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doprekas 3a neua 2,5 mg/ml nepopasiex pasrsop AP0 B e
Fortecal for children 2,5 mg/ml oral solution

p 2 KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcekd MUJIMITUTBP OT NEPOPAIHUA pa3TBOp chabpika 2,5 mg OunactuH (bilastine).
[loMOLIIHH BellecTBA C U3BECTHO JIeHCTBUE: MeTHInapaxuapokcubensoar (E218) (1,0 mg/ml),
nponuanapaxuapokcubensoar (E216) (0,2 mg/ml), eranon (0,11 mg/ml).

3a MbJIHUA CIIMCHK Ha NMOMOILIHUTE BellleCcTBa BH)KTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
Ilepopanen pasrsop.

[Ipo3paueHn, 6e3uBeTeH, cinado Bucko3eH BoaeH pa3teop ¢ pH 3,0 — 4,0 6e3 BuAMMU YaCTHLIM.

4. K/IIMHUYHHA JJAHHMH

4.1 TepaneBTHUHH NOKA3AHHS

CHUMINTOMATHYHO JIEYEHUE HA aJIEPrUYEH PUHOKOHIOHKTUBHUT (CE30HEH U LIEJIOTOAMLIEH) U YPTHKAPHUSL.
doprekan 3a Aela e rnokasaH npu jeua Ha Bb3pact ot 2 10 11 roaunm c tenecHo terno Hag 15 kg.

4.2 Jlo3HpOBKA H HAYHH HA NPHUJIOKEHHE

J1o3upoBKa

leouampuuna nonynayus
e Jleua Ha Bb3pacT oT 2 10 11 roaunu ¢ tenecHo rerno Haa 15 kg
10 mg O6unactuu (4 ml nepopasieH pa3zTBop) BeAHBX IHEBHO 3a oOj1eK4aBaHe Ha CUMIITOMUTE Ha
ajlepruieH pUHOKOHIOHKTHBHT (CE30HEH ajlepruueH pUHUT M LEJIONO/IMILIEH aJIepruyeH pUHMT) U
YPTHKapHs.
[lepopanuuaT pasTBop TpsaOBa J1a ce npyUema €/1MH vac Nnpeaqd UM JBa yaca ciefl lpueM Ha XpaHa WM

[J10J10B COK (BHXKTE TOYKA 4.5).

[Ipy BB3pacTHH M IOHOLIM (Ha BB3pacT Ha/A |2 roiMHK) € NoAXOAALLO MPUII0KEHHETO Ha OunacTul 20 mg
TabJIETKH.

[ [pOABIKHTENHOCT HA JI€YEHUETO

[Ipn anepruyeH pUHOKOHIOHKTHUBUT JlIeUeHHETO TpssiOBa aa Ob/1e OrpaHMUYEHO 0 NepHo/la Ha U3JlaraHe KbM

asniepreHure. [IpU ce30HeH anlepruueH puHUT JiedyeHUeTo TpAdBa 1a Obie NpeyCcTaHOBEHO Cliejl OTIIYMSsIBaHe
Ha CHMITTOMHMTE W /1a 3aM04He OTHOBO MPH MOBTOpHATa UM rnosiBa. 1pu LenoroaviieH anepeAdeiRaHTTRE

MALUEHTHUTE MOXKE J1a CC NPEAJIOKH NPOABIDKHUTCIIHO JICHCHHUE MO BPEME HaA MNCPHOIIHUTE ’F S rorar . %

AJICPI'€HHUTC. an YPTHKApHUA MNMpOABIDKUTCIIHOCTTA HA JICHEHHUETO 3aBHCH OT BHU/1A, NPOLIbas *'-;‘: .:1 ‘.i B
TCHKECCTTA HA OINVIAKBAHHUATA. Al O

Cneyuainu nonyiayuu




b1OpeuHo napylueHue

bezonacHocTTa U ehukacHocTTa Ha ODWnacTuH NpM aAcua ¢ 6L0peYHO HapyLIEHHUE HE ca YCTAHOBEHH.
[lpoBeneHUTEe NPOYYBAHHA TPU Bb3PACTHH B CMELMANHY PUCKOBU I'PYIH (MALMEHTH ¢ ObOpeyHo
HapyLLICHHUE) NOKA3BaT, Ye HE € HE0OX0/1IMMO ananTUpaHle Ha IO3MpOBKaTa Ha OUNACTUH IPH Bb3PacTHH

(BHXKTE TOUKa 5.2).

HepHoapobHo HapyuwieHue

BezonacHocTra M eprikacHOCTTa Ha OMJIACTHH MMPH AcUa ¢ YepHOAPOOHO HApPYILUEHHE HE Ca YCTAHOBEHHM.
HsamMa kKnHHUUYEH OMUT TNPH BBL3PACTHH U NEeJHATPHYHH NAUHEHTH ¢ YEPHOAPOOHO HapyleHue. Thi Karo
OunacTHH He ce MeTabonU3Hpa H Ce eIMMHHUPA HEMPOMEHEH Upe3 YpHHAaTa U (PeKalluHUTE, He CE OYaKBa
YepHOAPOOHOTO HapyllleHHe Aa YBEIMYH CUCTEMHATa €KCMO3ULMS Hal IpaHULUTe Ha 6e€30MacHOCT MNpH
Bb3PacTHH NauueHTH. CnenoBaTeNHO He € HeoOX0AUMO aZlanTUpaHe Ha JO3WPOBKATa MPH NPU BB3PACTHH
MalWeHTH W NALMEHTH ¢ YepHOAPOORO HapylleHHe (BHXTE TOUKa 5.2).

Ha4uH Ha nDpuaoXkeHue

[lepopannro npunoxenue

byTunkarta ¢ nepopanHHs pa3TBOp € CHabJeHa ¢ Karnayka, 3alUTeHa OT Jela. 3a oTBapsHe HATHCHETE
nlacTMacoBaTa Karna4ka HaJony ¥ €AHOBPEMEHHO ¢ TOBA 3aBbpTETE OOPaTHO Ha YACOBHMKOBATA CTPEIKA.
C nepopanuus pa3TBOp € NPEAOCTaBa A03Mpalla yallka ¢ o3HaueHne 3a 4 ml (= 10 mg GunacTHH 3a

JO3HPAHE).

4.3 IIpornBonokazaHus

CBpPBLXUYYBCTBUTEIHOCT KBM aKTHBHOTO BELUECTBO WJIH KbM HAKOE OT NOMOLIHMTE BELIECTBA, H30OPOEHHU B
TO4Ka 6.1.

4.4 ChneuHaaHH npelynpeXAeHNd H NPeANA3ZHH MEPKH NPH ynoTpebda

[eouampuuna nonyrayus
EdukacHocTTa 1 6e30nacHOCTTa Ha OWIIACTUH MPU Aella Ha BB3PpacT NOA 2 FrOAWHYU U TEJIECHO Teriio noa 15

kg He ca ycTaHOBEeHH, ciefoBaTe/IHO OuilacTHH He TpAOBa 1a ce U3MNON3Ba NPH JeLa Ha Bb3pacT Noj 2
rOAMHH WK TenecHo Terno noa 15 kg.

