KPATKA XAPAKTEPHCTHKA HA TPOAYKTA

1. HUME HA JEKAPCTBEHHA MPOAYKT

Kcusan 0,5 mg/ml nepopajieH pa3Tsop
Xyzal 0,5 mg/ml oral solution

2. KAYECTBEH M KOJIHYECTBEH ChCTAB

1 ml nepopaneH pa3Teop chabpka 0,5 mg NeBoLEeTHPH3IHHOB AUXHApOXJIopHA (levocetinzine
dihydrochloride).

[ToMOILLIHH BeLecTBa ¢ U3BECTHO JEACTBHE:.
0,675 mg MerunnapaxuapokcubdeHsoar/ml

0,075 mg nponunnapaxuapoxcudensoar/ml
04¢g TeUeH MaITUTOI/ml
3a MeIHUA CHCTAB HA MMOMOIIHMTE BelecTBa BIKTE Touka 6.1.

3. NEKAPCTBEHA ©OPMA s iHWTERKA ATEHUMS (10 NEKAPCTBATA |
Kpamxa HE NPOgYrame - [lpusoxerue |

[lepopaneH pa3TBoOp. O /)8

EHCTpa U 6e3uBcTHa TEeUHOCT. Koum Poz. Ne _£.< ..... {(. .......... { .'{ ..........................

4. KJUHUYHHA JAHHH 3G/MA/MP - ... F o r=e.1Lo... 1 U UR U
l__l AEDEHUC M ... civavisrnrisieeresns ./. ...............................

4.1 TepanesTHYHH NOKAIAHHS

Kcusan 0,5 mg/ml e nokasaH 3a CHMITTOMATHYHO JICYEHHE Ha AIEPrHiYeH PHHHT (BKITIOUHTENTHO
NIEPCUCTUPALL ANEPrHYeH PUHHT) M YPTHKapHs [IPH BE3PacTHH H AcLia Ha BB3PAcT Haa 2 FOAMHM.

4.2 JA03HpOBKS H HAYHH HA NPHJIOKEHHE

Jo3upoBka

Bwn3pacTHH M 10OHOIOHN HaM 12 rogMHM:
JlsepHaTa npenopb4HTeiHa 2032 € 5 mg (10 ml pasTsop).

ITayuenmu ¢ cmapuecka ev3pacm
[Ipy nalMeHTH B CTAp4€CKa Bb3pacT ¢ YMEPEHO MO0 TeXKO ObOpedHO yBpeXAaHe Ce NpenopbhyBa
KOpeKLHA Ha 103aTa (BK. beOpeuHo yBpexaaHe Nno-aomny).

Bvbpeuno yspexcoare

YecroraTa Ha npuemMa TpadBa 1a ce HHAHBURYaNH3Upa B ChOTBETCTBHE ¢ ObOpevHaTa pynkums (eGFR
- H34HCJIEHA CKOPOCT Ha IoMepynHaTa ¢wrrpauud. Manonsegaiite mpunoxeHara no-gony tabiaunua sa
ananTHpaHe Ha J103aTa, KakTo € TOCOYEHO.

AJIanTHpaHe Ha A03aTa NPY NalUeHTH ¢ HapylueHa Onbpeuna dyHkuua:




[ eGER Jlo3a ¥ YyecTOTa HA [IPHIAraHe
pyna (ml/min) P
HopmanHa 6n0peuysa =90 5 mg BeAHBX AHEBHO
GyHKLHA
JIexo HapyieHa OvOpedna | 60 - <90 5 mg BeaHDLXK AHEBHO
| OyHKLHA
YMepeHO HapylHeHa 30-<60 5 mg BEeAHBK HA BCEKH 2 JTHU
6L6peuHa pyHKiHA
Texko HapymeHa ObpOpeuna | 15-< 30 5 mg BeAHBK HA BCEKH 3 THHU
$yHKLMS (He W3UCKBAIO
AHann3a)
[TauueHTH B KpaeH cTaauH <15 NPOTHBOIMNOKA3ZHO
Ha OBpOpeuHo 3abonaBaHe (M3UCKBALLO JHATH3HO
neYyeHHe)

[Tpu neauaTpuuHK nauxeHTH ¢ 6s6peyHo yBpekaaHe, 4o3ara TpAOBa fa ce aJanTHpa HHAMBUAYAITHO
B 3aBHCHMOCT OT OB6pedHus KIMPBHC M TejlecHaTa Maca Ha nauyenTa. Hama cneunduyny JaHHH MpH

nena c 6p6pedHo yBpexaaHe.

Yeprodpobro yapeacoane
He ce najnara NpoMfHA Ha A03aTa [PH NAaLKMEHTH, €AHHCTBEHO C YepHOApoOHO yBpexnawe. [lpu
MALMACHTH ¢ YepHOAPOOHO M OBOpEUHO YBpeXAaHE ce MPenophryBa NPOMIHA Ha J03ara (BXK. flo-rope

Br6peuHo yspexnaHe).

Ileduampuuna nonynayus
Jleua Ha BB3pacT oT 6 10 12 roAuHH:
JIHeBHata npenopbudTenda go3a ¢ 5 mg (10 ml pasrsop).

Jleua Ha BB3pPACT OT 2 A0 6 FrOAHHM:
JIHEeBHATa MPEnoOpbYHMTENHA 1034 € 2,5 mg, pazaesieHa Ha ABa NpHeMa oT 1o 1,25 mg (2,5 ml pa3Teop
IBa MbTH AHEBHO).

JlopH W fa CHUIECTBYBAT HAKOH KJIMHHUYHHM JaHHH NPH Aela Ha Bu3pact oT 6 Mecena no 12 roauHy
(Bx. Touka 4.8, 5.1 H 5.2), Te3d AaHHHU HE Ca JOCTATHYHH, 3a A3 MOAKPETAT NMPHWIOKECHHETO HA
NIEBOLICTHPH3KH NPH KbpMayeTa H Aela Ha Bh3pacT ol 2 FoAMHH (BX. CbILo TOYKA 4.4).

HauyuH Ha NpHI0XKEHHE

B omakoBkara € BKIIOYEHA COPHHLOBKA 3a Mpuiara€He Ha nepopalHv ¢opMH. [loaxoosiuuar odem
nepopaseH pa3Tsop TpadBa Aa ce H3MepBa ChC CIPHHLIOBKATA 3a NPUIaraHe Ha nepopanHy GopMu H
[a C¢ W3THBA B JILKHLA WIK B yallla Boja. [lepopanuysar pasTsop TpabBa na ce npiema NepopanHo
BeJHAara ClIeA paspexaaHe U MOXKe Ja € MpueMa ¢ WiK 0e3 xpaHa.

[IpOABIKMATENHOCT Ha JICYEHHETO:!

