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1. AME HA JEKAPCTBEHHA NNPOXYKT

Kcuposan 5 mg punmupany Tabnerku
Ksivozan 5 mg film-coated tablets

2. KAYECTBEH H KOMMYECTBEH ChHCTAB

AKTHBHO BEIUECTBO B ¢qHa Tabnerka: 5 mg JlepoueTHpusnHoB auxHuapoxmopua (Levocetirizine
dihydrochloride).

IloMOIUHO BEMIECTRO ¢ M3BECTHO eliCTBHE: 1aKTo3a MoHOXHApaT 80 mg (Bx. T. 4.4 1 6.1)

3a NBJIHHA CIIHCHK HR MOMOIIHHUTE BElleCTBa BHXTE TOouka 6.1.

3. IEKAPCTBEHA ®OFMA

OunMHpaHn TaONeTKH
benn no noyru 6enu, opanuy puaMupanu tabretku ¢ pasmepd 9,8 mm x 4,9 mm.

4. KIHHHYHH JAHHHR

4.1 TepaneBTHYHH NoKazaHus

CHMATOMaTHYHO NEeYEHHE HA ANCPrUHeH PUHMT (BKIOYMTENHO NEPCHCTHpPAI afepritcH PHHNT) H
YpTHKApH1.

4.2 Jo3upoBKa ¥ HAMWH Ha NPHI0KEHNE

Ho3HpoBKa:

Buw3pacmnu.
[IpenroprumTenHaTa AHeBHA A03a € 5 mg (1 dunmupana TabneTka).

[TpoAB/IKHTEITHOCT HA TEYEHHETO!

HHTepMHTEHTHHA alepruded PHHUT (CHMITOMM H3IIMTBAHH B NPOIBDKEHHE HA NO-MAIKO OT 4 JHU
CEAMHYHO HAM 3a IIO-Malko oT 4 CeIMMIH B rofWHaTa) TpAORa Ja ce NeKyBa B 3aBHCHMOCT OT
3200/1ABaHETO M HErOBATa AHAMHE32; NEUSHUETO MOKE Na H1Ae NMPeyCTaHOBEHO BEf{HATA Cliel M3Jc3IBaHe
Ha CHMIITOMHTE U MOXe Aa ¢€ MOJHOBH aKO CHMIITOMHTE ce IOABAT OTHOBO. B ciiyqaii Ha mepcHcTHpam
AICPraYeH PHHHT {CHMMTOMM H3MIHTBAHH B MPOABIKEHUE HA MOBEYe OT 4 JHH CEAMHIHO MIH MOBEYE OT

4 ceAMMIK B TOAMHATA), MOXE Nia Ce HasHAYM MPOABILKHTENHO JIeHeHAE Ha MAMEHTa npe3 Neprona Ha
EKCMO3HLMA KbM aJiepreHa.

ChIecTBYBAa KIMHMYEH ONUT C NPWICKEHHETO HA 5 mE JICBOLETUPHINH B NPOARIKEHNE HA TOHE 6
Mecela. 11pH nanMeHTH ¢ XpoHAYHa YPTHKAPHA WIM XPOHHYCH AleprUdeH PHHHT CHILECTBYE
ONIHT X0 1 rojiMHa ¢ NpUnoxeHHe Ha LETHPH3HRH (paneMar).




Cmapuecka év3pacm:
JlaHHHTe He NpeAroNaraT HaMaNABaHe Ha JI03aTa IPH NALMEHTH B CTap4yecka BBL3PacT, IPH YCIIOBHE Y€
6u0peqnara GpyHKIMS € HopMaTHA,

bwvbpeyro yepescoane

YecroTara Ha npueMa Tpabea ma ce HHIMBHAYAIHM3HpA B CHOTBETCTBUE ¢ ObOpedHaTa (yHKIpas.
HManonssaiite npunoxenara no-gony Tabmuna 3a KOPHIHpaHe Ha J03aTa, KaKTo € IMOCOoYCHo. 3a ha ce
NoJI3Ba T3y Ta0/IHIA 33 NO3HPaHE € HEOGXOMMMO J1a ce ONpeAeNH KPeaTHHHHOBHS KIHPLHC HA MAMeHTa
(CLcr), nspaser B ml/min. CLer (ml/min) Moxe &a ce onpees oT M3MEpPEHHS CEPYMEH KpeaTHHHH
(mg/dl) ¢ nomomra Ha ciefHaTa gopMyna:

[ {40 — evapacmma (200w} x meznomo (xg)

Clcr = - (X 0.85 npu sceny)
72 x cepymen xpeamunun (mg/dl)

AJanTHpaHe Ha N03aTa NPH NALMEHTH ¢ HapyineHa 6b6peyna gyHKLms:

' r KpeaTHHHHOB KJIHDPDBHC /l03HpOBKa K YeCTOTA HA |
pyna (ml/min) NpRAGKEHHE

| HopManHa | > 80 3 mg BEAHBXK JHEBHO

| JIexo yBpezaeHa 50-79 5 mg BeAHBK THEBHO
YMEpPEHO VBpeeHa ] 30-49 > mg Ha BCEKH 2 THH

| Texxo yBpeneHa <30 S mg Ha BCEKH 3 THH
ITausenTH B KpaeH cTaguu Ha F
0p0peuno 3abonapase. ITamyenTn <10 ITpoTHBOImOKa3aHo

| Ha Axanusa
Yeprodpobro yepexmcoane:

He ce namara xopekipa Ha fo3ara HpM MAIMEHTH ¢ yepHOnpoOHO yBpexzane. [Ipy maipeHTH ©
HEPHOAPOOHO H GBOPEUHO YBpPEAIaHE CE [IPEIOPEYRA KOPHTHpPAHe Ha 103aTa (BXK. no-rope HaupesTn ©
0s6pedno yBpexane).

Heduampuuna nonyrayus

JleponieTHpH3HH He TPAGBA 3 ce NpHIara mpH aena Ha BBE3PACT Nnog 6 Mecera.

Popmata punMupasa TableTka He Tpa6Ba 1a ce M3NOI3Ba NPH AEHa Ha BB3pACT Noz 6 rogHHM, Thil KaTo
HE € BB3IMOXKHO aJalTHpane Ha J03aTa.

Jena Ha Bn3pact o1 6 Ao 12 rogunu:
ipenopLraurennara aHeBHa f03a ¢ 5 mg (1 ¢rwMupana Tabnerka)

HOnomn # geua Ba Bhipact Hajg 12 roauHs
llpenopbunrenHara aAHeBHa 1032 € 5 mg (1 duamupana Tabnerka)

[1pu nepmarpyyam nausenTy ¢ 656pedHO YBPEKIAHE, 103aTa TPAOBA Aa e KOPHUTHpA WHAMBHAYANHO B
3aBHCHMOCT OT OBOPEYHMA KIMPBHC H TENECHATA Maca Ha NalHeHTa.

Ha4ynH Ha IPHICKEHRE:
DunMApadara tabnerka TpAOBa na ce NMpHCMa IIpe3 ycrara, KaTro ¢e NOorilplia IUia ¢ IOMOIOTA Ha

TE€THOCT H MOJKE a ¢€ nmpueMa ¢ Win 6e3 xpaHa.




4.3 IlporHronokazanusg

- CBpBXYYBCTBMTESTHOCT KBbM AKTHBHOTO BEIICCTBO MM KBbM HAKOE OT ITOMOIIHHTE BeICCTBA,
H30pOeHH B TO9YKa 6.1;

- [aumenTu ¢ Texko 656pewno yepeskaate » KpeaTHHHHOB KIHPBHC oz 10 ml/min,

4.4 Cnenua/na npeqynpexXieHHs U IpeANa3HE MEPKH npu ynorpeoa

He ce npenopsusa ynorpebata Ha dopmara (uimupanu TaGreTkn IIpH AcLa Ha BB3pacT o 6 roaHHM,
TBH KaTo TasH ¢(OpMa He MO3BONABA HEOOXOMHMMOTO KODHIHDAHE HA [03aTa. IIpetiopsuBa ce
NPUIIOKCHHE Ha NEAHATPHIHA GopMa C JIEBOLIETHPH3HH.

[Ipenopnusa ce MOBHINEHO BHUMaHKE NPH yIOTpe6a Ha anmKkoXoi (BX. T. 4.5).