[Ipy nauMeHTH ¢ yMepeHO A0 TEXKO OBLOpeUHO HapylIEHHE NPUNOXKEHHNE Ha OMITACTHH CHBMECTHO C
MHXUOUTOPUTE Ha P-riMKONPOTEUH, KATO HaNpUMEP KETOKOHA30/, EpUTPOMHLIMH, LUMKIOCMOPHH, PUTOHABUP
HJIM AWNTHA3EM, MOXKE Jla MOBHILLM NJa3MEHWTE HUBa HA OUITACTHH M, CJIEAOBATENH,0 1a YBEJIUYH pHCKA OT
HexXKelaHHU peakurU Ha OunacTuH. ETo 3a110 €AHOBPEMEHHOTO NPUIIOXKEHUE HA OMNACTHH U MHXHOUTOPH Ha

P-rnmukonporteut Tpabea na ce M30Area npH NaLHEHTH C YMEPEHO JI0 TexXKOo OBLOpeyHo HapylueHHe.

Crobinenu ca cnyvan Ha yabakeH QT MHTepRan Ha enexrpoxapaArorpaMara rpu nauueHTH, mpueMaliy
Ounactun (Bx. Touku 4.8, 4.9 1 5.1). [Ipeanonara ce, ye nekapCTBEHUTE NPOAYKTH, KOUTO NIPUHHABAT
yabmkaBaHe Ha QT/QTc, nosuimasar pucka ot Torsade de pointes.

[Topanu ToBa Tpabra na ce BHUMaBa NpU NpuaaraHe Ha OUIaCTHH Ha NMAUMEHTH, KOUTO €a U3JI0XKEHH Ha
NoBULIEH pUCK OT yabmkaraHe Ha QT/QTc-nHrepeana. ToBa BKIIOUBA MALMEHTH C aHAMHE3Aa 34 ChPAEYHH
APHUTMHH; NALUEHTH ¢ XUINOKAIUEMHA, XUNIOMAarHe3ueMHUs, XUNOKaNLIEMHA; NNALMEHTH C H3BECTHO
yabakasane Ha QT MHTEpBana UK 3HauuTeNHa Spaankapaus; NaLUEHTH, KOUTO yriorpebsapar
€OJHOBPEMEHHO APYrd NEKApCTBEHU NPOAYKTH, CBBp3aHu ¢ QT/QTc-yabrmxapaHe.

doprekan 3a neua CraAbpxa MeTunnapaxuapokcuberzoat (E218) u nponuanapaxuapokcmnbensoar (E216),
KOUTO MOTAaT J1a MPUYKHAT aJIePFUUHH peakUuuH (BeposaTHO OT 3abaBeH THM).

ml 6upa uau 0,005 ml BuHoO.
MankoTo KOJHUECTBO aIKOX0J B TOBA JIEKAPCTBO HAMA 2a MMa 3a0enNekMMH ePeKTH.




ToBa niekapcTBO cbaABPpKaA NO-MaNKO OT 1 mmol Hatpuit (23 mg) va 4 ml, T.e. MOxe na ce Kaxe, ye
NPakTUUECKK HE ChObpKa HATPUH,

4.5 BiauMopedcTBHE ¢ APYIH JIEKADCTBEHU NPOAYKTH H APYrH (OPMH HA B3aHMOJeHCTBHE

IIpoyusanus 3a B3aMMOJEHCTBHE Ca MPOBEXAAHH €HHCTBEHO NPH Bb3PACTHY U ca 00obuIeHH nmo-aony.

BzauMmoneicreme ¢ xpanu: XpaHara 3Ha4dMO HaMaJlsiBa opajiHaTa OMoHanMuHocT Ha OunacTuH 20 mg
TtabneTku ¢ 30%, a Ta3u Ha 6GunacTuH 2,5 mg/ml nepopanen pasteop c 20%.

B3anMonericTBre cbe cOK OT rpeindpyr: EnHoppemeHHuaT npueM Ha Ounactvd 20 mg ¥ cok oT rpedndpyr
NOHMKaBa OMonanuuHocTTa Ha 6Gmnactun ¢ 30%. To3u edekT MoXKe Ja ce OTHacCH CBIIO 32 APYTH TUIOAOBH
cokose. CteneHTa Ha NMOHWXaBaHe Ha OMOHANUYHOCTTA MOXKE Aa Bapypa cropeA NPOH3BOAUTENH H IJIONOBE.
MexaHu3MLT Ha ToBa B3auMoAeicTBUe € uHxubupane Ha OATP1 A2, TpancnopTHa cHcTeMa 3a YCBOSBaHe,
3a KOATO OMAACTHH € cyOCTpaT (BHKTE ToUKa 5.2). JIekapCcTBEHH NPOAYKTH, KOUTO ca CYOCTpaTH HIH
uHxubutopu Ha OATP1A2, xaro puToHaBHDP WIH prdaMIHIHH, MOXKE a UMAT MOTEHLMAN a HAMAJIABAT [10
noobeH HaUWH MNja3MeHaTa KOHHEHTpallig Ha OMNnacTHH.

B3auMoneHCTBHE ¢ KETOKOHA30/ WK EPUTPOMHULIMH: EAHOBpEeMEeHHUAT npueM Ha OunacTiH 20 mg BeIHbK
IHEBHO U KeTokoHazon 400 mg BeAHBLK AHEBHO WIH epHTpOMULIHH 500 mg Tpy NBTH AHEBHO NMOBHIIABA Ba
nsTH AUC Ha 6unactuH U 2-3 mbTH Crmax. Teau npomenu morat aa 6saat 069CHEHM ¢ B3aUMOEHCTBHETO C
YpEBHHTE TPAHCIIOPTHH CUCTEMH 3a OTHENAHE, ThH Karo OunacTHH € cybeTpar 3a P-gp M He ce
meTabonusnpa (Buxkre Touka 5.2). Tesn npoMeHu u3rnexaa He NMOBJUARAT Npoduaa Ha 6e30MacHOCT Ha
6W1acCTHH U, CHOTBETHO, H& KETOKOHA30J1 WM EPUTPOMHIIMH. JIpYTH NleKapcTBEHM NPOAYKTH, KOHUTO ca
cybcTpaTi M HHXMOUTOPH Ha P-gp, kaTo LUKIOCTIOPHH, MOKE Aa UMAT MOTEHLHAI A4 YBeJIH4aBar rno
nonobeH HaYHH Na3MeHaTa KOHUEeHTpalusa Ha OMnacTHH.

BsaumozneicTeue ¢ funTHaszeM: EJHOBpeMeHHUAT npueM Ha 6MnacTHH 20 mg BeAHDK HEBHO M AHWATHAZEM
60 mg BeaAHBX AHECBHO (10BHINABA Cimax Ha OunacThH ¢ 50%. To3u edekT Moxce aa ce 06ACHHU ¢
B3aHMOJEHCTBUETO C YPEBHHUTE TPAHCNOPTHU CHCTEMM 3a OTAENAHEe (BMXKTE TOUKA 5.2) U W3riexia He

noenuABa npoduna Ha 6e30MacHOCT Ha GHUIIACTHH.

B3anMmonencTBre ¢ ankoxoin: [lcuxoMoTopraTa AeHHOCT cell eqHOBpEMEHEH NpueM Ha ajikoxon 1 20 mg
OHnacTHH BeAHBXK AHEBHO e NofobHa Ha HabMoaaBaHaTa Ce/l IPHEM Ha aIKoXoJ ¥ nnauebo.

BaaumopeicTaue ¢ nopazenaMm: ENHOBpeMEHHMAT npreM Ha OUnacTHH 20 mg BeAHDBK AHEBHO U JIOpa3enaM
3 mg BeAHBX AHEBHO B NPOAB/DKEHHE Ha 8 AHHM HE YCHUIIBAa NMOATHCKAILHA edeKT Ha jlopazenam BepXy LIHC.