VHTepMHTEHTHHAT aneprudeH puHHT (CHMITTOMH, H3NHTBAHH B IPOABLIDKEHHE HA NO-MAJIKO OT YETHPH
OH¥ B CEAMHLUATA HIH 3a NMO-MAJIKO OT YeTUPH CeAMULM B roavdHara) Tpabea ga ce Jjexysa B
3aBUCHMMOCT OT 3a00NABaHETO M HEroBaTa aHAMHE3a, JICYEHHETO MOXE Na CE€ CIpe BegHara cnep
H34Y€3BAHETO HA CHMITTOMHTE M MOXE Ja C€ [MOJHOBY, KOraT0 CHMIOTOMHUTE ce NoABAT OTHOBO. [lpH
MEPCHCTHPAL aflepruueH PHHHT (CHUMIITOMH H3MUTBAHH B NPOALIXKEHHE HA NOBEYE OT YCTHPH JHH B
CeAMHLIATA HAH MOBEYE OT HETHPH CEAMHMIM B NOAMHATA), MOXKE Ja Ce Ha3Ha4M MPOIBIKHTETHO
neyeHHe Ha MalMeHTa Npe3 nepuoaa Ha eKCNo3HUMA KbM alepreHa.

CrillecTBYBa KIMHHMYEH OMMKT ¢ MPHIOKEHHETO Ha JICBOLETHPHM3MH 33 [EPHOIM HA JIEUeHHE B
NPOALIKEHME Ha MoHe 6 Meceua. [Ipn nauneHTH ¢ XpOHMYHA YPTHKApHA WIH XPOHHYEH alleprHYeH




PHMHHT, CHIUECTBYB2 KJIHHHYEH OTIMT ¢ MPWIOKEHHETO HA LETHPU3MH (panemar) 3a nepuoa A0 eHa
rojJuHa.

4.3 NpoTHBONOKAIAHASR

CBpBbXYYBCTBHTE/IHOCT KbM aKTHBHOTO BEIUISCTBO, KbM LETHPH3HH, KbM XHAPOKCH3HH, HIH HAKOE OT
MOMOILGHHUTE BellecTBa, H3bpoeHu B Touka 6.1.

[anMenTH ¢ KpaeH craguii Ha OnOpeuHo 3abongBaHe ¢ H3YHCICHA CKOPOCT Ha TJIOMEpYJHA
dwitpauus (eGFR) noa 15 ml/min (M3HCKBAIIO AHAAHIHO JIEYEHKE).

4.4 Crennanns npeAynpexicHHa H NpeANa3sHia MePKH OpH ynoTpeda

[IpenopsuBa ce NOBUHIEHO BHHMAHHE [IPH €HOBPEMEHHA YroTpeba Ha ankoxos (BX. Touka 4.3).

Kcuzan 0,5 mg/ml cbabpka MeTHINAPaxuApokcHOeH30aT ¥ MPONWINapaxHAPOKCHOEH30aT, KOETO
MOJKE 1 IIPeU3BHUKE AIEPTHYHHA peakLu# (BEpOATHO OT 3a0aBeH THI).

[IpenopbBa ce MOBUINEHO BHUMAHHE NPH MalMEHTH ¢ €NHJICNCHA U MALMEHTH C PHCK OT KOHBYJICHH,
Thi KaTO JICBOLETHPH3IHH MOXe Ja TpeU3BHKA BJIOIIABAHE HA NPHCTHIIMTE.

Kcwmzan 0,5 mg/ml cbappxa TEUEH MAITHTON.
[TalMeHTH ¢ PeAKH HACNEACTBEHH MPpobaeMy HA HEMOHOCHMOCT KbM GpyKTO32 He TpAOBa na nmpHeMar
TO3H JICKAPCTBEH MTPOAYKT.

MpenopbuBa ce NOBHILEHO BHUMaHKE NIPH NMALMEHTH C mpeapasnosaramy (GaKropyd KbM 3aibpikaHe
Ha ypHHa (Hanp. YBpexaaHe Ha rpbOHadHMA CTWIO, XMIepIUTa3HAd Ha MpoOCTara), ThH Karo
NEBOLIETHPH3IHH MOXKE 1a YBEITHYH PHCKa OT 3aIbpXaHe Ha YPHHA.

PeakuusaTa Ha KOXKHH TECTOBE 34 aliepruf ¢¢ MHXHOMpa OT AHTHXUCTAMHHH H C€ W3IUCKBa NEpUol Ha
ouHcTBaHe (0T 3 aHM), npean ga OpAAT U3BBPILICHH.

Moke 1a ce MOfSBH ChpOex MpH CIHPaHe Ha NEBOLETHPH3HH, IOPH aKO TE3H CHMITTOMH He ¢a Ouny
HAIKYHHM NpeaH 3anouBaHe Ha JiedyeHHeTo. CHMNTOMHTE MOraT Ia OT3BY4YaT CNOHTaHHO. B HAKoH
ciydaH CUMNTOMMTE MOraTr Aa ObAaT UHTEH3HBHH H 1a HANOXKAT MOBTOPHO AeueHHE. CHMIITOMHTE
TpAOBA J1a OT3BYYAT NPH PECTAPTHPAHE Ha JIEYSHHUETO.

[NeauaTpy4Ha Noynauus
JIopH ¥ 4a ChUIECTBYBAT HAKOH KJIMHUYHHM JAHHH NPH J€la Ha Bb3pacT OT 6 Mecela A0 12 roanHu

(Bx. Touka 4.8, 5.1 1 5.2), Te3u AaHHH HE €3 AOCTATHYHH, 33 1A MOAKPENAT IPHIOKECHHETO Ha
JIEBOLIETHPH3HH NPH KbpMayeTa H Jieila Ha Bb3pacT Noj 2 roINHA.

4.5 BzanMoaeilicTBHe ¢ APYTrH JeKAPCTBEHR NPOAYKTH H APYTH GOpMH Ha B3aHMoJeHCTBHE

He ca mnpoBexaaHy Mnpoy4YBaHMA 3a B3aUMOACHCTBMATA C JICBOLUETHPH3HH (BKMIOUHTENHO C
nuaykropute Ha CYP3A4); npoyuBaHMATa C palleMaTHOTO BEHIECTBO HETHPU3WH HE NOKa3BaT
KIHHWYHO 3HAYUMM HEXEnaHd B3auMoaehcTBHi (C AHTUINUMPHH, A3HTPOMULHAH, UMAMETUAUH,
AMA3ENaM, EPHTPOMHLIHH, MIMNH3WA, KETOKOHA30N W ncesaoedenpuH). B H3NMTBaHe ¢ MHOTOKPaTHU
no3u teobunuH (400 mg BeaHbkK AHEBHO) ¢ HabmogapaHo cnabo HaManeHWe Ha KAMPLHCA Ha
weTHpH3KH (16%), KaTo CTeMeHTa Ha AMCMO3HULMA Ha TCOQHIHH HE C& ITPOMEHS INPH €IHOBPEMEHHO
NMPWIOKEHHE HA LICTUPU3UH.

B npoy4saHHs ¢ MHOPOKPaTHO NPHAOXEHHE Ha puToHasHp (600 mg nBa mbTH JHEBHO) H UETHPH3IMH
(10 mg AHEBHO), CTENEHTAa Ha €KCMO3HLHA Ha HETHPH3UH ¢ Ouna nmoBHileHa ¢ okono 40%, nokaro
AMCHO3HLIMATA HA PHTOHABHpP Jeko ¢ Ouna noxwkexna (-11%) npy CBOBTCTBAHIO NP
LIETHPH3HH.




CreneHrta Ha abcopOiMs HA EBOLETHPH3HH HE CE HAMAIABA OT XpaHaTa, BbNPEKU He CKOpOCTTa Ha

abcopbLMa € MOHIKEHA.