IIponyXThT ChABPXKA NAKTO3a M NOPAAM TOBA NAUMEHTH C PEAKH HACIEACTBEHHN 1poGiieMH Ha ranakTo3Ha
HCMIOHOCHMOCT, JIAKTa3HA HENOCTaTBYHOCT HIIH CHHAPOM Ha IIIOKO30-TalaKkTo3HA MamabcopbuMs He
TpA0BA Aa NMPHEMAT TOBA JIEKAPCTHO.

[Ipenopsuea ce NOBUIMICHO BHMMAHHE NPH TALMEHTH C npeapasoyiaraild GakTopH HA 3aAphXKa Ha
YPHHa (Hamp. ne3us Ha rpbOHAYHHA MO3LK, XHNEpILasus Ha npocTarara), Thi KaTo JeBOLIETHPH3HH
MOXE /1a OBAIIM PHCKA OT 3a/IpBKKa Ha YpHHa

4.5 B3anmoaelicTBHA ¢ APYTH JeKapcTBeHH NPOAYKTH H ApYra ¢opMH Ha B3aHMoaelicTBHE

He ca nposexnanm npoyuBains 3a B3auMonelicTBHA ¢ JICBOLETHPH3HH (BKTIOYUTENTHO ¢ HHIYKTOPHTE Ha
CYP3A4); npoydpaHHATa ¢ palEMATHOTO BELIECTBO HETHPH3MH HE NOKa3BaT KIMHMYHO 3HAYHMU
HEXeNaHH B3aUMOACHCTBMA (C aHTHITMPHR, NceBAOSdEAPHH, UMMETHINH, KETOKOHAION, CPUTPOMMUME,
43MTPOMHLIMY, TTHIIHIMA M JuazenaM). B npoydasane ¢ MHorokpathu fo3n Teodunns (400 mg BemHbx
JHEBHO) ¢ HaOMWOAABAaHO cNabo HaMaleHWe Ha KIMPLHCA HA LETHPW3HH (16%), Karo CTeneHTa Ha
AUCTIO3NIIHA HA TEOMHITHH HE CE MPOMEHA TPH SAHOBPEMEHHO MPWIOKEHHE HA LIETHPHZNH,

B npoy4sane ¢ MHOrOKpaTHO NpHAOXKEHHe Ha pUTOHABHP (600 mg JIBa ITETH THEBHO) M meTupu3uH (10
mg IHEBHO), CTENCHTA HAa EKCHO3NLUMA HA LETHPH3MH € Owia NOBMIIEHA ¢ OKOJIO 40%, nokxaro
[MCTIOSHIMATA Ha PHTOHABMD JIeke ¢ Ompna nommwkena (-11%) npH CEIBTICTBANO INPUIOKEHHE Ha

LETHPU3HH.

CreneHTa Ha aGcopbumsa Ha NEeBOLETHPH3IHH HE ce HAMaNABa OT XpaHaTa, BBIPEKH 4e€ CKOpOCTIA Ha
abcopblms e NoHmKEHA.

Ipu 9yBCTBHTENHH NALAEHTH, EAHOBPEMEHHATA YIOTPe6a Ha UETUPH3VH WY JEBOLCTHPHINH C AIKOXO0I
HId npyrd penipecanTd Ha 1HC Moxe na sp3melicTsa BhpXy UeHTpanHaTa HEPBHA CHCTEMA, BHIPEKH de
NMpOYy4IBAHUATA € paueMaTta UETHPH3HH HE ca MoKa3aiH [IOBHITABAHE Ha e)eKTa Ha ATKOXOJIA.

4.6 ®epTHAHTET, GpeMeHROCT K KbpMene

bpemennact

Hsima xIHHHYHM JaHHAM 33 ynoTpe6Gara Ha ACBOLICTHPH3HH npu OpeMeHHM xeHH. [IpoydBanuara npH
’KHBOTHH HC IOKAa3BaT NPAKO HIM HETPAKO BPEAHO BB3JICHCTBUE BEPXY GpeMEHHOCTTa, eMOPHOHAITHOTO/
deTanHo pasBHTHE, PaXXAAHETO WM MOCTHATANIHOTO passuTHe. IIpeanmcBaHeTro Ha OpeMeHHH XeHH
TpAOBa fa 6Ba¢ ¢ MOBUIIEHO BHUMAHME.