Ieouampuuna nonynayus
He ca nposexaann npoyysaHus 3a B3auMoaeicTeue ¢ 6unacTuH nog ¢opMara Ha nepopaneH pasTBop npH

Aeua. Hama xJIMHWYEH ONMUT MO OTHOLUEHME Ha B3aMMOAEHCTBUETO Ha OUNAacTHH ¢ IpYry IeKapCTBEHH
NPOAYKTH, XpaHH WU MJIOXOBH COKOBE HpH Aeua. ETo 3amo npy npeanuceaneTo Ha 6MI1acTHH Ha Aena
TPAOBA NMOHACTOALIEM @ C€ B3EMAT NpeABUA PE3YITAaTHTE, MOJTyUE€HU OT APOYYBAHHATA 3a B3AUMOAEHCTBHE
IpH Bb3pacTHH. He ca HaNnMyHK KIMHHYHY NaHHM NpY Jeld, KOUTo Noka3Bat Aaiu npomenure B AUC unn
Cmax, NpHUUHEHHN OT B3aUMOJEHCTBHSA, MOBIUABAT Npoduna Ha 6e30nacHOCT Ha OMNacTUH.

4.6 DeprnanTter, 5peMEHHOCT H KbpMeHe

bpemeHHoCT
JIunceat nny MMa orpaHWYeHH AaHHK 3a ynorpebaTta Ha OMIAaCTHH NpH OpeMeHHH KEHH.

[IpoyyBanusaTa npH )KHBOTHH HE NOKA3BAT NPEKH WY HEMPEKH BPeHU e(PEeKTH NO OTHOLLEHUE Ha
PENPOAYKTHBHA TOKCHYHOCT, pakAaHe HJIH NOCTHATAIHO pa3sBUTKE (BHXKTE TOoUKa 5.3) Ke QRS AR
MsApKa € 3a NnpeanoyrTane aa ce uibsarea ynorpebara Ha ®oprekan 3a neua no Bpemg

Frn
KbupMmene X




EkckpeliaTa Ha OWIACTHH B KbpMaTa He € Npoy4eHa npu xopa. HaiuuHuTe (hapMaKOKMHETHYHH JaHHH IpH
JKMBOTHM MOKa3BaT eKCKpeLMs Ha GMIacTHH B MIISKOTO (BXK. Touka 5.3). TpsabBa na ce B3emMe peIICHHE Jaiu
1a ce NpeycTaHOBH//Ia He ce MPHIIOXKH TepanusaTa ¢ @opreka 3a AeUa, KaTo C€ B3eMat NpeBHA noasara ot
KbPMEHETO 3a JIETETO W MoJI3aTa OT TepanusTa ¢ OWIaCTHH 3a MaHKaTa.

DepTUIUTET
JTUTICBAT MJTM MMa OrPaHHYeHH KIIMHUYHHU JaHHu. [IpoydBaHe MpH MIbXOBE He MOKa3Ba HeraTHBEH epeKT
BLPXY (pepTriinTeTa (BHAKTE TOUKA J.3).

4.7 EdexTH BbpPXy cnoco0HOCTTA 32 Wo¢upaHe H padoTa ¢ MAIUHHH

M3BBpIIEHO NPOyYBaHe MPH Bb3PACTHH 3a OLEHKA Ha edekTHTe Ha ONIaCTHH BbPXY cnocoOHOCTTA 32
wodupaHe noka3pa, 4ye ieyeHue ¢ 20 mg OMIACTHH HE MOBJIMABA CIOCOOHOCTTA 3a wodupane. Berpeku
TOBA, Thil KATO MHAMBH/ya/THATa peaKHs KbM JIEKAPCTBEHHUS MPOAYKT MOJXKE /1a C€ pa3/iMiaBa, MalHeHTHTE
Tps6Ba 1a ObAT ChBETBAHHU J1a HE WOQHPAT U [a He paboTAT ¢ MAlUIMHH, JOKAaTO HE YCTAHOBSAT KaKBa €
coOcTBEHATa UM peakLMsi KbM OMIIaCTHH.

4.8 Hexe/1aHH JIeKAPCTBEHH peaKUHH

O6061wenue Ha npoduaa Ha 6€30MacCHOCT MPH NeAHaTpUYHaTa NoMyJjaauus

[To BpeMe Ha KJIMHHYHATA pa3paboTKa YecToTara, BAABT U TEKECTTa Ha HEXKETAHUTE PEAKLIWH TIPH IOHOLIH
(Ha BB3pacT oT 12 10 17 rofnMHK) ca chlHTe KaTo HabMo1aBaHUTe PH Bb3pacTHH. ChOpaHarta UHpOpMaLIUA
B Ta3H NMOMyJalKs (FOHOLIK) M0 BpeMe Ha MOCTMapKETHHIOBOTO HaOII0IeHHE NMOTBBbPK/AaBa PE3y/ITATHTE OT
KITHHUYHUTE W3MUTBaHUA.

[TpoueHTHT Ha aeuata (Ha Bb3pacT oT 2 10 11 roaunu), KOUTO CHOOLIABAT 32 HEXKEJIAHH PEaKLIMH (HP) cinen
neyenue ¢ GuaactiH 10 mg Ha anepruyeH pUHOKOHIOHKTHBHUT WM XPOHHWUYHA MMOMNATHYHA yPTUKapus B 12-
CeMHYHO KOHTPOJIMPAHO KIMHMYHO U3MIMTBAaHe, € CPaBHUM C TO3H Ha rpynara, npuematua raueodo (68,5%
cpeury 67,5%).

Cewp3annte HP, chobmapanu Haii-uecto ot 328 neua (Ha Bb3pact oT 2 10 11 roautum), nomyyasawu 10 mg
OunactuH (noa dopMara Ha AMCMEeprupally ce B ycrarta TabJIeTKH) N0 BpeMe Ha KIIHHHYHH H3MUTBAHHS
(260 meua, BKIOYEHH B MPOy4YBaHe Ha KJIMHWYHaTa 6e30macHOCT W 68 neua, BKIIOYEHH BbB
(hapMaKOKMHETHYHHTE MPOYYBaHHA), ca r1aBo0oKe, aNepruieH KOHIOHKTHBHUT, PHHHT H KOPEMHA OoJika.
Te3u CBBP3aHU HEXKENAHH PEAKLIMH Ce MOSABABAT CC CPABHUMA YECTOTA MPH 249 NaLMeHTH, Moy4aBallH
ru1aedo.

O6061IeHHe Ha HeKETAHUTE PeaKiMH B MeJHaTPUYHaTa MomyJialus B TabJIHYeH BUA

HP, KOWTO ca NMOHEe Bb3MOXHO CBBbpP3aHH ¢ OMJIaCTHH U ca choOiaBanu npu noseue ot 0,1% ot neuara (Ha
BB3pacT oT 2 10 11 roaunu), nonayyasaiy GUIACTHH MO BPEME Ha KIIMHMYHATa pa3paboTka, ca MpeJcTaBeHH
B TabsMuara no-aoy.

