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doprekan 3a aena 10 mg aucneprupaiy ce B ycrata TabneTkm — |
Fortecal for children 10 mg orodispersible tablets s et eeef eeeasseaasnennsrassssssssinsas. ]

Z. KAYECTBEH U KOJIMYECTBEH CHCTAB
Bceska nucneprupaiua ce B ycrara tabnerka cbabpka 10 mg 6unactun (bilastine).

[lomMoLHM BelLeCcTBa ¢ U3BECTHO JICMCTBUE: BCAKA AUCNEprupaila ce B ycrara tabnerka coabpaka 0,0015 mg
€TaHOoJI.

3a MbJIHKUA CIIUMCHK HAa NMOMOIIIHUTE BEllleCTBA BUXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Jlucnieprupaua ce B ycrara rabnerka.

Kpbriu, neko ABOMHO-U3NMbKHAIK 0enu TablIeTKU ¢ fMamMeTsp 8 mm.

4. KJIMHAYHU JTAHHHU

4.1 TepaneBTHYHH NOKA3AHHUSI

CUMNTOMATHYHO JIEYEHHUE HA aJIEPriUe€H PUHOKOHIOHKTUBHUT (CE€30HEH M LIEJIONOIMIIEH) U YPTHKAPHS.
dopTrekai 3a Jieua e rnokasaH npu jeua Ha Bb3pact oT 2 10 11 roannm ¢ tenecHo rerno Han 15 kg.

4.2 Jo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBkKa

lleouampuuna nonynayus
- Jleua Ha Bb3pacTt oT 2 10 11 roauuu ¢ TenecHo tersyo Haa 15 kg
10 mg 6unactun (1 gucneprupaiua ce B ycrara tTadserka) BeIHbK JIHEBHO 3a o0JieKuyaBaHe Ha
CAMIITOMHTE HA ajiepruyeH pUHOKOHKOHKTHUBHT (CE30HEH ajlepruieH pUHUT U LIEJIOrO/IMIIIeH
aJIepruyeH pUHUT) U YPTUKAPHA.
Jlucneprupaiuara ce B ycrata tabnerka, TpsaOBa 1a ce npyeMa e/IMH 4ac Npey WM JiBa yaca cjejl IpueM Ha
XpaHa MM TJI00B COK (BHXKTE TOUKa 4.5).

[Ipn BBb3pacTHHU W OHOLIM (Ha BB3pacT HaA 12 roMHM) € NoaAXoaaLlo NpuIokKeHHeTo Ha Ounactud 20 mg
TalJIETKH.

[ lpoABIKHUTENHOCT HA JIEYEHUETO
[Ipn anepruyeH pUHOKOHIOHKTHBUT JIeUeHHUETO TpsAOBa 1a Objie orpaHUUYeHo 10 NnepHoaa Ha
ajiepreHure. [1pu ce30HEH ajlepruuyeH puHMT JICUEHUETO TPSOBa J1a ObJie NpeycTaHOBEHO
Ha CUMIITOMMTE M J1a 3al104YHE OTHOBO MpH NoBTOpHaTa UM rnosisa. [1pu nenoroauiien

AJICPIreHHUTE. an YPTHKApHA NPOABJLKUTCIIHOCTTA HA JICHCHHUCTO 3dBHCH OT BH/14, 11PO
TCHKCCTTA HA OIVIaKBAHHUATA.




Cneyuanvu nonyaayuu

b10OpeuHo HapywieHUE
BezonacHocTra M eHKacHOCTTa Ha OWNACTHH NpU Aena ¢ OLOPEYHC HApYUICHHE HE Ca YCTAHOBEHH.,

[IpoBeaeHnTE NpOYyUBaHUS NPH Bb3PACTHU B CNIEUHalIHW PHCKOBH T'PYNH (MauneHTH ¢ 6bOpeuto
HapYILIEHHE) NOKA3BAT, Y€ HE € HeOOXONMMO aJaNnTHPAHE HAa AJO3UPOBKATA Ha OUJIACTHH NPH Bb3PAaCTHH
(BM>KTE TOUKa 5.2).

UeproapoObHO HapylleHHe

BezonacHocTTa ¥ e(hMKacHOCTTa Ha OWIACTHH NpHU Aeua ¢ YepROAPOOHO HapyIIEHHE HE Ca YCTAHOBEHH,
Hsama KniMHHYEH OMUT TIPH BH3PACTHH H NIEAHATPHYHHM NMALMEHTH ¢ yepHOApOoOHO HapylueHue. Tbi kato
OMnacTUH He ce MeTaboMU3Kpa U C€ STMMUHHMpA HEMPOMEHEH 4pe3 YpHUHaTa U PeKanuuTe, He ce O4aKBa
YyepHOAPOOHOTO HApYLLEHHUE /1a YBeJIMYM CHCTEMHATa €KCIIO3HLIHA HaXk TpaHULIMTE Ha 0€30MAaCHOCT MpH
Bb3pacTHH nauueHTH. CneloBaTeNnHO HE € HeOOXOAUMO alanTHPaHe Ha NO3UPOBKATA MPH NMPH BBb3PACTHH
NaLMeHTH H NaUHEeHTH ¢ YepHOAPOOHO HapylleHHe (BHXKTE TouKa 5.2).

HauyuH Ha npuaoxKEeHHE
[NepopanHo npunoXXeHHe

Jncneprupalliata ce B ycTarta Tabnerka ce nocrass B ycTaTa, KbJIETO CE pasTBaps Obp30 B C/IIOHKATa H TaKa
MOKe J1a C€ INTbTHE AECHO.

JpyruaT HayHH € QUCTIieprypallara ce B ycraTtata Tabnerka Aa ce pa3TBOPH BB BOAA NPEAH NPWIOKEHHE.
Tora e npenopbYHUTENIHO NPH Aela oA 6-roayiliHA Bb3pacT, ThH KaTO NMPU TAX MMa MOBHILIEH PHCK OT
MHXANIMpaHe Ha YY)IH Tea npy npyemM Ha Tabnetku. He Tpabea aa ce n3nossea cok ot rpeindgpyt uiu
JApPYTH TUIOJIOBH COKOBE 3a pa3TBapsaHeTO (BHXKTE Touka 4.5).

4,3 IIpoTHBONOKa3aHMA

CBpBXYYBCTBUTENHOCT KbM AKTHBHOTO BELLECTBO UJIH KbM HAKOE OT NNOMOLHUTE BEWIECTBA, U3OPOCHU B
Touka 6.1.

44 ChneunajHH npeaynpexieHHsd U NpeAllazHH MepPKH NpH ynorpeda

[leouampuuna nonyrayus

Edukacnoctra 1 6e30nacHocTTa Ha OWNIAaCTHH NpH ieHa Ha Bb3pacT NOA 2 roauHY U TENECHO Terno noa 15
kg He ca ycTaHOBEeHH, CIEIOBAaTENHO OUIACTHH He Tpa0Ba Aa C€ N3MOJ3Ba NPH AeLA HA Bb3pacT noj 2
roaMHHY WIH TenecHo Terno noa 15 kg.

ITpy nanMeHT ¢ YMEPEHO A0 TEXKO OBOpEeUHO HapYyLIeHHE, NPUIOKEHHE Ha OUITACTHH CHbBMECTHO C
MHXUOUTOpHTE Ha P-rMMKONPOTEUH, KaTO HATTPUMEDP KETOKORA30J, EPUTPOMHULKH, LHKIIOCTIOPHH, PUTOHABHUD
HNHM JUATHA3EM, MOXE Ja NOBUILH TUIa3MEHUTE HUBA Ha OUAACTHH M, CIIeI0BATE/HO, Aa YBEIHYH PHUCKaA OT
He)KeJIAaHHW peakLIHH Ha OunacTuH. ETo 3amo eqHOBpeMEeHHOTO TpHickeH e Ha OUTacTHH U HHXUOUTOPH Ha
P-rnukonpoTtend TpabBa aa ce u3barea npu NALHEHTH ¢ YMEPEHO 10 TexKo 6bOpeuHo HapylLIeHHe.

