KPATKA XAPAKTEPUCTHKA HA TTPOJAYKTA

M2MLIAHWTENHA ATEHLWS 110 NEKAPCTBATA |
I.  HMME HA JEKAPCTBEHUS IPOXYKT Roamwa xaparmepaomana 7 npoayima Tpuomere

31-97- 1023
................................. Jooreresressmseeseesmseo

(dDoprekan 3a gena 2,5 mg/ml nepopaien pa3TBOp
Fortecal for children 2,5 mg/ml oral solution

2. KAYECTBEH 1 KOJIHYECTBEH CbCTAB

Beexn MUMWIHTED OT Nepopaliius pasTeop chbabpka 2,5 mg 6unactiH (bilastine).
[ToMOIIHHM BEHICCTBA ¢ M3BECTHO AeiicTrue: MeTunnapaxuapokcudbensoar (E218) (1,0 mg/ml),
nponuimapaxuapoxcubenzoar (E216) (0,2 mg/ml), eranon (0,11 mg/ml)

3a DBLIIHKAA COMCHK Ha NCMOINTHHTE BEIECTBA BIKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
Ilepopanen pazTBOp.

[Ipospauen, 6e3rBeTeH, ¢nabo BUCKO3eH BojdeH pasteop ¢ pH 3,0 ~ 4,0 6e3 BUIHMH YacTHIM.

4. KJIMHWYHH JAHHH

4.1 TepaneBTHUHH NOKA3ZARUA

CHMNTOMaTHYHO A€YE€HHE HA aJlepriucH PHHOKOHIOHKTHBHT (Ce30HEH M LICTIOTOAHLLIEH) H YPTHKApUs.
MDopTekan 3a Aclia € IOKa3aH AP ena Ha Bh3pacT o 6 Ao 11 roguHu ¢ renecHo Terno Han 20 kg.

4.2 J1o3HpoBKAa H HAYHH HA NPHJAOKEHHE

Jlo3upoBka

[leouampuuna nonynayus

e Jlena Ha BB3pacT ot 6 00 11 roaunuu ¢ TenecHo terno Han 20 kg
10 mg 6nnactnx (4 ml nepopanen pa3TBop) BEAHLXK JIHEBHO 3a 00/€KYaBaHE HA CHMITTOMHTE Ha
anepruved pUHOKOHIOHKTHBMT (CE€30HEH alepriueH PHHUT K LICNOTO/IVIICH aJlepryeH PHHHT) H
YPTHKapHust.
TlepopanuusaT pa3Trop TpaORa Aa ce nipHeMa €UH Yac Npeay WM JBa yaca cliefl IPHEM Ha XpaHa Ru
MJIOA0B COK (BIXKTE TOYKA 4.5).

e Jlena Ha Bb3pacT nop 6 rogunu ¥ TenecHo Terno noa 20 kg
HannunuTe nanHu ca npeaocrageHy B ToukH 4.4, 4.8, 5.1 ¥ 5.2, Ho nipenopkKy 3a A03MPOBKaA HE
Mmorar ja 6naaTt HanpaBeHd. ClenopaTtenHo OunacTiH He TpsAOBa Aa ce W3NOojI3Ba B Ta3H Bh3PACTORA
rpyna.

ITpu BB3pacTHH 1 FOHOLIM (Ha BB3pact HaX 12 ToAKMHN) € TIOAXOASILO NPHIIMKEeHHETO Ha OnnacTun 20 mg
TabNeTKH.

TIponbNXUTENHOCT HA NEUYCHUETO
TIpn anepryueH pUHOKOHIOHKTHBUT JieueHueTo TpsOra Ja Obae OrpaHHyeHo A0 Nepyuoia Ha H
anepresure. [Ipy ce30BeH anepriuyeH pyUHUT NedeHUETo TpadBa na Obie nPeyCcTaHOBEHO ¢l
HA CAMOTOMUTE H 12 3aN04¥HE OTHOBO NPU NOBTOpHATa uM nosea. [py uenoroaumen anepruy
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MALMEHTHTE MOXKE /1a ce NPEANOKHK NPOABLMKHUTEIHO BeYE€HH e O BpEME Ha NEPHOANTC Ha H3J1dI'dHC KbM
ANICpPreyyre, ”pH YPTHUKApPHA NPOABLIDKUTCIHOCTTA HA JICHCHMCTO 3dBHCH OT BUAZ, NPOABILKHTC/IHOCTTA H
TEXKECTTa HA OINNIaKBaAHHUATA.

Creyuainy nonyaayuu

buOpeuno Hapymenue

bezonacHocTTa W edrikacHOCTTa Ha OUNACcTUH NPH Rela ¢ OBLOpeYHo HapylleHHe HE Ca YCTAHOBEHH.
I[IpoBesienuTe NpoyuBanya NPH BB3PACTHR B CMEUHATIHH PUCKOBU IPynH {TauueHTH ¢ 6p0peyHo
HapylieHHe) NoKas3Bar, e He € HeoO0X0AMMO alanTHpaHe Ha A03WpoBKaTa Ha OMNacTHH NPH BB3PacTHH
(BHKTE TOUKA 5.2).

YepuoapodHo HapyllieHue

bezomacHocTTa 1 eHKacHOCTTa Ha OMNACTHH NPH A€lla ¢ YePBOAPOOHO HapyLICHUE HE €A YCTaHOBEHH.
Hama x1uHHYEH ONUT NIpY BE3pACTHH H [TeAUATPUYHY NALMEHTH ¢ YepHOApoOHO hapymetue. ThH xato
OMJIACTHH He ce MeTaboNHu3Hpa M ce eMMHHHPA HENPOMEHEH Upe3 YpHHATa U eKaluHTe, He Ce 04aKBa
YepHOIAPOOHOTO HApYNIENKHe Aa YBETHYH CHCTEMHATA eKCNO3HIM Haj TpaHHIMTE Ha O€30HacHOCT 11pH
BB3pacTHH natenTr. CnegoBaTenHo He € HeobXoAuMo afariTHpage Ha JIO3ZHPOBKATa NP NIPH Bb3PacTHH
NalMeHTH M NMauMeHTH ¢ YepHOAPOOHO HapylieHHe (BIXTE TOUKa 5.2).

HauuH Ha NpUAOKCHHE

[lepopanso npunoxenue

byrunkara ¢ nepopajiHuis pa3TBoOp € cHabJleHa ¢ Kanayxa, 3allldTeHa OT Aela. 3a OTBapAHe HaTHCHETE
TJlacTMacoBaTa Kantadka HafloAy @ €AHOBPEMEHHO ¢ TOBA 3aBbpTeTe oOpaTHO Ha YaCOBHHKOBATA CTPEJIKa.
C nepopainHug pasTBOp € NPeOCTaRd AOIMpAIla Yalka ¢ o3HaueHHe 3a 4 ml (= 10 mg Ounacrus 3a

AO3UpaHE).

4.3 IIpoTHBOonokazanus

CRpBbXYYBCTBHTEHOCT KbM AKTHBHOTO BEIECTRBO HAH KBbM HAKOE OT IIOMOUIHHTE BELIECTRa, H30pOEHH B
TOYKa 6.1.

4.4 ConenuanHu npeaynpeKIeHHN H NPeala3Hy MepKn NpH ynoTpeda

Heduampuuna nonyrayus

EdukacHocTTa ¥ 6e30nacHOCTTa HA OWJIACTUH NPH €L HA BB3PpacT MO 2 TOAMHH HE Ca YCTAHOBEHH H MMa
MAJTBEK KITHHHUEH OIUT YIPH Jiella Ha BE3pacT OT 2 A0 5 romMHH, CASAORaTeTHO OWIACTHH He TpAOBa Aa ce
M311013Ba B T€3W Bb3PACTOBH IPYIH.