YecTOoTHUTE CE ONMpEeae/iAT KakTo C/ieBa:

MHuoro yectu (=1/10)

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

Penxu (=1/10,000 to <1/1,000)

Mnoro peaku (<1/10,000)

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

C Heu3BecTHa yecToTa (He MOKe 1a ObJie OLleHeHa OT HAJIMYHUTE JaHHH)

Peku, MHOrO PEIKM M PEaKiMK C HEU3BECTHA YeCTOTa He ca BK/IIOYEHH B TalJMLaTa.
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Hapynienus HA HePBHATA CHCTEMA
YectH I'naBobonue 6 (1,8 %) 3 (1,2 %)
Hevecti 3aMaiBaHe 1 (0,3 %) 0 (0,0 %)
3ary6a Ha Cb3HaHHe 1 (0,3 %) 0 (0,0 %)
HapymeHHsl HA OYHTE
YecTH AnepruueH KOHIOHKTHBHT 4 (1,2 %) 5 (2,0 %)
Heuecty Jpa3neHe Ha OUMTE 1(0,3 %) 0 (0,0 %)
CroMamiHO-YpeBHH HAPYUIeHNS
KopeMHa Oosika/005Ka B ropHaTa 4acT Ha 3 (0,9 %) 3 (1,2 %)
KOpeMa
HeyectH Iuapws 2 (0,6 %) 0 (0,0 %)
['agene 10,3 %) 0 (0,0 %)
[TogyBsane Ha YCTHHTE 1(0,3 %) 0 (0,0 %)
HapymeHHs HA KOXKATA H NOAKO0KHATA ThKAH
HeuecTn Ex3ema 1 (0,3 %) 0 (0,0 %)
| YprTHkapus 2 (0,6 %) 2 (0,8 %)
O0mH HAapYmeHHS H ChCTOAHASN HA MACTOTO HA NPAJIOKEHHE
HeuecTn | Ymopa 3(09%) |  0(0,0%)

260 nena, BKMOYEHH B NPOYYBAKETO 33 KIHHUYHATA Ge30MacHOCT H 68 neua, BKIIOUEHH BB (apMakOKHHETHHHHUTE NPOYYBAHHUA

Onucanye Ha U3OPaHN HeXKeTaHH PeakLiMy B MeHaTpUYHATa NoMynauns

[naBo6onue, KopeMHa 60nKa, ajepruueH KOHIOHKTHBHT H PHHHT ca HaO/MioAaBaHy U TPU AeNa, JIEKYBaHH C
6unactud 10 mg, ¥ NpH Aeua, iekyBanu ¢ rwanebo. CroblieHara yecToTa ¢ 1,8% cpemy 1,2% 3a
rnaBoGonue; 0,9 % cpeury 1,2% 3a kopemna 6onka; 1,2% cpeury 2,0% 3a anepruicH KOHIOHKTHBHT H 0,9 %
cpelny 1,2% 3a pUHHT.

Q6o6menye Ha npoduia Ha 6e30MacHOCT NPH Bb3PACTHH MALIHEHTH M MPH IOHOLIH

YecTOTaTa HA HEXKEJTaHH peaKlUy NP BLIPACTHH MALMEHTH H NPH IOHOLLH, CTPaaally OT aNepruticH
PHHOKOHIOHKTHBHT WIH XPOHHYHA MAHONATHYHA YPTHKAPHS, JIEKyBaHH ¢ 20 mg OMiacTuH B KIMHHYHH
W3MATBAHUA, € CPABHHUMA ¢ YECTOTATa NpH nauueHTH, nony4yw mwiauebo (12,7% copamo 12,8%).
Knunwinu npoyusanus dasa II u 111, npoBenenn no peMe Ha KIMHMYHATA pa3paboTka, BIIIIOYBAT 2525
BB3PACTHH MALMEHTH H IOHOLUH, JIEKYBaHH C padiHdHM JO3H GUnacTHH, OT kouTo 1697 nomyyaear G1unacTHH
20 mg. B re3u npoyuBanus 1362 nauueHTa nomyyanar rnauedo. Hexxenanure nekapcTBEHN peaklMH, KOMTO
Hal-yecTO ce ¢bobIaBaT OT NALHeHTH, Nojy4aBawn 20 mg OMITaCTHH NMpH NMOKa3aHue aepPruicH
PHUHOKOHIOHKTHBHT MM XpOHHYHA UAHONATHYHA YPTHKapH4, ¢a rinapo0onne, ChHINBOCT, 3aMaHBaHe H
yMopa. Te3n HexenaHy PeakLUH ce NOSABIBAT ChC CpPaBHHMa YECTOTA NPH NAlMEHTH, NOTy4aBally mwiaLeoo.

O6o6ieHHe Ha HexeNaHHTe PeaKUWH NPH BH3PACTHH NAUUEeHTH H NPH IOHOWIM B TabIH4YeH BUA
HexxenaHuTe NekapcTBEHH PEAKIMH, KOMTO ca MOHEe BE3MOXKHO CBBP3aHH ¢ OWIacTHH M ¢a CHOOLLaBaHu NpH
noseye ot 0,1% oT nauMeHTHTE, Nomyuasaiy 20 mg 6UAacTHH 1Mo BpeMe Ha KIKHWYHAaTA pa3paborka (N =
1697), ca npeacraseHd B TabiMuara rno-aomy.

YecToTUTE C€ ONpeaenaT KaKTo c/ieABa.
Muoro yectd (>1/10)

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

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

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

MHoro peakun (<1/10 000)

C HeunsBecTHa yecToTa (He MoXe a Oble OLlEHEHA OT HATMYHHTE JaHHH)

Penxu, MHOTO PEKH ¥ PEaKUMH ¢ HEM3BECTHA YECTOTA HE Ca BKAIOYEHH B TabaHLaTa.
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HeuecTu Xeprec Ha YCTHUTE 2 (0,12%) 2 (0,08%) 0 (0,0%)

Hapywenus na merad0oIM3Ma H XpaHeHETO

HeuecTH [loBUILIEH AnEeTHT 10 (0,59%) 11 (0,44%) 7(0,51%)

Ilenxnunun napymenus

HeuecTH TpeBoxHOCT 6 (0,35%) 8 (0,32%) 0 (0,0%)
be3cbHUe 2 (0,12%) 4 (0,16%) 0 (0,0%)

Hapymenus Ha HepBHaTa cHCTEMA

e CBHHJIMBOCT 52 (3,06%) 82 (3,25%) 39 (2,86%)
[ naBoOonue 68 (4,01%) 90 (3,56%) 46 (3,38%)

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

Hapymenusi Ha yXoTo H JJa0HpPHHTA

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

CobpiaeuyHH HapyHIeHHSI

Heuectn Jlecen Genpen OG0k 4 (0,24%) 5 (0,20%) 3 (0,22%)
CHuHycoBa apuTMHUS 5(0,30%) 5(0,20%) 1 (0,07%)
;i‘;ﬁ’;::ﬂ?;‘;?;:ﬂzi“ . 9 (0,53%) 10 (0,40%) | 5(0,37%)
Hpyru otknonenus B EKI 7 (0,41%) 11 (0,44%) 2 (0,15%)

PecnupaTopun, rpbAHH H MeIHACTHHAJIHH HAPYIIEHHS

HeuecTu JlucriHes 2 (0,12%) 2 (0,08%) 0 (0,0%)
JlnckomdopT B HOca 2 (0,12%) 2 (0,08%) 0 (0,0%)
CyxoTa B HOca 3 (0,18%) 6 (0,24%) 4 (0,29%)

CroManmHo-4peBHH HApYIIEHHS]

HeuecTn bonka B ropHara yact Ha kopema 11 (0,65%) 14 (0,55%) 6 (0,44%)
Kopemna 6onka 5(0,30%) 5(0,20%) 4 (0,29%)
["afiene 7 (0,41%) 10 (0,40%) 14 (1,03%)
CromatueH auckompopr 3 (0,18%) 4 (0,16%) 0 (0,0%)
Jnapus 4 (0,24%) 6 (0,24%) 3 (0,22%)
Cyxora B ycTaTa 2 (0,12%) 6 (0,24%) 5(0,37%)
Jlucnencus 2 (0,12%) 4 (0,16%) RIS
Cactput 4 (0,24%) 1(0,16%)

