KPATKA XAPAKTEPUCTUKA HA IMTPOJIYKTA

APIAL6S

l.  MME HA JIEKAPCTBEHUSI IPOJAYKT ' 65978
2 & -09- 72075

e e

(Doprekan 3a neua 10 mg aucneprupauiu ce B ycrarta tadJieTku

Fortecal for children 10 mg orodispersible tablets

2 KAYECTBEH U KOJIMYMECTBEH CbCTAB

Beska qucneprupania ce B ycrara tabnerka cbabpka 10 mg 6unactun (bilastine).

[lomonHHM BellecTBa ¢ U3BECTHO JIEHCTBUE: BCsAKA JIMCTieprupatla ce B ycrara tadserka coabpika 0,0015 mg
eTaHOJI.

3a NMbJIHUA CITUCHK Ha MOMOLIIHUTE BELIECTBA BUKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Jlucneprupaina ce B ycrara tadeTka.

Kpbrim, Jieko ABOHHO-U3NMbKHAJIU Oesin TabJIeTKH ¢ AMaMeTsp 8 mm.

4. KIIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHUS

CHMNTOMATHYHO JIEYEHHUE HA aJIepruYeH PUHOKOHIOHKTHUBHUT (CE€30HEH M LIEJIOTOAHIIEH) U YPTHKAPHA.
(Doprekan 3a j1ena e rokasaH NnpH Jiela Ha Bb3pact ot 2 10 11 roaunu ¢ TenecHo terno Haa 15 kg.

4.2 Jlo3MpOBKA H HAYMHH HA NPHJIOKEHHE

Jlo3upoBka

[Teouampuuna nonynrayus
- Jleua na Bb3pact ot 2 10 11 roamnu ¢ TenecHo terno Haa 15 kg
10 mg 6unactun (1 aucneprupauia ce B ycrara tabnerka) BeAHBLK JIHEBHO 3a 00JieKuaBaHe Ha
CHUMIITOMUTE Ha aJlepruieH PUHOKOHIOHKTHUBHUT (CE€30HEH aJIEPruvyeH PUHUT U LIEOTO/IMILIEH
aJIiepruvyeH puHHUT) U YPTHKAPHS.
Jucnieprupainara ce B ycrata tabsieTka, TpsiOBa /1a ce npueMa e/IMH 4ac npejiy UM JiBa vyaca cjiejl IpHeM Ha
XpaHa WK TUI0J10B COK (BHXKTE TOUKa 4.5).

[ Ipn BB3pacTHU W 10HOWIM (Ha BB3pacT Ha/ 12 roaguHu) € noAXoAs110 NPUIoKeHHeTo Ha OunacTud 20 mg
Ta0JIETKM.

[ IpOABIKHATEIHOCT Ha JICYEHHETO

[Ipn anepruveH pUHOKOHIOHKTHBHT JIeYeHHETO TpaOBa 1a Ob/1e OrpaHUUYEHO J10 NEePHO/ia Ha W3JlaraHe KbM
aneprenute. I1pu ce3oHeH anepruyueH puHUT neueHueTo TpsadbBa 1a Obe NpeycTaHOBEHO cie/l OTIIYMABAHE .
Ha CUMIITOMHUTE U J1a 3aro4yHe OTHOBO NPH NOBTOpHaATa UM nossa. [lpu nenoroamiien ajepruyeH puUHHT Ha
MALMEHTUTE MOJKE J1a C€ MPEUTOKH NMPOABIKUTEIIHO JIEYEHHE 110 BPEME HA NMEePHOIUTE Ha M3/laraHe KbM
aneprenure. [1pu yprukapus npoab/KHTETHOCTTA HA JIEYEHHETO 3aBUCH OT BHJIA, NPOABIKHTENHOCTTA H
TEKECTTa Ha OMJlaKBaHUATA.




Cneyuannu nonyiayuu

buOpeuHo HapyleHne

bezonacHocTTa U ekacHOCTTA HAa OMNACTHH NMpHU Jena ¢ OBbOPEeUHO HapyLIeHHE HEe Ca YCTAHOBEHH.
ITposeaenuTe NpoyyBaHys Npy Bb3PacTHHY B CrIELIHAlIHN PUCKOBH rpynu (NauuenTyn ¢ 016peuHo
HapyllEHHUE) NOKa3BaT, Y& He € HEOOXOIMMO alanTHpaHe Ha NO3HpOBKaTa Ha OMNACTHH NpH BB3PacTHH
(BHXKTe Touka 5.2).

YepHoapoOHO HapyLueHHE

bezonacHoCTTa U €PUKACHOCTTa Ha OUNACTHH MpPH [cLa ¢ YepHOApOOHO HApYLIEHHUE HE Ca YCTaHOBEHHM.
Hama KnHHWYEH ONUT NpH Bb3pacTHU K NEAHATPHYHH NALKUEHTH ¢ YepHOApOoOHO HapylueHune. Toi kaTo
OHIaCTHH He ce MeTabonyU3Hupa U Ce eNMMUHHMpa HENPOMEHEH Hpe3 YpHHaTa U peKalnuTe, He ce oYaKBa
YEpHOAPOOHOTO HapylI€HHUE 1A YBEIHWYMA CUCTEMHATA eKCIIO3MLUNMA Hak rpaHULUTe Ha O€30AacHOCT NPH
Bb3pacTHH nauneHTH. CneIoBaTeNHO He € HeoOXOAUMO aflanTHpaHe Ha JO3KPOBKaTa MPH MPHU Bb3PaCTHH
MalUHEHTH U MaLUEeHTH ¢ YepHORPOOHO HapylleHHe (BUXTE ToUKa 5.2).

Hauux Ha npunoxeHue
[Iepopanno npunoxeHune

Ilucneprupaiuara ce B ycraTa TabJieTKa c€ NOCTaBA B YCTaTa, KbAETO c€ pa3TBapa Obp30 B CAIOHKATA M TaKa

MOJKE Ja C€ IIBTHE JIECHO.,
HpyrvaT HauMH € Aucnepryupaliara ce B ycrarara Tabnerxa na ce pa3TBOpH BbB BOAA NPEAH NPUIOKEHHE.
ToBa € NpenopbLUMATEIIHO NPU Aelia No4 6-roaMIIHa Bb3pacT, ThbH KaTo MpY TAX KMA MOBUILLEH PUCK OT
WBXaJMpaHe Ha Yy>KAH TeNa npy npueM Ha tabnetku. He Tpabea na ce nanonsea cok ot rpeindpyTt uiu
APYTrH IJIOAOBH COKOBE 3a pa3TBapsaHETO (BUXKTE ToUka 4.5).

4.3 IIporHBOonOKa3zanug

CBPBLXUYBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO WIH KbM HAKOE OT NOMOIHHTE BelleCcTBa, H30poeHH B
Touka 6.1.

4.4 ChnennajiHn npeaynpexieHns H NpeAnasHH MePKH NPH ynorpebda

Heouampuuna nonynayus

EdurkacHocrTa M 6e3onacHocTTa Ha OHUIIACTHH IPU A€LIa HA BBL3IPACT NoA 2 FOJAMHH M TEJIECHO Terno noa 15
kg He ca YCTAaHOBEHHM, ClieAoBaTeNHO OUnacTul He TpabBa na ce U3NoOJI3Ba NpHU Aelia Ha Bb3pacT oj 2
roaAHHYW UNH TenecHo Teryio noa 15 kg.

