJIHHHYHH W3NUTBaHKUA,
IPOBE/IEHH 10 BpeMe Ha pa3paboTkara NpH BB3PACTHH, KAKTO M MO BpPEME Ha INOCTMapKEeTHHIOBOTO
HabmoneHue. [IpH KIHHAYHUTE NPOYYBAHHMA ClIEA NpWioXkeHUe Ha 6unactH B no3d 10 ao 11 neTH no-
BHCOKH OT TepaneBTU4HATa 032 (220 mg eanHnyHa ao3a wiH 200 mg AHEBHO B NpOABIKEHHE HA 7 OHU)
npH 26 BBL3pACTHH 3APaBH OOOPOBONILM, YECTOTATA HAa CBBpP3aHH C JICYCHHETO BBH3HUKHANIA HEXKCEJIAHH
peaki{iH € IBa MbTH N0-BUCOKA OTKONKOTO NpH miauebo. HexenaHurte peakuuu, KOUTO ca choOlaBaHy Hal-
4eCTO, Ca 3amaiiBaHe, riapobonue M rageHe. He ca moknaaBaHH CEpMO3HH HEXEJIAHM peakUMH M 3Ha4MMO
yobmkasaHe Ha QTc uHTepBana. HUHdopmauusTa, crOpaHa npy IIOCTMApPKETHMHIOBOTO HaOmioaeHue,
CHOTBETCTBA C Ta3M, JOKIA/BAHA B KIIHHHYHHTE NPOYyYBaHUA.

KpuTHuHaTa oOLleHKAa Ha edekTa Ha MHOrokparHara fao3a Ha OmnactuH (100 mg x 4 noHH) BBpXY
BEHTPHUKYJ/IApHaTa penojiapHi3atus upes , iusnoctHo QT/QTc kpocoyssp npoyusaHe™ ¢ yyactre Ha 30 3apaBu
BB3PACTHH JOOPOBOJILMA He NTOKAa3Ba 3HaYUMO yab/pkapaHe Ha (QTc.

Hsama naHHU 32 npeo3upaHe IpH Aella.
B ciyyal Ha npenosupaHe ce NpenoperyYyBa CHMIITOMATHYHO H NMOAKPENSII0 evYeHHe.

HaMa u3BecteH cneu¢H4YeH aHTHAOT 3a OMnacTHH.

5. GAPMAKOJIOIT'HIYHH CBOUCTBA

5.1 PapmakoiHHAMHYHH CBOHCTEBA

dapMakoTepaneBTHYHA rpyna: AHTHXMCTAMHWHM 3a CHCTEMHO nNpHiIoxkeHue; pyrH aHTHXHCTAMMHH 3a
cucTeMHO npunoxenre. ATC kon: RO6AX29.

MexaHH3BEM Ha AeHCTBHE

bunacTuH € HecenaTHBEH XMCTAMWHOB AHTAarOHHUCT ¢ NPOALIDKUTENHO AEHCTBHE W CENEKTHREH nepHdepeH
H;-peuenTopeH aHTaroHUCTUYEH aPUBUTET O€3 AaPHHUTET KbM MYCKapUHOBH PELIENITOPH.

bunacTHH NOTHCKAa HHAYUMPAHHTE OT XMCTAMMHA KOXCHHM peakuuu Thn ,wheal and flare* 3a 24 vaca cnen

NpUEMa Ha EAUHHYHM JO3H.

Knunnuna epukacHoeT H GezonacHocT e 'J{ N
[TpoyuBannsaTa 3a edukacHOCT ¥ He30nacHOCT ca npoBeaeHH ¢ TabneTHata popMma, 3a Koa'ra// ,p.&@asﬁa " 'ii'e,,f 5
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bunacTtud 20 mg aucneprupatliy ce B ycrara TabneTku ¢ OHOEKBHBANEHTEH. N ”Hﬁ;*j N

B KAMHM4YHM nNpoyuBaHMd HA BB3PACTHM TALUMEHTH W NAaUWEHTH B IOHOLUECKA Bb3 __aq‘f aﬁepmqen w*’\
PHHOKOHIOHKTHBHT (CE30HEH W Lenoroauiuel) 6unactun 20 mg, npunarad BeAHbX NHeBHO B anwmycr 2