Hapymienssi Ha KokaTa H N0JIKOKHATA ThKaH
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2 (0,15%)

HeuecTH CbpOex 2 (0,12%) 4 (0,16%)

O0mu HapymeHHsl H ChbCTOSIHHS HA MSICTOTO HA MPHJIOJKEHHE

Heuectu YMmopa 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kaxna 3 (0,18%) 4 (0,16%) 1 (0,07%)
YcunBaHe Ha nipeiM ChLIECTBYBALIIO . o
aBonsRAHE 2 (0,12%) 2 (0,08%) 1 (0,07%)
Tpecka 2 (0,12%) 3(0,12%) 1 (0,07%)
AcCTeHUS 3 (0,18%) 4 (0,16%) 5(0,37%)

U3cnenBanus

Heuectn [loBHiIeHa rama- 6 §
N — 7 (0,41%) 8 (0,32%) 2 (0,15%)
[loBuiiena ananuu- 5 3
R w— 5(0,30%) 5(0,20%) 3 (0,22%)
[loBuiiena acnaprar- 5 "
sMBROTPRRChenis 3 (0,18%) 3(0,12%) 3 (0,22%)
[ToBMLIIEH KpEeaTUHHUH B KPbBTA 2 (0,12%) 2 (0,08%) 0 (0,0%)
[ToBHIIEHU TPUIITHLIEPHIN B KPbBTa 2 (0,12%) 2 (0,08%) 3 (0,22%)
[loBHULIIEHO TETNO 8 (0,47%) 12 (0,48%) 2 (0,15%)

*Cpobmasa ce 1 3a yavpkeH QT uHTEpBasn Ha elekTpokapAXMOrpaMa ciell nyckaHe Ha nasapa.

C neuszgecmna wecmoma (He moxe na O0b/le OlleHeHa OT HaAJIMYHUTE AaHHKu): [lannurauun, Taxukapaus,
peaklMy Ha CBPBXYYBCTBHTEJIHOCT (KaTO aHaHUIaKCHUsl, aHTHOE/IEM, IMCITHES, OOPHUB, JIOKATM3UpaH
€/1eM/JI0KaTU3MpaH OTOK M epUTEMA) U NOBPbLIaHe ca HaOJIK0/laBaHH 110 BpeMe Ha NMOCTMapKETHHIOBUS

[MepUOIL.

Onucanue Ha W30paHy HEXeJlaHW PeaKlIMM NPH Bb3PACTHU TMALIMEHTH U MPH FOHOLIU

CbHnuBOCT, raBodoue, 3amaliBaHe U ymopa ca Ha0JIlo/1aBaHU M NPHU NalLMEHTH, JIEKyBaHH ¢ 6uiactuH 20
mg, M NpU TaKKBa, JIeKyBaHH ¢ ruauebdo. CbroliueHara yecrora e 3,06 % cpewmy 2,86% 3a cbunusoct; 4,01%
cpeuty 3,38% 3a rnasodonue; 0,83% cpeiy 0,59% 3a 3amaiiBane u 0,83% cpeuy 1,32% 3a ymopa.
HudopmaumsaTa, cbbupana no BpeMe Ha NOCTMapKETUHIOBOTO HabuoileHHe, MOTBBPIK/AaBa npoduia Ha
Oe3onacHocT, HabJII01aBaH M0 BpeMe Ha KJIMHHYHaTa pa3padoTka.

CphoOuiaBaHe Ha NOA03UPaHU HEKEIAHU PEeaKIUH

CboO11aBaHeTO Ha MO/I03UPAHHU HEXKEJIaHU peaklMy clie/l pa3pellaBaHe 3a yrnorpeba Ha JeKapcTBEHHS
MPOAYKT € BaKHO. ToBa 1no3poJisiBa /1a npoAbJHDKU HaOI10/IEHUETO HA ChOTHOLLIEHHETO MOJI3a/PUCK 3a
NIEKapCTBEHHUA NMPOAYKT. OT MEAULIMHCKUTE CNIELIMAJIMCTH C€ M3UCKBA /1a choOLIaBaT BCAKA M003UpaHa
He)KeJlaHa peaKLMs Ype3 HalMOHa/IHATa CUCTeMA 3a CboOIlaBaHe:

W3nbiHuTeHa areHius 1o Jjiekapcrpara
yi. ,,JlamsaH ['pyes” Ne &
1303 Codus

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




4.9 Ilpeao3upane

Hsama nanHuM 3a npenosupane npH aeua.

HMudopmaunsara oTHocHO ocTpo Npeao3npade Ha OWIaCcTHH € NoayUYeHa OT ONUTA OT KJIMHHWYHW U3NMTBAHNUA,
MPOBEAEHK NO BpeMe Ha pa3paboTkaTa npH Bb3PacTHH, KAKTO U [0 BpEMe HA NOCTMapKETHHIOBOTO
Habntoneune. [IpH xIMHKUHKTE NPOYUBaHMA ClIeA NpUIoKEHHE Ha OUnacTuH B 1031 10 1o 11 nvTH no-
BUCOKH OT TepaleBTH4HaTa A03a (220 mg eavHnyHa Ao3a unu 200 mg QHEBHO B NPOABIKEHNE HA 7 IHH)
MpH 26 BB3PaCcTHU 3paBH 10OPOBOJILH YECTOTATa HA CBEP3aHU C JIEUEHUETO BE3HHKHAIIM HEXXENaHU
peakuMy € ABa MBTH NO-BHCOKA OTKOJKOTO NMpH nnauedo. Hexxenanurte peakunm, KOUTO ca cbo0ilaBaHu Hail-
4ecTo, ca 3aMaiiBaHe, riiapobonue n raaeHe. He ca noknaaBaHu CEPUO3HH HEXKEJIaHH peakUMH M 3HAYHMO
yabikaBaHe HA QTc nHreprana. UHdopmauudara, ceOpaHa npu nOCTMapKETHHIOBOTO HabnioaeHue,

ChOTBCTCTBA C Ta3H, JOKJIaJBaHa B KIIHHHYHHATEC NPOYHYBAHHIL.

KpuTHiHara oleHka Ha eekTa Ha MHOrokpaTHaTa a03a Ha 6unactuH (100 mg x 4 1HH) BBHpXY
BEHTPpHKYNIapHaTa penojsgpuizauna upes ,,uano0crHo QT/QTce kpocoyrsp npoyurane™ ¢ yyactue Ha 30 3apaBu
BB3PACTHU JOOPOROJILM HE MOKa3Ba 3HAUMMO yaAbKaBaHe Ha QTc.

B cnyuaii Ha npefo3ypaHe ce NpenopbYBa CUMNTOMATHYHO U MOAABPKALIO NEUYECHME.

HsaMa v3BecTeH cneundHueH aHTHAOT Ha OMNacTHH,

5. G®APMAKOJOI'MYHU CBOHCTBA

3.1 @apmMakoAHHAMHYHM CBOHCTBA

(DapMaKoTepaneBTUUHa rpyna; AHTUXMCTAMHUHH 32 CUCTEMHO NMPUWIOKEHHE; JIpyrd aHTUXHCTAMUHH 3a
cucteMHO npunoxeHne. ATC kon: RO6AX29.