[Ipd 4yBCTBHATENHH NAUMEHTH, EAHOBPEMCHHAaTa ynorpeba Ha LETHPU3HH WIH JIEBOLECTHPH3HH C
ankoxon wiy gpyru gempecaHty Ha LIHC, Moxe na npMuHHH AOMBLIAHUTENHO MOHHXABaHE HA
BHHMAHHETO H a HAPYILUH W3ITh/IHEHHETO HA JEHHOCTHTE,

4.6 @epTuanTeT, 6peMennocT H KbpMeHe

bpeMeHHOCT

JIMncBaT OAHHK WIH ca HAIWYHH OTpaHHYEHH JaHHW (no-mManko ot 300 cnyyas Ha H3XO0A OT
6pemednocTTa), 3a ynorpebara Ha JEBOLUETHPM3MH IpH OpeMeHHM seHH. Bwrnpeku ToBa, 3
HeTHPH3HMH, PALEMAThT Ha EBOLETUPH3HH, roIAMO KOAH4YECTBO daHHH (roBede oT 1000 cnyyas Ha
H3X0J OT OpeMEHHOCTTa) 33 OpEMEHHH KEHM, HEe MoKa3gaT MmaidopmaTrHBHa WiH ¢eTo/HEeOHaTaNnHa
TOKCHYHOCT. [TpoyuBaHMATA NpPH XHUBOTHA HE MOKA3BAT MPEKH KM KOCBEHH BPEOHH CQEKTH MO
OTHOUIEHHEe Ha OpeMEHHOCTTa, Pa3RUTHETO Ha eMOPHUOHA/TUIONA, PaXKIAHETO WM MOCTHATATHOTO
pa3BUTHE (BX. TOUKa 5.3).

Ynorpebara Ha NEeBOLETHPH3IHH MOXeE Aa ce 0OMHCIIH NO BpeMe Ha OPEMEHHOCT, ako € HeoOXOoAHMa.

Kspumene
YCTaHOBEHO €, Ye LIETHPH3HH, PailleMaThT Ha JIEBOLIETUPH3HH, CE€ OTAENA B KbpMara mpH Xopa. ETo

3all[0 € BB3MOKHO OTICNAHETO HAa LICTHPM3MH B KbpMmaTa. Moxe Aa ce Hal0moaaBaT HeEXelnaHH
JIEKAPCTBEHH PEaKliMK, CBBP3aHH ¢ IEBOLICTHPH3HH [IPH KbPMAa4€Ta HAa €CTECTBEHO XpaHEeHe.

[Topagu TOBa, MPEAMHCBAHETO HA JIEBOLICTHPH3UH HAa KbPMEIUK EHM TpadBa Aa Oble C MOBUILEHO
BHHMAaHHE.,

QepTHIHTET
HsimMa HanWu4HY KIHHAYHK faHHHM 32 edeKTa Ha NEBOLETHPH3UH BEPXY GepTHAHTETA.

4.7 EdexTH BLpPXY cnocofHocTTa 33 WiodhupaHe H padoTa ¢ MAIHRH

CpaBHUTEJIHHTe KIWMHHYHA H3NWATBAHMA [IOKA3BAT, Y€ JICBOLECTHPH3MH, B MNpEnopbyaHara 103a, HE
HapyllaBa BHHMaHHETO, pEakLMATa U ClIoCOOHOCTTA 32 LIOPHpaHE.

BhrpekH TOBA, HAKOH NALMEHTH MOraT Aa MOYYBCTBAT CHHIMBOCT, YMOPa H aCTEHHA NPH ynotpedara
Ha JnesonetTupusuH. ETo 3amo, mauMeHTHTEe, Bb3HAMepABallld Aa WodupaT, Aa H3BLPIIBAT
MOTEHLMANHO ONACHHU ASHHOCTH WM Aa paboTaT ¢ MauIuHU, TpAaOBa Na UMAT NMpeABKA Bb3ACHCTBHETO
Ha JIEKAPCTBESHHA NTPOAYKT.

4.8 Hexenann IeKAPCTBEHH PeaKIlHH

KIMHUYHY HINHTBAHHA

Bwapacmuu u deya Ha ev3pacm nao 12 zoounu

[Ipu TepaneBTHYHH M3MHWTBAHUA, NPH )XEHH U MBXe Ha Bh3pacT oT 12 no 71 roaunu, 15,1% or
MaLHeHTHTE B FPyTaTa Ha IPHEMALLUTE TEBOLETHPHU3KH 5 Mg ca HMATH HAl-MalNKo eIHa HeXeNNaHa
NIEKapCTBEHA peaklius, B CpaBHEHHE ¢ Mnanebo rpynaTa, KbAETO To3K npoueHT € Oun 11,3%. 91,6% ot
T€3HM HEXKENAHU PEAKLMU ca DMK NEKH 10 YMEPEHH.

[Mpu TepaneBTUYHH NPOYYBAHHA, CKOPOCTTa Ha OTHAJaHe Nopaan Hexenann cuouTHa ¢ 1,0% (9/935)
¢ nesolleTHpu3HH 5 mg u 1,8% (14/771) c nnauedo.

KNHHMYHUTE H3MUTBAHHKA C JIEBOLIETHPH3HMH BKJIIOYBAT 935 nalueHTH, NpyHeMallly TO3H JIEKapCTBEH

MPOAYKT B MpenopbyBaHara A03a oT 5 mg AHesHO. OT Taka chOpaHuTe AaHHH ca OMNTHM ChoOIIaBaHH
CJIEAHHTE HeXeIaHH JIEKAPCTBEHH peaklMu ¢ 4ecToTa oT 1% unun noseqe (vectu: >1/100 no <1/10),

[IPH NPWIOKEHUETO HA 5 Mg NEBOLECTHPH3HH WIH IuTauedo:

IIpenopbuHTEICH TEPMHH Inanebo




(WHOART) (n=771) (n = 935)
["nasobonue 25 (3,2%) 24 (2,6%)
COMHONEHTHOCT 11 (1,4%) 49 (5,2%)
Cyxora B ycrara 12 (1,6%) 24 (2,6%)
Ymopa 9 (1,2%) 23 (2,5%)

HabnionaBaHy ca H IPYTH HeXeNaHH JieKapcTBeHU peaxiyu (HeyecTH >1/1000 no <1/100), karo
acTeHHSA U OOJIKU B KOpeMa.

YecTOTATA HA CEAATUBHUTE HEXKEJIAHH JTEKAPCTBEHHM PEAKLIMK KaTO COMHOJIEHTHOCT, YMOpa H acTeHHA
ca HabmIoAaBaHy Mo-4ecTo ¢ 5 mg nesoueTHpusnH (8,1%), B cpasHeHue ¢ mnatedo (3,1%).

[Teduampuuna nonynayun

B nBe rwiauebo-KOHTPONHpAHH HINTHTBAHUA DY MEJUATPHYHH NMAlMEHTH Ha Bb3pacT 6-11 Mecela u
Ha BL3pacT OoT | roauHa A0 noj 6 roaumHH, 159 nanMeHTH ca MpHUEMalH JICBOUECTHUPH3HH B A03a
chOTBETHO 1,25 mg AHEBHO B NpPOAbJDKEHUE Ha 2 cenmuuy M 1,25 mg nBa mbTH AHesHO. ChneaHara
4eCcTOTA Ha HEXKeNaHH JeKapcTBeHH peakunud € cpobuleHa ¢ vecrota 1% unM mo-ronsgma C
NIEBOLIETHPU3HH MITH T1aLefo.