[Ipu maiyenTH ¢ yMEPEHO A0 TEKKO OHBLOpeuHo HapynieHHe NpuiIoXKeHue Ha OUNacTHH ChBEMECTHO C
MHXUOHTOPUTE Ha P-rIHKONPOTEWH, KATO HalIpUMEp KETOKOHA30], EPUTPOMHLIMH, LIMKIIOCTIOPHH, pUTOHABHP
HAY JUIITHA3EM, MOJKE J1a TIOBUILM MJIa3MeHHTE HUBA Ha OUACTHH N, CAE0BATENH,0 1a YBEIMYM PHCKA OT
He)KeJIaHH peakiMM Ha OunacTHH. ETO 3a1110 €AHOBPEMEHHOTO NpHIoKeHNe Ha OIIaCTHH M MHXHOMTOPH Ha
P-rnukonpoteunH TpsOra fa ce M304area npy NAaLHEHTHA ¢ YMEPEHO A0 TeKKo DBOpeyHO HapylleHHe.

dopTekan 3a Aelia chABPXa METHINapaxuapokchbensoar (E218) n npomunnapaxuapokcubensoar (E216),
KOMTO MOTaT a NPUYHHAT alEPrHYHHU peakuyH (BEpOATHO OT 3a0aBeH THN).

Tosa nexapcrso cpabpika 0,44 mg ankoxon (eTanon) BeB Besxa A03a (4 ml), KoeTo € eKBHBaICHTHO Ha 1]
mg/100 ml (0,011% 1/06). Konnuecreoro B 4 ml OT ToBa AEKapPCTRBO € EKBUBANEHTHO Ha no-manko ot 0,02

ml 6npa uwnu 0,005 ml Buno.
MankoTo KOnHYeCTBO AKOXOJ B TOBA JIEKAPCTBO HAMA J1a HMa 3abenexuMiu edeKTH.

ToBa nekapcTeo chIbprka no-Manko ot 1 mmol Hatpuii (23 mg) Ha 4 ml, T.e. MOXke Ja ce Kaxe,
TIPAKTHYECKH HE ChIbPKa HAaTPUH.




4.5 BsaumojgeiicTBHue ¢ APYrd JeKapCTBEeHH NPOAYKTH R APYrd (popMR HA B3auMMOJAeHCTBHE
Ipoy4BaHus 3a B3aMMOOEHCTBHE Ca IPOBEX/IAHH €IMHCTBEHO NPH BB3PacTHH U ca 0600meH no-nony.

BiauMoieHcTBHE ¢ XpaHy: XpaHaTa 3HAMHMO HamMailsiBa OpajiHaTa OMOHAIMUHOCT Ha OuiacThy 20 mg
Tabnetku ¢ 30%, a Tasy Ha Ounactul 2,5 mg/ml nepopanen pasTrop ¢ 20%.

BaanmogeitcTeue CBE cOK OT rpeiindpyr: EnHoBpeMenHMAT NpueM Ha GunactiH 20 mg M cox ot rpeiingpyTt
noHWwkasa OMoHaTHYHOCTTA Ha Onnactun ¢ 30%. To3u epekT MOXKe a e OTHacd ChILl0 33 IPYTH IT10/10BH
cokose. CTeneHTa Ha NOHWKABAaHE Ha OHOHAIMYHOCTTA MOJKE Ja Bapupa CHOPC MPOH3BOAUTEIH M NINIOJ0BE.
Mexanu3MBT Ha TOBa B3auMOeiicTBie € nuuxubupane Ha OATP1A2, TpaHcmopTHa cUCTEMA 3a YCBOABAHC,
3a KoATo 6raacTun e cyberpar (BuxTe Touka 5.2). JlekapcTBeHH IPOAYKTH, KOMTO ca CyOCTpaTy WM
nnxnburopt Ha OATP1A2, xaro puToHaBHp WIH prUpaMIUIHH, MOXE Aa MMAT NOTEHIKAJ 1a HAMaNABAT 1o
1o7100eH HaUMH [11a3MEHATa KOHIICHTpaLMs Ha ONIacTHA.

B3auMoJneiicTBHE ¢ KETOKOHA30J1 WK epUTpOMAIME: EnHOBpeMEHHUAT pueM Ha OHnacThH 20 mg BEAHBX
AHEBHO K KeTokoHazol 400 mg BeHEX AHEBHO MM epuTpOMHIMH 500 mg TpH ITTH AHEBHO NOBHINABA 1B
me1td AUC #a 6unactin ¥ 2-3 mbtH Cmax. Tesn npoMenn Morat aa 6b1aT 004ACHEHM € B3aMMOJICHCTBHETO C
YpEeBHHTE TPAHCIIOPTHH CHCTEMH 3a OTAECTIAHE, Thil kaTto GUacTHH e cybcTpar 3a P-gp v He ce
MeTabomsupa (BIKTe Touka 5.2). Tesu nmpomMeny usriexna He nosnuasat npoduna na 6e3onacHoCT Ha
OMIAaCTHH M, CHOTBETHO, HA KSTOKOHA30J HAY €pUTPOMHLIMH. JpyTH IeKapCTBEHH NPOAYKTH, KOKTO Ca
cyOCTpaTi HIH HHXBHOUTOPH Ha P-gp, KaTo LUKJIOCTIOPHH, MOXKE Jia MMaT NOTEHUHaNl 1a yBCJIMYABAT 1O
rnonoOcH HauMH NMAa3MeHaTa KOHHEHTpalus Ha OMAacTHH.

Bzaumoneiictere ¢ punriazem: EnHoppeMeHnusaT ripieM Ha OvnacTuH 20 mg BeHBX AHEBHO W THITHA3EM
60 mg BeAHBK NHEBHO NoBHMABa Chax Ha Gunactin ¢ 50%. Tozn edext Moxke na ¢e OOsICHH ¢
B2AMMOAEHCTBHETO ¢ UPEBHMTE TPAHCTIOPTHH CHCTEMM 32 OTASNSHE (BIDKTE TOUKa 5.2) ¥ U3INIEXNa He
NIOBJIMABA TIpoduna Ha 6e30MacHOCT Ha OMIacTHH.

BzanMojieiicTRre ¢ ankoxoi: [IcHXOMOTOpHAaTa IeHHOCT Cliell efHOBPEMEHEN MPHeM Ha aikoxon ¥ 20 mg
GHNAcCTHH BEAHBK AHEBHO € nonoGHa na nabionapanara ciell IpyueM Ha aJIkoxoi U manebo.

BzauMozelicTrue ¢ nopazenaM: EqHoBpeMeHHUAT NpueM Ha OunacTuH 20 mg BeIHBK AHEBHO M JI0pa3enaM
3 mg BEINEK JHEBHO B IPOILIDKEHHE HA 8 IHM He ycUnBa NOATHCKAIMA €PEKT Ha iopasernaM BbpXY ITHC.

