KPATKA XAPAKTEPUCTHKA HA TITPOAYKTA

BAYVINIT

1. UME HA JIEKAPCTBEHUWSI ITPOLYKT

doprekan 3a geua 2,5 mg/ml nepopaneH pasTBop . { ? 5‘9‘]} 7 4 -09- 2
Fortecal for children 2,5 mg/ml oral solution |

2. KAYECTBEH U KOJIMUECTBEH CbCTAB

Beeky MMIMIIMTBP OT TIEpOpaJiHus pa3TBOp ChAbpxka 2,5 mg Ounactun (bilastine).
[ToMOlIHHM BellleCTBa C M3BECTHO JieHcTBHE: MeTunnapaxuapokcudbenszoar (E218) (1,0 mg/ml),
nporminapaxuapokcubensoar (E216) (0,2 mg/ml), eranon (0,11 mg/ml).

3a IbJIHUA CIIMCBHK Ha MOMOIIHHTE BelleCTBa BHKTE Touka 6.1.

3. JJEKAPCTBEHA ®OPMA
[lepopanen pa3sTsop.

[Ipo3pauen, O6e3upeTeH, ciadbo BUcko3eH BoaeH pa3teop ¢ pH 3,0 — 4,0 6e3 BuauMu yacTuLM.

4. KJIMHUYHU JJAHHU

4.1 TepaneBTHYHH IIOKA3AHHA

CHUMNTOMATHYHO JiIedeHHe Ha aJlepruueH pUHOKOHIOHKTHBHT (CE30HEH M LIEJIOrOAULIEH) U YPTUKApHA.
dopTrekan 3a Jiel1a e NMOKa3aH IpH Jiela Ha Bb3pact oT 2 10 11 roaunum ¢ TenecHo terno Han 15 kg.

4.2 Jlo3mpoBKa H HAYYHH HA NPHJIOKEHHE

Jlo3upoBka

Ileouampuuna nonynayus
e Jleua Ha Bn3pacT ot 2 110 11 roauum ¢ TenecHo teryio Hag 15 kg
10 mg 6GunacTuH (4 ml nepopaneH pa3TBoOp) BEAHBK JHEBHO 3a 00JIEKYaBaHE HAa CHMIITOMHUTE Ha
anepruyeH pHHOKOHIOHKTHUBUT (CE30HEH aJIepruyeH pUHHUT U LEJIOTOAMIIIEH aJIEPIrHY€H PUHHT) H
YPTUKAPHUSI.
[lepopannusaT pasrBop TpsaOBa J1a ce npUeMa e/1MH Yac Npejiv WM /iBa yaca cjie/l IPUeM Ha XpaHa HJIH
MJI0J0OB COK (BUKTE TOUKa 4.5).

[Tpu BB3pacTHU M 10HOWK (Ha Bb3pacT Haj 12 roAMHU) € noaxo/isiio nNpuiIoKeHueTo Ha bunactuy 20 mg
TabJIETKH.

[ IpOABIIZKUTENIHOCT HA JICYEHHETO

[Tpu anepruyeH puHOKOHIOHKTHBHT JieueHHeTo TpAOBa na ObJie OrpaHuyYeHO 110 NMepHoOla Ha U3JlaraHe KbMm
aneprenure. [lpy ce3onen anepruyer puHHUT JieueHHeTo TpsAOBa 1a Ob/ie NPEYCTAHOBEHO CJIe/l OTUIYMsBaHE
Ha CUMIITOMMUTE M J1a 3a1104HE OTHOBO TPH NMOBTOpHATA UM Mnosea. [Ipyu 1enorouiie ajepryueH puHUAT Ha
MALUEHTUTE MOXKE J1a C€ NPEUIOKH MPOJABIKHTEIHO JIEYEHUE 110 BpeME Ha NMEPHOJINTE HA U3JIATAHE KbM
aneprenute. [Ipu ypTHKapHs NpoabKUTEIHOCTTA Ha JICYEHUETO 3aBUCH OT BHJ1a, TIPOABIKHTEIHOCTTa 1
TEKECTTa Ha ONJIaKBaHUATA.

Cneyuannu nonyiayuu



br6peyHo HapyiweHue
BezonacHocTra ¥ epMKacHOCTT2 Ha 6unacThH NpH aeila ¢ 6LO0pEYHO HapylleHHe HE ca YCTaHOBEHH.

IIpoBenennuTe NPOYYBaHHA NPK BL3PACTHY B CHELHAIRK PHCKOBH rpyni (MauyeHTH ¢ 6xbpeuno
HapYyIIEHHE) NOKA3BaT, Ye He € HeobxoMMo ananTHpaHe Ha JO3HpOBKaTa Ha BHNacTHH npH Bb3pacTHH

(B1KTE TOUKA 5.2).

YeproapoOHO HapylleHKE
BezonacHocTTa ¥ epHMKacHOCTTa Ha OUNAacTHH MpH Acla ¢ YepHOAPOOHO HapyllleHHe HE €a YCTAHOBEHH.

Hama xivHMYEeH ONUT NPHU BE3PACTHH M TIEAUATPHUYHM NTALHEHTH C YepHoApobHO Hapywenne. TeH xato
OHIacTHH He ce MeTaboNKu3Npa U ce eJIHMHHHPA HeNpOMEHeH Ype3 ypuHaTa u dbexkanuuTe, He ce OYaKBa

YepHOAPOOHOTO HApYLIECHHE 2 YBEIHYH CHCTEMHATa EKCNO3HIHA Hall FPaHHLMTE Ha 6€30NacHOCT NpH
BBE3PACTHH NMauMeHTH. CneqoBaTeNHo He € HeoOXouMO ajaltTHpale Ha IO3MpOBKaTa NpH TNPpH Bb3pacTHH
MALMEHTH M TIALIMEHTH ¢ YepHOApPOOHO HapyuieHue (BIDKTe Touka 5.2).

HauyH Ha IPUIOXKEHHE
IlepopanHo npuinoxkeHue

bByTunkara ¢ mepopansns pa3sTeop ¢ cHabZeRa © karnauka, 3alll¥TeHa OT Aelia. 3a OTBapAHE HaTHCHETE
IJ1IaCTMACOBATA Kanauyka HaJoNy H eJHOBPEMEHHO C TOBA 3aBBpTeTe 06paTHO Ha 4aCOBHHKOBATA CTPEJIKA.
C nepopaliHus pa3TBOp ce NMPeROCTaBa JO3Mpalia Yalinka ¢ o3HayeHue 3a 4 ml (= 10 mg bunactuH 3a
N03MpaHe).

4.3 IipoTHBONOKA3ZaHHS

CBpPBEXYYBCTBUTENIHOCT KbM aKTHBHOTO BEINECTBO MITH KbM HAKOE OT MIOMOLIHHTE BellleCTBa, H30pOeHH B
TouKka 6.1.

4.4 Crnennaann npeiynpexXaeHAS H NIpeAna3zHE MEPKH NpE ynoTpeda

IHeduampuwuna nonynayus
EduxacHocTTa M fe3onacHocTTa Ha OWIACTHH NPH Jclia Ha BE3PacT 1104 2 roAHMHYU H TENECHO Terno nox 15

kg He ca yCTaHOBEHH, ClIEIOBAaTENHO OMnacTHH He TpabBa Aa ce H3NON3Ba NPH Jiella Ha Bb3pacT noy 2
roZMHH MIH TeaecHo Terno noxg 15 kg.