MexaHUu3bM HA OEHCTBHE
bunacTHH ¢ HecelaTUBEH XMCTAMHUHOB AHTAarOHUCT C MPOALIIKUTENHO AEHCTBUE U CENIEKTHBEH nepudepeH

H;-peuentopeH aHTaroHucTHueH apuHUTET 6€3 aQUHUTET KbM MYCKAPHHOBH pELIENTOPH.
bnnactvH NOTHCKA HHAYLHPAHHTE OT XHCTAMHMHA KOXKHH peakund tun ,,wheal and flare™ 3a 24 vaca cnepn

MNpHcMa Ha CAWHHYHH O3H.

KayHuuyHa eHKacHOCT

EdukacHocTTa Ha OunacTul € U3CNeiBaHa NIpH Bb3PAacTHH U 10HOWU. ChriacHO NpenopbKUTE, A0Ka3aHaTa
e¢HKACHOCT NPH Bb3PACTHHU 4 IOHOLIH MOJKE J1a C€ eKCTPpanoipa U NpH Jeua, Thi KaTo € A0KA3aHO, Ye
CHCTEMHATA eKCcno3uuHig Ha 10 mg OumacTHH NpU Aeua Ha BBL3pacT OT 2 A0 11 roguMHH ¢ TenecHo Terio Han
15 kg ¢ ¢cpuiaTa KakTo eKCo3uuuaTa npy Bu3pacTHy Ha 20 mg 6unacTuH (BHXKTE TOYKA 5.2).
ExcTpanonvpaHeTo OT IAHHHTE 34 Bb3PACTHHUTE H IOHOLIUTE CE CUMTA 3a NMOAXOAA0 3a TO3H NPOAYKT, Thil
KaTo NaTo(HU3HONOrKATa Ha ANeprUudHHUA PHHOKOHIOHKTHUBKHT M YPTUKAPHATA € €JHa M ChLlla 32 BCUYKH
Bb3PAacTORH I'PYIIH.

B xJHMHUYHU NMPOYUBAHUA HA BB3PACTHH MALHEHTH H NAUMEHTH B FOHOILECKA BB3PaCT C allepruueH
PUHOKOHKOHKTUBHT (CE€30HEH U UenoroauviieH) Ounactun 2Q mg, npunaran BeAHEX JHEBHO B NPOADBIKEHHE
Ha 14-28 nHH, € edeKkTHBEH NpK oDJIeKYaBaHE HA CHMNTOMHM KaTO KWXAHE, Tevalll HOC, Chpbek B HOCAa,
3anylieH HOC, ChpOeX B QUHTE, ChJI3EHE W 3aYepPBSBAHE HA OUMTE. bUNacTUH e(peKTUBHO KOHTPOIHPA
CUMIITOMUTE B NPOAbI>KEHHUE HA 24 yaca.
B nBe x1MHUYHHM NpOYUBaHUA HAa NALMEHTH ¢ XPOHHUUYHA HAMOTNIATHUYHA YpTUKapus, OunacTiH 20 mg,
fIpWiiarad BeAHBXK JHEBHO B NPOAb/DKEHME Ha 28 JIHH, € edeKTHBEH 3a 00leKyaBaHe HAa HHTEH3WBHOCTTA HAa
cbhpOexa v Opos U pazMepa Ha YPTHKHTE, KAKTO U AMCKOM@OPTA HA NaUMUEeHTHTE, NTPeAH3BHKaH OT
ypTHkapuaTa. [launentite moaobpagaT cBOsA CbH M KAMECTBOTO Ha JKHBOT. N
He ce HabnoaaBa KNMHMUYHO 3HAaYMMO yabmkaBaHe Ha QTc uHTepBana wnu apyr C'Lp,u n 2
KJAHHUYHHUTE NpOoyUBaHua ¢ OunactuH gqopu npu 1034 oT 200 mg aueBHo (10 mbTH o 7
MPOABLHKEHUE Ha 7 IHYU NP 9 nHlla UK OPK KOraTo Ce Npyiara 3ae/1HC ¢ MHXHOH l .’w ) TN
KaTo KeTOKOHa300 (24 nuua) n epuTpoMHLMH (24 auna). B nonbaHeHKe e u3Bbpule % %?-f Y |
H3cneaBaHe, BknouBallio 30 noOpoBOaLH. #“-'Ltﬁ"
T r'r. ) i
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B KOHTpOJIMpaHH KIMHHYHH NTPOYUBAHUS NPH npenopbyana Aosa ot 20 mg BeAHBLK AHEBHO, NPOdUIBLT Ha
Oe3onacHocT Ha OMnacTvH no oTHoweHune Ha LIHC e cbu3amepum ¢ To3u Ha niauebo v nossara Ha
CHHJIMBOCT CTaTUCTHYECKHK HE C€ pa3inyasa oT niuauedo. bunactud B go3u Ao 40 mg eAHOKPaTHO AHEBHO He
3aCATa NCUXOMOTOPHATA (DYHKLMSA B KIIMHHYHKW NPOYYBaHUS W HE 3acira cnocobHOCTTA 3a wodKpaHe B
CTaHAAPTEH LWOQPLOPCKU U3NHUT.

IlaunenTy B cTapuecka Bb3pacT (= 65 roguHH), BmoueHH BbB Qaza Il v 111 Ha uscneaBanunaTa, He nokassar
pa3vKa 1o OTHOWEHHE Ha €(PUKACHOCTTA WK Be30MacHOCTTa CIPAMO MTO-MJIagH MALIMEHTH.

KnuHnyHa 6e3011acHoCT

B 12-ceaMH4HO KOHTpPOAMPAHO KNMHHUYHO MPOYUYBAHE ¢ Aelia Ha Bb3pacT ot 2 no 11 roanxn (obwo 509
nena, 260 nexkyeanu ¢ 6unactul 10 mg: 58 Ha BB3pacT oT 2 n0 <6 roaunu, 105 Ha Bb3pacT or 6 1o <9
roauny, 97 Ha u3pact ot 9 1o <12 roaunm v 249 nexyeanu ¢ nnanedo: 58 na Bbu3pacT oT 2 10 <6 rouHH,
95 Ha BB3pacT oT 6 4o <9 roavHu U 96 Ha BB3pacT oT 9 10 <12 roaANHH) NpU NpenopLYHTE/IHATA
neaMaTprHyHa no3a ot 10 mg BeAHBXK AHEBHO NMpodunsT Ha GesonacHocT Ha 6unacrun (n=260) e cxo4eH ¢
TO3W Ha mauedo (n=249), kaTo HexKenaHHW J1eKapCTBEHH peaKLMH ce nposBaBaT npH 5,8% u 8,0% ot
MalMeHTHTE, NpUeMalll ChoTBeTHO 6HacTiH 10 mg u mnauebo. Ilpyn ToBa npoyyBane ¥ GunactrH 10 mg, 1
1auedo JEMOHCTPHPAT IEKO HAMAISBAHE HA PE3YJITATHTE 3a CHHIIMBOCT H CEAallMs B IEAHATPHYHHUS
BBIIPOCHHK 3a cbHA (Paediatric Sleep Questionnaire), kaTo MEXKIY JEKYBAHUTE I'PYNH HIMA CTATHCTHUECKH
3HaYHMH pa3nvku. I1py Aeuara Ha BB3pact OT 2 10 11 roguHu Hama #abarogaBaHA 3HaYKMMMU pa3auky B QTc
cieq neyeHueTo ¢ 10 mg GutacTUH [HEBHO B cpaBHEHHKeE ¢ Mauet0. CrnelHaHY BBIIPOCHHLM 34 KAYECTBOTO
Ha XKMBOT 3a JIella ¢ ajlepruyeH pHHOKOHIOHKTHBUT WU XPOHHYHA YPTHKApHUA IEMOHCTpHpaT 00110
YBEHYEHHE B PE3YNITATUTE 3a NMepHox OT 12 ceaAMHULIA e CTATUCTUYECKH 3HAUMMA Pa3/INKa MeXKayY
pameHaTa Ha jedeHue ¢ bunacTiH U raueto. Obmara nonynauus ot 509 aeua obxsama: 479 nuua ¢
aJlcpruv¥eH pUHOKOHIOHKTHBHT M 30 JIMlla ¢ AMarHOCTHUMpaHa XpOHHYHA ypTukapus. 260 gena ca npueMaiy
ounacruH, 252 (96,9%) 3a anepruyeH puHOKOHIOHKTUBHT H 8 (3,1%) 3a Xxponuuna ypruxapud. Ilo ananorus,
249 nena ca npuemanu nnauedo, 227 (91,2%) 3a aneprudeH pyHOKOHIOHKTHBHT H 22 (8,8%) 3a xpoHuyHa
YpTHKapus.