Curcremo-Opranan Knacose u [Ipenopnanrenen [lnanebo JleBOomeTHPH3IHMH
TepMHH (n=83) (n=159)
CroMauiHO-MpPEeBHN HAPYIICHHA
Juapris 0 3(1,9%)
[MoBpbinane 1(1,2%) 1(0,6%)
KoHcTumnanusa 0 2(1,3%)
HapymieHss Ha HEPBHATA CHCTEMA
COMHONEHTHOCT 2(2,4%) 3(1,9%)
IlenxpuHe HApYIDEHHs
HapylmeHne Ha ChHS 0 2(1,3%)

JIBOMHO-CNENH UIaLie00-KOHTPONHPAHH M3MMTBAHMA Ca MPOBEACHU Npd Aena Ha BwipacT 6-12
roaguHK, kato 243 felia ca NpHEMalid JIEBOLETUPH3HH 5 Mg AHEBHO B NMPOALIKEHHE HA pPazikyHH
nepyoH, BapHpallii OT no-Manko ot 1 ceamuua 1o 13 ceamMuim. CroOWEHH Ca CNEAHHTE HEXCNAHM
JIEKApPCTBEHU PEAKLMH C JIEBOLICTHPU3HH WIH Inauedo ¢ yectora 1% WM no-rojaaMa.

lpeanounTan Tepmun | [Inauebo (n=240) | JlepouerHpusnu Smg (n=243) |
["naBobonue 5(2,1%) 2(0,8%)
COMHOJIEHTHOCT 1(0,4%) 7(2,9%)

Kakto € mocoyeHo B Touka 4.2 ¥ 4.4, Mons, umalTe npeasui, He ZOpH aKo KIHHHYHWUTE JaHHH,
NpeACTaBEHH B Ta3H TOUKA, [a a4 HAJMYHM 33 Jela Ha BBb3pacT oT 6 Meceua ao 12 roaMuu, Hue
HIMAaMe JOCTATHYHO AAHHU, KOHTO Ja NOXKPENAT MPUIAraHeTo Ha NMPOAYKTA MPH KbpMayeTa H MANKH
[iela Ha Bb3pacT Nox 2 roauHH.

[IOCT-MapKEeTUHIOB OITUT
Hexenanu peaxuHy, ChOOIIECHH OT NOCT-MAapKETHHIOBUA OIMT, €& NOAPEACHH 10 CHCTEMO-OpTraHHa

xnacupHKailHd M decToTa. YecTroTaTa € ONpedcsieHa, KakTo cle/Ba: MHOro 4ectd (=>1/10), vectu

(=1/100 no <1/10), Heyecta (=1/1 000 mo <1/100), peaxu (=1/10 000 mo <1/1 000), MHOroO penku
(<1/10 000) # ¢ HeM3BeCTHA 4ecTOoTa (OT HATMYHHTE AJaHHH He MOXe Jia OB/ie HalnpaBeHa OlCHKa).

e HapylueHus Ha UMyHHaTa CHCTEMA.
C HeU3BECTHA YECTOTA: CBPBXYYBCTBUTENHOCT, BKITIOUMTETHO aHadHiakcus

e HapymeHus Ha MeTabONHM3Ma H XPAHEHETO:
C Heu3BeCTHA 4€CTOTA: YBENHUYEH alleTHT




¢ [IcHMXHMYHM HAPYLUEHHS:
C HeM3BECTHA 4ECTOTA: arpecHs, Bb30yAa, XanlouMHalUMH, Jenpecus, 0e3chHHE, CyULIMIHA
Hieamnusa, KOLMapH
e Hapymenus Ha HepBHATa CHCTEMA.
C HeM3BECTHA YECTOTA: KOHBYJICHH, MAPECTE3UH, 3aMasHOCT, CHHKOII, TPEMOP, AHCIeY3HA
¢ Hapymen#s Ha yXOTO H TaOMpHHTa!
C HeM3BeCTHA YECTOTA: BEPTHIO
e HapymeHnua Ha OYHTE:
C Heu3BeCcTHA HeCTOTa: YBPEK/IaHUs Ha 3pEHHUESTO, 3aMBINICHO 3PEHNE, OKYJIOrupalys
e (bpaeyHH HaApYILUEHHA:
C HEeM3BeCTHA YeCTOTAa: NaNnfMTailyd, TAXHKapAus
¢ PecnupaTopHH, rpbAHN U MEAHACTHHAIHH HADYILCHHUA:
C Hen3BeCTHA YecToTa: AUCTIHEA
¢ CTOMAalIHO-YPEBHU HAPYILICHUA:
C HeM3BecTHa 4EeCTOTa: raacHe, noBpbUlaHe, THAPHUA
¢ Xenaro-OMNIHAPHHU HaApYLUCHHUSA .
C HEeM3BECTHA YECTOTA: XEMaTHT
e Hapymenua Ha 61L0peuyuTe U NUKOYHUTE MbTHUILA!
C HeH3BecTHA 4Y¢CTOTA: AU3YPHA, 3aAPBhKKa HA YPHHA

e HapyllieHHd Ha KOXKaTa H MOAKOXHATa ThKaH:
C HEH3BECTHA 4ECTOTa: AHCMOHEBPOTHYEH OTOK, (PUKCHpaH JIEKapCTBEH OOpHB, IMPYPHTYC,
o0puB, ypTHKapHs
e Hapyimesus Ha MyCKYJTHO-CKEJICTHATA CHCTEMA U ChEHHUTE/IHATA ThKaH:
C HeM3BeCTHA YeCTOTa: MUAJITUA, apTPANT A
e 0wy HapylleHHUS ¥ €PEeKTHU HA MACTOTO HA MPHIOKCHHE:
C HEW3BECTHA 4€CTOTa; OTOK

e MH3cnensaHus:
C HEM3BECTHA HECTOTA: MMOBUINABAHE HA TErROTO, OTKJIOHEHHA B YSPHOAPOOHHTE U3CIEABaHNA

MeTWinapaxuapoKcHOEH30aT U NPOIMHINApaXHAPOKCHOEH30aT MOTAT /1a MPeAH3BHKAT aJlepruydHy
peakLuu (BepoATHO ot 3abaBeH THI).

OnucaHue Ha H30paHy HEXETaHH peaKLHH
Cnep NpeKpaTABaHE HA NTPHEMA HA JIEBOLETHPU3HH, IPH MHOrO MabK Opoii nauleHTH ce cholinasa

npypHTYC.

Cro011aBaHe HA NOAO3UPAHHA HEKEIAHH PECAKLIMH
ChoOIUABaHETO Ha MMOIO3HPAHH HEXKENaHH PeakUWH Clie] paspellaBaHe 3a yrmoTpeda Ha ieKapcTBeHUS

OPOAYKT € BakHO, TOBA MO3BOJIABA A4 TPOABLIKH HAGNIONAEHHETO HA CLOTHOMEHHETO MMOJ3A/PHUCK 32
NEKapCTBEHUA TNpoaykT. OT MeAHIMHCKMTE CMNEeUHaTucTH Ce HM3MCKBA Ja CbodluaBar BCAKa

Noxo3vupaHa HEXKCIIaHa pCAKLIMA YPC3.