[Tpu naieHTH ¢ yMepeHOo A0 Texxko 6pOpeuHo HapymIERUE NPUIOKEHHE HAa OUNACTHH CHbBMECTHO C

WHXHOHTOpHUTE Ha P-rIMUKONPOTEHH, KATO HallpUMEP KETOKOHA30/1, EPUTPOMHILINH, THKIOCTIOPHH, PUTOHABHP
WY JMITHA3€M, MOJKe [1a TTOBHIIHN NIa3MeHHTe HHBa Ha OMNacTHH U, CNEfOBATENH,0 1a YBENIHYM pUCKa OT
HeXkenaHy peakiMu Ha OmnacTid. ETo 3amo e1HOBPEMEHHOTO NPHIIOKEHHE Ha OWIACTHH M HHXHOUTOpH Ha

P-raykonpoTenH Tpsbpa ga ce n306sArea Ipy NalUeHTH ¢ YMEPEHO 10 TEXKO 660peyno HapyueHue.

CHob11eHn ca cnyuan Ha yabipkes QT MHTepBan Ha eAeKTPOKapaAMOrpaMaTa NpH NauKueHTH, NpYeMaln
bunacTuH (BXx. Toukn 4.8, 4.9 1 5.1). Ilpeanonara ce, ue NeKapCTBEHUTE NPORYKTH, KOUTO NPHYUHABAT
yawxaBane Ha QT/QTc¢, nosHinaear pucka ot Torsade de pointes.

[Topaau ToBa TpAGBa Aa ce BHMMaBa NIPH NpHIaraHe Ha OMJacTHH Ha MAUMEHTH, KOHTO Ca H3NI0KEHA Ha
NOBHILEH pucK oT yawmkasaHe Ha QT/QTc-naTepBana. ToBa BknOYBa NALMEHTH C aHAMHE3a 3a CbPACYHH
ApUTMWH; MALMEHTH C XMNOKATHEMHS, XHIIOMarHE3WEMHS, XHINOKANILIEMHs; NaNHEHRTH ¢ U3BECTHO
yabmkaaHe Ha QT vHTepBana niM 3HauynTeNHa SpafANKapans; NalMEHTH, KOUTO YrioTpebaBaT
eIHOBPEMEHHO APYTH JIEKAPCTBEHH NpoaykTH, cebp3and ¢ QT/QTc-yabmkasane.

®doprexan 3a nena cbAbpXKa MeTHINapaxuapokcudbensoart (E218) n nponunnapaxunpoxcnbensoar (E216),
KOHTO MOFaT Na MPHUYKHAT aNepruHn peakiuu (BepoaTHo oT 3abaBsen Tin).

mg/100 ml (0,011% 1/06). KonmuuaecTBoTo B 4 ml oF TOBA 1€XKapCTBO € EKBUBANEHTHO Ha N

ml 6upa uan 0,005 ml Buno.
MankxoTo KONMYECTBO ankoXoJ/i B TOBA €KAPCTRBO HIMA 1a UMa 3a0enNeXHMU e(PexTH.



ToBa nekapcTBO ChAbPKa No-Maiko oT 1 mmol Hatpuii (23 mg) Ha 4 ml, T.e. MOoXe na ce xaxe, 4e
NIPAKTHYECKU HE ChABP)Ka HATPHH.

4.5 BsanmojeiicTBHE C APYTH JieK2pCTEEHH BPOAYKTH H APYIra GOpMH Ha BIaBRMOJERCTBRE
I[TpoyuBakus 3a B3aMMOAEHCTBHE ca IPOBEXAaHN EAHHCTBEHO NPY BE3PacTHU M ca 0000111eHH No-Aody.

B3auMopelicTBHE ¢ XpaHu: XpaHaTa 3HaUMMO Hamansaea opaiHara OMoHaIMYHOCT Ha OnnacTrH 20 mg
Tabaerxn ¢ 30%, a Ta3n Ha 6unacTiH 2,5 mg/ml nepopanen pa3tsop ¢ 20%.

BaanmoneiicTBHe chbe cok oT rpeindpyr: EaHoppeMeHHMAT mipieM Ha 6unacTiH 20 mg u cok ot rpedAngpyT
rtoHMkaBa OMoHanTMuHocTTa Ha 6unacTun ¢ 30%. To3u edexr MoXke Aa ce OTHACA CBIIQ 32 IPYTH IUIOI0BH
cokoBe. CTeneHTa Ha NOHWXKaBaHe Ha OHOHanMYHOCTTa MOXKE Jla BapHpa crnopen IPOH3BOMTENN H IIIONOBE.
MexaHusMET Ha TOBA B3auMozelicTeue e unxnbupane Ha OATP1 A2, TpancniopTHa cHcTeMa 3a YCBOABaHE,
3a x04To 6unacTuH e cybcTpaT (BHXTe TOuka 5.2). JlekapcTBeHH NPOAYKTH, KOUTO ca CYOCTpaTH WM
uaxuburopu Ha OATP1A2, xaTo puTOHaBHp WM PHPaMIIHLKH, MOXE [a MMAaT MOTEHIMA [ja HAaMallIBaT T10

nono0eH HAYMH MJIa3MeHaTa KOHUEHTpald Ha OMNacTHH.

BiauMoelicTBHE ¢ KETOKOHA30]l WIM ePHTPOMHLIMH: EAHOBpeMeHHHAT NIpHeM Ha SinacTHH 20 mg BeAHbX
NHEeBHO M Kerokonason 400 mg Beausbk aHEBHO HIH epuTpoMHLIMH 500 mg TpH NbTH AHEBHO NOBHILABA ABA
meTH AUC Ha 6mnactuH # 2-3 nTH Chax. Te3n npoMenn MoraT ga opaar 00SCHEHH ¢ B3aUMOIEHCTBHETO C©
YypeBHHTE TPAHCTIOPTHH CHCTEMH 32 OTAENAHE, Thil Karo 6WnacTHH ¢ cybcTpar 3a P-gp M He ce
MetaGomuaupa (BKTe Touka 5.2). Teau nmpoMeHn H3riexiaa He NOBNMSBAT Npoduia Ha HesonacHoOCT Ha
OHNacTHH 1, CHOTBETHO, HA KETOKOHA30J1 MAH €pUTPOMMIH. JIpyrn 1ekapCTBEHH NPOAYKTH, KOHTO Ca
cyOcTpaTH MM HHXHOMTOpH Ha P-gp, kaTo IMKIIOCTIOpHH, MOXeE Ia HMAT NOTEHLHAJN A3 YBEIHYaBaT 110
nono6eH HAUMH TUIa3MEeHAaTa KOHLIEHTpalHg Ka OHIacTHH.

BizauMoneiicTeHe ¢ JiITHaszeM: EnHoBpeMeHHBAT npueM Ha OnnacTvi 20 mg BeHEK JHEBHO H IIWITHA3CM
60 mg BeAHBXK JHEBHO NOBUILABA Cpmax Ha 6HnacTH ¢ 50%. To3n edext Moxe na ce 0bicHH ¢
B3aMMOAEHCTBHETO ¢ YPEBHUTE TPAHCIIOPTHM CHCTEMH 3a OTAENAHE (BIDKTE TOUKA 5.2) H M3I/IeXKAa He

noBnKABa poduna Ha He3onacHOCT Ha ONTACTHH.

BaauMmonericTeye ¢ ankoxon: IlcuxoMoTopHaTa NeHHOCT cliea eAHOBPEMEHEH NPHEM Ha aliKoxXol ¥ 20 mg
6HIACTHH BEAHLK JHEBHO € nofoOHa Ha HabmomaBaHaTa cnel NPHEM Ha ajikoxon M ranebo.