[TIpy naunenTH ¢ ymepeHo 10 Texko 60peuHo Hapywenne, NpHAoKEeHHe Ha OUNACTHH CHBMECTHO C
HHXHOUTOPHUTE HA P-rIHKONPOTENH, KaTO HallpUMEP KETOKOHA30J1, ePHTPOMULIMH, LHKJIOCNIOPHH, PUTOHABUD
MITK AMJITHA3EM, MOKE J1a MOBULUY TUTa3MEHUTE HHUBA HAa OMNACTUH U, CAEAOBATENHO, Aa YBEJIMYH PHCKA OT
HeXKENaHH peakury Ha SunacTiH. ETo 3a1l0 enHOBpEMEHHOTO NpUioKenue Ha OMIacTHH U HHXUMOUTOPH Ha
P-rnnkonpotenH Tpsabea Aa ce H30area Npr NaUMEHTH ¢ YMEPEHO A0 TeXKO 6bOpeuHo HapylleHue.

Crobuienu ca cnyvau Ha yabmkeH QT uHTepBan Ha enexTpokapaMorpamMara fnpH nauMeHTH, NpHEMALLH
ounactuH (BX. Toukun 4.8, 4.9 u 5.1). llpeanonara ce, ye NeKapcTEBEHUTE NPOAYKTH, KOUTO NPHYHHABAT
yabmkasaHe Ha QT/QTc, noprmaeat pucka ot Torsade de pointes.

Iopaau ToBa TpsaOsa na ce BHUMaBa NpU NpujaraHe Ha OMIACTUH Ha NMALKMEHTH, KOWTO ca U3JI0XKEHH Ha
MoBHLIECH pUCK OT yabikasaHe Ha QT/QTc-unreprana. ToBa BK/IIOUBA MALMEHTH ¢ aHAMHE3a 3a ChbPJI€YHH
APUTMHMH, NAUMEHTH C XHNOKAJIMEMHA, XUNIOMATHEIUEMHA, XMIIOKANLIEMHA; NALIMEHTH ¢ H3BECTHO

yabkasane Ha QT nHTepBana win 3HaynTenHa OpaauKapaAns; NAKKEHTH, KOUTO YNOTPEOABAT | =+ ...
¢/IHOBPEMEHHO APYI'M NEeKApPCTBEHHU NPOAYKTH, cBbp3aHu ¢ QT/QTc-yabtnxkaraHe. e ?-&i;_-;’xt'lé’-'—"i Ty
ey *““. "‘-x ":;,

Tora nekapcTBo cbabprka no-manko ot 1 mmol RaTpui (23 mg) Ha nucnepryupaila ce B yg,('r_,a‘fa T-aﬁmﬂ'kca
T.€. MOX€E [1a C& KaXKe, Y& NPAKTHUYECKH HE ChAbpPKa HATPUH. TET




Toea nekaperso cpabprka 0,0015 mg ankoxon (eraHon) BbB BCAKa AXCTIEprUpallia ce B ycraTa Tabnerka,
koeTo € ekeuBasieHTHO Ha 1 mg/100 g (0,001% 1/1). KonnuecrBoTo B eiHa aucneprupaliia ce B ycrarta
Tabnetka ¢ Terno 150 mg e ekeusaneHTHO Ha no-manko ot 0,00004 ml 6upa munu 0,00002 ml suHo.
MankoTo KOJMHYECTBO aNKOXOJ/ B TOBA JICKAPCTBO HAMA Jla HMa 3a0enexuMH edexTH.

4.5 B3iaumMoaeHcTBHE C APYIH JIEKAPCTBEHH NPOAYKTH R APYrH ¢opMH Ha B3auMoaeiicTBHe
[Ipoyusanus 3a B3aMMOAEHCTBHE Ca NPOBEKAAHN €AUHCTBEHO NPH BB3PACTHU U ¢a 0000LLEHH 110-10ITY.

BzaumogeicTere ¢ xpanu: XpaHaTa 3Ha4YWMO HaMaldBa opajiHaTta OHoHanuuHocT Ha 6unactvx 20 mg
Tabnerku ¢ 30%, a ra3u Ha 6unacTud 10 mg queneprupaium ce B ycrara tabnerku ¢ 20%.

BzanmoaeHcTBHE Cbe COK OT rpedndpyT: EnHoBpeMeHHnIT npueM Ha 6unactiH 20 mg ¥ cok ot rpefindpyr
NOHMWXKaBa OMOHANUUYHOCTTA Ha OunacTuH ¢ 30%. To3Hu edekT MOXe 1a Ce OTHACA CHLIQ 3a APYTH NNOAO0BH
cokoBe. CTencHTa Ha NOHIKAaBaHe Ha OMOHANTMYHOCTTA MOXKE RXa Bapupa criopel NPOH3BROANUTESIH H ILIOLOBE.
MexaHH3MBbT Ha TOBa B3aHMOAEHCTBHE € HHXHOHpaHe Ha OATP1 A2, TpaHcniopTHaA cucTeMa 3a YCBOSABAHE,
3a KOATO OMNacTUH e cyOcTpaT (BHXKTE ToUKa 5.2). JlekapcTBeHH NPOAYKTH, KOHTO ca cybeTpaTH WK
nHXub6HTOpH HAa OATP1 A2, kaTo pUTOHaBUp WK pHPAMNHIIMH, MOXKE Ja HMAT MOTEHLIMAN [a HAMAIABAT 110
noaodeH HAUMH IUJ1a3MeHaTa KOHLUEHTpaLUHMA Ha OMNAacTHH.

B3auMonecHCTBUE ¢ KETOKOHA30 UIH epMTPOMHLIMH: EQHOBpEMEHHUAT NipHeM Ha OMacTHH 20 mg BeqHBK
AHEBHO U KETOKOHAa30J1 400 mg BeIHBXK AHEBHO WIIH epUTpOMHUMH 500 mg TpH MbTH AHEBHO NOBHUILIABA ABa
nmbTH AUC Ha Ounactii U 2-3 nbTH Chrax. Te3M ipoMern Morat aa Obaar 00SCHEHH ¢ B3aHMOJIEHCTBUETO C
4YPEBHHTE TPAHCTIOPTHH CUCTEMH 3a OTAENAHE, ThH KaTo OUnacTHH e cybcTpar 3a P-gp u He ce
mMeTabonusupa (BHXKTE Touka 5.2). Teau MpoMeHH U3rnexaa He NOBIUABaT npoduiia Ha 6e30MacHOCT Ha
OUNacTHUH M, CLOTBETHO, HA KETOKOHA30/ WIH epUTPOMHLNH. [[pyru NeKapcTBEHW MPOAYKTH, KOUTO Ca
cybcTpati i MHXUOUTOpH Ha P-gp, kaTo LIMKIIOCHOPHH, MOXKE Aa UMAT NOTEHIIHAI A4 YBEJIHYaBAT 110
noA0oOEH HauYH¥H NNa3MeHaTa KOHLEHTpaura Ha OMNacTHH.

Baaumoneicrre ¢ auntyazeMm: EAHOBpeMeHHUAT ripueM Ha OunactuH 20 mg BeAHBXK AHEBHO U JHITHA3ZEM
60 mg BegHbXK AHeBHO noBHLaBa Cm,x HA OunacTHH ¢ 50%. Tosu edekT Moxke aa ce 0OACHHM ¢
B3aHMOEHCTBUETO C YPEBHUTE TPAHCNIOPTHH CUCTEMH 32 OTAENAHE (BHXKTE TOUKA 5.2) ¥ U3TNIekKaa He
noBIMABA Npodna Ha 6e3onacHOCT Ha OUNTACTHH.

BaanmoaeicTere ¢ ankoxon: I'lcnxoMoTOopHaTa AEHHOCT ciell €IHOBPEMEHEH NpUEM Ha ankoxon v 20 mg
OulacTUH BeAHBK AHEBHO € nofobHa Ha HabmopaBaHaTa ciael NpUeM Ha ajIkoxoJ U nnatedo.