4+

Ha 14-28 nHHU, ¢ edextuBeH Npu obnexuaBaHe Ha TaKHWBa CUMNTOMM KAaTO KHXaHE, Teqhm Hbqﬁ c:bpﬁem B i ;_.-
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HOCa, 3anyuiBaHe Ha Hoca, cbpbeX Ha OuMTe, ChA3EHe W 3avepBaBaHe Ha oudTe. bUnacTUH edeKkTHBHO
KOHTPOAUPA CHMNTOMUTE B NPOAbIKEHUE Ha 24 yaca.

B ABe KAMHH4HM Npoy4BaHnA Ha MNMAaUMCHTH € XpOHHHHa HAHONATUYHaA YpPTUKapKi, Ounacrun 20 mg,
[IpHaaraH B€AHbLK JHCBHO B NPOODBIIXAKEHHUE HA 28 AHH, € eEbEKTHBEH 3a 00ONleKMaBaHe Ha MHTEH3MBHOCTTA Ha
C'bpﬁe}!(ﬂ H 6])05! H pa3MEpa Ha MCXYPHTE, KAKTO H HHCKDM(‘)O[VT& Ha TNMalHEHTHTE, NPCAH3BUKaAH OT
YPTUHKApPHATA. IlaumenTHTE HDﬂDﬁpHBﬂT CBOA CBbH Y KAYUCCTBOTO HA XHUBOT.

He ce nabmonapa xN1HHHYHO 3HaUMMO yab/KaBaHe Ha QTc¢ WHTEpBana WM APYr CHPACHYHOCHAOB €(hEKT B
KITHHHYHHTE TIpOy4YBaHKsa ¢ OunacTuH, nopu npu ao3u or 200 mg nueHo (10 nbTH knMHMYHATA N03a) B
NPOABLIDKEHHWE Ha 7 AHH NpH 9 nHua, MAM NOPH KOraTro ¢¢ mnpuiara 3aeHO ¢ MHXUOWTOpH Ha P-
rMHKOMNPOTEHH, TaKHBA KATO KETOKOHazon (24 nuua) H eputpoMHuuH (24 nuua). B nonmbiHeHHe €
n3sbpiieHo wanocTHo QT uscnenpane, skmoypaiuo 30 1o6poBoOIILM.

B xoHTponupaHu KIMHHYHH NPOYUYBAHUs MPH NpenopbyaHa A03a ot 20 mg BEAHBLXK AHEBHO, NPOMHILT Ha
6e3zonacHocT no orHoumeHne Ha IIHC na OunactuH € cpu3MepuM ¢ TO3M Ha mnanebo ¥ mnosBata Ha
CBHJIMBOCT CTATUCTHYECKM HE e pasnuyara oT manebo. bunactux B fo3u Ao 40 mg eAHOKPATHO JHEBHO He
3acAra TNCHUXOMOTOPHOTO (QYHKUHOHHPaH¢ B KJIMHHYHH TPOYYBAHHA M He 3acAra crnocobHocTTa 3a
modHUpaHe B CTAaHZAPTEH WOPLOPCKU HIMHUT.

ITauueHTH B cTapuecka BB3pacT (= 65 roauHn), BxioueHH BeB da3za Il u 11l Ha u3cienBannaTa, He MOKA3BAT
pa3nMKa MO OTHOIICHHE Ha e(MKacHOCTTa MM ©Oe30MacHOCTTa CnpAMO No-mMiuagH nauveHTH. [loct-
PErHCTPALHOHHO Npoy4BaHe NpH 146 nauueHTH B cTapyecka BB3PACT He IOKA3Ba PAIIHKU B Npoduia Ha
6e30MacHOCT Mo OTHOLICHKUE HAa Bh3pacTTa Ha MonynalHaTa.