BzaumozeiicTere ¢ opasenaM: ExnoBpeMeHHHAT pueM Ha OunacTvl 20 mg BeAHBXK JHEBHO M JIopa3enaMm
3 mg BeAHDHK AHEBHO B NPOALIDKEHHE Ha 8 ITHM He YCWIBa NOATHCKaIHA edekT Ha jiopasenam Brpxy LIHC.

Ieouampuuna nonynayus

He ca npoBexXiaHH NPOYYBaHNA 3a B3aHMOACHCTRIE ¢ OMnacThH noa ¢popMara Ha nepopalieH pa3Teop npH
neua. HaMa x1HHHYEH ONHUT NO OTHOILIEHHE Ha B3aMMOAEHCTBHETO Ha OMITIACTHH C APYTH JIEKaPCTBEHH
NPORYKTH, XpaHK WM [UIOIOBH COKOBE IpH Aena. ETo 3amo npyn npeanuceaHdeTo Ha OMNacTHH Ha aena
TpsOBa IIOHACTOSNIEM J1a C€ B3€MAaT NPEABKA pe3yNTaTHTE, NONY4YEHN OT NPOYYBAHHMATA 32 B3aUMOJICHCTBHE
npu BL3pacThy. He ca HanMyHM KNHHHWYHH IaHHM NPH JIe1la, KOKTO Noka3eaT Aany npoMennte B AUC uny
Cmax, NpMYMHEeHH OT B3aKMOACHCTBUA, NOBAMABAT npoduna Ha 6e30macHOCT Ha OXnacThy.

4.6 Depruanrter, OpeMEeHROCT H KLpMeERe

bpemeHHOCT
JIMnceaT WM MMa OrpaHMYEHH KaHHHM 3a ynorpebaTta Ha 6UnacTHH NpU OpeMeHHU KEHH.

Hpﬁ)’qBaHHﬂTa [TPpH XXMBOTHM HE NTOKa3BaT NPE€KH HIIH HENPCKH BPCAHH BqJBI{TH MO OTHOLUCHHKUC HA ~ —

PENpPORYKTUBHA TOKCHYHOCT, paXkAaHe MM NOCTHATATHO pa3BUTHE (BUXKTe Touka 5.3). Karo npe] W T
MsSpKa € 3a NpeAnounTane Aa ce u3barea ynorpebara Ha DopTekan 3a fecla 510 BpeMe Ha Opepens H.,;" *4::-’;1
KbnpMmene R AT R
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Exckpenuusra na OMinacTn B KbpmMaTa He ¢ IpoyueHa 1npu xopa. Hanuunnre apMakoKMHETHUHH JITAaHHH TTPH
SKMBOTHH 110Ka3BaT eKCKpellns Ha OMJIACTHH B MJIKOTO (BK. To4Ka 5.3). Tpabsa f1a ce B3eMe pellieHne Jlainm
J1a ce NpeycTaHOBH/J1a He ce NMPHIIoKK TepanusaTa ¢ Poprekan 3a jena, Kato ce B3eMaT NpeiABH/L 10/13aTa OT
KbPMEHETO 3a JIETETO M 11013aTa OT TepanuaTa ¢ OMIacTHH 3a MalKaTa.

MDepTHiamTEeT
JIunceaT MM ¥Ma orpaHMueHH KIMHWUHK Aaniu. [IpoyuBaHe npy niabXoBe HE NOKa3Ba HEraTHBEH e(eKT
BbpXY (eprhunuTeTa (BHKTE TOUKa 5.3).

4.7 Edexkrn BbpXy cnnocoOHoCTTa 32 opHpane H padoTa ¢ MANIHHA

M3pppiieHo npoyysaHe 1py Bh3pacTHH 3a OlIeHKa Ha e(eKTHTE Ha OMJIaCTHH BbPXY CIIOCOOHOCTTA 34

o upaHe 1okassa, ye sieuenue ¢ 20 mg 6WIacTHH He NMOBJIHABA CIIOCOOHOCTTA 32 1odHpaHe. Bhripexkn
TOBA, Thil KATO HHIAMBHyaJIHATA peaKlMs KbM JIEKAPCTBEHMS NPOYKT MOXKE Jla Ce pa3jihuaBa, NalueHTHTe
Tpsa6OBa /1a OBAAT CHBETBAHU J1a He WopHUpaT U Ja He pabOTAT C MallIHHH, I0KATO HE YCTAHOBAT KaKBa €

coOCTBEHaTa UM peaklius KbM OHIIaCTHH.
4.8 Hexkenanm jiekapcTBEHH peaKknuu

O60o611enue Ha nipoduia Ha 6€30MnacHOCT NpH NeAHaTPHYHATA TONYIaLUs
[To BpeMe Ha KJIIMHMYHATaA pa3padOTKa YECTOTATa, BUIBT U TEKECTTA HA HEXKEIAHUTE PeaKlHH NPH IOHOLLIH

(na Bu3pact ot 12 10 17 ropunn) ca cwiMrTe Kato HabmoaaBaHUTe NpH Bb3pacTHH. CrOpanaTa uHpopmanus
B Ta3H norryjianus (IOHOILK) 10 BpeMe Ha MOCTMapKETHHIOBOTO HAOMIOAEHHUE MOTBBbPIKAaBa PE3yITaTHTE OT

KJIHHHYHHUTC U3IIHTBAHHAL.

[IpouenTsT Ha neuara (Ha Bb3pact ot 2 10 11 roannm), kouTo crodiuaBaT 3a Hexkenanu peakuuu (HP) cnen
jieyenue ¢ 6Gunactul 10 mg Ha anepruyeH pUHOKOHIOHKTUBHT WIH XPOHHYHA HJIMOIATHYHA YPTHKapHa B 12-
Ce/IMMYHO KOHTPOJIMPAHO KJIMHUYHO W3MHTBAHE, € CPAaBHUM C TO3HW Ha rpymnara, npuemMaiua riauebo (68,5%
cpemy 67,5%).

Cebpszanute HP, crob1maBanu Haii-uecto ot 328 neua (Ha Bp3pact ot 2 10 11 roaunn), nonyuasamm 10 mg
ounactul (noja opMara Ha AUCNepryupaly ce B ycrara TabJeTKH) 110 BpeMe Ha KIIMHHYHH U3ITHTBAHUA
("260 neua, BKJIIOYEHH B NpoyuBaHe Ha KJIMHA4YHATa Oe3onacHocT U 68 Jiena, BKIIOYEHH BbB
(apMaKOKHHETHUHHUTE TIPOYUBaHUs), ca rnaBodosine, ajlepruyeH KOHFOHKTHBHT, PHHUT U KopeMHa 0oJIKa.
Te3u cebp3any HEJKEIAHW PEaKIMM ce NOABABAT ChC CPABHUMA YeCTOTa NpH 249 nauuenTH, rnojayvapaii

niaiedo.

O6001eHNe Ha HEXKEJIAHUTE peaKlMK B re/iHaTpHYHaTa NONnyaaluHds B TaOJIM4eH BHJI
HP, kouTO ca noHe Bb3MOXKHO CBLP3aHu ¢ OMnacTHH W ca cboOuaBanuu npu noseue ot 0,1% ot neuara (Ha

BL3pacT oT 2 10 11 roagunm), nosyyapaiiid OWJIacTHH MO BpeMe Ha KJIMHUYHATa pa3paboTKa, ca Npe/ICTaBeHH
B TaOJIM1IaTa 10-/107Y.