BiavwMoaeHcTBHE ¢ fiopazenaM: EaHoBpeMeHHUAT npuem Ha OunactuH 20 mg BeAHBK KHEBHO U Jiopasenam
3 mg BeAHBXK AHEBHO B NPOABL/DKEHUE Ha 8 THU He YCHJIBA MOATHCKalIMS edekT Ha nopasenam Bbpxy LIHC.

Heouampuuna nonyaayus

He ca nporexxaanu npoy4BaHus 3a B3auMoneicTeHe ¢ OunacTuH noa ¢gopmaTa Ha AUCNEPTHPAaLU CE B
ycTara TabsieTKu npu aeuna. HaMa KiMHN4eH OnuT no OTHOLIEHHE Ha B3aUMOJEHCTBHETO Ha OUITACTHH ¢
OpYTy NEKapCTBEHHW NPOAYKTH, XPaHW WY NJIOJ0BH COKOBE NpH Aena. ETo 3auio npy npeanuMcBaHeTo Ha
OunacTvH Ha Aena TpAdBa MOHACTOALLEM /A C€ B3eMaT NPeaBN/l pe3Y/ITaTHTE, NOJIYYEHH OT NMPOYyUYBaHHATA 34
B3aWMOAEHCTBHE NPH Bb3pacTHH. He ca HANMYHU KIMHUYHK JaHHH NPHU AeLa, KOWTO MOKa3BaT Jalu
nnpomMenuTe B AUC unn Cmax, npUMMUHEHH OT B3aUMOACHCTBHA, NOBNNABAT npoduna Ha 6€30NacHOCT Ha
OunnacTHH.

4.6 DepTHANTET, OPEMEHHOCT H KbPMEHeE e TN

BpEeMEHHOCT fres e RETIR
JInnceart wiiv MMa orpaHuMYeHH AaHHH 3a ynoTpebara Ha 6unacTHH npu OpeMeHHH }He{l S AN .#" S
[IpoyuBaHHATa NpH XKUBOTHH HE NOKA3BAT NPEKH MIIM HENPEKH BPpeAHH eeKTH NO GTHUuleHHe HA - o )
pENpPOAYKTHBHA TOKCHYHOCT, pa)X/laHe MJiIM NOCTHATAIHO pa3BUTHE (BUXTE Touka 5.3}, Ka*ro npeﬂnama

MAPKa € 3a npeanovyuTaHe jaa ce u3dArea ynotpedara Ha QopTekan 3a aeua no speme HE[ 6.ppmeHHOCT
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KbpmeHe

Exckpenusta Ha OMJIaCTHH B KbpPMaTa He € rnpoyueHa npu xopa. Hannwunure apMakOKMHETHUYHH JIaHHH TP
)KMBOTHH [10Ka3BaT €KCKpelrs Ha OnilacTuH B MIISIKOTO (BiK. Touka 5.3). TpsaOBa na ce B3eme pelieHue J1ajiu

J1a ce NpeyCTaHOBH/J1a He ce NpUIoXKU Tepanusita ¢ Doprekan 3a jieua, Karo ce B3emat IpeBU/l 110J13aTa OT
KbPMEHETO 3a JIETETO M MnoJi3ara OT TepanusaTa ¢ OMJ1IaCTUH 3a MaiKara.

Mepruamrer
JInncear niM ima orpaHHYeHM KJIIMHMYHM J1aHHuU. [IpoyuBaHe npu niabXxoBe He rMoka3Ba HeraTUBeH e(ekT

BbpXY (hepTHnnTeTa (BHAKTE TOUKA 5.3).

4.7 EdexTH BbpXy cnnocodHocTTAa 32 ModHpaHe H padoTa ¢ MAIIHHH

HM3ebplueHo npoyyBaHe Npy Bb3pacTHHU 3a OLCHKA Ha epekThTe Ha OMJIACTUH BbPXY CNOCOOHOCTTA 34
l1o(pupaHe nokassa, 4e yieuenuve ¢ 20 mg OuiiacTUH He MOBJIMABA cniocoOHoCTTa 3a wodupaHe. Burnpeku
TOBa, ThH KaTO MHJMBHYya/lHaTa peakLMsl KbM JIEKAPCTBEHHUS MPOAYKT MOXKE /1a C€ pa3/inuaBa, rnalueHTHTE
TpsOBa 1a ObaaT ChbBETBAHM J1a HE LWO(HUPAT U Aa He padOTAT ¢ MALLIMHU, JIOKATO HE YCTAHOBAT KaKBa €
coOcTBEHaTa UM peakLiui KbM OMJIACTHH.

4.8 Hexe/laHH JIeKAPCTBEHH PeaKNHH

O0600uenune Ha npoduia Ha 6€30MacCHOCT MPHU NMEAUATPUUHATA M10MYJIaLUs

Ilo Bpeme Ha KIMHHYHATA pa3padoTKa YecToTaTa, BHABT H TEKECTTA HA HEXKEJJAHWTE PEeaKLHH MPH FOHOLLHN
(Ha Bbp3pacT oT 12 10 17 roauHu) ca cpudTe kato Habmro1aBaHUTe NMpu Bb3pacTHU. ChOpaHaTa nHdopmarms
B Ta3H MoIryjauus (JOHOLIK) M0 BpeMe Ha MOCTMAapKETUHIOBOTO HA0JII0ieHHE NMOTBbPIK/IaBa Pe3yJITATHUTE OT
KJIMHUYHUTE U3MUTBAHHUS.

[IpouenTsT Ha Aenara (Ha Bb3pacT ot 2 10 11 roauuHu), kouro cbobiuapar 3a Hexkenanu peakumu (HP) cnen
neuyenure ¢ ounactv 10 mg Ha anepruyeH pUHOKOHIOHKTHUBHUT MJIM XPOHHYHA WJIMONATHYHA YPTUKapus B 12-
CE/IMUYHO KOHTPOJIMPAHO KIIMHUYHO H3IIUTBAaHE, € CPABHUM C TO3M Ha NMallMeHTUTe, NpUeMallH riaiuebdo
(68,5% cpewmy 67,5%).

Cebp3anute HP, cbob1aBanu Haki-uecto ot 328 neua (Ha Bb3pacT ot 2 10 11 roaMuum), nonyyasaum
Ounactun (noa opmata Ha AUCNIEPryupaily ce B ycrara TableTKH) 10 BpeMe Ha KJIMHUYHU W3ITUTBAHUS
("260 nena, BKJIKOYEHH B IPOyUBaHe Ha KJIMHUYHATa 6e30MmacHoCT M 68 Jiena, BKIIOYEHH BbB
(papMakOKMHETUYHHTE NPOYUBaHUs), ca rinaBodoJIue, alepruieH KOHIOHKTUBUT, PUHUT U KOpeMHa BoJika.
Te3un cebp3aHu HeXKeNaHU peakUuHuK ce NosBABAT ChC CpaBHHUMA yecToTa npu 249 naumeHTH, rnojydyabaiim
rnaanedo.

O000uieHre Ha HeXKEJIAHWTE PeaKlMK B NeJIMaTpUYHaTa NoryJ/ialus B TabJMYeH BUJL
HP, kouTo ca noHe Bb3M0OKHO CBBp3aHK ¢ OUNAcTHH M ca cboOLaBanu npu noseue ot 0,1% ot neuara (Ha

Bb3pacT oT 2 10 11 roaunu), nonyyasaiy OUAacTHH M0 BpeMe Ha KJIMHUYHATa pa3paboTKa, ca Mpe/ICTaBeHH
B TabauvuaTa rno-a0.y.