HN3nbnHKTENHA areHUMs No JeKapcrBara
yi. ,.JlaMaH [ pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenozupane

CumMinromMH
CUMITTOMHTE NIPY NMpeIo3UpaHe BKIIOYBAT: CHHIMBOCT NpH Bh3pacTHU. [1pu nena e Bb3MOXHO
MEPBOHAYANHO A2 HACTHNAT BL30yaa M HECIIOKONCTBO, MOCNEIBAHN OT ChHIHBOCT.




JleiCTBHA TIpY NPENO3HPAHE

Hama u3secten cnelMH4eH aHTHAOT Ha JIEBOLETHPU3HH. B cAydail HAa npeaosupaHe ce Npenopb4Ba
CHMITTOMATHYHO HAH NOAABPXaulo nedeHHe. Heobxomumo e fa ce HampasW CTOMaluHa MPOMUBKA

CKODO cClie NOrTbIIAHE Ha JIEKApCTBOTO. JIEBOUETHMPH3MH HE C€ €IMMHHHpA €(EKTHBHO MpH
XeMOANaIN32.

5. GAPMAKOJOIHYHHA CBOHCTBA

3.1 ®apmaKo1HHAMHYHH CBO/ACTBA

QapMakoTepaneBTHYHA Tpyna: AHTHXHCTAMHHH 33 CHCTEMHO MPHJIOKEHHE, NHIICPa3HHOBO
npousBoano, ATC xon: RO6AEDS.

MexaHu3bM Ha IehHCTBUE
Jlepouietupu3vH € (R) eHaHTHOMEpa Ha UETHPU3HH, TOH € MOIUEH W CENCKTHBEH AHTArOHMCT HA

nepugepanTe H,- peuentop.

ManuTBaHUA OTHOCHO CBBP3BAHETO MOKA3BaT, Y€ JIEBOLETHMPW3IHH HMAa BHCOK aQMHHUTET KbM Hi-
peuerrropd npH uoseka (Ki=3,2 nmol/l). JleBoueTupusun uma 2 NMbTH [O-BUCOK aQuHHTET, B
cpaBHeHHe ¢ To3u Ha uetupusuH (Ki=6,3 nmoll). JleBoueTupusux ce ocsoboxkaasa oT Hi-
peLenToOpuTe, KaTo mnepuola Ha momyxuBoT € 115 + 38 min. Cien eAHOKpaTHO NpPHUIOKEHHE,
CBBP3BAHETO Ha JIEBOLETHPH3HH ¢ peuerrropuTe € 90% cnen 4 gaca u 57% cnex 24 yaca.

dapMakoIHAMWYHH M3NUTBAHHA NpH 30paBH  JoOpOBONIM MOKAa3BaT, uY¢ MOJOBHH 7033
NEBOLIETHPH3UH HMa CPaBHMMA @KTHBHOCT C Ta3W Ha LIETHPH3HH, NO OTHOLICHHE HA BB3ACHCTBHETO
KaKTO BbPXY KOXaTa, TaKa ¥ BbpXY HOCA.

dapMakoaUHAMHYHY edeKTH
dapMakOAMHAMHYHATA AKTUBHOCT HA JEBOLECTHUPM3IMH € H3C/leaBaHa B paHAOMHHH3NDAHH,

KOHTPOJIUPAHH W3NUTBAHHA:

B M3nMTBAHE CpPaBHABAUIO AEHCTBUETO HAa JEBOLETHPM3HH 5 mg, AecnoparaguH 5 mg d mnatebo
BbPXY XHCTaMHH MHIyUMpaHa Namyfaa H €PUTEMA, JICYCHHETO C JICBOLETHPH3NH MOKa3Ba, 4¢ TOH
3HAYUTENHO HaMaaBa 0Opa3syBaHETO Ha Mamysa M €pUTeMa, KoeTo € W0 Hall-BHCOKO Npe3 MbPBHTE
12 yaca u npoapkasa 24 gaca, (p<0,001) B cpaBHeHHKe ¢ naledo ¥ XeCTIOPaTAANH,

Ha4anoTo Ha AcicTBMETO HA JEBOLICTHPU3UH 5 mg 33 KOHTPONHpaHe HA MPOBOKHPAHHTE OT MOJIEH
CUMITTOMH ce Habnrogaea 1 yac ciel mpHeMa MpH IUTaleO0-KOHTPOJIMPaHH H3NHTBAHHA ¢ MOJENa Ha
allepreHHO HaTOBapBalllaTa KaMepa.

In vitro wvanuTBaHusTa (kamMepa Ha bDoitmer M CnofiHO-KNEeTbYHA TEXHHKA) II0Ka3Bar, ue
NIeBOLIETUPH3HH HHXMOHMpa €O0TaKCHH-HHIAYLUMpaHaTa €03MHOGHIHA TPAHCEHAOTEHA MUIPALIMA KaKTO
B IEPMaJHHU, Taka U B 6enoapobHu kneTkd. PapMakoIHHAMHYHHTE EKCIICPHMEHTANHN H3NHTBAHKUA /N
vivo (KOKHO-KaMepHa TeXHHKA) NOKa3BaT TPH OCHOBHH e(dekTa Ha HHXHOHpaAHEe Ha JIEBOUETHPH3IHH 5
mg B FLPBHTE 6 Yaca Ha MHAYIHPAHA OT NMOJICHH peakiusA, CpasHeHa ¢ mwiauebo npy 14 BB3pacTHH
MalMEHTH: NOATHCKAHE HA ocBoOOXaaBaHeTo Ha VCAM-1, MoaynMpane Ha CbAOBUA NepMeabunurer
M HAMaJlABaHe aKTUBU3IHPAHETO HA CO3UHOPWIHTE.

KnunuuHa edukacHocT ¥ 6€30NacHOCT

EdexTHBHOCTTA ¥ 6€30MaCHOCTTA HA JIEBOLECTHPH3HH € A0Ka3aHa NMPH BL3PacTHH MAlHEHTH B HAKOIKO
ABOMHO-CNiENH, NAale0O-KOHTPOJNHPAHH XNHHHYHH W3NHTBAHHA, MNPOBEACHH TMNPH ITAUMEHTH,
CTpajallld OT CE30HCH AaNeprudeH PHHHUT, LEJNOrOAHUIEH ANEePrHYeH PHHHUT WIH TNEePCHCTHpALL
anepru4eH pvHUT. JICBOLIETHPHU3HH 3HAYMTENHO MonoOpABa CHMITOMHTE HA aNepruyH
BKJTFOUHTE/IHO Ha3zalHaTa OOCTPYKLUMSA B HAKOH OT M3NHTBAHHUATA.




[llecTMECEYHO KNMHMYHO M3MUTBaHe NMpH 551 naumeHTH (BriOuBallo 276 NAlMEHTH, JIEKYBaHM C
NEBOLETHPH3HH), CTPAJAIIA OT NEPCHCTHPALL, ANEPrHYEH PHHUT (HaJIMUMe HAa CUMITTOMM Tpe3 4 AHH B
ceAMHMLATa, B MoHe 4 nocienoBaTENHd CEAMHIHK), CEHCHOMNKH3HPAHH KBM JOMAMUIEH Npax U TPEBHH
NONEHH, NOKA3B84, Ye JEBOUETUPHIUH 5 Mg € KITMHWYHO H CTATHCTHYECKH 3HAYMMO NO-MOLIEH CIIPAMO
tane6o npu obnekyaBane Ha OOMMA CHMITTOMEH CKOP Ha aneprHYyHUs PUMHUT TPE3 UCIHA NepHoa Ha
M3NUTBaHEeTO, Oe3 [a npeAaussuka Ttaxudunakcus. [Ipes NenHA nepHol Ha H3NHTBAHETO,
NEeBOLIETHPH3HH 3HAYHMO NoAcOpABa Ka4eCTBOTO Ha XHBOT HA NALMEHTHTE.