Heouampuuna nonynayun

He ca nposexkady Ipoy4yBaHUs 3a B3aUMOEHCTBHE C OMTACTHH NoJ opmMara Ha NEpOpalieH pasTBOp NpH
pena. HaMa KIHHYMYEH ONKUT 1O OTHOIIEHME Ha B3aHMOeNCTBHETO Ha OMIaCTHH ¢ APYTH JICKapCTBEHN
MPOYKTH, XpaHH MIIH IIJIOROBH COKOBE MpH Jiena. Eto 3amio npu npeAnycBaneTo Ha OMIaCTHH Ha AcLa
TpsOBa NIOHACTOSIIEM /14 C& B3EMAT MPEJIBU PE3YNTATHTE, OJIYYEHH OT NPOYYBAHMATA 32 B3aMMOJICHCTBHE
Tpy BB3pacTaA. He ca HanyuHl KIMHAYHK JaHHE Y Jiella, KOWUTO [10Ka3BaT Nk npomenute B AUC nnu
Cmax, IpyYMHERH OT B3aUMOJIeHCTBH, NOBIMABAT Npoduia Ha 6e3011aCHOCT Ha OUIACTHH.

4.6 DepTUINTET, OPEMEHHOCT H KhpMeHe

bpeMeHHOCT

JIuncrat BIY UMa OrPaHHMYEHH AaHHM 32 yroTpebaTa Ha GHUnacTyH NpH DPEMEHHH XEHH.
ITpoyupaHHgTa TIPH JKUBOTHH He NI0KA3BAT NPEKH WM HETIpeKy BPEAHH €(PCKTH NO OTHOILIEHHE Ha
PENpOIyKTHBHA TOKCUYHOCT, paKAdaHe MK NOCTHATAAHO pasBUTHE (BIXTE ToukKa 3.3). KaTto npeanasya
MApKa € 3a IPeANoYnTane Ja ce u3barea ynorpebara Ha QopTeka 3a AeHa O BpeMe Ha OpEMEHHOCT.

KbpMeHe

Exkckpenysara Ha OUNacTHH B KbPMATa HE € npoyyueHa npu xopa. Hannunnre papMakoKHHETHUIHH
YKUBOTHH TI0Ka3BaT €KCKpelMs Ha OUIacTHH B MAAKoTo (Bik. Touka 5.3). Tpabsa ra ce B3eMe peli a2 14
712 C€ NPeYCTAHOBM/AA HE CC MPUAOHKK TepanuaTa ¢ PopTekan 3a ACla, KaTo ce B3eMaT NPEABHA %3 '
KbPMEHETO 3a AETETO M NON3aTa OT TepanuaTa ¢ DMNacTHH 3a Mapkara. 21
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Deprunurer
JIunceaT uny ¥Ma OrpaHUUYeHM KIHHMYHY Ranpu. [IpoyuBane npy nnnxoBe HE NOKAa3Ra HEFaTHBEH ehEKT
BHpXY depTuanTeTa (BUXKTE TOUKa 5.3).

4.7 Edextn BbPXy cnocobHocTTa 32 modnupane u padora ¢ MAIIHHH

M3pbplueHo npoyvBaHe MpH BB3PacTHY 32 OLEHKA Ha eeKTHTE Ha OMIIaCTHH RBPXY CIIOCOOHOCTTA 3a
nodupaHe NoKassa, 4ye neveHve ¢ 20 mg 61nacTuH He NOBNMABA CNIOCOOHOCTTA 3a WopHpane. Brnpexy
TOBA, Thil KATO MHMBUYAJIHATA PCAKLMsl KbM JIEKapCTBEHHA NPOAYKT MOXKE 13 C€ pa3inyaBa, NalHEHTHTE
TpsOra na 6bAaT ChBeTBAHM /1a He ModUpaT | Ja He padoTAT ¢ MallMHM, JOKATO HE YCTAHOBAT KaKBa €
cODCTBEHATA UM pPeaKil¥a KbM OMITACTHH.

4.8 Hexenanu jekapcrBeHn peakiHu

O60bmeHne na npoduna pa He30NacHOCT TIPY NeANATPHYHATA HONyNalud

Ilo BpeMe Ha KIMHMYHATA pa3paboOTKA YECTOTATa, BUABT U TEKECTTA Ha HEKETAHKTE peaKiHyi IIPH I0HOLIH
(na BB3pacT oT 12 no 17 roausn) ca chimmTe kaTo HabmonasaHuTe Npy Bu3pacTHA. CrOpaHaTa undopMalus
B Ta3H NoNynaius (XOHOWH) Mo BpeMe Ha MOCTMAPKETUHIOBOTO HaOMOASHHE TIOTBBPIKAABA PE3YNTATUTE OT
KJIMHUYHHKTE W3NUTBAHUA,

ITpoueHTsT Ha AenaTa (Ha BE3pacT OT 2 1o 11 ropunn), xouTo crobinasar 3a HexkenaHu peakuuH (HP) cren
nedenue ¢ 6mnactiH 10 mg Ha aneprudeH pHHOKOHIOHKTHBHT WM XpOHWYHA HOAHONATHYHA YPTHKapHs B 12-
CEZIMMYHO KOHTPOAMPAHO KJIMHUYHO M3NIMTBaHE, € CPaBHHM C TO3W Ha Ipyrnara, npuemaula niauebo (68,5%
cpeiny 67,5%).

Csop3auute HP, cLoGmiaBany Haii-aecto oT 291 meua (Ha sB3pact ot 2 no 11 roaunu), nonyvyasaimnu
Oounactux (noa ¢opMara Ha IUCNEPTHPALIM c€ B ycTaTa TabNeTKH) Mo BpeME Ha KIIHHHYHHA H3NMHTBaHUA
(*260 nena, BKIIOYEHH B NIpoyuBaHe Ha KIMHHUHATa Ge3omacHoCT ¥ 31 Jierfa, BKIOYEHH BB
dapMaKOKHHETHYHOTC NPOYYBaHe), ca MaBoboIHe, allepriieH KOHIOHKTHBUT, PMHHAT U KOpeMHa 60ofKa.
Tesn cRLP3aHN HeXKENaHH Peakiliy CE MOABARAT CHC CPaRHHMA YeCcTOTa NpH 249 nailMenTH, noiyJyaBaiiu
rilanedo.

O00011eHHe Ha HeXEeNAHUTE peakiiHy B NeAaTpUYHaTa nonynalyis B TabnuueH B

HP, xouto ca noHe Bb3MOKHO CBBP3aHN ¢ OMIIACTHH M ca ¢hobijasanu nipy nioede ot 0,1% or aenara (Ha
BB3pact oT 2 70 11 roauun), nonyyaeainiy OUJIACTHH IO BpeMe Ha KIHHMYHATA pa3paboTka, ca npeacTaBeHH
B TaOIMnaTa 1no-a0mny.

HecToTHTE CC¢ ONIPEACIIAT KaKTO CIIENIRA:

Meuoro uecti (>1/10)

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

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

Mmuoro penxu (<1/10,060)

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

C HenzpecTHa YyecTOTa (He MOXKe Aa ObJle OLlleHEHAa OT HAJIHYHHTE JaHHH)

Penku, MHOro penKky M peakiliH ¢ REM3BECTHA YECTOTa HE ¢a BKIIIOUEHHU B Tabnunara.