YecToTuTe ce onpenensaT KakTo cle/Ba:

Muoro yectH (=1/10)

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

Penku (=>1/10,000 to <1/1,000)

Muoro peaku (<1/10,000)

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

C HeusBecTHa yecToTa (He MOKe a ObJle OLleHEHA OT HAJIMYHUTE J1IaHHW)

Pejlkn, MHOrO peJlkH M peakiliy ¢ HeM3BEeCTHA YeCTOTa HE Ca BKJIIOYEHH B TaOIMLaTA.

- HMndgexknunn n uuq;crmu!g: - |
Heuwectn | Punur B 3 (0,9 %) 31(1:2 %)
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Hapymenus HA HEPBHATA CHCTEMA
YecTH I'naBoGonue 6 (1,8 %) 3(1,2 %)
3amaiiBaHe 1(0,3 %) 0 (0,0 %)
Heuectn 3ary6a Ha CBL3HaHue 1 (0,3 %) 0 (0,0 %)
Hapymenns Ha 04HTe
UecTH AnepruyeH KOHIOHKTHBHT 4 (1,2 %) 5 (2,0 %)
Heuectu JpasHeHe Ha ounTe 1 (0,3 %) 0 (0,0 %)
CromamHO-ypeBHH HAPYIlleHHs
KopemHa 6onka/6onka B ropHaTa 4acT Ha 3 (0,9 %) 3(1,2%)
KOpeMa
Heuecty Hnapus 2 (0,6 %) 0 (0,0 %)
I'agene 1 (0,3 %) 0 (0,0 %)
ozysane Ha ycTHUTS 1 (0,3 %) 0(0,0 %)
Hapymenns Ha KOXATA H NOAKOXKHEATA ThKaH
Hewectn Exsema N 1 (0,3 %) 0 (0,0 %)
| Ypruxapus | 2 (0,6 %) 2(0,8%) |
O6mu HapyimeHds H CHLCTOSHAS HA MSCTOTO Ha IIPHJIOKEHHE
HeuecTn YMopa i 30,9 %) 0(0,0%)

¥260 neua, BKIIOYCHK B IPOYYBAHETO 38 KnuuAYHaTa 6e30nacHoCT H 68 aena, BKMOYCHH BbB apMaKOKHHETHIHHTS N1POyYBaHNA

Onucanne Ha H36paHH HeXKellaHH peaKlMH B NieUaTpHYHATA TOTyJIalis

I'naBoGonue, xopeMHa 6onka, anepriyeH KOHIOHKTHBHT ¥ PHHUT Ca HaONMoZiaBaHH H NIPH JIENA, JIEKYBAHM C
6unactyn 10 mg, ¥ 1IpH Aelia, nexyBanH ¢ miauebo. Crobienara vecrora e 1,8% cpemy 1,2% 3a
rnasobonue; 0,9 % cpeury 1,2% 3a kopemHa 6onka; 1,2% cpeiny 2,0% 3a anepruyer KOHIOHKTHBMT K 0,9 %
cpemy 1,2% 3a pHHHT.

O605menne Ha npodnna Ha 6€30NacHOCT NPH BL3PACTHY NALIHEHTH H IIPH IOHOLITH

YecToTaTa Ha He)KeNaHH peakiMH MPH BH3PACTHH MALHEHTH M MPH KOHOIIIH, CTpaAallly OT ajleprHyeH
PHHOKOHIOHKTHBHUT WK XPOHHYHA MAMOTIATHYHA yPTUKapH4, JeKyBanH ¢ 20 mg OMNacTHH B KIKHHYHH
M3NHUTBAHHA, € CPABHAMA C YECTOTATA NPH NalMeHTH, noryurmk nnauebo (12,7% cnpamo 12,8%).
Knunuunn nmpoyusanua ¢aza II u III, nporeaexu rno speme Ha KIMHHYHATA paspaboTka, BKMIOYBAT 2525
BB3PACTHH NAaLMEHTH H IOHOIIIK, IEKYBAHH C Pa3INuHH 03 GHIacTHH, OT Konto 1697 nonydapar 6HunacTus
20 mg. B Te3u npoyuBanud 1362 naimenTa nonygasar rnaiebo. Hexxenannre nekapcTBeny peakuuy, KOUTO
Haii-4yecTo ce ChoOImaBaT OT MaLWerTH, IToydaBatny 20 mg OMIacTHH NPH NoKa3aHHE alepruyeH
PBHOKOHIOHKTHBHT WIH XPOHHYHA MIMONaTHMHa YPTHKapHs, ca rnasobonne, CbHINWBOCT, 3aMaliBaHe H
ymopa. Teau Hexenanm peaxumy ce NoABABAT ChC CPaBHMMa YECTOTa NPH NauHeHTH, NoTyyasamm ruianebo.

O6obmenne Ha HeXeJJaHUTe PeakilHK NIPH Bh3PAacTHH NALMEHTH H NPH IOHOLUH B TabiH4YeH BHA
HexxenanuTre nexapcTBEHH peaKlHH, KOMTO Ca NOHE BB3MOXHO CBbP3aHn ¢ 61M1acTii M ca choOl11aBaHH fpH
noseue ot 0,1% ot nauMeHTrTE, Nonyvyasamy 20 mg 6unacTuH no BpeMe Ha KIMHH4HaTa paspaborka (N =

1697), ca npeacraBeH! B Tabinnara no-nomuy.

HecTOTHTE ce onpeaeNaT KakTo clieasa:

Muoro uectu (>1/10)

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

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

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

Mtoro peaxu (<1/10 000)

C HeusBecTHa uecToTa (He MOXe Na ObJie OLIEeHEHa OT HANHYHKTE RaHHH)

Penkyu, MHOTO peaky M peakiiiy ¢ HEM3BECTHA YECTOTa HE Ca BKIIOUEHM B Tabnuuara.




AHHA KIAACH(DHKAINS

HeReJIAHA DeaKIHs

Nudexunn n nudecranux

111a1eoc

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

Hapymenusi na MmeTadoJIH3Ma H XPAHEHETO

HeuecTtn [ToBHlIIEH aneTHT 10 (0,59%) 11 (0,44%) 7 (0,51%)

IIcHXHYHHA HAPYLIEHHS

Heuectn TpeBokHOCT 6 (0,35%) 8 (0,32%) 0 (0,0%)
be3cvhue 2 (0,12%) 4 (0,16%) 0 (0,0%)

Hapyumennsi Ha HepBHATA CHCTEMA
CBHIHBOCT 52 (3,06%) 82 (3,25%) 39 (2,86%)

e ['maBobosne 68 (4,01%) 90 (3,56%) 46 (3,38%)

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

Hapymennst Ha yX0TO H JJAa0MPHHTA

HeuecTH Tunuryc 2 (0,12%) 2 (0,08%) 0 (0,0%)
BepTturo 3 (0,18%) 3 (0,12%) 0 (0,0%)

CohbpieuyHHn HApYIIEHH S

Heuectn Jlecen 6enpen 610K 4 (0,24%) 5 (0,20%) 3 (0,22%)
CHuHycoBa apUTMHS 5 (0,30%) 5(0,20%) 1 (0,07%)
Yawmxen Q1 nirepban B 9 (0,53%) 10 (0,40%) 5 (0,37%)
eJIEKTpOKapHorpama
JIpyru otkyionenus B EKT 7 (0,41%) 11 (0,44%) 2 (0,15%)

PecnupaTopuu, rpbAHH H MeAHACTHHAJIHH HAPYIUEHHS

HeuectH Jlucnues 2 (0,12%) 2 (0,08%) 0 (0,0%)
JluckomdopTt B HOCa 2 (0,12%) 2 (0,08%) 0 (0,0%)
CyxoTta B HOCa 3 (0,18%) 6 (0,24%) 4 (0,29%)

CromMamHO-4YpeBHH HApPYLIeHHS

HeuecTH bosika B ropnara yacT Ha Kopema 11(0,65%) 14 (0,55%) 6 (0,44%)
Kopemna 6onka 5(0,30%) 5 (0,20%) 4 (0,29%)
["anene 7 (0,41%) 10 (0,40%) 14 (1,03%)
Cromauien auckomdopt 3 (0,18%) 4 (0,16%) 0 (0,0%)
Jlnapus 4 (0,24%) 6 (0,24%) 3 (0,22%)
Cyxora B ycTarTa 2 (0,12%) 6 (0,24%) |5 "(0,37'%}
Jlucnencus 2 (0,12%) 4 (0,16%) oy 4 ‘({].,29%)_1_
[CacTput 4 (0,24%) 4 (0,16%; ‘ 0 (0,0%) .