B mnaue6o-KOHTPONUpaHH KAMHWYHH M3MHTBaHWA, BKMoO4YBau 106 nauueHTH, cTpajaiM oOT
XpOHHYHA MIAMOMATH4HA YPTHUKapHs, 85 mauuenT ca OWwid nekysaHu ¢ mwrauebo u 81 nauueHTH c
NIEBOLUETHPHIHH 5 Mg BEAHDLX AHEBHO 3a INECT CEOMHLH. JIeYEeHHETO C NEBOLCTHPH3IWH BOAH 10
3HAYMTENIHO HaMaNfBaHe Ha CH/IaTa Ha ChpOcka mpe3 IppBaTa CCAMHILA H Npe3 LCNHA Nepuoj Ha
feyeHne, cpaBHeHo ¢ Mnaneo. JIGBOLETHPM3HH CBUIO BOAH M [0 NO-rOJAMO NOAOOpeHHEe Ha
KAYeCTBOTO Ha XXKBOT, CBBP3aHO CbC 34PABETO HA TMALWCHTHTE, OLEHEHO CBINIACHO MHAEKCa 3a
JlepMaTONOTHYHO KAYeCTBO Ha )KMBOT, CIPAMO 1auebo.

XPOHHUHATA WAHONIATHYHA YPTHKApHA € OWia NpoyueHa Karo MOICN 32 YPTHKapHalHH CbCTONHMUA.
Thii KaTo OCBOOOXAABAHETO HA XHCTAMHH € MPHYHHHO-CNEACTBEH (PakTOp NMpH YPTHKAPHAITHHTE
3a60/19BaH1A, OUAKBa CE JIEBOUETHPH3HH Aa ¢ edeKTUBeH 3a 0DIeK9aBaHe Ha CUMNTOMUTE M Ha APYTH
CBBP3aHH C YPTUKAPHATA ChCTOAHMA, B AOMBIHEHHE KbM XPOHHYHA HAHOTIATHYHA YPTHKApHA.

EKT u3cieaBaHMATA HE ¢a NOKa3aIN ChOTBETHHTE €eKTH Ha JieBoUeTHPH3UH BbpXy QT uHTepBana.

[lenuaTpH4yHa MOMYJIAITHS
BezonacHOCTTa M €pHMKACHOCTTA NpPH NEAWATPMYHM MNAUMEHTH € H3CIe[BaHa B IBe miauedo-

KOHTPOJIMPAHU KJIMHHYHH M3MMTBaHMA, BKAIOUBAIM MAlMEHTH OT & A0 12 roawHH CBC CHOTBETHO
CE30HEH W LCJOrOAHIIEH AepruueH PHHHUT. JIEBOLIETUPH3NH 3HAYUTENIHO € NOAOOPHI CHMITTOMHUTE H
MOBUILIWI KAa9eCTBOTO HA XXHUBOT H B ABCTE UINMUTBAHUA.

[Tpy nenia Ha BB3pacT NoA 6 roAHWHH, KIMHAYHATA DE30MACHOCT € OLICHEHA B HAKONKO KPaTKOCPOYHH

WY ABJTOCPOYHH TEPAINEBTHUHH H3ITHTBAHHA:

- ¢IHO KJIMHMYHO W3NMUTBAHE, B KOETO 29 nela Ha Bb3pacT oT 2 A0 6 FOAMHH C alepriieH PHHHT ¢a
GUITH JIEKYBAaHH C JIEBOLETHPH3KMH 1,25 mg ABa LT AHEBHO B IPOAL/DKEHHE HA 4 CEAMHLIM,

- €JTHO KJIMHHYHO HW3NMMUTBaHe, B KoeTo 114 Aeua Ha Bb3pacT OT 1 A0 5 rONMHM ¢ ajlepraveH PHHHT HITH
XPOHMYHA UAHONATHYHA YPTHKapua ca OHH ieKyBaHH ¢ JIEBOLIETHPH3HH 1,25 mg ABa MbTH AHEBHO
B MPOABIKCHHE HA 2 CEAMMULIN;

- €IHO KIMHHYHO H3[IMTBAHE, B KOETO 45 feua Ha pb3pacT ot 6 10 11 mecena ¢ aneprudeH puHUT WIH
XPOHMYHA UIMONATHYHA yPTHKApus ca OWIH IEKYBAHH € JIEBOLETHPH3HH 1,25 mg BEAHBK AHEBHO B
NPOABJIIKEHHE Ha 2 CEAMULIM,;

- eHO nbarocpoydHo (18 Mecena) KIKHUYHO H3NMTBAHE C 255 aTONHYHM NALKHEHTa, TeKYBaHH ¢
NEeBOLETHPH3XH HA Bh3pacT 12 1o 24 Mecena npy BRIIOYBAHETO HM.

MpodwreT Ha GesonacHocT € 6T noaobeH Ha TO3H MpPH KPATKOCPOYHWTE H3MTMTBAHMA, NIPOBEREHH
NpH Aela Ha Bb3pacT ot | 10 5 rouHH.

5.2 P®apMaKOKHHETHYHH CBOHCTRA

dapMaKOKHHETHKATA Ha JIEBOLETUPH3UH € JIHHEHHa, HE3aBHCeNla OT [03aTa ¥ BPEMETO, C MAaJIKH
HHAMBHAYAJIHM pa3nn4aug. DapMakOKHHETHUHHHAT NPOdUI € eHH H Cbill, HE3aBHCHMO OT TOBA A/
ce mMpwiara Karo eHaHTHoMep WnM karo uetupusuH. [lo Bpeme Ha npouecure Ha pe3opbuua H

eTMMHHHUpAHE He HACThMBa XMPaATHO MpeocdpasyBaHe.

Abcopbrus




Cnen nepopajiHO NPUIOKEHHUE IEBOLIETHPH3UH ce abcopbupa 6bp30 ¥ excTeH3uBHO. Ilpu BB3pacTHH,
[MKOBM IUIA3MEHH KOHLeHTpauumu ce gocrurar 0,9 4aca cnel mMpHeMaHe Ha no3ata. PaBHOBeCHM
KOHLUEHTPAIIMH C€ YCTAHOBABAT Clex 2 AHH. [IHKOBHTE Ma3sMeHH KOHUEHTPAUUH Clell IPHEMAHE Ha
elMHHYHA 1032 OT 5 mg WM NpH NOBTOpeH IpueM ca csotBeTHo 270 ng/ml 1 308 ng/ml. Crenenra
Ha abcopbIMs He 3aBHCH OT /103aTa M HE CE BJIHAEC OT XpaHaTa, HO C/ie]l XpAaHEHE MUKOBHTE
KOHIEHTPALMH €3 MOHWXXEHH H C& JOCTHIraT 3a NOo-ALJIbI [IEPHOJ OT BPEME.