- Cueremo-opransa xaacupHkauns Basactun - | Ilaanebo
" YectoTa Hexenana peaknus 10 mg (n=249)
(n=291)*
Mndexunn 1 nudecrannn

YectH Punur 3 (1,0 %) 3 (1,2 %)

Hapymexnns na HepRHATA CHCTEMA
HecTu I napobonue 6 (2,1 %) 31,2 %)/
Homeern 3amaiiBaHe 1 (0,3 %) 0 (0,0 %)/ |

3aryba Ha cb3HAHUE 1 (0,3 %) 0 (0,0 %ﬂ#



' Hapywmenua #a ounre
YecTHn Anepruien KOHIOHKTHBUT 4 (1,4 %) 52,0 %)
Heuecty Jpa3HeHe Ha ounTe 1(0,3 %) 0 (0,0 %)
CTomanino-1peBHH HADYHIEHHSA
YeoTn Kopemna 6onka/6onka B ropHaTta 4acT Ha 3 (1,0 %) 3 (1,2 %)
Kopema
Hnapus 2 (0,7 %) 0 (0,0 %)
Heuectn I"anene 1 (0,3 %) 0 (0,0 %)
[Toayrase Ha ycTHHTE 1 (0,3 %) 0 (0,0 %)
Hapymenns Ha Ko3KaTa H NOAKOKHATA ThKAH
Exzema 1 (0,3 %) 0 (0,0 %)
Heuecth Vprukapna 2(0,7%) 2(0,8 %)
O0mn sapymenns H CbCTOSHASA HA MSACTOTO HA TIPUJIOKEHHE
HeuecTtn YMopa 2 (0,7 %) 0 (0,0 %)

#260 neua, BKOIOYCHK B IPOYYBAHETO 3a KIIMEHYHATA OesomacHoct ¥ 31 Aena, BKMOYEHH BbB (JapMakOKHHETHHHOTO NPOYHBAHE

OnucaHue Ha U30paHH HEXEJIaHH PeakLiMM B IEARATPHYHATA NONY 1Al

I'napoGonue, kopeMHa GoJIKa, anepriyeH KOHIOHKTHBUT W PHHUT ca HabIloAaBaHy W NIPH Jela, JIEKyBaHH C
6unactun 10 mg, ¥ npy Aeua, nekysasH ¢ mnanebo. CrobmeHaTa uecrora € 2,1% cpemy 1,2% 3a
rnapoGomue; 1,0% cpewy 1,2% 3a xopemua 6onka; 1,4% cpenty 2,0% 3a anepriudes KOHIOHKTUBHT U 1,0%
cpeuty 1,2% 3a pUHHT.

O6obmenue Ha npoduna Ha He301MacHOCT NPH Bb3pACTHH NallHEHTH ¥ NTPH IOHOUIH

YecroraTa Ha HEeKENTaHH peakiyy NpH BE3PACTHH NTAIMEHTH Y NPH JOHOLIH, CTPAfaily OT alneprudcH
PHHOKOHIOHKTHBHT HIIH XPOHWYHA HAMONATHYHA YPTHKapHs, JIeKyBadH ¢ 20 mg OuMacTHH B KIMHUYHH
W3TIMTBAHKA, € CPABHUMA C YecTOTaTa NPH NanMenTH, nonyuni mnaneto (12,7% cnpamo 12,8%).
Konvmygnu npoyusanus daza II v 111, nposesenu mo Bpeme Ha KTHHAYHATA pa3paboTKa, BKAIOYBAT 2525
BH3PACTHU MALIHEHTH M IOHOIH, JIEKYBaHU C Pa3IMYHA A03M OHUIIacTHH, OT KoHTO 1697 noayyasar OuinacTiH
20 mg. B tezu npoyupanud 1362 nauuenTa nonyysagat ninaunedo. Hexenannte nekapcTBEHH peakliH, KOHTO
Hali-uecTo ce ChOOHIABAT OT HAaLMeHTH, NoaydaBaind 20 mg ONIacTHH NIPH MOKa3aHKe alepriieH
PUHOKOHIOHKTMBUT MM XPOHHYHA HIHONATHYHA YPTHKapHs, ca I71aBobonne, CbHIINBOCT, 3aMaiBaHe 1
ymopa. Tezu He)kenaHM peakliHU ce NOSBIBAT ChC CPABHMMA YECTOTA NPH NALHENTH, TTOIYy4aBalli 1ialedo.

O6061ieHe Ha HEKCIAHUTE PEAKITHH NMPH BL3PACTHH NMALIKEHTH ¥ [IPH IOHOWIM B Ta0aN4eH BHA
HesxenaunTe nekapCTBEHH PEaKIHY, KOMTO ca NOHE EH3MOIKHO CBBP3aHH ¢ GHIacTHH M ca ChoO1aBan npu
noseye ot 0,1% oT nanMenTure, nonyyapainy 20 mg GunacTUH N0 BpeMe Ha KNMHU4YHATa paspaboTka (N =
1697), ca npeacraseHu B Tabnunara rno-uomy.

YecToTHTE ce ONpeaesarT KakTo CJieABa:

Mnoro uectn (=1/10)

Yectu (>21/100 go <1/10)

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

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

Muoro peaku (<1/10 000)

C Hen3BecTHa uyecToTa (He Moxe na 6bae olleHeHa OT HANMMHUTE JaHHU)

Peaxy, MHOTO pEeKH 1 peakl|y ¢ HEU3BECTHA Y€CTOTA HE ¢a BKIIIOYEHH B Tabnuuara.

Benukn
, | buaacTun
Cacremo-opranna giacupukanus A03H I1ranebo
YectoT: Hesxe.n: 20 mg Bilastine N=}367—
€CTOTA eKeTAHA PeaKHus N=1697 ik %NEHHA
- S —
HMudexnun n nudecrannu o
HeuecTy Xepnec Ha YCTHHTE | 2 (0,12%) 2 (0;08%)




Bcuukn

CHcTeMo-OpraHaa Kiacupuxauns braacrin 1034 flaanebo
YecTora Hexenana peaknna ;21?57 Bilastine N=1362
N=2525
Hapyienns Ha MeTa00JH3MA H XPAHEHETO
Heuectn [Tosumien aneTur 10 {0,59%) 11 (0,44%) 7 (0,51%)
IcuxuvHH HapylnieHHs
Heuectn TpeBoxHOCT 6 (0,35%) 8 (0,32%) 0 (0,6%)
bescbHue 2 (0,12%) 4 (0,16%) 0 (0,0%)
HapynieHnst Ha HepBHATA CHCTEMA
CuHAUBOCT 52 (3,06%) 82 (3,25%) 39 (2,86%)
e I'magoGonue 63 (401%) | 90(3,56%) | 46(3,38%)
HeuectH 3amajiBaHe 14 (0,83%) 23 (0,91%) 8 (0,59%)
Hapyienns Ha yXoT0 H JJaOHMpPHHTA
Heuectn TunntyC 2 (0,12%) 2 (0,08%) 0 (0,0%)
Bepruro 3 (0,18%) 3(0,12%) 0 (0,0%)
Copaeunn napymenns
Heuectn JleceH beapeH 6nok 4 (0,24%) 5 (0,20%) 3 (0,22%)
CuHycoBa apHTMUA 5 (0,30%) 5 (0,20%) 1 (0,07%)
Yawmken QI ureppan » 9 (0,53%) 10 (0,40%) 5 (0,37%)
eNleKTPOKapaxorpama
Jpyrn otxnonenus B EKI 7 (0,41%) 11 (0,44%) 2 (0,15%)
Pecninparopus, rpbAHH H MEAMACTHHAIHME HAPYIIEHHS
Heuectn Jrcnnes 2 (0,12%) 2 (0,08%) 0 (0,0%)
Huckomdopt B HOCa 2 (0,12%) 2 (0,08%) 0 (0,0%)
Cyxora B HOCa 3{0,18%) 6 (0,24%) 4 (0,29%)
CromManino-4pesH HAPYWEHES
Heuecty Bonka B ropHaTa vacT Ha KopeMa 11 (0,65%) 14 (0,55%) 6 (0,44%)
KopemHa 6onka 5{0,30%) 5 {0,20%) 4 (0,29%)
["anene 7 (0,41%) 10 (0,40%) 14 (1,03%)
CtomatiieH TUCKOMQOPT 3 (0,18%) 4 (0,16%) 0 (0,0%)
Huapus 4 {0,24%) 6 (0,24%) 3(0,22%)
Cyxora B ycrara 2 (0,12%) 6 (0,24%) 5(0,37%)
Jlucnerncus 2 (0,12%) 4 (0,16%) 4 (0,29%)
[acTpur 4 (0,24%) 4 (0,16%)
HapymeHHst HA K0’KATA H NOAKOKHATA THKAH
Heuecn Cuplex 2 (0,12%) 4 (0,16%)