Cpo0OiLieHH ca clyyan Ha yabbkeH QT MHTepBan Ha eNneKTpoKapAHOrpaMara Nnpy NalueHTH, NpHeMaiiy
OunacTud (Bx. Touku 4.8, 4.9 u 5.1). Ilpennonara ce, 4ye neKapCTBEHUTE NPOAYKTH, KOUTO NPHUUHABAT
yas/pkaBaHe Ha QT/QTc, nopuiuasat pucka otT Torsade de pointes.

[Topanu ToBa TpaOBa Aa ce BHMMAaBA MpH Npy/iarade Ha OUNacTUH Ha NaLUEHTH, KOWTO €a U3/T0XKEHU Ha
MOBHULLIEH PHCK OT yAb/bkaBaHe Ha QT/QTc-uHrepBana. Topa BkNtOUYBa NALMEHTH C aHAMHE3A 34 CHPACYHH
APUTMHH; NALUUEHTH C XUNOKATIMEMY A, XHITOMArHEe3HeMHS, XUMOKAJILIEMHS; NMALIUEHTH € U3BECTHO
yabkaBaHe Ha QT uHTepBana wnm 3HauuTenHa Opaaukapius; NaUKEHTH, KOUTO YnoTped
e AHOBPEMEHHO APYIH JIEKApCTBEHU NPOAYKTH, cBbp3aHu ¢ QT/QTc-yabnxkasaHe.

ToBa nekapcTBO cbabpka no-Manko ot 1 mmol HaTpui (23 mg) Ha AMeneprupatla
T.€. MOXKE 14 C€ KAXKE, Ue MPAKTUYECKH HE ChABbPIKA HATPHH.



LY

Tosa nekapctBo cpabpka 0,0015 mg ankoxon (eTaHos) BbB BCAKA AMCNeprupalla ce B ycTraTa TadeTka,

kKoeTo € ekpusaneHTHo Ha 1 mg/100 g (0,001% 7/1). KonvyecTBoTo B €aHa AUcneprypaila ce B yCTara
tabnerka ¢ Terno 150 mg e exeusanenwrHo Ha no-manko ot (,00004 ml 6npa wnn 0,00002 ml suno.

MankoTo KONHUECTBO AKOXOA B TOBA NEKAPCTBO HAMA 1a UMa 3abenexnuMu eQeKkTH.

4,5 B3auMoaelicTBHe ¢ APYIrH JeKApCTBEHH NPOAYKTH B Apyrn GOpMH Ha B3AUMOJEeHCTBHE

[IpoyuBaHHs 3a B3aUMOJEHCTBHE ca NMPOBEXKAAHH €UHCTBEHO TIPH Bb3PACTHH M ca 000011eHH No-a071y.

B3auMozeiicTeue ¢ XpaHd: XpaHata 3Ha4HMO HaMallsgBa opajiHata OMoHaIMYHOCT Ha OunactuH 20 mg
tabnetku ¢ 30%, a Ta3zn Ha Omnactud 10 mg qucneprupainy ce B ycrarta Tabnerku ¢ 20%.

BiauMoaeRCTBHE ChC COK OT rpeindpyT: EnHoppeMeHHHAT npuem Ha OunacThH 20 mg U cok ot rpeindgpyT
NoHWKaBa OHMoHaMHUHOCTTA Ha OunacThH ¢ 30%. To3u edekT MOoXe a c€ OTHACA CBLIO 34 APYTH IUIOA0OBH
cokoBe. CTeneHTa Ha NOHWKaBaHE Ha OMOHANTHMYHOCTTA MOXE Ja Bapvpa cnopel NpoOU3BOAUTENH U IUIOAOBE.
MexaHu3MBT Ha TOBa B3auMoaekcTeue € nHxudbupane Ha OATP1 A2, TpaHcniopTHa cUCcTEMa 3a YCBOsIBaHe,
3a KOATO OUNMacTHH € cybcTpaT (BroxTe Touka 5.2). JlekapcTBeHH NPOAOYKTH, KOUTO ca cybCcTpaTH WK
HHXHOHUTOPH Ha OATP1 A2, kKaTo pUTOHABHP WIIH PHPAMITULIMH, MOXE 1a UMAT NOTEHLHAN 12 HAMAJIABAT MO
nonoGeH Ha4YHMH IUTa3MEHATA KOHLIEHTPALAA Ha GUIIaCTHH.

BsauMoaeHcTBHE ¢ KETOKOHA30 WM €pUTPpOMHULIMH: ExHOBpeMeHHUAT npueM Ha SunacTiH 20 mg BEAHBXK
IHEeBHO H KeTokoHazon 400 mg BeAHBK AHEBHO WU epuTpoMHULUH SO0 mg Tpu bTH AHEBHO NOBHULIABA ABA
nmbTH AUC Ha 6unacTiH U 2-3 bTH Chax. T34 NpoMeHn Morar aa 6baat 00sICHEHH ¢ B3aMMOACHCTBHETO ¢
YpEeBHUTE TPAHCNOPTHH CHCTEMM 3a OTAE/AHE, ThH KaTo bunacTuH e cyberpar 3a P-gp u He ce
meTabonzmpa (BrkTe Touka 5.2). Te3u npoMeHH u3Iiiexaa He NoBAUABaT Npoguia Ha 6e30macHOCT Ha
OMNAaCTHH H, ChOTBETHO, HA KETOKOHA30J1 WIH epuTpOMHLIMH. JIpyTH NeKkapcTBEHH MPOAYKTH, KOUTO ca
cyObcTpaTi HM HHXHOWTOpU Ha P-gp, KaTO UMKIIOCTIOPHH, MOXKE 1a UIMAT MOTEHIMAN Ja YBENKRYaBaT Mo
noj06eH Ha4YHH M1a3MeHaTa KOHUEHTpalHa Ha OUNacTHH.

BzaumonecTEHE ¢ NUNTUHa3eM: EQHOBpEeMEHHUAT npUeM Ha OunacTtud 20 mg BEAHBX JHEBHO U AUNTHA3EM
60 mg BeAHBK AHEBHO NoBUIUaBa Cinax Ha OMnacThH ¢ 50%. To3u edext Moxke xa ce 00ACHU ¢
B3aUMOJICHCTBHETO ¢ YPEBHHUTE TPAHCTIOPTHH CUCTEMM 3a OTAENIAHE (BHKTE TOYKA 5.2) ¥ M3MNEeXIa He
noBnuABa npoduna Ha 6e3o0nacRocT Ha ONNACTHH.

BaaumopeiicTeue ¢ ankoxon: [fcuxoMoTopHaTa AeliHOCT CNel €[IHOBpEMEHEH MPHEM Ha ankoxon U 20 mg
OMIACTHH BEHDLXK AHEBHO € nofoOHa Ha HaOnloaapaHaTa Ciel NPUEeM HA ankoxos U nnatebo.

BzanmopeicTBUE ¢ JiopasenaM: EAHOBpeMEHHHAT NpHeM Ha OnnacTiH 20 mg BEAHBK JHEBHO U Jiopa3enam
3 mg BeJHBK JHEBHO B NMPOABLIDKEHHE Ha 8 IHH HE YCUABA noaTHcxauus edexT Ha nopazenam sepxy HHC.