PasnpenencHue

HaMa [XaHHH OTHOCHO TBHKAHHOTO pa3fpeiciieHUe Npyd 4YOBEKa, KAaKTO0 H NPEMHHABAHETO Ha
NEBOLIETHPU3KWH Mpe3 KpbBHO-MO3b4Hara OGapuepa. Ilpu rurbxoBe M KydeTa, HaK-BHCOKH HHUBA Ca
HaMepeHy B uepHus Apob u 6wbpeumre, a Hafi-Hucku B [IHC.

[Ipu xopa, NeBOLETHPH3UH ce cBbp3Ba 90% ¢ nnasmenure npoTeMHU. PasnpeneneHHeTo Ha
JIeBOLICTHPH3HH € orpaHu4eHo, kato obema Ha pasnpeaenenue ¢ 0,4 I’kg.

buotpaHcdopman
CTeneHTa Ha MeraGonu3bM Ha NEBOLETHPHU3NH NIPH HOBEKA € mo-mManko ot 14% ot go3ara, 3aToBa ce

O4AKBAT NPeHEeOPeKHUMH pasfiMdMs B Pe3yJITaT Ha reHETHYHUA NMOIUMOPdH3IbM WK ¢IHOBPEMEHHATA
ynorpeba Ha eH3UMHH HHXHOUTOpH. MeTaboNHMTHHTE MBTHIIA BKIIOMBAT apOMaTHA OKCHaalks, N- 1
O- peankuidpaHe H TAypPHMHOBO KOHKOrupaHe. JleaTKWIHPAHETO C€ OCBLISCTBABA OCHOBHO OT
CYP3A4, 10Karo apoMaTHaTa OKCHAALMA BKIII0YBA MHOXECTBO H/HIH HeHIeHTHQHuuUupaHH CYP
uzodopmu. JlepoLeTHPH3IUH He OKa3Ba edekT BLpxy akTuBHoCcTTa Ha CYP msoensumure 1A2, 2C9,
2C19, 2D6, 2E1 u 3A4 B KOHUEHTpALMY, 3HAUMTETHO HAZ [HKOBUTE, AOCTHIHATH CNel NepopanHo
PWIOKECHHE HA 5 mg A03a.

[TopazuM HHCKaTa cTened Ha MeraGoNM3bM M JMMcaTa Ha MeTaboNMTeH MHXHOMpalll NMOTEHLMAI,
B3aHMOJEHCTBHUA MEXIY NNIEBOLIETHPU3HH H APYTH BEILECTBA €A MAJIKO BEPOATHH.

EnuMrHUpaHe
[Tna3MeHHAT MOMYXHBOT NpH Bb3pactHu € 7,9 = 1,9 uyaca. [lonyXHBOTET NpH Manku jeuLa e 1o-

KpaThK. CpeJHHAT anepeHTeH 001 TeneceH KIHPbHC NpH 8b3pacTHH € 0,63 ml/min/kg. I'naBHUAT ObT
Ha OT/IC/ISHE HA JIEBOLICTUPHM3UH U MeTaboNUTUTE MY € C YpHHaTa, cpeaHo okoino 835,4% ot npueTaTa
nos3a. Upes dexanuure ce oraens camo 12,9% or noszara. JIeBOUETHPU3UH €€ OTHENA KaKTO 4pe3
roMepynHa QIITpalug, Taka U upe3 aKTUBHA TyOynapHa ceKpelLu.

CrneuyanHa nonynanug
Bvbpeuno yapesicoane

ATEPEeHTHHAT TelleCeH KIMPBHC Ha JIEBOLETHPH3HH CHOTBETCTBA HA KPEATHHMHOBHA KIHpPBHC. ETO
3al[0 Ce MPenopbhbyBa ajanTHpPaHe Ha MHTEPBaNa MEXJY NPHEMHUTE HA NEBOLIETHPHU3UH NPH MallMEHTH
C yMepeHo o Texko 6u6peuno yespexaane (Bx. 4.2). [lpu nanneHTy ¢ aHypus U B KpaliHa ¢asa Ha
61L6peuno yBpekaaHe, OOIIUAT TeJieCeH KIMPBHC c€ MOHWXKaBa ¢ 0kojao 80% B cpaBHEHHE CbC
37paBuTe MHAMBHAHK. KONHYECTBOTO NEBOLETHPH3MH, OTIEIAI CE 110 BPEME Ha CTaHAapTHa 4-4yacoBa
XeMoauany3Ha npoueaypa e < 10%.

ITedouampuuna nonynayus
JlanHKHTEe OT NeAHATPHYHO PapPMAKOKMHETHHHO HM3NUTBAHE C MEPOPANHO MPHICKEHHE HA €HOKpaTHA
oo3a oT 5 mg neBoueTHpU3WH Npud 14 aeua HA BB3pacT 6-11 rogWHH ¢ TENECHO TErAO BapHpallo
mexay 20 u 40 kg npu cpaBHaBaHe Ha M3MMUTBAHMA NOKa3eaT, Y€ Cmex H AUC cTOlHOCTH Ca 0KONIO 2
TBTH NO-BHCOXH OT HabioAaBaHWTE NPH 3XPaBH Bh3pacTHH nauMeHTH. CpeaHHTe CTOMHOCTH Ha Curax
e 450 ng/ml ce npodBABaT B CPEeAHOTO Bpeme OT 1,2 yaca, TErIOBHO HOpMaJIM3MpaHus o011l TeneceH
knupbHC € 30% no-rofisiM, a noayXMBOTHT € 24% Mo-kpaThbK B Ta3M NeAMATpHYHA MONYynauus B
CpaBHEeHHE C Bb3pacTHH. He ca mpoBexkaaHy cneudatHd GapMakOKMHETHYHH H3MHTBAHUA MPH AeUa
Ha BBL3pacT noA 6 roaMHH. PeTpOCHEKTHBHHA NMOMylalMOHEH (PapMaKOKHHETHYEH AHAIN3 € NPOBEACH
¢ 323 nauueHty (181 pneua Ha Bu3pacT ot | A0 S romunm, 18 geua Ha BB3pacT oT 6 A0 11 roguHM H
124 BBL3pacTHH Ha BE3pacT 18-55 roaguHu), KOUTO ca NMOXyIaBAIH €JHOKPATHHA WIH MHOTOKPAaTHH AO3H
NEeBOLIETHPH3HH, Bapupati ot 1,25 mg ao 30 mg. JlaHHHTE, NONYy4YECHU OT TO3M aHAIM3 IOKA3BaAT, Ye
NPUNOKEHHETO Ha 1,25 mg BENHBXK JHEBHO NPH IELA HA BB3PacT OT 6 MeceLa A0 5 TroauH - ~




Ia ooBene 0 ITa3sMEeHH KOHIEHTpallMH, CXOJHH ¢ T€3H Ha BB3PACTHH INMALHUCHTH, I10NY4HaBalllH 5 mg
BCOHDBX NHCBHO.