O61mu papyimieHnst ¥ CHCTOSHAA HA MAECTOTO HA NPHJICKEHHE
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bBunactun

BenukH

Cueremo-opranna knacnpukanug 1031 IThanebo
| 20 mg Tasti N=1362
YecrToTa Hexenlana peakuus N=1697 Bilastine -
N=25235
Heuecn YMopa 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kaxna 3 (0,18%) 4 (0,16%) 1 (0,07%)
YcunBaHe Ha Ipeliy ChIIECTBYBAO 2 (0,12%) 2 (0,08%) 1 (0,07%)
zabongpade
Tpecka 2 (0,12%) 3 (0,12%) 1(0,07%)
AcreHns 3 {0,18%) 4 {0,16%) 5(0,37%)
Hzcaenpanus
Heuecrn Ilosuniena rama- 7 (0,41%) 8 (0,32%) 2 (0,15%)
TIIyTaMUJITpaHcgepasa
TToBuIilleHa anaHuH- 5 (0,30%) 5 (0,20%) 3 (0,22%)
aMHHOTpaHcdepasa
Ilopuiliena acnaprar- 3 (0,18%) 3 (0,12%) 3 (0,22%)
aMHHOTpaHcdepasa
[ToBuuien KpeaTHHHH B KpPbBTa 2 (0,12%) 2 (0,08%) 0 (0,0%)
[1OBUILICHH TPHITIMLIEPUAM B KPBBTa 2 (0,12%) 2 (0,08%) 3 (0,22%)
TToBHIIEHO TErno 8 (0,47%) 12 (0,48%) 2 (0,15%)

C neuzgecmna wecmoma (ne Moxe J1a ObJe OLlCHEHa OT HATAYHATE AaHHR): Ilannurany, Taxukapaus,
peaKkii Ha CBPBEXYYBCTBHTENHOCT (KAaTO aHadWIAKCHA, AHTHOEJEM, INCTTHEA, OOPHB, TOKAIM3UPaH
eAEM/MOKANTH3HPAH OTOK K epUTEMA) M NOBPHINAHE ¢a HaDNIOAaBaHN IO BpeMe Ha NMOCTMAPKCTHHIOBUA

NepHOL.

OnucaHve Ha U30paHy HEKENaHM peaKivy IPH BL3PAcTHH NAlUEHTY U TTPH I0HOINH

CwsHAMBOCT, riasobonne, 3aMaiiBaHe 1 yMopa ca HaGlro/laBaHd U TIpH NalMeHTH, AeKyBaHHu ¢ Ounacti 20
mg, ¥ NpH TakKBa, JeKyBanu ¢ niatebo. Crobuienata yectota € 3,06 % cpenry 2,86% 3a crrausoct; 4,01 %
cpewy 3,38% 3a rnaeoGonue; 0,83% cpewy 0,59% 3a 3amaiipane u 0,83% cpemy 1,32% 3a ymopa.
HndopManusra, c6MpaHa no BpeMe Ha NOCTMAPKETHHIOBOTO HabloieHHe, NOTBBPX/IaBa Npoduia Ha
fesonacHoOCT, HabmoaaBaH NC BpeMe Ha KNHHUYHATA pa3padoTka.

CrpobulaBane Ha NOAO3UPAHH HEXENAHY PEAKNHM

CrobInapaHeTo Ha MNOJO3MPaHH HEXENaHH peakliy clieli paspellaBase 3a ynoTpeba Ha neKapCTBeHHS
TNpOAYKT € BaxHo. TOBa NO3BOIABA K& NPOABIKA HabMIOAEHHETO Ha CHOTHOMIEHHUETO 0138/ PUCK 32
JIEKAPCTBEHMA NPOAYKT. OT MEAUUMHCKHTE CNELMACTH e W3UCKBA Jia choOlIaBaT BCAKa NOA03KpaHa
HEXKeJIaHa peakllia UPe3 HAlMOHATHATa CHCTEMA 3a ChODIMaBaHe:!

Hanpnautenna arcHims no aexaperpata
yi. ,,Jlaman I'pyes” Ne 8

1303 Codms

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

4.9 Ilpenozupane

Hsma fanHM 3a npeao3Hpase npy neua.




HudopmaursaTta OTHOCHO OCTPO nPeaozupate HA OUNACTHH € NONYUYEHa OT OIUTA OT KIWHAYHH U3NHTBAHNKS,
NPOBEJEHH 1O BpeME Ha pa3paboTKATA [IPH Bb3PACTHH, KAKTO H [0 BpEMe Ha NOCTMAPKETHHTOBOTO
Habmonenue. Ilpy KIMHHYHUTE IPOYUBARMA CEL NPUIIOXKeHUE Ha OunacTul B 103K 10 no 11 nvru no-
BUCOKH OT TepanesTHuHata no3a (220 mg enuniuna no3a unu 200 mg nHeBHO B NpoabIkeHHe Ha 7 HK)
npy 26 Bb3pacTHHU 314paBy JOOPOBOIILM YECTOTAaTa HA CBBP3aHH C JIEYEHHETO Bh3HMKHAIIH HEeXeNanu
PEAKUMK € JIBa ILTH T0-BUCOKA OTKONKOTO npu naanebo. Hexenannre peakiuy, KOUTO ca Cho0marany yai-
4eCTO, A 3aMalBaHe, rmapobonue W ragene. He ca noxnaasand CEpUO3IHU HEXKEIAHH PEaKMM H 3HaYHMO
yampkaBane na QTc unrepsana. MHdopmaumaTa, crOpaHa rps NocTMapKEeTHHIOBOTO HabtoaeHe,
CHOTBETCTRA € Ta3W, JOKJIaJBaHa B KITMHHYHUTE IPOYUBAHHNA.

Kputianata ouenka Ha ediekTa Ha MHOTOKpaTHATA o3a Ha OunactuH (100 mg x 4 mnu) BLpXY
BEHTPHKYJIapHaTa penongpuzanma dpes ,,uanoctio QT/QTce kpocoyssp npoyusane™ ¢ yyacTye Ha 30 3apaBH
BB3PACTHU NOOPOBOJIHM HE MOKA3Ba 3HaYMMO yibikaBaHe Ha QTc.

B cnyvai na npeno3upane ce npenoph4ea CUMNTOMATHYHO U AOJABPAKALIO JICUCHHE.

Hsama u3BecreH cnendyyeH aHTAIOT HA OWITacTHH.

5. ©OAPMAKOJOI'MYHU CBOUCTBA
5.1 DapmaxkoaHBaMHIHY CBOHCTBA

MdapMaxkoTepanesTHyYHA Ipyna; AHTUXHCTAMHHK 3& CHUCTEMHO Npuiomkenue; [Ipyru aHTHXHCTAMHHH 33
cucremuo npunoxenne. ATC kox: RO6AX29,

MexaHuzbM Ha AeHCTBHE

BHN4CTHH € HeceaTHBEH XHCTAMMHOB AHTATOHMCT C MPONBIAXUTEIHO NeHCTBHE B CENIEKTUBEH NepHdepeH
H;-penenropeH anTtaroBUCTHYeH aduHuTeT O3 aQUHUTET KBM MYCKAPpHHOBH PELCNTODH.