Yecrorure ce onpeaensar KakTo clie/iBa:
Muoro yvectu (=1/10)

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

Heuectu (>1/1000 no <1/100)

Peaku (=1/10 000 no <1/1000)

Muoro peaku (<1/10 000)

C Heu3BecTHaA yecToTa (He MOoXe Jia Obae OLleHEHa OT HAJIMYHHWTE JIaHHH) —
Pe/IkK, MHOTO pe/IKM M peakliiy ¢ HEM3BECTHA YECTOTa He ca BKJIIOUeHHW B Tabiiuuara. ot "




HUndexkunun u nudecTauun
Heuect PyUHUT 3 (0,9 %) 3(1,2%)
HapymeHns Ha HepBHATAa CHCTEMA
YecTu [ napobonue 6 (1,8 %) 3 (1,2 %)
Heuectu 3amaitBaHe 1 (0,3 %) 0 (0,0 %)
3aryba Ha cCb3HAHME 1 (0,3 %) 0 (0,0 %)
HapyluienHsa Ha ounTe
UYecTH Anepru4eH KOHKOHKTHBHT 4 (1,2 %) 5 (2,0 %)
HeuectH Hpa3HeHe HA ouUTe 1 (0,3 %) 0 (0,0 %)
CToMalllHO-YpeBHH HAPYWIEHHS
Kopemna Gonka/6onka B ropHara wacT Ha 3 (0,9 %) 3(1,2%)
KopemMa
Heuecty Huapus 2 (0,6 %) 0 (0,0 %)
['aneHe 1 (0,3 %) 0 (0,0 %)
[logyBaHe Ha yCTHHTE 1 (0,3 %) 0 (0,0 %)
Hapywenns Ha KoXaTa ¥ NOAKO0XKHATA ThKaH
ExseMa 1 (0,3 %) 0 (0,0 %)
Heuecy YpruKaphs 2 (0,6 %) 2 (0,8 %)
O0mun HapylmeHHA ¥ CHLCTOSHHA HA MACTOTO HA NPHJI0KERHE
Heuectn Ymopa 3 (0,9 %) 0 (0,0 %)

#260 netta, BKIHOYEHH B IPOYYBAHETO HA KNKHHYHATA GE30MaCHOCT M 68 aeua, BKNIOYEHH BB hapMakOKHHETHYHUTE MPOYYBAHHA

Onucanue Ha M30paHU HEXXeNaHH pPeakLHN B NeHATPUUHATA NOMYyJialus

I napobonue, kopeMHa 00Jka, anepruyeH KOHIOHKTHRUT U PUHHT ca HaONiogaBaHH M NPH JIena, JIEKYBAHH C
Oounactud 10 mg, v npu aeua, nekysanu ¢ nnauebo. CrobuieHara yectota e 1,8 % cpemy 1,2% 3a
rnasobonue; 0,9 % cpeiny 1,2% 3a kopemua 6onka; 1,2% cpewy 2,0% 3a anepruveH KOHIQHKTHBHT U (,9%
cpewmy 1,2% 3a pUHMUT.

O6061enme Ha npoduna Ha 6€300acHOCT MPU BL3PACTHH NALHEHTH W TIPH KOHOLIH

YecToTaTa Ha HEXXENAHK PEaKUMH NPH Bb3PacTHHU NMALUMUEHTH H NPH IOHOLIM, CTpagallM OT aJiepruyeH
PHHOKOHIOHKTHBHT W XPOHHYHA WAMONATHYHA YpTHKapni, nekyBaHH ¢ 20 mg HunacTHH B KITHHUYHH
WU3NUTBaHHA, € CpaBHUMa C 4eCcTOoTaTa Mpu NauneHTH, nonyuunnu rauedo (12,7% cnpamo 12,8%).
Knnununu npoyusanus ¢aza Il u 111, npoeenenu no Bpeme Ha KNMHHUYHATa pa3paboTka, BxrouBar 2525
Bh3PACTHU MAUMEHTH U KOHOLH, NEKYBAHH C pa3/IMuHH 1034 OKNACTHH, OT KouTo 1697 nonyyasaTt GunacTiH
20 mg. B Te3n npoyuBanus 1362 nauuenTta nonyyaear rutauebo. HexxenaHure nekapcTBERH peakliiM, KOUTO
Hal-4eCcTo ce ChOOLIABAT OT NALNEHTH, nonyyasaiuy 20 mg OMIACTHH NPU NOKa3aHHE ajleprudeH
PHHOKOHIOHKTHMBHT WJIM XPOHHUYHA HAHONATUYHA YPTHKapH4, ca raBoboa1e, ChbHIIMBOCT, 3aMaiiBaHe U
ymopa. T€3H HexeNaHH peakLMU Ce TOSABABAT CbC CPABHUMA HECTOTA MNPH NMALMEHTH, MTOAYYaBallly niauedo.

O60611eHHe Ha HEXENAHUTE PEaKLIMH NTPH BH3PACTHU MTALUHEHTH W NPH KOHOWM B TabJIMUEH BU
HexenaHurte nekapcTBEHH peakUMH, KOUTO Ca MOHE Bb3MOXHO CBbP3aHM C OWIACTHH U ca cbobllaBaHy npu
noecue ot 0,1% or nauneHTuTe, Nnonydasawu 20 mg 6MIacTUH No BpeMe Ha KJIHMHH4HaTa paspabotka (N =

1697), ca npencragenu B Tabnuuara rno-aony.

UecToTHTE Ce onpeaensaT KakTo caeasa:

Muoro yectu (1/10)

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

Heuectn (>1/1000 po <1/100)

Penku (>1/10 000 oo <1/1000)

Mnoro peaku (<1/10 600)

C Heu3BecTHa yecToTa (He Moxke na Obae olleHeHa OT HATHYHHTE J1aHHH)

PeakH, MHOrO PEAKK W peaklii ¢ HEM3BECTHA Y€CTOTA HE Ca BK/IIOYEHHU B TadNHLaTA.
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Hapymenuns Ha KoKaTa M NOAKOKHATA ThKaH

HeuecTH Xeprec Ha YCTHHTE 2 (0,12%) 2 (0,08%) 0 (0,0%)

Hapymennst na meradojim3ma H XpaHeHeTo

HeuecTn [ToBuliieH aneTuT 10 (0,59%) 11(0,44%) 7 (0,51%)

IcuXHuHH HApylIeHH

HeuecTn TpeBoxkHOCT 6 (0,35%) 8 (0,32%) 0 (0,0%)
be3cbHue 2 (0,12%) 4 (0,16%) 0 (0,0%)

Hapywenua na nepenama cucmema
CBHIUBOCT 52 (3,06%) 82 (3,25%) 39 (2,86%)

eem ['naBobonue 68 (4,01%) 90 (3,56%) 46 (3,38%)

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

Hapymenuss Ha yxoTo u J1a0HpHHTA

HeuectH Tunuryc 2 (0,12%) 2 (0,08%) 0 (0,0%)
Bepturo 3 (0,18%) 3(0,12%) 0 (0,0%)

Chbpaeunu HapyluieHHus

Heuectn Jecen GeapeH 010k 4 (0,24%) 5(0,20%) 3(0,22%)
CuHycOBa apUTMHS 5(0,30%) 5(0,20%) 1 (0,07%)
;i‘;ﬁ‘::ﬂf;‘;ﬁ:ﬁzi“ . 9 (0,53%) 10 (0,40%) | 5 (0,37%)
Jlpyru orknonenuns B EKI 7 (0,41%) 11 (0,44%) 2 (0,15%)