HHeouampuuna nonynayus

IOnoum (12 roauwHu ao 17 roaMHM) ca BKNKOYEHW B KJIMHHYHaTa paspaborka. 128 10HOIIM momy4yaBar
OnnacTH no BpeMe Ha KIMHHYHUTE npoyuBaHua (81 npu ABofiHO ciienu NpPOYYBaHHA TIPH ajiepruyeH
pPUHOKOHIOHKTHBHT). Jpyru 116 1oH0WIM ca pa3npenesneHy Ha ciy4yaeH NPHHLMI Ha aKTHBHA KOHTPOJIa MIIH
nnauebo. He e nabmonapana paznuka B epukacHoCTTa ¥ 6€30MaCHOCTTa MEXAY BH3PaCTHHTE W IOHOILIM,

Crnopen npenopbkHTe, A0Ka3aHaTa ¢yUKACHOCT NpH Bb3PaCTHU M IOHOWIM Moxke Aa Obae ekcTpanonupaHa
KbM Jielia, KaTo € I0Ka3aHo, Y€ cucTemMHara ekeno3uuud ¢ 10 mg 6unnctul npy nena ot 6 ao 11 roanHM ¢
TeNecHo Terno Hal-manko 20 kg ¢ ekBMBaieHTHa HAa €KCMO3HLMATA NPH BB3PacTHH, npuHemamn 20 mg
bunactuH (Bx. Touka 5.2). ExcTpanonauuaTa OT 1aHHH 33 BB3PACTHH M IOHOIUH Ce CYHTA 3a NMOAXOAAWA 32
TO3H MPOAYKT, Thit KAaTO NAaTOPHIUONOIHATA Ha ANEPrUHYHHA PHHOKOHIOHKTHBHUT H YPTHKapHA € elHAKBa 3a

BCUYKH BB3PAaCTOBH I'PYIIH.

B 12-ceaAMHYHO KOHTPOJIMPAHO KJIHHWYHO MPOy4YBaHe ¢ Aena Ha Bb3pacT oT 2 Ao 11 roaunu {(obmo 509
neua, 260 nekypanHu ¢ Gunactun 10 mg: 58 Ha BB3pacT oT 2 A0 <6 romgunn, 105 Ha BB3pacT or 6 o <9
roguHH, 97 Ha Bb3pact oT 9 10 <12 roaunm u 249 nexysann ¢ nnauebo: 58 Ha BB3pacT oT 2 o <6 roauHm,
95 Ha BB3pacT OoT 6 A0 <9 roauHu U 96 Ha BB3pacT OT 9 N0 <12 romMHM) NpU TNpPENOPBUHTENHATA
neauaTpyHyHa no3a or 10 mg BeaHbX AHEBHO npodunbT Ha Be3onacHOCT Ha OHnacTHH (n=260) e cxomdeH ¢
TO3H Ha nnauebo (n=249), kaTo HexenaHW NEKapCTBEHM peakuuH ce rnpoasapaT npu 5,8% u 8,0% ot
MauMeHTHTE, NpUeMallii CLOTBETHO OunactuH 10 mg u nnauebo. IIpn ToBa npoyuyrane u 6unactuH 10 mg, u
iauebo AEeMOHCTPUpAT JIEKO HaMaliaBaHE Ha pe3ynTaTHTE 3a CHHIMBOCT H cedallis B TeAHMATPHUHHA
BBNPOCHUK 3a CbHA (Paediatric Sleep Questionnaire), kKaTo MEXAY JIEKYBAHUTE I'PYNH HAMA CTATHCTHYECKH
3HauUMH pa3iuku. Ilpy penara Ha sbw3pacT OoT 2 00 11 roawHu HaAMa HabnoaaBaHK 3HauYNMHK pa3iHkH B QTc
cyien neyeHuero ¢ 10 mg OunacTyH AHEBHO B cpaBHeHUE ¢ nnauedo. CrneuuanHy BLITPOCHULM 32 KAYECTBOTO
Ha KHBOT 3a J€LA C NEPruveH PUHOKOHIOHKTHBMT WM XPOHHYHA YPTHKapHs JEMOHCTPHPAT O oﬁmo
VBEJIMMEHHE B pe3ynTatute 3a nepuon oT 12 ceamuuy 0e3 CTaTUCTHUECKM 3HAYMMa az)mfta “W}my
paMeHaTa Ha jedeHue ¢ OunactHH M mnauebo. OOmara nomynauus or 509 aeila o6xsa .' X 9,311:1‘113“{:*'&#.1 N
aJlepruyeH pUHOKOHIOHKTHBHUT M 30 nuua ¢ AMarHocTHLIMpaHa XPOHUYHA ypTrKapus. 260 n npﬁe RS 5y
bunactuH, 252 (96,9%) 3a anepruueH pUHOKOHIOHKTHBUT U 8 (3,1%) 3a XpoHnuHa ypTHKap a;ﬁo aﬂa,u‘omn, y ; \
249 neua ca npuemMain nnauebo, 227 (91,2%) 3a aneprudeH puHOKOHOHKTHBHT M 22 (8, V :-:a ”
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Erponelickara areHuma no nekaperaata ocBoOOKAABA OT 3aABIDKEHHUETO 32 NPEACTABAHE HA PE3YITATHTE OT
npoy4YBaHuaTa ¢ 6MAACTHH BbB BCUYKH NOATPYNH Ha NEAWATPUYHATA NonyjauMs noj 2-rogviliia Bb3pacT
(Bak. Touka 4.2 3a vH¢opMalHs OTHOCHO NeJUaTpHyHaTa ynorpeba).