BunacTHH IOTHCKA HHIYLMPAHHTE OT XHCTAMMHA KOXKHHM peakunu Tvn ,,wheal and flare® 3a 24 yaca cnen
ITpYeMa Ha €IMHHYHH JIO3H.

Kinnnyna edgukacHoct

EduxacHocTTa Ha OWIACTMH € B3cieaBaHa Npy BE3PacTHH H 10HOWH. CBIIacHO NMPENOPEKKTE, A0Ka3aHAaTa
€()HKACHOCT IIPH BB3PACTHH M IOHOLIW MOJKE Ja €€ EKCTPAIoInpa ¥ fpH Jielia, ThH KaTo € 0Ka3aHo, 4e
CHCTEMHATa excriozuud Ha 10 mg OunacTuH npu A€Ha Ha BB3pacT 0T 6 10 11 rogHHHA ¢ TEJICCHO TEr10 Ha/l
20 kg e chImara xaKTo €KCTO3HIMATA NPy BE3pacTHH Ha 20 mg OMnacTHH (BIKTE TO4UKa 5.2).
EKCTPAaNonHpaseTo OT JIAHHHUTE 32 Bh3PACTHHTE M IOHOIIMTE CE CURTA 34 MOAXOAAINC 33 TO3H NPOAYKT, Thi
Karo NaToPU3MOIOrHATa Ha aJIeprHiHHA PHHOKOHIOHKTUBHUT 1 YPTHKapHiATa € CIHa K Chlla 338 BCHUKH
BBH3PACTOBH TPYIIH.

B KJIMHHYHH NpOoy4YBaHHA Ha BB3PAacTHU IallHeHTH U NIAIHEHTH B IOHOIIECKA BB3PACT C aJICprHicH
PHHOKOHIOHKTUBUT (CE€30HEH U LerioroaniineH) ounactyn 20 mg, npunarad BeIHbK JHEBHO B NIPOJBIDKEHUS
Ha 14-28 nHn, ¢ eheKTUBEH Npu obJlekyaBade HA CUMITTOMH KaTO KHXaHe, Tevalli Hoc, ChpOex B Hoca,
3anylieH HOC, ChpHex B OUHTE, CHII3EHE W 3auepBABaHe Ha ounte. bunacTuH epekTBHO KORTpOIHpa
CUMITTOMHTE B NIPOABJDKCHHAE Ha 24 yaca.

B n1Be KIMHHYHM IPOYYBaHHA Ha Nal{HEHTH ¢ XPOHHYHA WAKHOTIATHYHA ypTuKapnus, bunactud 20 mg,
NpHJaras BeAHbK IHEBHO B NPOABIDKEHHUE Ha 28 [HU, e epekTHBEH 32 00neKk4aBaHe Ha HHTCH3MBHOCTTa HA
cbhpbexka H Opos n pazMepa Ha YPTHKUTE, KAKTO H AUMCKOM(OPTa Ha NAUEHTHTE, TIPEU3BHKAH OT
yprukapusara. [ lanpweHTrre noaoGpasar CBos ChH M KaUeCTBOTO Ha JKHUBOT.

He ce Habmonapa KIHHUUHO 3HAYMMO yabDKapaHe Ha QT¢ MHTepBana uim Apyr CbpAevyHOCHAOB €EKT B
KIMHMYHHATE TPOyYBaHHA ¢ OMnacTHH qopu nmpu Ao3u ot 200 mg aHesHo (10 0bTH KAMHAYHATA [03a) B
npoabJKenue Ha 7 THH Npd 9 uiia UIM JOpH KOTaTo ce Npuiiara 3aeHo ¢ UHXUOHTOpY Ha P-gp, TakHRa
KaTo XeTOXOHa30n (24 nuna) u epurpomuning (24 nuua). B gonbinenye e u3gbpileHo nanoctio QT
waceaABade, pkmousano 30 nobporonuu.

B KxOHTpONHpaHU KJIIMHHYHH IIPOYYBaHM TTPH NPENopbyiada fo3a or 20 mg BeAHBK THERHO, NP
GezonacHocT Ha GunacTut 1o otHoienne Ha HHC e chuamepum ¢ To31 Ha nnauebo u nosaraffid™ /i - 3%
CBHHAMBOCT CTATHCTHYECKM HE Ce pasiindaBa oT nialedo. bunacrun B nosu no 40 mg easokpa WH@B}!D He J,
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zacsara ICUXOMOTOpHATa BYHKLMS B KNTMHHYHY NPOYHBAHHMA W He 3acATa crocoOHOCTTA 3a IOQNPaHE B
CTaH1apTeH WOMLOPCKH U3IHT. |

TlanpenTy B cTapuecka Bh3pacT (> 65 ronunu), Brtoyeny e (paza I n 111 na uacneiBanyATa, HE NOKa3BatT
pasnyKa Mo OTHOUIEHHE Ha e(pUKAaCHOCTTa WIH 0€30NacHOCTTa CNPAMO NO-MNAAH NALHCHTH.

Knnnuyna 6¢30nacHOCT

B 12-CeMHYHO XOHTPOIMPAHO KIMHHYHO NPOYUBAHE C Aella Ha BB3pacT oT 2 1o 11 ronunn (0bmo 509
neua, 260 nexyeanw ¢ 6unactun 10 mg: 58 na p3pact ot 2 10 <6 rojuuy, 105 na sB3pact ot 6 10 <D
roguad, 97 Ha Bb3pact o 9 0 <12 ropunu u 249 nekyBanu ¢ nnanebo: 58 Ha Bb3pact ot 2 110 <6 rofiuHy,
95 Ha BB3pacT oT 6 20 <9 roauny ¥ 96 Ha BB3pact 0T 9 A0 <12 roxMHK) Npu NpeNopbYNTENHATA
neARATPUYHA [103a 0T 10 mg BeanbK AHEBHO NpoduabT HA Ge30MacHOCT Ha OMACTH (n=260) e cxonen ¢
TO3M Ha wiane6o (n=249), xaTo HeXeNaH! JiekapcTBEHU peakiHH ce npossaeart npu 5,8% #u 8,0% ot
NanMeHTUTe, IpHeMalli CHOoTBeTHO 6unacthy 10 mg u nnaue6o. Tlpn ToBa npoyusate ¥ OHNACTHH 10 mg, u
naie00 NEMOHCTPUPAT JICKO HAMANSBAHE HA PE3YATATUTE 34 CHHAMBOCT U ce/laliyd B MEAHATPHIHHA
BENPOCHHK 3a chHA (Paediatric Sleep Questionnaire), KaTo MEXY AeKYBAHWTC IPYNH HAMA CTATHCTHUCCKH
spauMu paznvkn. Tlpn fentara Ha Bu3pact o1 2 A0 11 ronynu Hama HaOoAaBaRHA 3HAYHMH PANUKU B QTc
cnern neyenueTo ¢ 10 mg 6unacTiH HEBHO B cpaBHEHHe ¢ w1anebo. CnenyanHi BEIPOCHHLH 32 Ka9eCTBOTO
Ha JKHBOT 34 Jlela ¢ alepruieH PHHOKOHIOHKTHBHUT MM XPOHHYHA yPTHKAPHS JIEMOHCTPUPAT 00O
YBENHUEHHE B PE3YJTATHTE 3a IepHoN oT 12 cenMulu 0e3 CTATHCTHYECKH 3HAUHMA pasinka MEXy
paMeHAaTa Ha jieueHne ¢ OunacTaH ¥ muanebo. O0mara nomynauus o1 509 neia obxsama: 479 nmia ¢
ANePriYeH PHHOKOHIOHKTHENT 1 30 Nuna ¢ AMArHOCTHIMPaHA XPORKUNA YprHKapys. 260 Aeua ca npueMany
GHNAcTHH, 252 (96,9%) 3a anepruticH pAHOKOHIORKTUBHT U § (3,1%) 3a xpoHu4Ha ypTukaphs. lio ananorus,
249 nena ca npuemMany mianebo, 227 (91,2%) 3a alepriucH pHHOKORIOHKTUBHT 1 22 (8,8%) 3a XxpOHHUYHA

YPTHKaPHAL.