PecnupaTopuu, rpbAHH H MeIHACTHHAJIHH HAPYIIEHHS

HeuectH JlucnHes 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%)

CroMamHoO-YpeBHH HAPYIIEHHS

HeuecTh bosika B ropHaTta 4yacTt Ha Kopema 11 (0,65%) 14 (0,55%) 6 (0,44%)
Kopemna 0onka 5(0,30%) 5(0,20%) 4 (0,29%)
["anene 7 (0,41%) 10 (0,40%) 14 (1,03%)
CromatueH auckoMbopt 3 (0,18%) 4 (0,16%) 0 (0,0%)
Jlnapus 4 (0,24%) 6 (0,24%) 3 (0,22%)
Cyxora B ycrara 2 (0,12%) 6 (0,24%) Sf(,(_)_,,.?r?%)w -
Jlucnernicus 2 (0,12%) 4 (0,16%) ’/ﬁi (0,29%)“: e \
["acTpuT 4 (0,24%) 4 (0,16%) ;? ‘Q(U,U%)Tr '\
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2 (0,12%)

4 (0,16%)

2 (0,15%)

rinyramuiaTpaHcdepasa

Heuectn C'bpﬁe

OO0mu HapymeHHsi H CbCTOSTHHSI HA MSICTOTO HA NPHJIOKEHHE

HeuectH YMmopa 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kaxna 3 (0,18%) 4 (0,16%) 1 (0,07%)
;%‘;’;i:i:ﬂ HPEAR CHILECTBYBAIIO | 5 (0,12%) 2 (0,08%) 1 (0,07%)
Tpecka 2 (0,12%) 3(0,12%) 1 (0,07%)
AcTeHus 3 (0,18%) 4 (0,16%) 5(0,37%)

HU3cneaBanus

HeuecTu [loBuiueHa rama- 7 (0,41%) 8 (0,32%) 2 (0,15%)

[loBullIeHa anaHUH-
aMHHOTpaHcdepasa

5 (0,30%)

5(0,20%)

3 (0,22%)

[loBuiiena acnaprar-

PO A 3 (0,18%) 3(0,12%) 3 (0,22%)
[loBullIEH KpeaTHHHH B KpbBTA 2 (0,12%) 2 (0,08%) 0 (0,0%)
[ToBuILIEHH TPUTTTHLIEPHIH B KPBBTA 2 (0,12%) 2 (0,08%) 3(0,22%)
[ToBULLIEHO TETJIO 8 (0,47%) 12 (0,48%) 2 (0,15%)

*CboOwasa ce M 3a yabmkeH QT nHTepBas Ha efleKTpokap/AHOrpama cliell MyckaHe Ha rasapa.

C neuszeecmna vecmoma (He MOXKe J1a Oble OLlEHEHA OT HAJIMYHHUTE JaHHU): [lannuTtaimu, Taxukapams,
peakiLMHd Ha CBPbXUYYCTBUTEIHOCT (KaTO aHa(UIaKCHsl, aHTHOE/IEM, JIMCITHES, OOPHB, JTOKAJIU3UpaH
eeM/JI0KaJIu3upaH OTOK U €pUTEMA) U NMoBpblllaHe ca HabNoaBaHU M0 BpeMe Ha NMOCTMAPKETHHIOBUS
Mepuoa.

OnucaHue Ha U30paHKU HEXKEJIAHW PEaKLIMKU NPH Bb3PACTHU MNALMEHTH U NPH FOHOLIH

CBbHJIMBOCT, I71aB000JIME, 3aMalBaHe U YMOpa ca HaOJIl01aBaHMU W MPH NalMEHTH, JIeKyBaHHU ¢ OunactuH 20
mg, ¥ NpU TaKUBa, JIeKyBaHH ¢ ruianedo. Crobuienara yecrora e 3,06 % cpewmy 2,86% 3a cbHauBocT; 4,01%
cpeuy 3,38% 3a rnasobonue; 0,83% cpeuty 0,59% 3a 3amaiiBane u 0,83% cpewy 1,32% 3a ymopa.
HUudopmauusra, cbOUpaHa no Bpeme Ha NOCTMapKETHHIOBOTO HaO/IIOIeHUE, NOTBbPIK/1aBa Nnpodua Ha
OeszonacHocT, HabJ/110/1aBaH MO BpeMe Ha KJIMHWYHaTa pa3paboTka.

CbhoOuiaBaHe Ha NOJA03MPAHU HEIKENAHU PEaKLIHH

CboOL1aBaHETO Ha NMOA03HPAHN HEXKEIAHM PEeaKLIMM Clie/l pa3peluaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
MPOAYKT € BaXkKHO. ToBa No3BOJisABa J1a NPOABL/IKHA HA0IK0I€HHETO HA CHOTHOLLIEHHUETO 110J13a/pHUCK 34
JIEKapCTBEHMS NMPOAYKT. OT MEAULIMHCKHUTE CIELIMAIMCTH CE€ U3UCKBA J1a ChOOLIAaBaT BCAKA M0103UpaHa
HEe)KeJlaHa peaKLMs Ype3 HalMOHAaJIHATa CUCTEMa 3a cboOllaBaHe:

M3nbaHuTenHa areHums no jJekapceraara / / 5 Juinid 10 |
yi. . Jlamsau ['pyes™ Ne 8 /4, S/ e\ %
1303 Codpus I,f L/ i it
Ted.: +359 28903417 l* L I ~
yeOcanT: www.bda.bg \ AR A
\"-:%:;;" L A
; \\ ¥ 4.



4.9 Ilpeaosupane

Hsma nannu 3a npeso3vpaHe Npu aeua.

Hudopmanmnata OTHOCHO OCTPO Npeo3UpaHe Ha OUTAaCTHH € NOoJiydeHa OT OTNIUTA OT KIWHWYHW U3NIMTBaHHA,
NpOBeeHN NO BpeMe Ha pazpaboTKkaTa MpH Bb3PacTHH, KakToO H NO BPEME Ha NMOCTMApPKETHHIOBOTO
HaOmogeHue. [1py KIHHHYHUTE NpOYYBaHUA Cliejl NPUNoKeHHWe Ha OWIacTHH B 1034 10 1o 11 nbTH no-
BUCOKH OT TepaneBTHYHaTa A03a (220 mg eannuuHa ao3a uau 200 mg NAHEBHO B MPOABIKEHHE HA 7 1HU)
npu 26 BB3PACTHH 3paBH A0OPOBOJIUN, YECTOTATA HA CBBP3aHH € JICYHCHHETO BH3HMKHAIK HEXKENaHH
peakLiy € Ba MbTH NO-BUCOKA OTKONKOTO Npu nrauebo. Hexxenanure peakiuy, KOMTo ca cpoOLlaBaHH Hal-
4eCTO, ca 3aMaiBaHe, rnasobosike U rajeHe. He ca noknaaBaHy cepUO3HH HEXENAHN PEAKLIMU U 3HAYUMO
yabkarane Ha QTc unteppana. MHdopMauusaTa, cbOpaHa MpH NOCTMApPKETHHIOBOTO HabMIOAEHHE,

CBOTBCTCTBA € Ta3H, JOKAdJBdHA B KIIHHHYHHTC ITPpOYYBaAHHA.

KputuuHata oueHka Ha eekTa Ha MHOrokpaTHarta no3a Ha 6mnactuH (100 mg x 4 gHH) BBpXY
BEHTPHUKYJIApHATa penonspu3auus upes ,uanoctho QT/QTc kpocoyrep npoyusaHe™ ¢ ydacthe Ha 30 3apaeu
BB3pacTHH JOOPOROILIM HE NMOKA3Ba 3HaUMMO yabmkaBaHe Ha QTc.