Hapywennsi Ha KoKaTa ¥ NOAKOKHATA THKaH
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HeuecTtH Coupbex 2 (0,12%) 4 (0,16%) 2 (0,15%)

OO0mu HApYLIEHHsI U CHCTOSTHHS HA MSICTOTO HA NPHJIOJKEHHE

Heuectn YMopa 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kaxna 3 (0,18%) 4 (0,16%) 1 (0,07%)
Y CHIIBANG 1A TIPEN CLUICCTBYRANO | 3 (0,12%) 2 (0,08%) 1 (0,07%)
Tpecka 2 (0,12%) 3 (0,12%) 1 (0,07%)
AcTeHuns 3 (0,18%) 4 (0,16%) 5 (0,37%)

HU3caeaBannsi

HeuecTn [loBuiiena rama- 7 (0,41%) 3 (0.32%) 2 (0,15%)
rJyTaMuJTpaHc(epasa
a“;:;‘;”;‘;i 32‘;::3 5 (0,30%) 5 (0,20%) 3 (0,22%)
?55:3’;‘;:;‘;:2? 3 (0,18%) 3(0,12%) 3 (0,22%)
[ToBu1lIEH KPEATUHUH B KPbBTA 2 (0,12%) 2 (0,08%) 0 (0,0%)
[ToBM11IEHH TPUTJIMLIEPHAN B KPBBTA 2 (0,12%) 2 (0,08%) 3 (0,22%)
[ToBuiieHo Terjao 8 (0,47%) 12 (0,48%) 2 (0,15%)

*Cpobmasa ce 1 3a yabipkeH QT MHTEpBan Ha eNeKTpoKapHorpaMa cliejl MyCKaHe Ha rnasapa.

C neuszeecmna wecmoma (He moxke 1a Ob/ie OlleHeHa OT HaJIMUHUTE AaHHK): [lannuraimm, Taxukapams,
peaKkliMk Ha CBPBbXUYBCTBHTEIHOCT (KaTo aHa(MIIaKCHs, aHTHOE/IEM, IMCTIHES, OOPHB, JIOKAIM3UpaH
e/1eM/JIOKaJIN3HpaH OTOK H epUTEMa) U NMOBPBIIAHE ca HadJIIOAaBaHH 110 BpeME Ha NNOCTMApPKETHHIOBHS

MepHO/I.

Onucanue Ha U30paHu HeKellaHW PEaKLIMH NPH Bb3PACTHH TALIHEHTH ¥ IIPH IOHOIIH
CBHHJIMBOCT, r1aBo0oine, 3aMaiiBaHe M yMopa ca HaOJIlolaBaHH M TP NALIMEHTH, JIeKyBaHH ¢ OmnacThH 20

mg, ¥ NPy TakuBa, JiekyBanu ¢ niaunebo. Crobuienara uecrora € 3,06 % cpeny 2,86% 3a chHimnBocT; 4,01%

cpewy 3,38% 3a rnaso6onue; 0,83% cpeuy 0,59% 3a 3amaiiBane u 0,83% cpemy 1,32% 3a ymopa.
Undopmanmara, choupana rno BpeMe Ha 1oCTMapKeTHHIOBOTO HAOJIIOIEHHE, NOTBBPIXK/1aBa Npoduiia Ha
6e3onacHocT, HabJl01aBaH 110 BpeMe Ha KJIMHU4Hara pa3padboTka.

CpobOliaBane Ha 1o03MpaHu HEXKEJIaHU peaKIiiy

Cprob11aBaHeTo Ha MN003UPaHN HEXKEIaHW peaKiluy ciejl pa3pelnaBaHe 3a yrnorpeda Ha neKkapcTBeHHs
NPOAYKT € BakHO. ToBa 10o3sosBa 1a Npo/ibJKK HabNIOAEHHUETO Ha CHOTHOLIEHHETO 110J133/PUCK 3a
JieKapcTBeHUs NpoaAyKT. OT MEAMLIMHCKUTE CMIELMAIMCTH C€ U3UCKBA J1a Cho0O1aBaT Besika 10/103upaHa
HeJKeJlaHa peakllds ype3 HallMoOHaJlHaTa CHCTeMa 3a ChoOLaBaHe:

H3nbijHuTe/IHA areHims 1o jeKapcrnara
yn. ,,Jlamsin ' pyes” Ne §

1303 Codus

Ten.: +359 28903417
yeOcaiT: www.bda.bg
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4.9 Ilpenoznpane

Hama nanny 3a npeno3upaHe NpHy aeua.

HHpopMauuaTa OTHOCHO OCTPO Npeao3upaHe Ha OWIACTHH € NoTyUYeHa OT ONKUTA OT KIWHUYHH H3NKTBaHNA,
NpOBEJICHH N0 BpeMe Ha pa3paboTkaTta IIpy Bp3PaCTHH, KAKTO U N0 BpeMe Ha NOCTMAPKETHHIOBOTO
HaOmopenue. Ilpyn xIMHKUHETE IPOYYBaHHKA Ciel NpHIoXkeHHe Ha 6unacTvn 8 ao3u 10 no 11 ne1H no-

BHCOKH OT TepanesTHuHaTa 1032 (220 mg equHuyHa A03a unv 200 mg AHEBHO B NPOABIKEHNE HA 7 {HH)
npu 26 Bh3pacTHH 3paBH AOOPOBOIILIM YECTOTaTa Ha CBbP3aHH ¢ JIeYEHHETO Bb3HMKHANIA HEXXelaHH

peakLiiiM € [iBa ITbTH [1I0-BUCOKA OTKONKOTO IipH Nitatiebo. Hexenanure peakiiiy, KOUTO ca ChobIaBaHn Haii-
YecTo, ca 3aMaiiBaHe, rinasobonme H rageHe. He ca noknanBaHu CEpHO3HH HEXETIAHH PEaKlIiH K 3HAYNMO
yaskasade Ha QTc unrepsana. UndopMmalpiara, cpbpaHa nNpH nocTMapKeTHHIOBOTO HaOMIONEHHE,
CBOTBETCTBA C Ta3H, AOKIAaJBaHA B KITHHUYMHHTE NpOYYBaHHA.

KputHunata ouenka Ha edekTa Ha MHOrokparHarta f03a Ha 6mnactin (100 mg x 4 nHu) BEpXY
BEHTpHKYNapHaTa penojigpusaims upes ,,isuioctHo QT/QTce kpocoyssp npoyusane™ ¢ yuactue Ha 30 snpasu
BB3PACTHU NOOPOBOJILIM He NTOKa3Ba 3Ha4MMO yAb/bkaBaHe Ha QTc¢.