IlenyaTpuuHa nonynatus

EsponesickaTta areHLMA 110 1eKapCTBATa OCBOOOXAAaBA OT 3aAB/DKEHHETO 32 NPEACTABAHE HA PE3YIITATUTE OT
MPOYYBAHHATA ¢ OUTACTHH BLB BCHYKH NOArPYIH Ha NEAHATPHYHATA NONYJIALKA 0] 2-TOAUIIHA BH3pacT
(BrkTE TOUKA 4.2 32 MHDOpMALMA OTHOCHO NEAHATPUMHATA ynoTpeba).

5.2 @PapMaKkOKHHETHYHH CBoOlicTBa

Abcopbuus
bunactuun 6bp30 ce abcopbupa cnen nepopanHo NPUIOKEHHE ¢ BpeMe 3a IOCTHUIaHe HA MaKCUMaJTHa

ni1asMeHa KOHUEeHTpaLus oT okoJo 1,3 yaca. He ce Habmonasa akymynanus. CpetHOTO HUBO Ha
OMOHATMYHOCT Ha OMITACTHH NPH NepopaiHo NpuiioxKeHHe e 61%.

PasnpeneneHue

In vitro W in vivo npoy4YBaHus NOKa3BaT, Ye OWNAcTHH e cyOcTpaT Ha Pgp (BuxTe Touka 4.5
»33aHMOICHCTBHE C KETOKOHA301 HITK €pUTPOMULIME" K ,,B3aumoneicreure ¢ quntuaszem*) n OATP (suwxkTe
Touka 4.5 ,,BzanmMopneiicTBUE cBC COK OT rpeiingpyt™).

B TepaneBTHYHM 103K OMNAcTUH ce CRBLP3BA C NJIa3MEHHTE NPOTERHH B 84-90%.

buoTpancgopmanms
bunactiH He HHAYLMPA U He NMOATUCKA akTUBHOCTTA Ha CYP450 H30eH3UMN B npoyuBaHus in vitro.

EnuMUHHMpaHe .
B npoyuBaHe npy BB3pACTHU 3ApaBu N0OPOBOLH ¢ banancupasa maca cnen [PUNOKEHH

no3a ot 20 mg *C-6unactun, nourn 95% ot npunoxeHara 103a ce OTKPHBA B YPHHaTa
unpaxHeHnata (66,5%) kato HenNpoMeHeH BUNAcTUH, KOETO MOTBBPIKAABA, Ye Oumnac
MeTabonr3Kpa 3HaYMMo NpH xopaTta. CpeAHUAT NOMYKUBOT Ha €JIHMHHHPAHE, H3UUCI

nobpoeonum, e 14,5 u.




JInHeHHocCT
bunacTHh nokazea nHeeH PapMaKOKHHETHYUEH NPOQUI NPY NPOCNeAsBaHE Ha pa3IMYHK A03M (5 1o 220

mg) ¢ HUCKHW HHAKWBHAYAJIHH pa3JIHYHA.

buOpeunn HapyuleHUd

Edexture Ha BUnacThH Npy nauuMeHTH ¢ ObOpPEeUHO HapylIEHHWE ca U3CIERBAHHN MPH Bb3PACTHH.

B nmpoyusaHe ¢ nuua ¢ 6b6peqHo Hapywexnue cpeaHara (SD) AUCO-11 HapacTsa ot 737,4 (£260,8) ngxhr/ml
npu nuua 6e3 Hapymenns (GFR: > 80 ml/min/1,73 m2) no: 967,4 (x140,2) ngxhr/ml npu nuua ¢ neko
HapymeHne (GFR: 50-80 ml/min/1,73 m2), 1384,2 (£263,23) ngxhr/ml npwn nuna ¢ ymepeHo HapylueHue
(GFR: 30 — <50 ml/min/1,73 m2) u 1708,5 (£699,0) ngxhr/ml npy nuua ¢ Texko HapyuwieHne (GFR: < 30
ml/min/1,73 m2). CpeaHusar (SD) nonyxusoT Ha Gunactun e 9,3 u (+ 2,8) npu nuua Ge3 Hapyienue, 15,1 u
(£ 7,7) npu nuua ¢ neko Hapyuenue, 10,5 g (£ 2,3) npu nuua c ymepeHo Hapyuenue u 18,4 4 (£ 11,4) npu
JIMLA € TEXKKO HAapYLIEHUE. Y pUHAPHATA eKCKpellud Ha OUNaCTHH NPUKIIIOUBA OKOHYATENHO cleln 48-72 u
NpH BCHUKH JIHLA. Te3n papMakOKHHETHYHH ITPOMEHK HE CE€ OUAKBa Ja MMAT KJIHHHYHO 3HAYHMO BJIUSHUE
BLPXY Oe30onacHOCTTa Ha OUTACTHH, 3a10TO IUIA3MEHUTE HUBA HA OUNIACTUH NPH NaLUeHTH ¢ 6BOpeuny
HapyLICHHS Ca BCE MAaK B FpaHULMTE Ha H6e30macHOCT Ha OMNacTHH.

YepHonpoOHH HapyleHHUs
Hama ¢apMakOKMHETHYHM JaHHH MNPH JIMLA ¢ YepHOApPoOHK HapylieHus. bunactiH He ce MeTabonnaupa

IPH XopaTa. I'bH KaTo pesysiTaTUTE OT NPOY4YBAHETO NpH OBOpEeYHO HapyLIeHHe NOKa3BarT, Ye 6b6peyuHaTa
€JIMMHHALUHNA HMa OCHOBEH IPHHOC 3a EIMMHHALIMATA, O4AKBA CE XJIbYHATA EKCKpeLus Ja HMa
HE3HAYMTE/IHA POJiA B €JIAMHHALMATA Ha 6nnacTuH. He ce oyakBa npoMeHHUTe B YepHoApoOHaTa GyHKLIHS Aa
MMaT KJIHHHYHO 3HA4YHUMO BIIHSHHE BBpPXY (papMaKoKHHETHKaTa Ha OHNTacTHH. ‘