B cayuaii Ha npenosxpaHe ce NMPenopbLYBa CUMITTOMATUYHO H NOAJBPKALIO JIeUeHHE.

Hsma nspecteH cneuuduueH aHTHIOT Ha OUNacTHH.

3. ®APMAKOJIOTHYHH CBOMCTBA

5.1 dapMakoAHHRZMH4YHH CBOHCTBA

@apMakoTepaneBTHUHA rpyrna: AHTUXUCTAMHHM 3a CUCTEMHO MpUiioxkenue; Jpyru aHTHXUCTAMMHH 3a
cucteMHo npunoxenre. ATC koa: RO6AX29.

MexaHu3bM Ha HNEHUCTBHE
bunacTtuH e HeceJaTHREH XMCTAMHUHOB AHTATOHUCT C NPOABIIKHTCIIHO REUCTRUE U CEJIEKTUBEH I'IEpHd)ﬁpEH

H,-peuenropeH aHTaroHUCTHYEH apHHUTET 6€3 aDUHUTET KbM MYCKAPHHOBH PELIEMTTOPH.
BunacTuH NoTHCKa HHAYUHPAHHTE OT XMCTAMUHA KOXKHM peakunu TN ,,wheal and flare 3a 24 vaca cnen
npueMa Ha eqUHHYHH JO3H.

KnuunuHa edhuKacHOCT

EgukacHocTTa Ha OUIACTHH € M3C/ieABaHA NIPH BB3PacTHH U IOHOWH. ChrNacHO NpenopbKUTe, A0Ka3aHaTa
e(PUKACHOCT NPHU BB3PACTHU U FOHOLIKM MOXKE Aa CE€ €KCTpanoiavpa U NMpy aeua, Tbi KaTo € A0Ka3aHo, Ye
CUCTEMHATAa eKcno3uiig Ha 10 mg OunacTH npy aeua Ha BB3pacT oT 2 A0 11 roaMHM ¢ TenecHo Terno Haa
15 kg e cblLiaTa KakTo eKCno3HUMATA MPH Bb3pacTHH Ha 20 mg OUMacTHH (BHXKTE TOMKa J.2).
ExcTpanonvpaHeTo oT AaHHUTE 34 Bb3PACTHUTE M FOHOLLIMTE Ce CHMTA 38 NOAXOAA0 34 TO3M NPOAYKT, ThH
KaTo NaroM3voNOrHATa Ha aJIeprHYHUsA pUHOKOHIOHKTHBHUT W YPTHKapHATA € €1Ha U Chllla 32 BCHUKH
BH3PACTOBH 'PYNH.

B KNMMHWYHU NpoyYBaHUA Ha BB3PACTHU HNALMEHTH U NMALUEHTH B IOHOLLIECKA BB3PAcT ¢ AIepruyecH
PUHOKOHKOHKTHUBHT (CE€30HEH U uenoroamueH) ounactud 20 mg, npunarad BeJHBX JHEBHO B MPOABIKEHHUE
Ha 14-28 nuu, e eexTHBeH npu objieKyaBaHe HA CUMITTOMM KaTO KMXaHe, Teuall HOoc, Chphex B HOcA,
3anyLllieH HOC, CbpOex B OUMTE, ChA3EHE M 3a4epBABaHE HA OUKTE. bMIIACTNH e(PeKTUBHO KOHTPONUpa
CUMNTOMMUTE B NMPOAbIKEHHE Ha 24 vyaca.

B nBe K1MHWYHY NpOYyYBaAHUA HAa NMALMEHTH C XPOHHYHA WIWONATHYHA YpTHKapus, OunacTuH 20 mg,
NPHAArad BeAHbX THEBHO B NMPOABL/HKEHUE Ha 28 NHH, € eeKTHBEH 3a 00NeKYaBaHe HA HHTEH3UBHOCTTA Ha
cbpbexka v Opos n pazMepa Ha YPTHKUTE, KAKTO M AUCKOM(POPTA Ha NMaLUUCHTUTE, NPEAN3BUKaH OT
ypTukapusaTa. [laudenture nogoOpsasaT CBOS CbH M KAUECTBOTO HA KUBOT.

He ce Habntonasa KIMHHYHO 3HA4MMO yAb/kaBaHe Ha (J1c nHTepBana WK Apyr CbPAECHHOCHAOE efbex‘r B
KITWHUYHUTE NPOYUBaHUA ¢ OUNacTHH Jopy npH 1034 oT 200 mg anesHo (10 nbTH mnuugﬁamﬂoza) B !
MPOABL/KEHUE Ha 7 NHU NpH 9 NyLa WK JOPHU KOraTo ¢e npunara 3a€/1H0 ¢ HHXUOUTOpH afi’ D, T Ba :

KaTO KETOKOHa307 (24 nuua) y1 epuTpoMUuKH (24 nuua). B nonb/iHEHHE € U3BBPLISHO .I'[EICTHO Q’f’

[ =
u3ciearane, sitoupauio 30 noGporonuH. TR A




B koHTponupaHy KNIWHHYHK NPOYYBaHHUA NPH NpenopbUaka n103a oT 20 mg BeAHBXK AHEBHO, NPOQHIBT Ha
6e3onacHOCT Ha OunacTUH No oTHolleHKe Ha LEHC e chuamepuMm ¢ To3W Ha nnaiedo » noseara Ha
CHLHJIMBOCT CTaTUCTHUECKU HE Ce paznndaea oT ruiauebo. bunactun B no3u J0 40 mg e1HOKpaTHO NHEBHO HE
3aCATa NCUXOMOTOpHaTa (PYHKLUNA B KTHHWYHH NTPOYYBAHHS U HE 3acAra cnocoOHOCTTA 3a WOMHPAHE B
CTaHAapTEH WOPLOPCKH H3NUT.

[TauMeHTH B cTapuecka Bb3pacT (= 65 roaunu), BxnoyveHy Bbs $aza Il n Il Ha uzcnenpanusaTa, He Nokazpar
pa3jinKa Mo OTHOWEHHWE Ha eUKACHOCTTa UK OE€30MacHOCTTA CIPAMO NMO-MJIAAH TNIALMEHTH.