{leouampuuna nonyaayus

He ca npoBexxaanu npoydysaHHs 3a B3anMoacHcTBue ¢ OMnacTiH noA gpopMaTa Ha JHCIIEPrHpALLH CE B
ycrara Tabserky npy geua. Hama knMHWYEH ONHUT MO OTHOLLIEHWE Ha B3aHMOAEHCTBHETO Ha OUNACTHH ¢
JPYTH fIeKApCTBEHHU NMPOAYKTH, XpaHu WM IIOJOBH COKOBE NpH Aeua. ETo 3ai1o0 npy npeaAnMcBaHETo Ha
OunacTvH Ha Aenia TpaOBa NOHACTOMIIEM 1A CE B3EMAT NPEABUA PE3YNTAaTHTE, NOMYYEHH OT MPOYUBAHHATA 32
B3aUMOJIEHCTBHE NPH BB3pacTHHU. He ca HaAMUHM KNHHMYHH JAHHHU NPY AeUa, KOUTO NMOKA3BAT JalH
npomeHuTe B AUC wnn Cmax, npUiYMHEHH OT B3aUMOAEHCTBHA, MTOBIUABAT Npodria Ha 0e30MacHOCT Ha
OWIACTHH.

4.6 @epTHANTET, OPEMEHHOCT H KbPMEHe

bpeMeHHOCT

JIunceaTt WM MMa OrpaHUYEHN JaHHK 3a ynoTpedaTta Ha OUNacTHH NpH OpEMEHHH X

[lpoyuBaHusATa NPH )KMBOTHH HE NOKA3BAT MPEKH UITH HENPEKH BPEAHN €EKTH 10

peENpPOAYKTHBHA TOKCHYHOCT, PaXKAAHE WM NMOCTHATAIHO Pa3BUTHUE (BUIXKTE TOUYKA 5.

MAPKa € 33 NPeANoYNTaHE Ja ce N30area ynorpedara Ha QopTekan 3a geua no spe
3



KbpmeHe
Exckpeunsra Ha OMJIACTHH B KbpMaTa He € rnpoyueHa rnpu xopa. Hainunure papMakKOKHHETHUHH JIAHHU TIPH

)KMBOTHH TOKA3BaT eKCKpeLns Ha OUIacTHH B MIISIKOTO (BK. Touka 5.3). TpsaOpa na ce B3eme peleHue aajiu
Jla ce nNpeycTaHoBH/Aa He ce NpHiIokK TepanuaTa ¢ DopTreka 3a Jiella, KaTo ce B3eMat npejiBu rnojasara oT
KbPMEHETO 3a JIETETO W 110J13aTa OT TepanusaTa ¢ OMJ1aCTHH 3a MalKara.

DOepTHINTET
JIunceaT WM MMa OrpaHHUYeHH KJIIMHWYHHU AaHHHU. [[poyyBaHe npH mibXoBe He MOKa3Ba HEraTUBEH €(EKT

BLpXY depTuanTeTa (BHXKTE TOUKa 5.3).

4.7 EdexTH BbpXY cnioco0HocTTA 32 IopupaHe H padoTa ¢ MAIIHHH

M3BBpLIeHO NpoyUuBaHe Mpu Bb3pacTHU 3a OlleHKa Ha e(eKTUTe Ha OMIaCTHH BbPXY CIOCOOHOCTTA 34
mwogupaHe rnokasea, ye jeuerue ¢ 20 mg OuacTUH He MOBIMABA CMIOCOOHOCTTA 3a WodupaHe. Brrpeku
TOBa, Thii KATO WH/IMBH/lyaJIHATa peaklUs KbM JIEKApCTBEHHUA MPOAYKT MOXKE /1a C€ pa3jinyaBa, MalHeHTHTE
TpsaOBa na ObAAT ChbBETBAHM J1a HE 1I0HUpPaT U 1a He padOTAT C MALLIMHM, JIOKATO HE YCTAHOBAT KAaKBa €
coOcTBEHAaTa UM peaklUsa KbM OMIaCTHH.

4.8 Hexenanu JIeKAPCTBEHH PEAKIIHH

O606u1eHue Ha poduia Ha O30NaCHOCT IPH NearaTprUyHaTa rnomnyaanus

[To BpemMe Ha KIMHH4YHATa pa3paboTka yecToTaTa, BUABT H TEKECTTA Ha HEXKEJIAHUTE PEAKLIHH MPH IOHOLLH
(Ha BB3pacT ot 12 10 17 ronuHm) ca celuiMre Karo HabaoaaBaHUTe NpH Bb3pacTHU. CrOpaHaTa nH(popmaLus
B Ta3M NonyJialus (FOHOLLK) 10 BpeMe Ha MOCTMapKETHHIOBOTO HAOJIIOZIEHHE MTOTBbPK/1aBa PE3YyJITATHTE OT

KIHHHYHHUTEC U3IIUTBAHHA.

[TpoueHTsbT Ha neuara (Ha Bb3pacT OT 2 10 11 roaunm), KOUTO choOIIAaBaT 3a HekenaHu peakumu (HP) cnen
neveHue ¢ omnactuH 10 mg Ha anepruvyeH pUHOKOHIOHKTHUBHT WJIM XPOHUYHA WIHOMNATHYHA YpTUKapus B | 2-
CEJIMMYHO KOHTPOJIMPAHO KIIMHMUYHO U3MUTBAHE, € CPABHUM C TO3H Ha MALMEHTHUTE, MPUEMaLIH Tu1anedo
(68,5% cpeuy 67,5%).

Cebp3anute HP, chobaBanu Haii-uecto ot 328 neua (Ha Bb3pact ot 2 a0 11 roauuu), nosyyasaiuu
OunactuH (noa opMaTa Ha JAMCNEpryupallm ce B ycrara TabJIETKH) 110 BpEME HAa KIIMHUYHU U3MUTBaHUA
("260 neua, BKJIIOYEHH B NPOyUBaHe Ha KJIMHMYHATA Oe3onacHocT W 68 Jielia, BKIIOYEHH BbB
(apMakOKMHETHYHHUTE NPOYUYBaHHUs), ca r11aBO0OOJIHE, AJIEPrHYE€H KOHIOHKTUBHUT, PUHUT U KOpeMHa OoJika.
Te3u cBbp3aHM HEXKETaHHW PEeaKIIHH Ce MOSBIBAT ChC CPaBHUMA YeCTOTA NpH 249 nalueHTH, rojyyaBaliH
raueoo.

O000111eHME HA HEXKETAHUTE PeaKLIMK B NeIMaTPUYHATA NOMYJIalus B TaOJIMYEeH BULL
HP, kouTo ca noHe Bb3MOXKHO CBBbpP3aHM ¢ OMiacTUH U ca cbobuasanu npu noseue ot 0,1% ot neuara (na
Bb3pacT oT 2 710 11 roaunum), nonyyasauiyd OMNaCTUH M0 BpeMe Ha KIIMHUYHATa pa3paboTka, ca npeAcTaBeHH

B TabnMuaTa no-/101y.

YecroruTe ce onpeaessT KakTo Clie/iBa:

Muoro yectu (>1/10)

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

Heuectn (=1/1000 no <1/100)

Penku (>1/10 000 no <1/1000)

Muoro peaku (<1/10 000)

C Heu3BecTHa yecToTa (He MOKe /1a Ob/1e OlleHEeHa OT HAJIMYHUTE JIAHHH)

Penku, MHOro peIku U peakLiii ¢ HEM3BECTHA YeCTOTa HE ca BKJIIOYEHH B TabiMuara.