5.2 @PapMaKOKHHETHYHR CBOHCTBA

(d>apMakOKMHETHYHUTE NPOYUBaHUs ca NpoeeacHU ¢ TabneTHaTa dopma.

[Ipoeenenn ca npe papMaKOKHHETHYHH NPOYYBAHHA TIPH 3ApaBH A0OPOBOILHM 3a CpaBHABaHE HA OMNACTHH
20 mg aucnepryupallly ce B ycrara Tabnetku u 6unactu 20 mg TabreTKH, KOHTO AEMOHCTPHPAT
OHOEKBMBANEHTHOCTTA Ha JIBETE (POPMH.

Abcopbuus
bunactuH 6bp30 ce abcopbupa cnen nepopaiHO NPUIOXKEHUE ¢ BpeMe 334 NOCTHIaHe Ha MaKCHMallHa
[JlasMe€Ha KOHleHTpauua oT okono 1,3 uaca. He ce nHabmopmaBa akymynauua. CpeaHOTO HUBO Ha

OHOHANMYHOCT Ha OMAACTHH NPH NMEepOopaliHO npunoxeHue ¢ 61%.

Pasnipenenenue

In vitro W in vivo npoy4BaHHs TOKa3paT, 4e OWnacTMH € cybcTparT Ha P-rmukonporeudH (Bx. Touka 4.5
B3aumoneiicreHe ¢ keTOKOHa30J1, epuTpoMUlMH U aunTHaszeM) U OATP (Bxk. Touka 4.5 BzaumopeiicTBue
CbC COK oOT rpeingpyr). bunactun He e cybcrpar Ha TpaHcnopTHa chucreMa BCRP unn na 610peunu
TpaHcnopTHH chucTeMu OCT2, OAT1 n OAT3. Ha 6azara Ha in vitro npoyuBane OMAACTHH HE ce O4YaKBa Ja
MHXUOUpa ClieIHUTE TPAHCMOPTHH CUCTEMH B CUCTEeMHaTa LMpkynaums: P- rnukonporenn, MRP2, BCRP,
BSEP, OATPI1B1, OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2 n NTCP, Tvii kaTo ce Habmonasa
camo cnabo unxubupane P- rmukonporenn, OATP2B1 u OCT]1, c onpeaenena ICsq > 300 uM, mHoro no-
BHCOKA OT M3uMC/ieHaTa KIMHH4YHA Ina3sMeHa Cmax d nmopajam TOBa Te3d B3auMOAEeNCTBHA HE €a KIIMHHYHO
3HAYUMHU. Bbrpekd ToBa, Bb3 OCHOBA Ha Te3U Pe3yNTaTH, MHXUOHpare oT GUNACTUH Ha APYTW TPAHCNOPTHH
CUCTEMH Ha YpeBHaTa JIMraBULA, Hanp. P- rIMKONpoTeHH, HE MOXKE a C& U3KITIOUM.