B cnyqaii Ha npeo3upaHe ce NpenopLYBa CHMIITOMATHYHO H NMOANBPIKALIO JICYCHHE.

Hsama n3BecTeH crienpUyUer aHTHAOT Ha OITacTHH.

5. ®HGAPMAKOJOI'MYHH CBONUCTBA

5.1 PapMakoRAHHAMHAYRH CBOMCTBA

dapMakoTepaneBTUYHa rpyna: AHTHXHCTAMHHH 3a CHCTEMHO NpUAOXKeHUE, [lpyri aHTHXHCTaMHHH 32
cucreMHo npunoxenne. ATC kon: RO6AX29.

MexaHussM Ha aclicTBHE
BHNAacTHH € HeCeXaTHBEH XHCTAMHHOB aHTAarOHHCT C NPOAB/DKHTENIHO ASHCTBHE H CEIEKTHBEH NnepadepeH

H;-pelienTopeH aHTaroHucTuueH apuauTeT Oe3 abuHuTeT KbM MYCKApHHOBH PELIEITTOPH.
BunacTyl noTHcKa HHAYLUHPaHRTE OT XHCTAMHHA KOXHM peakiiuH THII ,,wheal and flare* 3a 24 gaca cnex
IpHeMa Ha €MHHYHH QO3M.

Kauupada eduKacHoCT

EdukacHocTTa Ha OMIaCTHH € M3CNIeiBaHA NPH Bb3PaCTHH H JIOHOWHK. CBIIacHO MpENnopBKHUTE, J0Ka3aHaTa
e(h)HKACHOCT NpH BH3PACTHH H IOHOITH MOXKE J1a C€ EKCTParioNipa M TIpH eka, ThH KaTo € JOKa3aHo, e
CHUCTEMHATA excno3uing Ha 10 mg 6unacTnH npH fella Ha Bp3pacT OT 2 1o 11 roamHn ¢ TenecHo Terno Han
15 kg e cpinaTa KakTO €KCNO3HIMATA NPH Bh3pacTHH Ha 20 mg dunacTuH (BIKTe TOUuKa 5.2).
ExcTpanonydpaHero OT ZaHHUTE 33 BH3PACTHUTE H FOHOLIHTE CE CUHTA 32 NI0IX004LIO 38 TO3M NPOAYKT, ThH
KaTo NaTO(HU3IKONOruaATa Ha ANIEpriYyHUg PHHOKOHIOHKTHBMT H YPTHKAapHATA € €1Ha U Chllla 3a BCHYKH

Bbh3PACTOBM I'PYNIM.

B xi1uHHYHM NpoyyYyBaHHA HA BB3PACTHU NTAUMEHTH M INALHEHTH B FOHOUIECKA BB3PACT C allepriHycH
PVWHOKOHIOHKTHBHT (Ce30HeH M nenoroauniueH) onnacrtun 20 mg, npunaraH BeIHbX AHEBHO B NPOABIDKCHUE
Ha 14-28 numn, e edexrrseH npu obnexkyapaHe Ha CHMITTOMM KA4TO KMXaHe, Tevalll Hoc, CbpOex B HoCa,
3anynieH Hoc, Chpbexx B 0UNTe, ChI3EHE K 3auepBiABaHe Ha 04lTe. bUunacTHH e(peKTHBHO KOHTPONHPa
CHMIITOMHTE B NPOABIXKEHHE Ha 24 yaca.

B nBe KNHHHYHH NpOYy4YBaHHs Ha NALMEHTH ¢ XPOHHYHA HANONATHYHa YpTHKapha, ounactiH 20 mg,
NpUNaraH BEAHHX JHEBHO B NpoabkeHue Ha 28 nHH, e edleKTHBEH 3a 00neKyaBaHe Ha MHTEH3IUBHOCTTA Ha
cbpbexka n 6pos M pasMepa Ha YPTUKHTE, KAaKTO H INCKOMGOpTa Ha NTALMEHTHUTE, NPEAN3BHKAH OT
yprHkapuaTa. [JaupeRTHTEe NOACOPABAT CBOS ChbH U KAYECTBOTO HA XXHBOT.

H3cnenBaHe, Bkmouailo 30 nobposonum.




B KOHTpOAHpaHK KIMHHYHKY APOYYBaHNA NPH Npenopbuana ac3a ot 20 mg BEAHLK AHEBHO, NPOQUALT Ha
BezonacHocT Ha 6unactrH no otHomenme Ha LIHC e cxnamepum ¢ TO3U Ha mnanecbo u nogsara Ha
CHLHIIMBOCT CTaTUCTHYECKH He ce pa3nnyaea ot nianebo. bunactu 8 1034 10 40 mg eAHOKpaTHO RHEBHO He
3acAra NCHXOMOTOPHaTa PYHKUMA B KIMHWYHHA NPOYYBaHHA H He 3acara cnocobnoctra 3a wodnpate B
CTAHAAPTEH LIOQBLOPCKH U3MHT.

ITanpenTH B cTapyecka BL3pacT (= 65 roanHy), BuoveHH BLB (pasa I 4 11 Ha n3cnepBanuATa, He OKa3BaT
pa3ivKa No OTHOIEHHE Ha e(pUKacCHOCTTa MM 0€30NacHOCTTa CIIPAMO NO-MIIAAM MALMEHTH.

Kiinnnuna 6esonacHocT

B 12-cenMHuHO KOHTPOJMPAHO KIHHUYHO MPOYUBaHe ¢ Acla Ha Bb3pacT oT 2 ao 11 rogunn (oburo 509
nena, 260 nexypanu ¢ 6nnactud 10 mg: 58 nHa srapact ot 2 o <6 roauny, 105 Ha BB3pacT ot 6 1o <9
ronuHy, 97 Ha BB3pacT oT 9 A0 <12 roaunu 1 249 nexyeanH ¢ nnane6o: 58 Ha BBE3pacT oT 2 A0 <6 FOAHHY,
95 Ha BB3pacT oT 6 no <9 ropHHHU H 96 Ha BB3pacT o1 9 no <12 roAWHN) NpH NpENOPBUYATENIHATA
TeRHaTpuyHa 103a oT 10 mg BeHEK AHeBHO npoduntT Ha 6esonacHocT Ha GunacTr (n=260) e cxoneH ¢
TO3H Ha mnanebo (n=249), KaTo HexeJaHH JIEKAPCTBEHN pPeaklMH ce nposegBar npH 5,8% u 8,0% or
NalMeHTHTE, IIpHeMalld ChoTBeTHO GunacTH 10 mg ¥ nnaue6o. I1pn ToBa npoyusane u 6unactud 10 mg, n
r1anebo JeMOHCTPHPAT JIeKo HamMalldBaHe Ha pe3yJITaTHTE 3a ChbH/IHMBOCT M C€alpis B EAHATPHYHHA
BENPOCHHK 3a chHA (Paediatric Sleep Questionnaire), kaTo MEXAY JIEKYBaHUTE TPYIH HAMA CTATUCTHIECKH
3HayuMy pasnivky. [IpH genara Ha Bp3pact oT 2 no 11 roapHy Hama Habmonasany 3HAYHMH pa3invku B QTc
cnen JeyeHuero ¢ 10 mg 6MnacTHH AHEBHO B cpaBHeHue ¢ mnaledo. CrienHaiiy BHIIPOCHHIM 32 KaYeCTBOTO
Ha KMBOT 34 Jiella ¢ ANepriyeH PHHOKOHIOHKTHBHUT UM XPOHWYHA YPTHKapHs NEMOHCTPHpaT obLIo
YBEJIHUEHHE B Pe3yJITaTHTe 3a nepuon ot 12 ceimuiM 6€3 CTaTHCTHYECKH 3HAYMMa pa3iiiKa My
paMeHaTa Ha Jedyenne ¢ GunacTin H wiane6o. Obmara nomynanyg or 509 nena obxsama: 479 nuna ¢
aJiepryyeH PUHOKORIOHKTHBHT H 30 NHIA ¢ AWarHocTHUHpaHa XpoOHUYHA YpTHKapus. 260 aena ca npuemani
6unacTun, 252 (96,9%) 3a anepruydeH pUHOKOHIOHKTHBHT H 8 (3,1%) 3a xponnuHa ypTkapHs. Ilo aHanorks,
249 nena ca npreMany maue6o, 227 (91,2%) za anepriyeH pHHOKOHIOHKTHBHT H 22 (8,8%) 32 xpoHHYHa

YPTHKapHI.