Nndexnnn H HHPeCcTANHH
HeuecTu Punuut 3 (0,9 %) 3(1,2 %)
HapymeHHs HA HEPBHATA CHCTEMA
YecTu I naBobonue 6 (1,8 %) 3(1,2 %)
3amMaiiBaHe 1 (0,3 %) 0 (0,0 %)
Heuecn 3ary0a Ha Cb3HaHME 1 (0,3 %) 0 (0,0 %)
Hapywmenns Ha ounTe
YecTH ANepruueH KOHIOHKTHUBHUT 4 (1,2 %) 5 (2,0 %)
HeuecTn JApasHeHe Ha O4HuTe 1 (0,3 %) 0 (0,0 %)
CToMAWIHO-YPEBHH HAPYILIEHHS
KopeMHa 6onka/60ika B ropHaTa 4acT Ha 3 (0,9 %) 3 (1,2 %)
KopeMma
HeuectH Hunapus 2 (0,6 %) 0 (0,0 %)
["anene 1 (0,3 %) 0 (0,0 %)
[TonyBaHe Ha yCTHUTE 1 (0,3 %) 0 (0,0 %)
Hapymenns Ha KOKaTa H NOJAKOKHATA TbKAH
Heuectn Ex3ema 1 (0,3 %) 0 (0,0 %)
Ypruxkapud 2 (0,6 %) 2 (0,8 %)
OO0y HApYIIEHNS H CHCTOAHHA HA MACTOTO HA MPHJI0XKEHHE
HeuyecTH YMopa 3 (0,9 %) 0 (0,0 %)

"260 neua, BKNIOYEHH B NPOYYBAHETO HA KIKHWYHATaA Oe3onacHocT M 68 neua, BKIKYEHH BB PApMAKOKHHETHYHNATE NPOYYBaHUA

Onucanye Ha H30paHH HeXXEaHU peaKUHWHK B NeANaTpHYHAaTa Monynanus

'masobonue, kopeMHa O0NKa, anepruyeH KOHIOHKTHBUT ¥ PMHHT ca HaOMl0aBaBy M MpH JeLa, JIEKYBaHH C
6unactun 10 mg, ¥ nNpu aeua, neKyBaHu ¢ miaue6o. CrobuieHara uecrora ¢ 1,8 % cpemy 1,2% 3a
rnasobosue; 0,9 % cpemy 1,2% 3a kopemna 6oiika; 1,2% cpeuy 2,0% 3a aneprudeH kKOHIOHKTHBHT U 0,9%
cpemry 1,2% 3a pUHMT.

O600uieHHe Ha nmpoduna Ha 6e30NacHOCT MPYU BB3PACTHU NAUWEHTH U NMPH IOHOLIY

YecroTaTa Ha HE)KeNlaHH PeakLMy NPH Bb3paCTHH NAUKUEHTH ¥ NIPH IOHOLLIM, CTPAAALLH OT alepruyeH
PHHOKOHIOHKTHBHT WX XpOHHWYHA WOUOTNIaTUYHA YPTHKapHs, eKyBaHy ¢ 20 mg OMnacTHH B KIHHUYHH
M3MHTBAaHKS, € CPaBHHMA € YECTOTATa MpPHA NaLMeHTH, Nony4nnn naauedo (12,7% cropamo 12,8%).
Knuanunu npoyusaHus ¢asza [l u III, nposeaeHu no BpeMe Ha KiMHHYHaTa pa3paboTka, Bousar 2525
Bb3PACTHH MAallMEHTH U FOHOLLMY, JIEKYBAHH C PaznuyHHU 034 OUITaCTHH, OT KoMTO 1697 nonyyasat OMnacTHH
20 mg. B Te3n npoyuBaHud 1362 nauuenra nonyuaear mnauedo. Hexenanvre nekapCcTBEHH peakliMH, KOHTO
Haii-4ecTo ce choOLaraT OT MaLMeHTH, noayyarauy 20 mg 6uIacTHH NpH NokasaHHeE aJleprU4eH
PUHOKOHIOHKTUBHUT WM XpOHWYHA WANONATHYHA YPTUKapHs, ca rnasodbomnue, CbHIMBOCT, 3aMaiBaHE U
yMopa. Te3u HexxellaHH peakLMWH ce NMOABABAT ChC CPABHMMA HECTOTA MPH NauMeHTH, Nojlyyapatly rmauedo.

O60011eHHEe HA HEXXENAHUTE PEAKLIMM NTPH Bb3PACTHH NAlMEHTH U TPH IOHOHIY B TaOIHYEH BH]
Hexxenanure AeKapCTBEHM pPeaKLIMK, KOUTO ca NOHE Bb3MOXKHO CBBP3aHU ¢ OMNAcTHH H ca ¢holllaBaHH MpH
noseye ot 0,1% ot naumeHTHTe, nony4yapauy 20 mg 6UNacTHH Mo BpeMe Ha KIHHHYHaTa paspadoTtka (N =
1697), ca npeacraseHy B Tabnuuara no-gony.

YecToTHTE Ce ONPEAEAT KaKTO ClIEABa:
Muoro yectd (=1/10)

Yectu (=21/100 po <1/10)

Hevecty (>1/1000 go <1/100)

Penxu (>1/10 000 no <1/1000)

MHoro peaku (<1/10 000)
C HeusBecTHa wecTOoTa (He MoXe [1a 6B/ OLieHEeHa OT HAJIHYHHUTE NaHHK)

Penxu, MHOTO pelkKH ¥ peakllii ¢ HEU3BECTHA YEeCTOTa He Ca BKIIIOYEHH B Tadnuuar




Nudexkunn u undecrannu

HRPYIHEHHH HA KOARATA H HOAKOKHATA TbKA4AH

HeuecTn Xepriec Ha YCTHUTE 2 (0,12%) 2 (0,08%) 0 (0,0%)

Hapymenusi Ha MeTa00/IH3Ma H XPAHEHETO

HeuecTH [ToBulIEeH aneTUT 10 (0,59%) 11 (0,44%) 7 (0,51%)

IIcHXHYHH HApYIUIECHHSHA

Heuectn TpeBoxxHOCT 6 (0,35%) 8 (0,32%) 0 (0,0%)
be3cbHME 2 (0,12%) 4 (0,16%) 0 (0,0%)

Hapywenusa na nepenama cucmema
CBHIMBOCT 52 (3,06%) 82 (3,25%) 39 (2,86%)

Heem ["naBobosine 68 (4,01%) 90 (3,56%) 46 (3,38%)

HeuecTn 3amaiiBaHe 14 (0,83%) 23 (0,91%) 8 (0,59%)

Hapymenusi Ha yXoTo H JJaOHpHHTA

HeuecTn Tunutyc 2 (0,12%) 2 (0,08%) 0 (0,0%)
Bepruro 3 (0,18%) 3 (0,12%) 0 (0,0%)

CbpaeuHn HApYUIEeHHHA

HeuecTn Jlecen Geapen 610k 4 (0,24%) 5 (0,20%) 3 (0,22%)
CHHYCOBa apUTMHS 5(0,30%) 5(0,20%) 1 (0,07%)
i}iﬂ:ﬁﬁ;‘;‘:ﬁfﬂ;ﬂﬂ . 9 (0,53%) 10 (0,40%) 5 (0.37%)
Jlpyru orknonenus B8 EKI 7 (0,41%) 11 (0,44%) 2 (0,15%)