HenmaTprana nomynanus

ERrponelickaTa areHLis 10 JJeKapcTBaTa 0CBOOOKAABA OT 3aALDKCHUCTO 3a NPEACTABIHE Ha Pe3yNTaTuTe OT
Ipoy4YBaHHATA ¢ OUNACTHH BLE BCHYKH NIOArPYNH HA NCAHATPHYIHATA NOIyNaLHA MO 2-rofivLIHa BB3pacT
(BHKTE TouKa 4.2 32 uHdopMalMs OTHOCHO TIeAHATPHYHaTa ynorpeba).

5.2 DapMaxoKnHETHYHH CBOHCTBA

Abcopbnus
BunactuH 6npz0 ce abcopOupa cien nepopajiHo NPHIOKEHHE ¢ BpeMe 3a JOCTHTaHe Ha MAaKCUMalHa

Mta3MeHa KOHIIEHTpals oT okono 1,3 gaca. He ce rabmonasa akymynanus. CpeaHOTO HHBO Ha
ONOHANMYHOCT Ha OMNACTHA NIPH NEPOpanto npanoxkenue ¢ 61%.

Pasnpenenenue

In vitro W in vivo npoyiBaHHs NOK43BaT, ue 6UIacTHH € cyberpaT Ha Pgp (BwkTe Touka 4.5
_BzauMoneiicTBHe ¢ KETOKOHA30/ HIIH EPHTPOMULMH® 1 ,,B3anMoneiicTBre ¢ AMITHA3EM ™) U OATP (rmxTe
Touka 4.5 , BzaumonelcTsie cbe COK OT rpeindpy1™).

B TepaneBTHYHH HO3H OGHIACTHH ce CBBP3BA ¢ INTa3MeHuTe NnpoTennu B §4-90%.

buorpancopmanys
BriacTHH He MHAYLMpa H He NOATHCKa akTHBHOCTTa Ha CYP450 M30eH3MMEA B IpOYYBaHMA i VIlro.

EnumusHpane
B npoyuBaHe Npy BB3PACTHH 3ApaBH BoOpOBONLM ¢ banancypaHa Maca cliefl IPHIIOXKEHHE Ha CAMNHYHA
no3a ot 20 mg “C-6unacTun, noutu 95% OT NpracKeHaTa A03a ce OTKpUBA B ypuHara (28,3%) n
n3npakHeHHaTa (66,5%) KaTo HerpoMeHeH OMIACTHH, KOETO NOTEbPIK/IaBa, Ye ONIacTHH HE Ce
MeTaBoNIM3KMpa 3HaYUMO TIpH Xoparta. CpeanusT MoayXHBOT Ha eTMMHHEAPAHE, H3YNCIIEH NP 3pasy
nobposonuy, € 14,5 4.

JINHEHHOCT
Bunactyii noxaspa nMHeeH hapMaKoKWHETHYEH NpodHIl Npy NPOoCNeaBaHe Ha Pa3iMuHH A03
Mg} ¢ HUCKH HHAMBHAYAIHH pasnHuys.




bu6peunn nHapyunienns

Edextute Ha OMnacTrH NpH naimeHT! ¢ 61HO0peuHo HApyHIeHRE ca U3CAeABaHNH NPN BL3PACTHH.

B npoyusane c nuua ¢ 6u6peuHo Hapymenue cpeninata (SD) AUCO-T napactra or 737,4 (£260,8) ngxhr/mi
npu nuua 6e3 napymwenus (GFR: > 80 ml/min/1,73 m2) no: 967,4 (£140,2) ngxhr/ml npuv nnua ¢ neko
Hapywenye (GFR: 50-80 mi/min/1,73 m2), 1384,2 (+263,23) ngxhr/ml npy nuia ¢ ymepeHo HapyuieHue
(GFR: 30 — <50 ml/min/1,73 m2) u 1708,5 (£699,0) ngxhr/ml npu auua ¢ Texko Hapymenue (GFR: < 30
ml/min/1,73 m2). Cpeanust (SD) nonyxusoT na 6uaactuH e 9,3 4 (+ 2,8) npu nyua 6e3z vapynienue, 15,1 g
(x 7,7) npu nuua ¢ nexko Hapyinenye, 10,5 4 (+ 2,3) npu 1mua ¢ yMepeno Hapywense H 18,4 1 (+ 11,4) npu
NHIa ¢ TEXKO HapyuleHye. Y prHapHaTa ekckpeuns Ha OMTacTMH NpYKIIIOYBa OKOHYaTenHo cien 48-72 4
NMPH BCHYKH Hua. Te3n papMakOKMHETHYHH NIPOMEHH HE C€ OYAKBa 1a HMAT KITHHHYHO 3HAYHMO BIRAHHE
BLpXy 6e30macHOCTTa Ha ONNAacTHH, 3aloTO Ia3MEHUTEe HUBA Ha OMIaCTHH NPH NAUMCHTH ¢ 610peyny

HapylueHdua ¢a Bce NakK B rpaHuiuTe Ha Oe3omacHOCT Ha OMNaCTHH.

YepuoapoObuy HapyineHus

Hama ¢gapMaxokHBReTHHH NaHHHM TIPA IMHa ¢ 4epHOoApOoOHN HapynieHus. BUIIacTHH He ce MeTaboIu3Hpa
npu xopata. Tei kaTo pe3yaTaryre 0T NpoyysaneTo npn O0pewno napymeHue nokasear, 1e OnOpeunarta
€NHMHHALIHA Ma OCHOBEH IIPHHOC 32 eNMMUHALAATA, OUakea CE€ ATbUHATA CKCKPELHA Na uMa
He3Ha4yMTENHA pons B eNuMHHaIMATa Ha OunacTid. He ce oyakBa npomenuTe B yepHoApoOHaTa (pyHKUINA 1a
HMaT KJIHHHYHO 3HA4YHMO BIHSHHE BHPXY (apMakOKMHETHKATA Ha OUTacTHH.