Ileaparpuyna norynaums
Epporneiickara areHIMA 110 JIEKApCTBaTa 0cBOO0XKaBa OT 3aABLIDKEHHETO 32 MPEACTABAHE HAa pe3yNITaTHTE OT

Npoy4BaHHATA ¢ 6HNACTHH BHB BCHUYKH NOArpyNH Ha NeaMaTpHyHaTa rnomynaus nof 2-roaMIilHa BE3pacT
(BiKTe Touxa 4.2 3a HHOpMalHA OTHOCHO NeAHaTpHYHaTa ynorpeba).

52 PapMaxoxHHeTHYHH CBOHCTBA

Abcopbrins
Bunactua 65p30 ce abcopbrpa cnen nepopaiio NpHNOKEHHUE ¢ BpEME 34 JOCTHraHe Ha MaKCHMaJlHa

I1a3sMeHa KOHNeHTpalus oT oKono 1,3 yaca. He ce Habmoaasa akyMynaumsd. CpeAHOTO HHBO Ha
O6MOHANMYIHOCT Ha 6MIACTHH ITPH NepopanHo npunoxeHue € 61%.

Pasnpenenenue
In vitro u in vivo npoy4saHns noxasear, ye 6unactuH e cydbcrpar Ha Pgp (BrokTe Touka 4.5

.BiaumoneiicTeHe ¢ keTOKOHA30J1 WK epUTPOMULIMH" K ,,B3anmoneicTeue ¢ aunthaszeMm™) u OATP (Biokre

Touka 4.5 ,,BzauMoaeicTBHe CBC COK OT rpeindpyT).
B TepanepTHuHHM 0031 OUNACTHH ce CBEP3Ba C NNa3sMEHNTE NpoTenHH B 84-90%.

buorpancdopmanus
BunacTii He WHAYLHMpPA U He NOATHCKA akTUBHOCTTa Ha CYP450 H30eH3WMH B NpOYYBaHHS in Vilro.

EnuMuBupane
B npoyuBaHe npu Bb3pacTHH 3APaBH nobposonuu ¢ HanaHcupana Maca cnen NpHIoKEHNE Ha €

no3a ot 20 mg “C-6unactun, noutn 95% ot npunoxeHaTa 4o3a ce OTKpHBa B ypunara (28,
n3nNpaxHeHnaTa (66,5%) kaTo HenpoMeHeH 6unacTry, KoeTo NOTBLPXKAABa, Ye bunacTiH
meTabonn3ypa 3HaunMo Npu xopara. CpeaHUAT NOAYXKUBOT Ha ENUMHUHHAPaHE, H3YHCIIEH

nobposonuy, e 14,5 4.




JINHEHHOCT
BunacTH nokassa nMHeeH papMakoKHHeTHUeH npodun npy NpociensBale Ha pasinyHH 1034 (5 no 220
mg) ¢ HUCKN HHAXMBUAYANIHR pa3nyuni.

b1OpeyHH HapyllieHHs
EdexruTe Ha OHnacTHH npy nauMeHTH ¢ 6p6peyHo HapyLIEHHE Ca U3CAeABaHY NPH BH3PACTHH.

B npoyusane ¢ nuna ¢ 6x6peyno Hapymenue cpeanara (SD) AUCO-0 napacrsa or 737,4 (+260,8) ngxhr/ml
npm 1una 6e3 napywenns (GFR: > 80 ml/min/1,73 m2) no: 967,4 (£140,2) ngxhr/ml npn nuna ¢ nexo
napymenne (GFR: 50-80 mi/min/1,73 m2), 1384,2 (+263,23) ngxhr/ml npu anma ¢ ymepeHo HapylicHHe
(GFR: 30 — <50 mI/min/1,73 m2) u 1708,5 (£699,0) ngxhr/ml npu nmna c texxko napyuwenue (GFR: <30
ml/min/1,73 m2). Cpeannsr (SD) nomyxuBoT Ha 6unactu € 9,3 4 (£ 2,8) npu nuua 6e3 Hapymwenne, 15,1 4
(£ 7,7) npu 1una ¢ nexo Hapywenue, 10,5 4 (+ 2,3) rpu nuua ¢ ymepeHo Hapywmedue u 18,4 4 (+ 11,4) npu
NHIIA C TEXKO HapyllleHHe. YpHHApHATA eKCKpelHa Ha OMIacTUR NMPHKIIOYBa OKOHYATENHO chel 48-72 4
Ipy BCHUKH A, Te3n dpapMakoKkHHETHYHH NPOMEHHM HE CE OYAKBA 1a MMAT KIIMHMYHO 3HaYHMO BIHAHHE
BBPXY 6e301nacHOCTTa Ha 6WIacTHH, 3a1L0TO IIA3MEHHTEe HHBA Ha DHIIACTHH NPH NAKMEHTH ¢ 6L0peuHn
HapyLIeHHs ca BCe MaK B rpaHHuMTe Ha 6e3onacHocT Ha GunacTHH.

YepuoapobHu HapylueHHns

Hsama ¢papMakokMHETHYHH AaHHM IIPH JiMIA ¢ YepHOAPoOHH HapyuieHHs. bunacTil He ce MeTaboK3Hpa
npu xopata. TsH KaTo pesyaTaTUTE OT Npoy4uBaHeTo npn 6H0peuHo HapylIeHHe NOKa3BaT, Ye OBOpeyHaTa
eTMMMHAIMA HMa OCHOBEH NMPHHOC 32 SMHMHHALMATA, OYaKBa CE XKINDUHATAa EKCKpelHa 1a HMa
HEe3HAYHTE/IHA POAA B €ENHMHHAUMATA Ha OnyacTul. He ce ouakBa npoMenuTe B YepHOApOOHaTa PyHKIHA na
MMAaT KIIMHWYHO 3HAYHMO BIIMAHHE BbPXY GapMaKOKHHETHKAaTa Ha Ounactun.