Pecnuparopuu, rpbJiHH ¥ MeAHACTHHAJIHH HAPYILIEHHSA

Heuectn Jlucnnes 2 (0,12%) 2 (0,08%) 0 (0,0%)
JluckomdopT B HOCa 2 (0,12%) 2 (0,08%) 0 (0,0%)
CyxoTa B HOCa 3 (0,18%) 6 (0,24%) 4 (0,29%)

CroMamHO-uYpeBHH HAPYILICHHS

HeuecTn boJsika B ropHaTa 4acT Ha Kopema 11 (0,65%) 14 (0,55%) 6 (0,44%)
Kopemna 0oJika 5 (0,30%) 5 (0,20%) 4 (0,29%)
["anene 7 (0,41%) 10 (0,40%) 14 (1,03%)
CromaiueH auckomdopT 3 (0,18%) 4 (0,16%) 0 (0,0%)
Jnapus 4 (0,24%) 6 (0,24%) 3 (0,22%)
CyxoTa B ycTaTa 2 (0,12%) 6 (0,24%)= Ly AFORIYL)
Jlucnencus 2 (0,12%) 4 (0, ﬁﬂ&
["acTpur 4 (0,24%) 4 (041 6%0) .4
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4 (0,16%)

2 (0,15%)

Heuectn

O01mu HApYIIEeHHSI H CbCTOSIHHA HA MACTOTO HA NPHJIOKEHHE

Heuectn Ymopa 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kaxna 3 (0,18%) 4 (0,16%) 1 (0,07%)
YcunBaHe Ha npeiy ChlIECTBYBALLO 2 (0,12%) 2 (0,08%) 1 (0,07%)
3a0oJ1siBaHe
Tpecka 2 (0,12%) 3(0,12%) 1 (0,07%)
AcTeHus 3 (0,18%) 4 (0,16%) 5(0,37%)

H3cnenBanns

HeuecTu [ToBulieHa rama- 7 (0,41%) 8 (0,32%) 2 (0,15%)
rjiyTaMuiTpaHcdepasa
] 5 (0,30%) 5.(0,20%) 3(0,22%)
aMUHOTpaHcdepasa
UIOBMICHA. Nelse T 3(0,18%) 3(0,12%) 3(0,22%)
aMUHOTpaHchepasa
[ToBULLIEH KpeaTHHHUH B KPbBTA 2 (0,12%) 2 (0,08%) 0 (0,0%)
[ToBHUILIEHH TPUTITHLIEPH/H B KPbBTA 2 (0,12%) 2 (0,08%) 3 (0,22%)
[ToBuuieHo Terno 8 (0,47%) 12 (0,48%) 2 (0,15%)

*Cbobuana ce ¥ 3a yab/pkeH QT HHTepBai Ha eJieKTpokapAHOrpama ciell nyckaHe Ha nasapa.

C neuszeecmna uecmoma (He Moxke J1a ObJie olleHeHa OT HaJTMYHUTe 1aHHK): [lannuTaumun, Taxukapaus,
peakliMK Ha CBPbXUYCTBUTEIHOCT (KaTo aHa(UIaKCUs, AaHTHOEAEM, IMCITHEs, OOPHB, JIOKAJU3HpaH
ef1eM/JI0KaIU3UpaH OTOK M eprUTeMa) U MOBpbIlaHe ca HabJII0/JaBaHH TI0 BpeMe Ha NOCTMAPKETHHIOBMS

MEePHUOL.

Onucanue Ha H36PHHH HCXKCJIAHH PCAKILIHH T1PpH Bb3PACTHHU MALUCHTH H T1PH FOHOUIH

CbHAUBOCT, ri1iaBo0oJive, 3aMaliBaHe U yMopa ca HaOJIl0/1aBaHU U MPH NaLMEHTH, JIeKYyBaHHU ¢ OutacTuH 20
mg, U NPH TaKUBA, JIeKyBaHH ¢ ruauedo. CrobiueHara yecrora e 3,06 % cpeuty 2,86% 3a cwHnusocT; 4,01%
cpeuty 3,38% 3a rnasodonue; 0,83% cpeury 0,59% 3a 3amaiiBane u 0,83% cpeuty 1,32% 3a ymopa.
Hudopmanmsara, cbbMpaHa no Bpeme Ha nocTMapKETUHIOBOTO HAabMIOIeHHE, TTOTBbpIK/1aBa npoduiia Ha
Oe3onacHocT, HabJIlI01aBaH Mo BpeMe Ha KJIMHM4YHaTa pa3padoTka.

Cpo0l11aBaHe HA NOA03UPAHU HEXEJIaHU PeaKllUH

CpobuiaBaHeTO Ha M0/103MPAHU HEXKEJTaHHW peaKlluu cllel pa3peluaBaHe 3a ynorpeda Ha JiekapcTBEHUS
NMPOAYKT € BaykHO. ToBa no3BosisiBa J1a NpoAb/J’KH HaOMIOAEHUETO Ha ChOTHOLLIEHUETO MOJI13a/pPUCK 3a
nekapcTBeHHus npoAykT. OT MEAMLIMHCKHUTE CIIELIMAJIUCTH Ce U3UCKBA J1a ChoO1aBaT BCsika rnoao3upaHa
HeJKeJlaHa peaklivs Ype3 HallMOHaJIHaTa CHCcTeMa 3a ChoOllaBaHe:

H3nbiiHuTENHA areHuus 1o JieKkapcTBaTa

yi. ., Jlamsau 'pyeB”™ Ne 8
1303 Codus
ten.: +359 28903417

yeOcanT: www.bda.bg




4.9 Ilpepozupane

Hsama aaHHHM 3a npeao3rMpaHe NMpu Jela.
HudopmaunaTa OTHOCHO OCTPO ApeAo3UpaHe Ha OMNacTUH € NMoOJayYeHa OT ONKTA OT KNTHHHYHH U3NHMTBaHHA,

NPOBE/IEHH N0 BpeMe Ha pa3paboTKaTa Nnpu BL3PacTHU, KAKTO U 110 BPEME HA NOCTMApPKETHHTOBOTO
nabmonaeunue. [1py KIHHUYHATE NPOY4BaHHKA cliel NPUACKEHUE Ha OmnacThH B 4031 10 0o 11 nbTH no-
BMCOKM OT TepaneBTHuHaTa o3a (220 mg enunnyna go3a wid 200 mg qHEeBHO B NPOABIDKEHUE Ha 7 AHH)
npH 26 BL3PacTHH 3apaBN J00pPOBOJILH, HECTOTATA Ha CBBLP3aHH C JIEYEHNETO Bb3HHKHAIH HEXEJIaHH
peakiyy € ABa I'bTH NO-BMCOKA OTKOJIKOTO Npy ninauebo. HexxenaHuTe peakuuy, KOUTO ca ChOOLIAaBaHH Hall-
4ecTo, ca 3aMaiBale, rnapodonue u rageHe. He ca noxnagsaHm cepHO3HU HEXENAHH peaKLIii ¥ 3HAYUMO
yasikaeaHe Ha QTc nnreppana. Hadopmauusara, cebpana npv nocTMapkeTUHrOBOTO HabnroaeHne,
CHOTBETCTBA C TA3H, AOKIAJBAHA B KIMHHYHHUTE NIPOYYBaHHS.

KpuTHuHaTta olieHKa Ha epeKkTa Ha MHOTOKpaTHaTa f03a Ha 6unactvH (100 mg x 4 xHM) BupXYy
BEHTPHKYJIapHaTa penonapusauus upes ,,uan0ctHo QT/QTc kpocoysbp npoyusane™ ¢ yuyactue Ha 30 3apaBm
BB3PAaCTHH A0OPOBOILM HE NMOKAa3Ba 3HAYUMO yaABKaBaHe Ha QTc.