B TeparnieBTHYHH n03K OHAACTHH Ce CBBP3Ba ¢ IUTa3MEHUTE NMPOTEHHU B 84-90%.

buoTtpaHcopmatius
bunacTvH He HHAYLIHpA H HE NOATHCKA akTUBHOCTTA Ha CYP450 u30eH3UMH B IIpOYUBAHMA in Vilro.

EnuMuHMpaHe
B npoyuBaHe np# BBL3pacTHH 3apaBU nobposoauy ¢ 6anaHcupaHa Maca ciel NPHNOKEHHE Ha €IUHHYHA

noza or 20 mg '“C-6unactun, noutd 95% OT MpUIOXKEHaTa A03a c€ OTkpuBa B ypuHata (28,3%) M
WanpaxkHenHaTa (66,5%) KaTo HeNpoMeHeH OWNACTHH, KOETO MOTBBPKAAaBa, uYe OWNACTHH He ce
meTabonu3npa 3HaunMo nNpH Xopata. CPeoHHAT NONYKMBOT Ha €IMMHHHpaHe, M34YMCJIEH NpM 3[paBH
nobpoBosium, ¢ 14,5 u.

JinuenocT
BunacTvH nokaspa nuHeeH (papMaKOKUHETHYEH Mpodun npu npocieasBaHe Ha pa3nudHK no3u (5 ao 220

mg) ¢ HUCKH UHAUBHAYANHH Pa3IAYMA.

b1tOpeuno HapyweHue

B npoyuBaHe ¢ nuua ¢ 0u6peuHo Hapymenue cpeaHara (SD) AUCy.. Hapactea ot 737,4 (£260,8) ngxhr/ml
npu anua 6e3 napywenus (GFR: > 80 ml/min/1,73 m?) no: 967,4 (£140,2) ngxhr/ml npu nuua ¢ nexo
Hapyuwienne (GFR: 50-80 ml/min/1,73 m?), 1384,2 (£263,23) ngxhr/ml npu nuua ¢ ymepeHo Hapyulenue
(GFR: 30 — <50 ml/min/1,73 m?) u 1708,5 (£699,0) ngxhr/mi npu nvua ¢ texko Hapywenne (GFR: < 30
ml/min/1,73 m?). Cpeanust (SD) nonykusoT Ha GunacTut € 9,3 u (= 2,8) npu nmvua 6e3 Hapyme _Lﬁ,l\q

(£ 7,7) npu nuua ¢ aeko Hapywexnue, 10,5 4 (= 2,3) npu nuua ¢ ymepeHo HapylieHHE H 18
f ﬁlmnﬂe“ 4

AKLA C TEXKO HapylleHWe. YpHHAapHATa €KCKpeLus Ha OWNacTHH MPHKIKYBA OKOHYAT

MpH BCHYKM uua. Te3n dhapmMakOKMHETHMHH NPOMEHH HE CE OYAKBA Aa UMAT KIMHUYHY {H

BLpXY Ge3onacHOCTTa Ha GUNACTHH, 3al10TO MNAZMEHMTE HMBA HA OMIACTMH NpH N 'H'thm c rﬁ'bﬁpelii;lﬂ
HapyLIEHHA ca BCe M1aK B I'paH{UUTE Ha 6e30nacHOCT Ha GHNACTHH.
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YepHoapoObHK HapyLieHWs

Hama dapmMakOXMHETHYHM NaHHK NpH nuLa ¢ YepHoapoOHU HapylueHus. bunactuH He ce Metabonnsupa
npy Xopara. T'bH KaTO pe3ynTaTHTE OT NpoyuBaHeTO NpH 6B0pevyHO HapynieHHe nokaspat, ye 6nOpeunara
eIMMHHALMA HMMa OCHOBEH NPHHOC 33 CNHMMHHALMATA, O4YakBa C€ XMbYHATA EKCKpeLUs Aa HMa
HE3HAYUTE/IHA pONia B €NMMHHauMsITa Ha Ounactun. He ce ovyakBa npoMeHuTe B 4epHOApobHaTa ¢yHKUMS QA
MMaT KJMHUYHO 3HAYMMO BIMAHHME BLpPXY (papMaKOKHHETHKAaTa Ha OMTaCTHH.