IleauaTpyyHa nonynauus

®apMaKOKHHETHYHHTE aHAIM3H TIpH AELA €€ NT030BaBaT Ha JAHHU, NONYYEHH OT JiB€ (hapMaKORHHCTHHHH-
Npoy4BaHHs, NpoBeAcHU ¢ 06 neua Ha Bb3pacT oT 2 40 11 roaMHu ¢ atepruueH pUHOKOHIOHKTHBHT WK
XpOHHYHA YPTHKapHA, Ha KOUTO € NpUAaraHa sefiHbx AHeBHO Ounactul 10 mg avcneprupaiia ce B ycTaTta
Tabnetka. JlokazaHo €, 4e Ta3u nekapcTeeHa opma e OuoekBUBaneHTHa Ha 6unactun 2,5 mg/ml nepopaneH
pa3TBOp. PapMaKOKHHETUYHUAT aHAJIH3 HA JAHHHUTE 32 MJIa3MEHATa KOHUECHTPALHA TI0Ka3Ba, Ye
MPUIAaraHeTo Ha neavarpyyHara 1o3a ounactud 10 mg BeaH' b AHEBHO BOAH N0 CUCTEMHA €KCIMTO3HLIMA, B
pPaMKHTe Ha Ta3d, HabmoaaBaHa caea Ao3a oT 20 mg npH BL3pacTHHU H IOHOMIM, KaTO JHANAa30HbT HA
croHOoCTHTE Ha AUC (95% CI) e 511,5 no 1450 ng hr/ml 3a aena or 2 go 11 roannu. Te3u pesynratu ca
3HaYHUTENHO NOA rpara 3a 0e30MacHOCT Bb3 OCHOBA HAa JAHHUTE OT NpPWIaraHe Ha eAHOKpaTHa JHEBHA J03a
oT 80 mg npu BB3pacTHH B CHOTBETCTBHE ¢ Npoduna Ha 6ezonacHOCT Ha iekapeTBoTO. Te3n pesynrarTy
NOTBLPKAABAT M300pa Ha OunacTuH 10 mg 3a nepopanHo NpUACKEHNE BeHBXK AHEBHO KAaTO MOAXOAALIA
TepaneBTHYHA 1034 3a NeHaTpUYHATa NonyJjaums Ha Bb3pacT oT 2 1o 11 roaunu ¢ TenecHo Terno Haa 15

kg.

5.3 IlpeaknuHHUYHH RaHHH 32 De30MACHOCT

HexnunnunyTe AaHHKM He 1oKa3BaT ocobeH pucK Ha OHIacTHH 3a Xopa Ha 6a3aTa HA KOHBEHLIMOHAITHUTE
(hapMaKoJIOTHYHH U3NUTBaHMA 3a 0€30MaCHOCT, TOKCMYHOCT NPH MHOTOKPATHO NPHIIAraHe, FeHOTOKCHUHOCT
M KaHLEpOreHeH MOoTeHUHal.

B n3cnensanusTa Ha penpoayKTHBHATA TOKCHYHOCT ehekTHTE Ha OUNacTUH BbpXy peTtyca (npe- U
NMOCTHUMITIZHTALHOHHA 3aryba NpH NNbXOBE K HENbJIHA OCHQUKALIUA Ha YePeNnHUTE KOCTH, IPhAHATA KOCT U
KpaHHHLUTE NpH 3aiily) ce HabopaBaT caMo nNpH 103, CaMo TNpY J03H, TOKCHYHHM 3a MaiikaTta. HuBata Ha
€KCIO3WLIMA, ITPH KOUTO He ce HabmoaaBaT HexkenaHu nekapcreeHu peakund (NOAEL), 3HauuTenHo
HaaXBbLPNAT (> 30 NbTH) EKCMNO3KLUS NPH XOpaTa Npy NpenopbLYaHaTa TepaneBTHYHA A034.

B npoyusaHe 3a JlakTaLMATa € YCTaHOBEH OUNACTHH B MIIAKOTO HA KbPMEIIM NJIBLXOBE, NPTk HEPEHE TR
€qHOKpaTHa nepopaina ao3a (20 mg/kg). KonueHTpauuure Ha GMIaCTHH B MITSIKOTO el
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B uacnenBaHe 3a pepTUAWTETA NPY TUTEXOBE, OUNacTHH, npuiaran nepopanHo no 1000 mg/kg/nen, ne
NPEAM3BUKBA HUKAKBLB €(PEKT BbpPXY XKEHCKUTE U MbXKKHTE penpoAYKTHBHHY oprauy. [TokazaTtenure 3a

yuTOCBaHE, PEPTHIUTET H OPEMEHHOCT He ¢e NMOBIMABAT.
OT M3NUTBaHMA 3a pasnpeAc/iEHHE TIPH NMTBXO0BE C OfpelensHe Ha KOHUEHTPAlMUTE Ha JIEKApCTBOTO Ype3

aBTOpaauorpadus ce Buxaa, ye OMnacTUH He ce akymynupa B LHHC.

6. OPAPMAHEBTHYHH JAHHH

6.1 CnHcbK HA NIOMOUMHATE BElIeCTBAa

beranekc (E459)

XHWAPOKCUETHIILIENYI03a

Mertunnapaxuapokcubensoar (E218)

[Tponunnapaxuapokcubenzoar (E216)

Cykpanosa (E955)

Apomart Ha ManuHa (OCHOBHU KOMITIOHEHTH: €TaHON, TPHALIETHH, BOAA, eTWIOYTHpAT, TIMHAJIMIIOB aLETAT)
XNopoBOAOPOJHA KUCEIMHA, KOHLIEHTpUpaHa (37%) wnu paspenena (10%) (3a perynupane Ha pH)
HaTtpues xuapokcup (3a peryampade Ha pH)

Boaa, npeuscreHa

6.2 HeceBMeCTHMOCTH
Henpunoxumo.
6.3 Cpox Ha roanocrt

3 rOJMHH.
CpOKbT Ha FOAHOCT cleA NbPBOTO OTBapsAHE € 6 Mecela.

6.4 Chneunaauu ycsi0BHA 33 ChXpAaHeHHe
Jla ce cpxpanara noxa 30°C.

6.5 Bua v ¢ChAbpKAHKE HA ONIAKOBKATA

DopTekal 3a Aeua 2,5 mg/ml nepopaneH pa3TBOp € ONIaKOBaH B ThbMHa CThKJIeHa OyTunka (crukio tvn 1),
3arevaTtaHa ¢ allyMHMHHEBA Karauka Ha BHHT, CbC 3allIMTEHA CUCTEMA Ha 3aTBapaHe (tamper-proof closure
system) M ¢ obKaTka oT nnonueTwieH ¢ Hucka nabsTHOcT (LDPE), unu 3ane4arana ¢ noannponuaeHoBa
Kanayka, CbC 3alMTEHA OT €L CHCTEMA Ha 3aTBapsiHe H ¢ 00KaTKa OT NONMETHNIEH ¢ HHCKA NIJIBTHOCT
(LDPE). Onakogekure cuoappkat 15 ml unu 25 ml noavnponunenoBa qo3upailia yallika ¢ o3HaueHye 3a 4 mi.

Bcaka 6yrunka ceabpxka 120 ml nepopanen pasteop.

6.6 Cneunuajinu NnpeAnasHH MEPKH NPH H3XBLPJIAHE

Heuanonspauuat npoaykT WK OTNaAbYHHTE MATEPUATTH OT HETO TPAORA /1a Ce M3XBBLPNAT B ChOTBETCTBHE C
MECTHHUTE U3UCKBaHMA,

7. IIPHTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPELHIEHHUETO 3A YIIOTPEBA
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9. JATA HA I'BPBO PA3ZPEINABAHE/ITOJHOBABAHE HA PASPELIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nbpRO paspewmanane: 15/08/2017
Iata Ha nocneaHo nogHosgaBaHe; 29/09/2022

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

03/2025
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