Ileanarpuyya nonynaums

DapMaxOKHHETUYHUTE JIaHHH TIpH JieHa ca nony4eHH ot ¢aza [l va papmakoxnHeTHYHO NPOYUBAHE,
Blunroysamo 31 geua Ha se3pact o1 4 10 11 ronMHH ¢ anepruyed pMHOKOHIOHKTUBUT WIH XPOHHYHA
YPTHKapR4, Ha KOHTO € NIpIIarana BeJubx JHepHo OunactuH 10 mg qucnieprupama ce B ycTaTa TabneTka.
Hoxazano e, 4e Taszu nekapeTeena GopMa e OHoekBHRaNeHTHA Ha ODunacTHH 2,5 mg/ml nepopanes pasrBop.
PapMaKOKHHETHYHUAT aHAJIM3 Ha JA2HHMUTE 3a I1a3MeHaTa KOHLESHTpalua H0Ka3Ba, Y€ NpHIaranero Ha
TIeAHAaTpUYHATa f03a HunacTul 10 mg BeaHsX AHEBHO BOAM A0 CHCTEMHA €KCITO3MLIAS, SKBUBAJIEHTHaA Ha
Ta3yu, HabNKoAaBaHa cjeR NpuaaraHe Ha 103a ot 20 mg npH BE3pacTHH M I0HOLIH, KATO CPEHHTE CTOHHOCTH
Ha AUC ca 1014 ng*hr/ml 3a netra Ha BB3pact ot 6 no 11 ronvHu. Te3u pe3yiaTaTH ca 3HAYMTENHO TIOJ
npara 3a 0e30nacHOCT Bbh3 OCHOBA Ha JAHHKTE OT NpHiarave na eAHOKPATHA AHeRHa A032 OT 80 mg npw
BB3PACTHH B CHOTBETCTBHE ¢ Tpodmna Ha 6e30nacHOCT Ha TeKapcTBoTo. Te3n pe3ynTaTy MOTBBPKAaBAT
1300pa Ha OunactuH 10 mg 3a nepopadHo NpUICKERHE BEAHBXK AHEBHO KaTO NOAXOAAA TEPANeBTHYHA
034 3a NefNaTpHYHaTa NOMMyjanysa Ha Be3pact oT 6 g0 11 ropmnu ¢ Tenecxo terno Han 20 kg.

5.3 TIpeAKNHHHYHH JAHHH 32 0€30NACHOCT

HexnuHuyHHTE Aansy He nokassaT ocoOeH prck Ha OHIacTHH 3a Xopa Ha 6a3aTa Ha KOHBEHLIMOHANIHUTE
(hapMaxkoIOrHYHK U3NMUTRaHMA 3a 0€30MacHOCT, TOKCUYHOCT NP MHOTOKPATHO NpUJlaraHe, FeHOTOKCHHHOCT
M KaHLUEPOTreHeH IoTeHHal.

B uzcnenBanuaTa Ha penpoOAYKTHBHATA TOKCHYHOCT edeKTHTE Ha OunacTHH BbpXy deryca (npe- 1
NMOCTUMITIAHTAUHOHHA 3aryda IpH IILX0BE W HelMbJIHA OCUHKALMA Ha YepelHUTE KOCTH, NPBAHATA KOCT U
KpaHHULIHTE NPy 3aiild) ce Habniofarar caMo NpH 03K, caMmo TIPH 103H, TOKCHYHH 3a Malikara. Hugara Ha
€KCIO3M1IM, TIPH KONTO He ce HaOJIIoRaBaT HeKellanu iekapcTeeHH peaklind (NOAEL), snauurento
HaAXBBIAT (> 30 bTH) EKCHO3UMIMA NIPU XOpaTa Npy npenopbyanata Tepanesruina 1o3a.

B npoyupate 3a jakTallMsaTa € YCTaHOBEH OHAACTHH B MJISKOTO Ha KbpMeuiy IUIbX0BE, NPH NpHarane Ha
€IHOKpaTHa nepopanna go3a (20 mg/kg). Konnentpaiuure Ha OHIacTHH B MASKOTO C€a OKOJIO ITONIOBMHATA
OT Te3M B MaifulHaTa 1a3Ma. 3HaueHHEeTO Ha Te3H Pe3YJITaTH 38 XOpaTa He € H3BECTHO.

B uscnenpane 3a depruiamMTeTa Npy INIBX0BE, OWaCcTHH, NpHaarad nepopaiHo ao 1000 mg/kg/
NPEAU3BHKBA HUKaKbB €)EKT BbpXY XKEHCKHTE H MBbKKUTE penpOdYKTHBHY oprany. I1okasar
YH(PTOCBAHE, PEPTUANTET K OPEMEHHOCT HE CE NOBJIUIBAT.

OT u3nuTBaHKg 3a pazNpesieNCHHE NPY NJIBX0BE ¢ ONPEACIsiHE Ha KOHUGHTPALUKMHUTE Ra JIEKa
aBTopaauorpadgms ce swiaa, ye OHIacTUH Re ce akymynupa g LHHHC.
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6. PAPMAHEBTHYHU JAHHU

6.1 Cnuchbk ¥a NOMOLIANTE BellecTBa

beranexc (E459)
XUIPOKCHETHIILEAYIIO38
Metnnnapaxuapokcubdbensoat (E218)
IIponunnapaxyuapokcntensoar (E216)

Cyxpanosa (E955)

ApOMaT Ha MainHA {OCHOBHM KOMIOHENTH: €Tax0J, TPHALETHH, BOZAA, ETMNOYTHpaT, NHHANNIOB aleTar)
XnoposoopoaHa KHMceinHa, KoHueHTpupana (37%) wim paspeaena (10%) (32 perynupane Ha pH)
Hatpues xnapokcuj (3a perynupane na pH)

Bopa, npeuyncreHa

6.2 HeCHLBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoOCT

3 ronMBu.
CpOKBT Ha TOHOCT Clied IIBPBOTO OTBapSHE € 6 Mecerna.

6.4 Coennanum ycoBHH 32 CHLXpPaHEenne

Ha ce cexpansea nop 30°C.

6.5 Bua u chabpikaHAe HA ONIAKOBKATA

doprekan 3a Aella 2,5 mg/ml nepopajieH pasTBOp € ONaKOBaH B ThbMHA CThKJIeHa OyTHiKa (cThKuio Tun 1),
3areuaTala ¢ aJilYMMHHMEBA Kanayka Ha BHHT, ChC 3alIMTEHA CHCTEMA Ha 3aTrapaHe (tamper-proof closure
system) U ¢ obKaTKa OT MONMETHIEH ¢ HUcka INBTHOCT (LDPE), 111y 3aneuyaTaHa ¢ noJIMIPONHACHOBA
Karauka, ChC 3allMTEHA OT J€1a CHCTEMa Ha 3aTRapsHe H ¢ 0bKkaTKa OT MONHETHIEH ¢ HUCKA ITbTHOCT

(LDPE). OnaxoBkute chabpxar 15 ml unu 25 ml nomHnponnnesoBa Ro3upaliia yaiika ¢ o35auenne 3a 4 mi.
Bcesaka 6ytuaka ceispika 120 ml nepopanen pasteop.

6.6 ChenHanHu npeaTa3HN MepKH NpH U3XBLPJIAHE

Henznonspanusar NpOAYKT WIK OTNI2ABYHHTE MaTCpHanid OT HETC TPHGBH Aa C€ U3XBEPJAT B CLOTBCTCTBHE C
MCCTHHTC U3NCKBAHWA.

7. IIPRTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Menarini Internationa} Operations Luxembourg S A,
1, Avenue de la Gare, L-1611, JiokcemOypr

8. HOMEP(A) HA PA3PEIIEHHETO 3A YIIOTPEEBA

20170257
9. JIATA HA ITbPBO PASPEHIABAHE/TIOJAHOBSIBAHE HA PASPEIIEHHETO 383 B
YIIOTPEBGA

\%, __



JlaTa Ha nbpBo paspewarade: 15/08/2017
JlaTa Ha nocnenHo NoaHoBsBaHe: 29/09/2022

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

12/2022
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