KnunnyHa 6e30macHocT

B 12-ceAMHMYHO KOHTPONHPAHO KJIIMHWYHO MPOYUYBAHE C AeLia Ha Bb3pacT oT 2 ao 11 roguun (obiwo 509
neua, 260 nexysanm ¢ Ounactin 10 mg: 58 Ha BB3pacT o1 2 10 <6 roanHHu, 105 Ha Br3pacT o1 6 no <8
roauHH, 97 Ha Bb3pacT oT 9 Ao <12 roguHu » 249 nekypaHu ¢ nnauedo: 58 Ha BB3pacT 0T 2 00 <6 roAMHY,
05 Ha BB3pacT 0T 6 80 <9 roAHHHU K 96 Ha BB3pacT OT 9 A0 <12 roaAuHM) NTpyU NPENOPBLUUTENHATE
neasarpyuyHa a03a ot 10 mg BeaHDbXK AHEeBHO npodrbT Ha 6e3onacHOCT Ha OunactHH (n=260) € cxoaeH ¢
TO3W Ha manebo (n=249), kaTo HeKeNaHU JIeKapCTBEHH peakLUH ce NposBABaT npy 5,8% u 8,0% or
nauyHeHTHTE, NMpHeMaillH choTBeTHO OMnacTuH 10 mg » nnane6o. [Ipyn ToBa npoyusaxe u Ounactrun 10 mg, v
naauebo JeMOHCTPHpAT JIEKO HaMaJIABaHE Ha PpEe3yITATUTE 3a CHHJIMBOCT U CeAalHs B NEUaTPHYHNA
BBLIIPOCHHK 3a CbHA (Paediatric Sleep (Questionnaire), KaTo MeXKAY JIEKYBAHWTE IPYNMU HAMA CTAaTUCTHYECKH
3HaYUMH pa3nukH. [Ipy nenara Ha Bb3pacT ot 2 go 11 roaunu Hama HabnronaBaHu 3Ha4YMMH pa3nuki B QTc¢
cnen neveHuero ¢ 10 mg GunacTHH AHEBHO B cpaBHEHMe ¢ naauedo. Cneunainy BbNPOCHHLM 32 KAHYECTBOTO
Ha )KMBOT 3a A€Ua C aNepryueH pHHOKOHIOHKTHBHT WM XPOHHYHA YPTHKAapHUa AEMOHCTpHpaT obmo
YBEJIHYEHHE B pe3y/ITaTHTE 3a NepHoa oT 12 ceaMuLiy 0€3 CTATUCTHYECKH 3HAYMMA pa3fIUKa MEXLY
paMeHaTra Ha neueHune ¢ OunacTiH ¥ mnanedo. Obmara nonynauus or 509 zeua odxpawa: 479 nuua ¢
allepru4eH pUHOKOHIOHKTHBHT M 30 Mua ¢ JUarHOCTHLHpaHa XpOHKWYHA ypTHKapua. 260 neua ca npHeManu
bunactvH, 252 (96,9%) 3a anepru4eH puHOKOHIOHKTHBHT M 8 (3,1%) 3a XpoHuUuHa ypTukapui. [lo aHanorus,
249 neua ca npuemany nnauebo, 227 (91,2%) 3a anepruveH pHHOKOHIOHKTHBHT M 22 (8,8%) 3a XpOHHUHA

ypTUKapHA.

[lenuaTpuyHa nonyiauus

EBponeiickaTta areHUHA No NeKapereara 0cBoO0KIaBa OT 3aAb/KEHHETO 3a NPEACTABsIHE HA PE3YIITaTHTE OT
NpPOy4YBaHMATA ¢ OMIIACTUH BbB BCUUKH NTOArPYNH HA NeAHaTpUYHATA NONMyIauusa noj 2-roauliiHa Bb3pacT
(Bm>kTE TOuKa 4.2 3a vH(pOpMaLIHA OTHOCHO NeAMaTpUUHaTa yrnoTpeba).

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbuusa

bunactun 6bp30 ce abcopbupa cnea nepopanHo NPUICKEHHUE C BPpEME 3a AOCTUIaHe Ha MaKCUMAJTHA
njia3MeHa KoHileHTpalua ot okoio 1,3 yaca. He ce nabmonaea akymynauns. CpeaHOTO HHBO Ha
OMOHANUYHOCT Ha OMNACTHUH MPH NEPOPaANHO NpUnoxeHue ¢ 61%.

PasnpeneneHue
In vitro W in vivo npoyuBaHus nokazsar, ue Ounactu € cyberpar Ha Pgp (Buxre Touka 4.5

,.B3aNMOJENCTBHE C KETOKOHA30M WX EPUTPOMHLIMH K ,,B3aumopeiicTBre ¢ auntuazeMm™ ) U OATP (BuxTe
Touka 4.5 ,.B3aumopeiicTBre ¢be COK OT rpeitndpyTt™). B TepaneBTUUHM 1031 ODUNACTUH ce CBBP3BA C
nnasMeHuTe nporeruHyu B 84-90%.

buoTpadcdopMmanuns
buiacTHH He HHAYLIMPA W HE NTOATHUCKA akTHBHOCTTA HA CY P450 H30€H3UMM B [POY4BAHUA iN Vitro.

=aa "

Enumunupane P
B npoyuBate npu Bb3pacTHU 3paBu NoOpoBROILUM ¢ DajjaHCHpaHa Maca Cliel NPUIToXKEH ue/m e,nHHmiHEi‘
nosa ot 20 mg *C-6unactun, noutn 95% oT NpunoxkenaTa 103a ce OTKPHB2 B ypUHaTa (2 \}%) PRERT B
nanpaxHeHuaTa (66,5%) kato HenpomeHeH OMNACTHH, KOETO NOTBLPXKAaBa, Ye dunact Hepe _“_.f ;’.-. {? o
MeTabonuaupa 3HauuMo NipH Xopara. Cpe JHHAT NOJNY>KUBOT Ha €JIMMUHHPAHE, nsqncne&n npu mpaﬂn

nobposonum, e 14,5 u.




JIMHEHHOCT
BunacTuH noka3ea nuHeeH GpapMakKOKMHETHYEH TIPOQNT NPU NPOCNEASBAHE HA pa3NIMyHU 103U (5 po 220

mg) ¢ HUCKH WHANBUAYAAHHU pa3iyd4us.

bnOpeuHo HapylIeHue

EdexTHTe Ha OUNAcTUH NpH NaUKEHTH ¢ OBOPEUHO HapyleHHe ca U3CAEABaHH NpY Bb3PacTHH.

B npoyusaHe c nuua ¢ 6u6peuno Hapylenne cpeadata (SD) AUC,.. HapacTBa ot 737,4 (£260,8) ngxhr/mi
npy nuua 6e3 Hapywenns (GFR: > 80 mi/min/1,73 m?) no: 967,4 (£140,2) ngxhr/ml npn nvua ¢ neko
napywenue (GFR: 50-80 ml/min/1,73 m?), 1384,2 (+263,23) ngxhr/ml npu Nula ¢ yMepeHo HapyUuIeHHE
(GFR: 30 — <50 ml/min/1,73 m?) u 1708,5 (£699,0) ngxhr/ml npn nuna ¢ texxo Hapyuenne (GFR: < 30
ml/min/1,73 m?). Cpeanusar (SD) nonykusoT Ha 6unactud € 9,3 u (+ 2,8) npu nuna 6e3 napyurenue, 15,1 y
(+ 7,7) npu nuua ¢ neko Hapywenue, 10,5 4 (+ 2,3) npu nuua ¢ ymepeHo Hapywenne u 18,4 4 (= 11,4) npu
JIMLIA C TEXKKO HapyuieHue. Y pHHAPHATA eKCKpeLMA Ha OUNacTUH NPUKINOYBA OKOHYATENHO cael 48-72 4
[Py BCHUKH nuila. Tean papMakoKMHETHYHH NPOMEHH HE C€ OHAKBA ia UMAT KJIIMHUYHO 3HAYUMO BIIKAHUE
BbPXY D€30MacHOCTTa Ha OMMACTHH, 3a1l0TO JIa3MEeHWTE HHBa Ha OMIacTUH NpH nauueHTn ¢ OrOpeuHu
HapylUeHHs ca BCE Nax B rpaHyiuMTe Ha 6ezonacHoCcT Ha OMITaCcTHH.

YepHoapoOHU HapYIIEHUS

Hama papmMakoKHHETHYHHM JAHHU NPH NULIA ¢ YepPHOAPOOHMN HapylleHHUA. bunacTvH He ce MeTabonu3npa
npy xopara. Thil KATO pe3yNTaTUTE OT NMPOYYBAHETO NpH OBOPEUHO HapylleHKe NoKa3Bsar, Ye OLOpeuHara
eIMMWHALIMA UMa OCHOBEH NPHHOC 3a eNTMMUHAaLMATA, OYAKBa CE AUThYHATA €KCKpELIMS Na UMa
He3Ha4YWTeTHa pond B €IAMBHAaLMATA Ha OunacTH. He ce oyaksa npoMeHuTe B yepHoapoOHaTa PyHKLHS 02
MMAaT KIMHWYHO 3HaYMMO BJIMSHHE BBPXY hapMaKkOKHMHETHKATa Ha OMIacTHH.