Cmapuecka éb3pacm

CbilecTBYBAT OFpaHH4YeHH PapMaKOKHHETHYHH AaHHH IIPH MALHUEHTH B CTapyecka Bb3pacT. BeaHnxk
AHEBHOTO MHOTOKPATHO HEpOPaNHO NpHiokeHue Ha 30 mg IeBOLETHPH3HH 33 6 IHH NpH 9 NaluHeHTH
B CTapyecKa BL3pacT (Ha Bb3pact 65-74 roauuH), OOIKAT TENECEH KIHPHHC € OKOJIO 33% MO-HUCDHK B
CPaBHEHHE ¢ TO3M MpPH MO-MIANH BB3PACTHH. PasnpenenceHMETO Ha palieMara LeTHPU3WH MOKa3pa
3aBUCHMOCT OT ObOpeunara (yHKUMA, a HE OT Bb3pacTra. To3W M3BOA € MNPWIOKHMM H 33
NIEBOLICTHPH3HH, Thil KAKTO W JBETE JEBOLETHPH3UH H LIETHPH3HH C€ €KCKPETHUpPAT NMpEeAHMHO 4Hpes3
ypuHata. Ilopagyd ToBa J03aTa Ha JICBOLETHPH3MH Tpibpa na ce KOpHrMpa B CBHOTBETCTBHE C
0LOpeyHaTa PYHKLHA NMPH NAUHMEHTH B CTapyecka Bh3pacT.

{Ion

dapMaKkoKHHETHYHHTE pe3yaTatd Ha 77 naumeHTH (40 Mbice, 37 EHH) ca OLEHEHH 34 €BEHTYAJIHa
3ABUCUMOCT OT Moja. BpeMero Ha MOMAYXHBOT € MalKO Mo-KpaTko npw xenute (7,08 + 1,72 h),
OTKOJIKOTO npH Mbxkere (8,62 + 1,84 h), HO kopUrHpaHHA CMPAMO TENECHOTO TErNo NEepopaneH
knupbHC nipu xkeHn (0,67 + 0,16 ml/min/kg) ce sBaBa CBHIIOCTABHM C TO3H NpH Mbkere (0,59 +
0,12 mi/min’kg). CpiudTe AHEBHHM AO3U M JO30BM HHTEPBAIM Ca NMPHIOKHMH 33 MBXE H XKCHH C
HopMariHa OB0pedHa PyHKIHA.

Paca

BnusHueT0 Ha pacaTa BBPXY JEBOLETHPH3IMH HE € npoyyeHa. Thit KaTo /EBOLIETHPH3HH Ce
eKcKpeTHpa npeaumHo upes ObOpeumre, a HAMAa 3HAYWMH pacoBH Da3lM¥UA B KPEATHHWHOBHA
KJIMPBHC, (GapMaKOKMHETHYHMTE XapaKTEPUCTHKH Ha JICBOLETHPH3HH HE Ce o4akpa Ja Onjar
paziH4HU B pa3nuuHHTe pacd. He ca nabmionasaHyn CBERp3aHM ¢ pacata pa3HKd B KMHETHKaTa Ha
paleMara UECTUPU3HH.

Ueproopobuo yepescoane

He e wu3nurBana GapMakOKHHETHKaTa HA JIEBOLUCTHPHU3MH I[IpH MaUMEHTH € 4YEepHOAPOOHa
HEeJOCTATHYHOCT. [lauMeHTUTE ¢ XPOHMYHH 3abongBaHMA HA uepHHs [Opob (xemartouenynapes,
XONECTATHYECH W XUThUHA LMpo3a), MpMeMauly enHokpartHa fao3a 10 wix 20 mg oT paueMHYHOTO
BEILIECTBO LIETHPH3HH, HMaT 50% yBenHueHHe Ha BPEMETO Ha MONY)XUBOT, KakTo U ¢ 40% HamaneHHe
Ha KIIHPBHCA B CPaBHEHHE CHC 3paBy HHAWBHIH,

Bpr3ka hapmakokHHeTHKA-papMaKoAUHAMHKE

EdexTbT BBPXY XHCTAMHH-HHAYLMPAHMTE KOXHH DEakilHd He CBHOTBETCTBA HA IUIA3MEHHTE
KOHLIEHTPALIMH.

5.3 IpeaKMHHHIHE JaHHR 33 6e30naCHOCT
HeknUHMYHUTE AAHHH He MNOKA3BaT 0co0eH PUCK 3a XopaTa Ha 0azaTa HA KOHBEHIIHOHATHMTE
¢dapMakoNOrHuHM Npoy4BaHuA 3a 0€30MacHOCT, MPOYYBAHUS 32 TOKCHYHOCT IMPH MHOIOKPAaTHO

fpuaraHe, reHOTOKCUYHOCT, KAHUEPOreHER MOTEHUMAl, PENPOAYKTHBHA TOKCHYHOCT ¥ TOKCUYHOCT
3a pa3sBUTHETO.

6. ®APMALLEBTHYHA JAHHH

6.1 CnHCHK Ha NOMOINHHKTE BeIecTBa

Hatpues anerat Tpuxuapar (3a peryadpase Ha pH)
JleneHa oneTHa kucenuHa (3a peryaupade Ha pH)
Merunnapaxuapokcubensoar (E218)
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[Tponunnapaxunpokcubenzoar (E216)
I'nuuepon §5%
Teuen manturon (E9635)
3axapvH HaTpHii
ApOMaTET ,,TYTH GpyTH" ChABpXKA:
TpHaueTHH (E1518)
OeH3aACXH
NOPTOKAIOBO MACJIO
BAHWJIHH
eTHWIOyTHpaT
MOPTOKATOBO MAClO, KOHLIEHTPHPAHO
M30aMUIaueTaT
QT XEKCaHOAT
rama-yHZeKajakToOH

UTpaI
repaHHo
IUTPOHEN O
anda-rokodepon (E307)

IlpeuncreHa soaa

6.2 HecnLBMECTHMOCTH

Hermpuioxumo.

6.3 Cpox Ha roaHocT

2 rOOAHH

Cnen mppBOTO OTBApAHE: 3 MEceLa

6.4 Crnennannu YCI0BHS HA ChHXPaHeHHE

To31 NEKapCTBEH NPOAYKT HEe H3MCKBa CIICUHANHKY YC/IOBHA Ha ChbXpaHEHHE.

6.5 BHA 4 CBLABPXAHNE HA ONTAKOBKATA

Kadasa crokneda Oyruiaka (cteiio tun lII), 3arBopeHa ¢ 041a nOMMNPONMIIEHOBA Kamayka CbC
3all[UTa OT Aela, B KapTOHEHAa KYTHA, Chibpkaiia U 10 ml cnpuHUoBKa 3a nepopanHo NpHIOKEHHUE,
rpaayvpasda Ha 0,25 ml (nonueruneH, NOJIHCTUPEH ).

Onakoska: 200 m]

6.6 CnenuajiHn npeAnasHR MEePKH NpH H3XBLPJASHE H paboTa

HaMa cnelHanHKB H3UCKBaAHHUA,

7. NPUTEXATEJ HA PASPEHIEHHMETO 3A YIIOTPEBA

UCB Pharma GmbH
Roif-Schwarz-Schiitte-Platz 1
40789 Monheim am Rhein
["'epMaHus
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8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

PerncrpannoreH Homep: 20210132

9. JATA HA TBPBO PA3PEILIABAHE/TIOAHOBABAHE HA PASPEHMIEHHETO 3A
YIIOTPEBA

Hata Ha nupBo paspeinasane; 27 Maii 2021
JlaTa Ha NOCAEAHO NNOAHOBABAHE:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

01/2024

12