B cnyuaii Ha npeno3upaHe ce NpenopryYsa CUMITOMATUYHO Y NMOJBPKALLIO JIEYEHHE.

Hsama u3BecteH cneunduyeH aHTHAOT Ha OUIacTHH.

5. @OAPMAKOJOIMYHHU CBOUCTBA

5.1 QdapMakoAHHAMMYHHA CBOHCTBAa

dapmakoTepaneBTHYHA rpyna: AHTUXHCTAMHHH 34 CHCTEMHO NpuioXeHue; Jpyru aHTUXHCTAMUHM 34
cucTeMHO npunoxkenue. ATC kon: RO6AX29.

MexaHU3BM Ha JeHCTBHUE
bunacTuH € HeceaaTHBEH XUCTAMHUHOB AHTATOHHUCT C NPOABIDKUTENIHO NEHCTBHE H CENICKTHREH NepHpepeH

H;-peuentopeHd aHTaroHUcTH4YeH aduHNTET Oe3 aQUHUTET KbM MYCKApPHHOBH PELIENTOPH.
BunacTHH NOTUCKA HHAYLIMPAHHUTE OT XMCTAMHHA KOXHU peakuuu THn ,,wheal and flare® 3a 24 yaca cnen
[IPHEMa Ha eHHHYHH J03H.

KnnHuvHa edukacHOCT
EdukacHocTTa Ha OMnacTHH € H3Cie/iBaHa NPH Bb3PACTHH H IOHOWH. ChINIacHO NMpENopbLKHTE, 10Ka3aHaTa
e(hMKaCHOCT NpH BB3PACTHH H IOHOLIM MOXKE [1a C€ EKCTparnoupa U NpH Aeua, Thil KaTo € 10Ka3aHo, Ye
CHCTEMHAaTa ekcno3uuusd Ha 10 mg 6unacTvH npu zxeua Ha BB3pacT OT 2 20 11 roauMHM ¢ TeNeCHoO Terno Hax
15 kg e cpIaTa KAaKTO €KCNO3KLUMATA NTPH BB3pacTHU Ha 20 mg OUIacTHH (BUXKTE TOYKa 5.2).
ExcTpanonupaHeTo OT JaHHKTE 32 BB3PACTHUTE H IOHOLIMUTE CE€ CUMTA 3a MOAXOAALI0 3a TO3U NPORYKT, THH
KaTo NATOQU3HOJOrUATA Ha AJICPrHYHHA PHHOKOHIOHKTUBHUT U YPTHKAPHUATA € €/1Ha U CbLLA 3a BCUYKH
Bb3PAaCcTOBH I'PYIH.
B KIMHW4YHHM NpoyuBaHHs Ha BBE3PACTHH MALMEHTH U MaLUEHTH B IOHOLIECKA BB3PACT ¢ alepruyeH
PHHOKOHIOHKTHBHT (C€30HEH H LenoroayueH) 6unactu 20 mg, npunarad BEAHBX JHEBHO B NPOIbIDKEHHE
Ha 14-28 nHu, e edexkTHBEH NpU oONeKYaBaHE Ha CUMITTOMU KaTo KUXaHe, Tevaul HOoC, CbpOex B HOca,
3anyLleH HoC, ¢bpOeXk B OUNTE, ChJI3EHE W 3aYepBABAHE Ha OUKTE. bUNAcTHH €(PEeKTHBHO KOHTPOJiHpa
CHMITTOMUTE B [IPOABLIDKEHHUE Ha 24 YJaca.
B nBe KIMHHYHH NPOYYBaHHA Ha NALUEHTH ¢ XPOHUYHA MAMONATHHHA ypTHKapHus, OunacTuH 20 mg,
NpuaaraH BeAHBbX AHEBHO B NPOABKEHHE HA 28 IHH, € edekTUBEH 3a 00JIeKYaBaHE HA HHTEH3UBHOCTTA Ha
chpbexa u 6pos U pasMepa Ha YPTHKUTE, KAKTO U ANCKOMGPOPTA HA NMAUHUEHTHTE, npennaanxaﬂ OT
ypTHKapuaTa. [launeHTHTe NogodpsaBaT cBOf CbH M KAYECTBOTO HA XKHBOT.
He ce HabniopaBa xJIMHHYHO 3HAYKWMO yabmkaBaHe Ha QTC uHTEpBana unu Apyr copags >R¥% B
KJIMHUYHHUTE Npoy4BaHua ¢ OunacTuH aopu npu no3u ot 200 mg nnesno (10 nbrH / -
NpoAbKEHUE HA 7 AHKW NpH 9 JIMLA WK JOPH KOraTo ¢€ Nnpuiara 3aeiHO ¢ UHXHUO l
KaTO KeTOKOHAa30/1 (24 nuua) 1 epuTpOMHULHH (24 nvua). B nonbnHeHHE € U3BLPLUH
u3cieaBane, Bitoysawo 30 godpoBonuu, %
W\




B KOHTpOJSIMpaKy KNMHHYHHK NPOYUBAHHUA NpH Npenopbuada A03a oT 20 mg BeAHBK AHEBHO, NPOQUIBT Ha
6ezonacHocT Ha OMnactTvH no otHowedne Ha LIHC e cbuaMepuMm ¢ To3M Ha nnauebo U nosBaTa Ha
CBbHJUBOCT CTATUCTHMECKH HE C€ pazivyana ot miauedo. bunactun B 1031 1o 40 mg eAHOKpAaTHO AHEBHO HeE
3aCATa [ICUXOMOTOPHATA (PYHKLMA B KIMHUYHK NPOYUYBAHUS W HE 3acara crnocobHoCTTa 3a WwodHpaHe B
CTaHAApTeH WOPbOPCKHU H3THT.

[TanpeHTH B cTapuecKka BBb3pacT (= 65 roauHu), BioueHu BuB (asa Il u 11l Ha uzcnenBanunsaTa, He mokassar
pa3fiMKa No OTHOLUIEHHE Ha €PUKACHOCTTA WiIK 6e30NnacHOCTTa CnpsAMO NO-MJIaAH NallHEHTH.