Crapyecka Bb3pacT
HanuuyHu ca caMo orpaHU4eHH (apMakOKMHETHYHH JaHHH NpH cyOeKTH no-pu3pacTHH oT 65 roguHu, He ce

Habl0aBaT CTATHCTHYECKH 3HAYHMH pa3yiniyia no OTHOUWICHHAE Ha (bapmalcoxuﬂemxa'ra Ha OUNacTHH IIPH
NMalyMeHTH B CTapHECKa BB3pacT B CpaBHCHHUE C BB3PACTHH ITAUHCHTH Ha Bb3pacT MEXKY 18 1 35 rogHHM.

[leguaTpyyHa nonynanus
He ca nammuun ¢apMakOKMHETHYHH AaHHM npH oHowM (12 rogunm po 17 roamHMm), TBH Karo

EKCTPAIOSIMPAHETO Ha JAHHHUTE OT BB3PACTHHUTE JINILIA CE€ CUHTA 3a MOAXOAALO 34 TO3H NPOAYKT.
(DapMakOKMHETHUYHUTE JaHHH NpU Aela ca noayueHn ot dasza Il Ha dapmMakOKMHETHUHO NpPOYy4YBaHe,
BKIKOUMBALLO 3] mena Ha BB3pacT or 4 no 11 roAMHH ¢ anepruyeH PHHOKOHIOHKTHBUT MIH XPOHHYHA
YPTHKapHua, Ha KOMTO € IIpunaraHa BeaHsK AHeBHO OunacTuH 10 mg aucneprupauia ¢e B ycrarta tabieTka.
(DapMakKOKHMHETHYHHAT aHANMM3 Ha JAHHUTE 3a IU1a3MEHaTa KOHLEHTpauMs IOKa3Ba, Y€ NpUIaraHeTo Ha
neauWaTpuyHaTa go3a 6unactud 10 mg BeAHBXK AHEBHO BOAM A0 CUCTEMHA €KCMO3HUMS, €KBHBAJIEHTHA HA
Ta3H, HaONIOAaBaHa ¢iel npuaaraHe Ha n03a ot 20 mg npu Bb3PaCTHH M KOHOLIH, KaTO CPeIHUTE CTOHMHOCTH
Ha AUC ca 1014 ng x hr/mL 3a neua Ha Bw3pact or 6 10 11 roauuun. Tesn pesynratu ca 3HaYHTENTHO NOJ
npara 3a 6e30MacHOCT BB3 OCHOBAa Ha JAHHWTE OT MpHJIaraHe Ha eAHOKpaTHa AHeRHa no3a ot 80 mg npu
BB3PACTHH B CBOTBETCTBHE ¢ NMpoduaa Ha 06e30nacHOCT Ha JIeKapcTBOTO. Tesu pe3ynTatH NOTBBPKAABAT
u36opa Ha OwnactuH 10 mg 3a nepopanHO NPHIOKEHHE BEIHBXK AHEBHO KAaTO MOAXOAAINA TepaneBTHYHA
1033 3a NeAHaTpUiHaTa NonyJalms Ha Bb3pacT oT 6 10 11 roanHu ¢ renecho terno Haxa 20 kg.

5.3 IlpeaxnEHH'IHH JaHHA 33 f6e3omacHOCT

HexmHMYHHTE BaHHH HE MOKa3BaT ocoOeH pucK Ha OMnacTHH 3a xopa Ha 0a3aTa Ha KOHBEHLIMOHAIHHUTE
(hbapMakONOrHYHH M3NUTBaHHA 3a 06e30MacHOCT, TOKCHHHOCT ITPH MHOTOKPATHO NMpHJIaraHe, reHOTOKCHYHOCT
U KaHUIepOreHeH NoTeHMAll.