[leavaTpuuHa nonynauus

DapMaKOKHHETHUYHHTE aHAIKM3H NIPY AcLa ce [1030BABAT Ha JaHHH, NMOAYUEHH OT ABe (PapMaKOKHMHETHYHH
Npoy4YBaHHA, MPOBEAeHH ¢ 66 Acua Ha BB3pacT oT 2 10 11 roanHyu ¢ anepruydeH puHOKOHIOHKTHBHT WIIH
XPOHHUYHA YPTHKapHi, Ha KOUTO € NpunaraHa seAHbK AHeBHo Ounactd 10 mg aucneprupaila ce B ycrara
TabneTka. PapMakKOKXHHETHUHHAT aHAJIM3 Ha TaHHUTE 3a IH1a3MeHaTa KOHUEHTpaLMs 0Ka3Ba, ue
MpUIaraHeTo Ha neguaTpuyHara 1o3a OunacTuH 10 mg BEAHBXK AHEBHO BOAU 0 CHCTEMHA €KCHO3HULHSA, B
paMKHTE Ha TasM, HabniofaBana cnej fo3a or 20 mg npy Bb3pacTHU M IOHOWIH, KATO AHana3oHbT Ha
croiiHocTuTe Ha AUC (95% CI} e 511,5 no 1450 ng hr/ml 3a peua ot 2 no 11 rogunu. Tesun pesynraTu ca
3HAYHTENHO NOJ npara 3a 6€30nacHOCT Bb3 OCHOBA HAa IAHHHUTE OT fIpUJlaraHe Ha €IHOKpaTHa HEBHA A03a
ot 80 mg npH BB3pACTHU B CHOTBETCTBHE ¢ Npoduna Ha 6€30MacHOCT Ha JIEKAPCTBOTO. Te3H pesyntaTu
MoTBLpKAaraT u3bopa Ha OunacTuH 10 mg 3a nepopanHO NPUNOKEHHE BEAHDBXK JHEBHO KATO NMOAXOAALLA
TepaneRTHYHA 1032 3a NeANATPHUIHATA MOIMyNnalMa Ha Bb3pacT oT 2 ao 11 roauHu ¢ TenecHo terno Hag 15

kg.
5.3 IlpeaxkJIHHMUYHH JAaHHH 32 De30nacHocT

HexnuHnvyHMTE JaHHH He NoKa3BaT 0Co0€H pUCK HA OMNAacTHH 3a XOpa Ha 0a3aTta Ha KOHBEHLUMOHAITHHTE
(hapMakoNnoruyHH M3NUTBAHUA 33 DE€30MACHOCT, TOKCUUYHOCT MTPY MHOFMOKPAaTHO NpuUiarale, reHOTOKCHYHOCT
W KaHUEPOTreHEeH norenuman.

B u3cnenBanuATa HA penpOAYKTHBHATA TOKCHYHOCT e(peKTHUTE Ha DUITACTHH BBPXY (heTyca (npe- U
NOCTUMILIAHTALIMOHHA 3aryda Npy NbXOBE U HeMbAHA OCHGHKALUL Ha YepeNHUTE KOCTH, FPh/HATa KOCT U
KpaliHHUXTE NpH 3akiLm) ce HadogaBaT caMo NPH J03U, TOKCHYHH 3a MalikaTta. HuBaTa Ha ekcriosuuus, npu
KOWUTO He ce HaOnioaaeaT HexkeNnadu ekapcTeeHH peakurd (NOAEL), 3HauuTenHo Haaxebupaat (> 30 nbTH)
€KCNO3ULUA NPU XOpaTa NpU NpenopbyYaHaTa TepaneBTUYHa 103a.

B npoyusaHe 3a JJaKTaLMATa € YCTAHOBEH OUNACTHH B MIAKOTO HA KbPMELLM TUFBXOBE, MPH NPHUIIaraHe Ha
e/IHOKpaTHa nepopanHa no3a (20 mg/kg). Konnenrpainure Ha 6MnacTiH 8 MISKOTO ¢a OKOJJQ ACTIQRHHATA.
OT TE€3W B MAMUMHATA [/1a3Ma. 3HAYEHUETO Ha TE3M Pe3yJITATH 332 XOPATa HE € U3BECTHO. /7 53 ™
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B uscnexnsaHe 3a pepTrMTETa NPHU NNBHXOBE, OMNACTUHH, Npuiaral nepopanto ao 1000 ﬁig/kgfm};*:ﬂe -

NPEAN3BHKBA HUKAKbB €(PEKT BbPXY KEHCKUTE U MBXKKHTE PENPOAYKTUBHM Ooprany. |1
yndTocsaHe, pepTHANTET U OPEMEHHOCT HE C¢ TMOBIHABAT. \y
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OT U3NUTBaBKA 3a pa3npesencHUE P JNTbX0BE C ONPEACNIHE HA KOHLEHTPALIMKUTE HA EKAPCTBOTO Ypes
apTOpaavorpagus ce BHxkAaa, ue OMnacTHH He ce akymynupa B HHC.

6. PAPMAINEBTUYHH JAHHH

6.1 CuaHcbK HA TOMOUIHHTE BelleCTBA

Manuton (E421)

Kpockapmenosa HaTpui

Hartpues creapundymapar

Cyxkpanosza (E9535)

ApoMaT Ha YepBeHO rpo3ae (OCHOBHHM KOMMNOHEHTH: ryma apabuka, eTUNOyTupar, TPHAaLeTHH,
METUAARHTPAHWIAT, €TaHoJ, d-NTHMOHEH, JIUHanon)

6.2 HecnBMecTHMOCTH

Henpunoskumo.

6.3 Cpoxk Ha rognocrt

3 rOAUHH

6.4 ChnenuajHH YCJIOBHS 32 ChXpaHeHHe

To3H nekapcTBeH NPOOYKT HE M3HCKBA CIIELUAJTHH YCIIOBHS 33 ChXpaHeHHE.

6.5 Bujx n ¢chaAbpKanne Ha ONAKOBKATA

doprekan 3a acua 10 mg aucneprupainu ce B ycrara tabnerku ca onakopaiu B OPA/AL/PVC//Al 6nucrep.
Bceeku Onuctep cbaspika 10 aucneprupaiuy ce B yctata TableTKy.

bnuctepurte ca onakOBaHU B KAPTOHEHH KYTHH.

[‘'oneMuHa Ha onakoekata ot 10, 20, 30 wnu 50 aucneprupaluu ce B ycrarta TabJIeTKH.

He BcHuKkM BHAOBE ONAaKOBKM Morat aa ObaaT nycHaTty B npoaaxda.

6.6 ChneunanHu npeanasHd MePKH NMPH HIXBDbPJIsHE

Heunznon3saHuAT NPOAYKT WK OTNAABYHUTE MATEPUANIN OT HEro TpAOBA [a ce U3XBBLPIIAT B ChOTBETCTRUE C
MECTHUTE U3UCKBAHHA.

7. IIPUTEXATEJI HA PABPEHIEHHETO 3A YIIOTPEBA
Menarini International Operations Luxembourg S.A.,

1, Avenue de la Gare, 1.-1611, Jliokcembypr

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
20170264

9. JXATA HA ITBPBO PAZPEWIABAHE/NOJHOBSIBAHE HA PASPEILIEH I‘ |

YIIOTPEBA
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Hara Ha nbpBo paspewnapane: 16/08/2017
JlaTta Ha nocnenHo noaHosBaHe: 29/09/2022

10, JATA HA AKTYAJIM3HPAHE HA TEKCTA

03/2025
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