KiHHHYHA 6€30MacHOCT

B 12-ceAMHYHO KOHTPOIMPAHO KIMHHYHO NPOYUYBaHE C Aeua Ha Bb3pact ot 2 Ao 11 roaunu (obuio 509
aeua, 260 nexypsanu ¢ 6unactud 10 mg: 58 Ha BB3pacT oT 2 20 <6 roauHu, 105 Ha Bb3pact ot 6 no <9
roaueu, 97 Ha Bp3pact ot 9 10 <12 roannu U 249 nekyBanM ¢ nnauebo: 58 Ha BB3pacT oT 2 10 <6 roaAnHH,
95 Ha BB3pacT or 6 10 <9 roauHu U 96 Ha BB3pacT oT 9 10 <12 roauMHN) Npy Npernopb4YKTEIHATA
NnegUATpHYHa 103a OT 10 mg BeAHBK AHEBHO NpodUNLT Ha Oe3onacHOCT Ha bunacTuH (n=260) e cxopeH ¢
TO3HW Ha mianebo (n=249), xaTo HekeaHHW JleKapCTBEHU peakliuy ce npoABaBaT npH 5,8% u 8,0% ot
NalUeHTUTE, IpHeMaliy cboTBeTHO OunacTil 10 mg u miaue6o. [Ipu Tora npoyusate u 6unactun 10 mg, u
nnauedo JEMOHCTPUPAT JIEKC HAMAJIABAHE HA PE3YJITATUTE 33 CHHIIMBOCT U Cefalius B NEAHATPUYHHA
BBIPOCHHK 3a cbH (Paediatric Sleep Questionnaire), kaTo Mexay NEKYBAHHTE IPYIIH HIMA CTATHCTHYECKH
3HAYUMHM pa3znukH. [Ipu nenara Ha pu3pact oT 2 Ao 11 ronuHn Hama HabmonaBsauu 3HAYMMH pasiHKH B QTc
caed acdeHueTo ¢ 10 mg OunacTuH AHEBHO B cpaBHeHHUe ¢ maueto. CnelManHyd BIPOCHHLM 32 KaYeCTBOTO
Ha JKMBOT 3a Jiella C aJlepryuyeH pUHOKOHIOHKTHBHT WM XPOHUYHA YPTHKAapHUa AEMOHCTpHpaT ob1o
yBEJIHYEHHUE B PE3YSITAaTUTE 3a neprHoa or 12 ceamuum 6e3 CTaTUCTHUECKH 3HAYHMA pa3jiHKa MeXy
paMeHaTa Ha JeuyeHHe ¢ GUnacTHH ¥ Iaue6o. Obwara nonynauus ot 509 aena ob6xsawa: 479 nuua ¢
allepruieH pUHOKOHIOHKTUBUT U 30 Nuua ¢ AMarHoCTHLMpPaHna XpOHWYHA ypTHKapus. 260 gela ca npHeMany
Ounactu, 252 (96,9%) 3a anepruyeH puHOKOHIOHKTHBHT H 8§ (3,1%) 33 XpoHuuHa ypTHkapud. 1o ananorus,
249 neua ca npueManu nnaue6bo, 227 (91,2%) 3a anepruyeH pHHOKOHIOHKTHUBHT U 22 (8,8%) 3a XpoHHUYHA

YPTHKaApHA.

[leanatpryka nonynaiius
EBponeiickara aresums no nekapcTeara ocBob0kaaBa OT 3ab/HKEHHETO 3a IPEACTaBAHE Ha PE3YNTATUTE OT

poyuBaHUATa ¢ OUIACTHH BbB BCMYKH NOArPYNH Ha NEAUWATPHYHATA HOMYAalys Noj 2-roaviiHa Bb3pacT
(BMKTe TOoUKa 4.2 32 HHPOPMAaLIKMA OTHOCHO NeAHAaTPHUHATa ynotpeba).

5.2 (dDapmMaKOKHHETHYHH CBOHCTBA

Abcopbuns
brnactul 61p30 ce abcopbupa ciien nepopaHO NMPUIIOKERKE C BpEME 3a JOCTHraHe Ha MAKCHMalHa

[U1a3MeHa KOHLUEHTpauus oT okoio 1,3 gaca. He ce Habnionasa akyMynauua. CpeAHOTO HHBO Ha
OxOHanNMYHOCT Ha OMITACTUH NPU NEPOPATHO NpHNOKeHHE € 61%.

PasnpeneneHue
In vitro v in vivo npoyyBaHMsa MOKa3BarT, ue OunacTuH € cydctpar Ha Pgp (BimkTe Touka 4.5

,»B3aMMOACHUCTBHE C KETOKOHA30J1 MK EPUTPOMULIUH™ U ,,B3anmoneiicteue ¢ nuntnazem™) 1 OATP (BmxTe
Touka 4.5 ,,Bzaumoneicreue cuc cok oT rpeiindpyr™). B repaneBTHYHH 1031 OMNACTHH C€ CBBP3BA C
J1a3MeHuTe npoTerHH B 84-90%.

buotpaHhchopmaliksg
bunacTuH He nHAYLIHpA M He NoATUCKA akKTHBHOCTTA HA CYP450 n3oeH3uMH B Ipoy4BaHHsl in vitro.

EnnMHUHHpaHe
B npoyuBaHe npy BBp3pacTHH 371paBu 1obposonuu ¢ banaHcupaHa Maca cnes Npriaox
no3a ot 20 mg *C-6uaacTuH, NouTH 95% or npunoxeHaTa 103a ce OTKPHBa B YPHH
uanpaxxHenusaTa (66,5%) kato HenpoMeHeHn 6MNACcTHH, KOETO NMOTBbPXKaBa, ye OH
MeTabonn3vMpa 3HaUUMO Mpyu XopaTta. CpeAHNAT M0JIY)KHBOT Ha eNHMHHHPaHe, U3
nobporonum, € 14,5 u.



JInHeHHOCT
bunacTvH noka3ea nMHeeH papMakokHHeTHUYEH NPod K NPH NPocieRaBaHe Ha paziuyiHu 103m (5 no 220

mg) C HUCKH HHAHBHAYAaJIHHW pa3/iMilA.

bOpeyHO HapyileHHE

Eextute Ha GUNACTHH NpH NaUUeHTH ¢ 6BOPEYHO HapyLLIEHHe ca U3C/IEBAHH NIPY BBH3PACTHH.

B npoyusane ¢ nuua ¢ 6u6peuno Hapymenne cpeanara (SD) AUCq.. HapacTsa ot 737,4 (£260,8) ngxhr/ml
npH nuua 6e3 napyienns (GFR: > 80 ml/min/1,73 m?) go: 967,4 (£140,2) ngxhr/ml npu nuua c nexo
Hapywenye (GFR: 50-80 ml/min/1,73 m?), 1384,2 (+263,23) ngxhr/ml npu nMLa ¢ YMEPEHO HapyLIeHue
(GFR: 30 — <50 ml/min/1,73 m?*) n 1708,5 (£699,0) ngxhr/ml npu nuua ¢ Texxo Hapywenue (GFR: < 30
ml/min/1,73 m?). Cpeannar (SD) nonyxueot Ha 6unactus € 9,3 u (x 2,8) npu anua 6e3 Hapywenue, 15,1 y
(£ 7,7) npu nuna c neko Hapyiuenve, 10,5 4 (+ 2,3) npy nuna ¢ ymepeHo Hapywenue u 18,4 y (£ 11,4) npu
JIMLIA € TEIKKO HapylUeHHe. ¥ pUHapHaTa eKCKpeLlus Ha OWIacTHH NIPHKITIOYBA OKOHUATENHO cien 48-72 4
IpA BCHYKH JTHLA. Te3n PapMakOKHHETHYHH NIPOMEHM HE C€ OYaKBa Aa MMAT KIMHUYHO 3HaYMMO BIIMSHHE
BbpXY 0€30MacHOCTTa Ha OUNACTHH, 3a1L0TO NNa3MEHUTE HHBA Ha GHTAaCTHH NPH NaLMEHTYH ¢ 6B6petHH
HapyllleHHs ca BCe NMaK B rpaHuuuTe Ha Oe30onacHOCT Ha OMIIacTuH.

YepHoapoOuy HapyiueHns

Hsma (papMakOKHHETHYHM NaHHH NpU THLA ¢ YepHOAPOOHU Hapyluenus. BunacTvH He ce MeTabonn3upa
pu xopata. Tvit kaTo pesynTarure OT Npoy4paHeTo NpH 6EOpEYHO HapylueHHe NOKAa3BaT, ue 61LOpeyHaTa
€IMMHHALMA MMa OCHOBEH NMPHHOC 3a EIMMHHALIMATA, O4aKBA CE JKIBbHHATA EKCKPELIMg 112 UMa
HE3HA4MTeJIHa pons B eIMMUHaLMATa Ha OunacTuH. He ce oyaksa npoMeHnTe B uepHoapobHaTa dyHKUMS Aa
MMAT KJIMHAMHO 3Ha4YMMO BIIHAHYE BBPXY (PapMaKOKHHETHKATa Ha OWNacTHH.