B wum3cneaBaHuaTa HAa penpOAYKTHBHATA TOKCHYHOCT ¢dekTuTe Ha OwnacTmH BBpXY ¢eTyca (npe- U
NOCTHMILIAHTALIHOHHA 3ary0a npH TIBXOBE H HEMBbJIHA OCH(PHKALMA Ha YEPENHUTE KOCTH, MPbAHATA KOCT M
KpalHULNTE IpH 3aiiln) ce HabmoaaBat caMo NPH N03H, TOKCHUHM 3a MaikaTa. HUBaTa Ha ekcnosuums, npH
KOKTO He ce HabnionapaT Hexenanu nrekapcTBeHd peakuvi (NOAEL), snaunrenno Haaxespnsat (> 30 meTH)
eKCIO3ULKs NPH XOpaTa MpH Npenopb4aHaTa TepaneBTHYHA A03a.

B npoyuBaHe 3a nakTalHATa € YCTAHOBEH OMNACTHH B MIAKOTO Ha KbpMeWy TMIABLXOBe, NPH NnpuiaraHe Ha
eNHOKpaTHa nepopanHa ao3a (20 mg/kg). KoHuenrpauunure Ha 6WNacTHH B MJISKOTO Ca OKOJIO TIOJIOBHHATA
OT T€3H B MaiupHaTa rnjasMa. 3HAaUEHHETO Ha TE3U Pe3yNiTaTH 3a XopaTa He € H3BECTHO.

B u3cnensaHe 3a ¢epTHIHTETAa NpM IUIbXOBE, OWnacTuH, npunarad nepopanso po 1000 mg/kg/aeH, He
MpeAN3BHKBA HUKAKBB €(EKT BBPXY KEHCKWTE M MbKKHTE penpoAYKTUBHM opraHuW. Ilokazarenute 3a
undroceade, PepTUnUTET ¥ OPEMEHHOCT HE CE NOBJIUABAT.

OT U3NUTBaHHA 3a pasnpelie/ieHHe NPy NNLXOBE C ONpEAENsHE HA KOHLIEHTPALIMUTE HA JIEKapCTBOTO 4pe3

aBTOpaanorpapma ce BiKIa, 4e OunacTuH He ce akymynupa B LIHC.

6. ®APMAIIEBTHYHH JAHHU F eI N
6.1 CnHcBK HA TIOMOIHNUTE BElIECTBA

Manuton (E421) o
KpockapMenosza HaTpui
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Hatpuee creapundymapar

Cykpanosa (E955)

ApomMar Ha uepBeHO rpo3ac (OCHOBHM KOMIIOHEHTH: TryMa apabuka, eTunOyTHpar, TpHalUeTHH,
METHWIAHTPaHHWIAT, €TaHOA, d-TUMOHEH, NUHANON)

6.2 HecnrBMecTHMOCTH

HenpunoxuiMmo.

6.3 Cpok Ha roaHocr

4 rogunu

6.4 ChoensajJHy YCJ0BHA 32 ChbXPaHEHHE

To3m JCKAPCTBEH INPOAYKT HC H3UCKBA CIICIIHANTHH YCIIOBHA 34 ChXPaHCHHE.

6.5 Bua u cbABpKaHRE HA ONAKOBKATA

OPA/AIWPVC/Alu nepgpopupanu egHoao3osu onmcrepy ot 10 x 1,20 x 1,30 x 1,40 x 1 uim 50 x 1
AWCNeprHpaiiy ce B ycTaTta TableTkH, ONakoBaHH B KAPTOHEHA KYTHSA.

He Bcy4KM BHIOBE ONaKOBKM MoraT Aa ObAaT NyCcHAaTH B npogaxoa.

6.6 Crnennaanu npeanaiHH MepKH NPH A3XBLPAARE

Heuznon3saHUAT INMPOAYKT HJIH OTINIAABPHUHUTE MATEPHAIIH OT HETO TpﬂﬁBa Add C€ N3XBBPJIAT B CBOTBETCTBHE C
MCCTHHTC H3RCKBaHHA.

7. IIPUTEXATEJI HA PAJPEIIEHHETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEDBA

20230132

9. JATA HA HIBPBO PA3PEIIABAHEMOJIHOBSIBAHE HA PA3PEHIEHHUETO 3A
YIIOTPEBA

JlaTta Ha NbpBO pa3pellaBaHe:
JlaTta Ha nocaeaHO NOAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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