IlepyaTpyyHa 110MyNalis
®apMaKOKHHETHYHHTE aHANH3H MPH JIela ce No30BaBaT Ha JaHHH, NIOJYYSHH OT Be (dbapMakOKWHETHYHH

NpOoy4YBaHKA, MPOBeNeHH ¢ 66 aeua Ha BB3pacT oT 2 o 11 roguiu ¢ anepruraeH pAHOKOHIOHKTHBHT WITH
XpOHMYHA YPTHKapHs, Ha KOHTO € IpWiarana BeIHsXK JHeBHo Ounactud 10 mg aucneprypalina ce B ycTata
tabnerka. JlokazaHo e, ye Ta3H nekapcTeeHa opMa ¢ GnoexsupaneHTHa Ha 6mnacTuH 2,5 mg/ml nepopanex
pa3TBOp. PapMaKOKBHETHYHHAT aHAIIMS Ha AAHHHTE 34 IUIasMeHaTa KOHUEHTpalHa NoKasBa, 4e
NPUIIaraleTo Ha neauaTpayHaTa go3a 6unactue 10 mg BegHBK IHEBHO BOAH JI0 CHCTEMHA EKCIO3HIDIL, B
paMKHMTe Ha Ta3R, HabmoaasaHa cnea ao3a ot 20 mg npy BE3pacTHH H IOHOLIH, KaTo AHana3oHbT Ha
croitHocTuTe Ha AUC (95% CI) e 511,5 no 1450 ng hr/ml 3a nena or 2 no 11 ropuun. Tean pesynratu ca
3HAYHUTEJIHO NOA npara 3a 6e30MacHOCT Bb3 OCHOBA Ha JAHHUTE OT NPHJIaraHe Ha €AHOKpaTHA NHEBHA 032
ot 80 mg npn BE3pacTHH B CHLOTBETCTBHE C NpodHia Ha 6e30MacHOCT Ha JIEKApCTBOTO. Te3u pe3yaTaTi
NoTBbLPKAABAT H3bopa Ha OunacTun 10 mg 3a nepopasiHo NPUIOKEHHE BEAHBXK THEBHO KATO IMOAXOAAIIA
TepaneBTHYHA 1032 3a [IEAMaTPHYHATA NONMyAalug Ba BB3pacT oT 2 10 11 roaunm ¢ TenecHo Terno Hag 15
kg.

5.3 IlpenxknuHnung faHHH 32 6€20NaCHOCT

HexnuHHYHKTE AaHHN He NoXa3BaT ocobeH pHCK Ha OMNacTHR 3a Xopa Ha 6a3aTa Ha KOHBEHLIHOHANHHUTE
dbapMaxoNOrHYHN N3NUTBaHKuA 3a He3onacHoCT, TOKCHYHOCT NPY MHOTOKPATHO NpUNaraHe, reHoOTOKCHYHOCT
M KaHLIEPOreHeH NoTeHLnan.

B n3cneasanmnaTa Ha pENpOAYKTMBHATA TOKCHYHOCT edexTuTe Ha GMnacTun BupXy deryca (npe- n
MOCTUMINIAHTALMOHHA 3ary0a NpH MIIEX0BE ¥ HENBJIHA OCHQHKALMA Ha YEPEITHUTE KOCTH, I'PbAHATA KOCT H
KpaifHMIMTE NpH 3aiim) ce HabnoaasaT caMo NpU KO3H, CaMO JIpH J1I03H, TOKCHYHH 3a Malkara. HyuBaTa Ha
eKCNO3HULIMS, NPH KOUTO He Ce HaOMmoAaBaT HexKenaHk nekapcTBenH peakiiid (NOAEL), snauntenno
HaaXBBPIAT (> 30 NBTH) eKCo3MLMA NPU XOpaTa NpH NpenopbyaHaTa TepaneeTHyHa A03a.

B npoyuBaHe 3a nakTauMaTa € yCTaHOBEH OMIaCTHH B MAISKOTO Ha KbPMELIH TILXO0BE, NPH N
eIHOKpaTHa nepopanHa no3a (20 mg/kg). Konuentpaunure Ha 6unacTuH B MNSAKOTO Ca OK
OT Te3M B MaliuMRaTa Nna3ma. 3HaueHUeTO Ha Te3H pe3yTaTH 32 XOpaTa He € U3BEeCTHO. [/
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B u3cnenBaxe 3a hepTHANTETA IPH TTHXOBE, OMnacTul, npunaran nepopanto Ao 1000 mg/kg/nen, ne
NpeaM3BHKBA HUKAKhB eeKT BbPXY KEHCKHTE H MBXKHTE PENpOlYKTHBHH OpraHu. IlokasarenuTe 3a

ynTocBaHe, HPepTHANRTET U OPEMEHHOCT HE Ce NOBJIHABAT.
OT U3NHTBanMA 3a pasnpeleneHye IIpH MIEXO0BE C ONpeAeisiHe Ha KOHUEHTPAUKNTE Ha 1eKapCTBOTO Ypes

apTopagHorpadus ce BHXAa, ue 6unacTuH He ce akymyaupa s IHHC.

6. ®OAPMANEBTHYHU JAHHHA

6.1 CrnHcebx Ha IOMONIHHTE BEleCcTBA

Beranexc (E459)
XHAPOKCHETIWILEAYI03a
Mermnnapaxuapoxchbensoat (E218)
[Iponunnapaxuapokcndensoar (E216)

Cyxpanosa (E955)

ApOMaAT Ha MaiHa {OCHOBHM KOMIIOHEHTH: €TaHOJ, TPHAUETHH, BOJa, €THIOYTHPAT, THHAIWIOB alIeTaT)
X 10poBOOPOIHA KHCEINHA, KOBHeHTpHpaHa (37%) wiu paspeniena (10%) (3a perynupale Ha pH)
HaTtpues xuapoxcuj (3a peryaupasde Ha pH)

Bopaa, npeuncrena
6.2 HechrBMeCTEMOCTH

Henpunosxxumo.

6.3 Cpox na roganocrt

3 roauHM.
CpokxBT Ha TOOHOCT cliefl TBPBOTO OTBapsAHe € 6 Mecena.

6.4 Crhennanny yCJI0OBHS 32 ChXpaHeHHE
Ja ce cpxpanara nop 30°C.

6.5 BHun B chABPKARME HA ONAKOBKATA

doprexan 3a acua 2,5 mg/ml nepopajied pa3sTBOp € ON1aKOBaH B ThMHA cThKIIeHa OyTHika (cTexio Tun III),
3aMeyaTana ¢ ANyMHHHEBA Kanauka Ha BHHT, ChC 3alllATeHa CHCTEMa Ha 3aTBapsHe (tamper-proof closure

system) u ¢ obkaTka ot noneTiwieH ¢ Hucka nsTHOCT (LDPE), unu 3aneuaraHa ¢ nonunponuieHoBa
Kanauka, ChC 3alliTeHa OT fiella CHCTEMa Ha 3aTBapsAHe H ¢ 0OkaTKa OT TONMETHWIEH ¢ HHCKa MITBTHOCT
(LDPE). Onakopkute ¢habpKaT 15 ml unyu 25 ml nonsnponunaeHoBa [o3Mpalla yaiika ¢ o3HaueHne 3a 4 ml.

Bceaka Oyrunka ceaspka 120 ml nepopanen pastBop.
6.6 CnenHahaHK DpeaAna3HH MEPKH NPH UIXBbLPJsHE

Henznon3saHuaT NPOAYKT HITH OTNANbYHHTE MaTePHAIH OT HEro Tp;AdBa Aa ce N3XBBLPAAT B CLOTBETCTBHE C
MECTHHTE U3HCKBaAHUA.

7. TIPHTEXATEJ BA PASPERIEHMETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
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9. JATA HA I'bPBO PA3SPEIIABAHE/TIOJHOBSIBAHE HA PASPEINEHHETO 3A
YHOTPEBA

Nara Ha mepBO paspewmaBane: 15/08/2017
IaTa Ha nocyieaHo noaHopasane: 29/09/2022

10. JIATA HA AKTYAJIN3UPAHE HA TEKCTA

03/2025

12