IlennaTpu4na nonysaius

(DapMaKOKHMHETHYHUTE aHAJIW3H TIPH el Ce MO30BaBaT Ha JAHHH, MOJYYEHH OT ABE (PapMaKOKHHETHUYHM
MpoyuBaHHs, NPOBEAEHH ¢ 66 sela Ha BB3pacT 0T 2 A0 11 roanHH ¢ anepriuueH pUHOKOHIOHKTHBHUT HITH
XpPOHHYHA YPTHKApUi, Ha KOWUTO € NpUlaraHa BEAHBX AHeBHO 6bunactuH 10 mg nucneprupaiua ce B ycraTa
Tabnerka. ®apMakOKHHETHYHHUAT aHAJIM3 HA NAHHWUTE 32 NIa3MEHaTa KOHLEHTPALMS NOKA3Ba, ye
NpHiaraHeTo Ha NeANaTpuyHaTa no3a 6unactvn 10 mg BeaHbX THEBHO BOAU 10 CHCTEMHA EKCIIO3HUMA, B
paMKHTE Ha Ta3H, HabnioaaeaHa ciieq 103a ot 20 mg rnpu BL3PacTHH M IOHOWIM, KaTO AHAMNAa30HbLT Ha
cToiirocTHTe Ha AUC (95% CI) ¢ 511,5 1o 1450 ng hr/ml 3a meua or 2 1o 11 roaunn. Tesu pesyaraTy ca
3HAYMTENHO MOA npara 3a 6e30NacHOCT Bb3 OCHOBA HAa JAHHHUTE OT NPUNAraHe Ha €AHOKPAaTHa AHEBHA J103a
oT 80 mg npy Bb3pacTHH B CLOTBETCTBHE ¢ NpodHna Ha 6e30MacHOCT Ha JeKapcTBOTO. Te3n pesyaraTy
MOTBbpXKAaBaT H3bopa Ha 6unacTuH 10 mg 3a nepopanHo NPUWICKEHHE BEIHBXK AHEBHO KAaTO NOAXOAALIA
TepaneBTHYHa 1034 3a rnejraTpyuiHaTa nomnyiauMsa Ha Be3pacT oT 2 A0 11 roavnu ¢ renecHo rerno Hag 15

kg,

5.3 Ilpeaksmunuann faHum 3a 6GezonacHocr

HexnuHuunnTe AaHAYN He okas3BaT ocobeH puck Ha GHIAacTHH 3a Xopa Ha 6a3aTa Ha KOHBEHLIMOHAJIHHTE
(PapMaKOJIOrMYHH H3MTHTBAHUA 3a 6€30MacHOCT, TOKCUYHOCT IIPH MHOTOKPATHO NPHIIaTaHe, FeHOTOKCHYHOCT
H KaHLEPOTECHEH NOTEHLMA.

B uzcnensaHusTa Ha penpoayKTHBHATA TOKCHYHOCT eEeKTHTE Ha GUNacTUH BLpXy deTyca (npe- U
NOCTHMIJIAHTALIMOHHA 3ary0a Mpu NiIbX0BE M HEMbJIHa OCHPHUKALUAA HA YePENHUTE KOCTH, MPBHATA KOCT M
KpaHHHULIMTE NP 3aHlK) ce HabMoAaBaT CaMO NpH JI03H, TOKCHYHH 3a Maiikata. HuBaTa Ha excrnosnums, npy
KOUTO He ce Habnionaeat Hexxenanu nekapcteens peakuny (NOAEL), sHaunTenHo HagxsbpiaaT (> 30 muTH)
CKCITO3ULIMA NPH XOpaTta MNpU NPernopbiyaHaTa TepaneBTHYHA 4034.

B npoyuBaHe 32 JIAKTALMATA € YCTaHOBEH OMNACTHH B MIIAKOTO Ha KbpMELLHM FUTbXOBE, npy
€AHOKpaTHa nepopanHa no3a (20 mg/kg). Konuentpaunure Ha 6unacTii B MISKoTO CoK;
OT T€3W B MaH'HHATa NAa3Ma. 3HAYCHHETO HA TE3H PE3YJITATH 3a XOPATa He € H3BECTHL, ¥

B n3cneasane 3a gepTuanTeTa npu nirbxoe, GUNacTHH, rpwiarad nepopaito ao 1Q0E
NPEAU3BUKBA HHKAKBE €(IEKT BbPXY KEHCKHTE H MBXXKHTE PENPORYKTUBHH OPraHH. Hé(
v

YUPTOCBaHE, PEPTUANTET U OPEMEHHOCT He Ce NOBIMABAT.
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OT W3NMUTBAHKA 3a pa3npelesIeHUe NPH NITbXOBE ¢ ONpeAeisHe Ha KOHUEHTPALWHUTE Ha JIEKAPCTBOTO Upe3
aBTopanvorpadgus ce BHXIA, ye SunacTul He ce akymyaupa B LIHC.

6. OAPMAIIEBTHYHHU JAHHHU
6.1 CnHuchbk HA NOMOILHHTE BeNniecTBA

Manuton (E421)

Kpockapmenosa natpuii

Hartpues creapundgymapar

Cykpanoza (E955)

ApOMaT Ha 4epBEHO rpo3aie (OCHOBHH KOMNOHEHTH: ryMa apabuka, eTUnOyTHpaT, TPHALIETHH,
METWIaHTPAHWAAT, eTaHon, d-TUMOHEH, JIHHaI0N)

6.2 HecpBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHOCT

5 roaMHH

6.4 Cnenuajau ycl1OBHSA 332 ChXpaHEHHeE

To3n nekapcTBEH NPOAYKT HE UBUCKBA CIIELIMAMHK YCIIOBUA 34 ChbXpaHEHHE.

6.5 Bua 1 chabpikanne HA ONAKOBKATA

Qoprekan 3a geua 10 mg nucneprupailiy ce B ycrara tabseTku ca onakosauu B OPA/AI/PVC//Al 6ancrep.
Bcekn 6nucrep curaspka 10 aucneprupaiiiy ce B yctata Tabnerku.

bauctepute ca onakoBaHH B KAPTOHEHH KYTHH.

I'onemuna Ha onakoskara ot 10, 20, 30 wnn 50 ogucneprupauiy ce B ycrata tabneTkm.

He Bcuuky BUAOBE ONAKOBKH MOrart Aa 6bAaT nycHaTH B nipoaax0a.

6.6 ChnennanHn npeana3zHH MepKH NPH U3XBLPJIAHE

Hev3non3BaHHAT NPOAYKT WIK OTNAaAbYHHTE MATEPHAIIN OT Hero TpAOBa Aa ¢ce H3XBBPJIAT B CHOTBETCTBHUE C
MECTHUTE U3UCKBAHMA.

7. INIPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Menarini Internattonal Operations Luxembourg S.A.,
1, Avenue de la Gare, L-1611, JltokcemOypr

8. HOMEP(A) HA PA3PEHIEHUETO 3A YIIOTPEBA

20170264

9. HATA HA ITbPBO PASPEIIIABAHE/TIOJHOBSBAHE HA PA3PEI

YIIOTPELA
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Jlata Ha nspBO pa3pewasaHe: 16/08/2017
JlaTta Ha nocneano noasoBasaHe: 29/09/2022

10. JATA HA AKTYAJIMZBUPAHE HA TEKCTA

03/2025
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