KspMene
Brnpeks ye HiMa JAHHV AN JIEBOLIETUPH3MH CE OTHEA B KBpPMaTa, MOXeE /1a C€ O4YaKBa TaKbB pe3yITar,

ThH KaT0 UETHPH3HH C€ OTAENA B JOBEIIKOTO MIIAKO.
Ilpennuceanero Ha XbpMeIM XeHH TpAGBa a2 Gb/e ¢ NOBHMIEHO BHUMAHHE.

DepTHIUTET
HaMa HanudHaM XNWHEMHM NaHEM 33 QEPTHAMTETa, HHTO JaHHH OT JKHBOTHH 3a

NCBOLIETHPH3HH BBPXY JepTHIHUTETR




4.7 Edexrr 8:pxy cnocofuocTTa 3a modupase H pabora ¢ MAIIHHHA

CpaBHMTETHHTE KIMHUYHH NPOYYBAHMA TIOKA3BAT, ue NEBOLIETHPU3NH, B MpENOphYaHarTa /033, HE
Hapylllapd BHHMAHHCTO, PCAKLIMATA H CIOCODHOCTTA 3a modHpaHe. BenpekH ToBa HAKOH NallMEHTH NMpH
ynotpebara Ha KcumBo3zan wmorar na MOYYBCTBAT CBHHAMBOCT, yMOpa M acreHusa. IlammenTrre,
Bb3HaMEpABALA Ja WIOGUPAT, Na W3BLPMBAT NOTEHLHMANHO OMACHH NEHHOCTH WIH Za paboTaT ¢
MAaIIHHH, TPFOBA [Ia HMAT TIPEABAN BE3ACHCTBUETO HA NEKAPCTBEHNA NPOOYKT.

4.8 HexenaHH NexapceTBenH peakuny

Hexenanure nexapcTBEHH peakuwM, HAGMIONABAHW ¥ CLOOHIABAHW NpH NPWICKEHNETO Ha
JIEBOLIETHPH3HH Ca KIAaCHPULMPaHN CIIOpe YeCTOTATA HA TAXHATA NOSBA M ¢a NPEACTABEHH 110 OPraHH M
CHCTEMH cnopen TepMHHONOrHATa Ha MedDRA. Criopen T4xHaTa 9eCToTa Te ¢a pasfencHH Ha: MHOIO
HECTH: MOraT Z1a 3acerHar nosede or | Ha 10 qymu; yecrtn: morar fa 3acertar go 1 Ha 10 ayinM; HeyecTH:
MOTaT na 3acernar a0 1 Ha 100 aynm; peaxu: morar na sacerhar go 1 Ha | 000 aymm; MHoro peaku:
MOFaT fia 3acerHat Jo ! Ha 10 000 qymm; ¢ rensBecTHa YecTOTa (OT HATMUHHTE JAHHH HE MOXeE N2 OBJe

HalpaBeHa OLIEHKA).

MedDRA-6a3a namHu  Ha Yeor H o E—
CHCTEMO-OPTraHHH KJacoBe | croTa e
H CHUA 0
| Hapyul Ha HMYHHaTa MHoro pesiky CBpPBXYYBCTBHTENHOCT BKIIOYHTEIH |
CHCTEeMa aHaQHWIAKTHYHA peaKiHAa
TlcuxnuaHy HapymeHns MHoro penkH Arpechi, Bn30yna
I
| Hapymesns Ha HepeHaTa Yectn I'nasobonue*, cpanueocT* |
CHCTEMA Muoro peaxu KoHByncus
Hapymenns Ha ounre ] MHoro penku 3pUTENHM HapyIIeHHA
Copaeuny HapyleHus MHoro peaxn Ianmuramyy |
Pecnvpatopny, TpeOHM H
ME¢AHACTCHANIHA HapYIIeHHS MHoro penic HAucrHes
_I
Cro Yectn Cyxorta B ycrara*
MalIIHO-peBHU Hevweomn Kopemna bonka*
HapyleHnd
| MHoro peaxu I"agexe
XenarobnmmapHu HapylIeHns MHoro penxu XenaTur '
Hapymenms Ha xokara ®H o€ NeK H OOpHB
pyi MEHOT0 peKH AHTHOEIEMA, TEKapCTBE PHB,
HOAKOXKHATA ThKAH NIpYPHUTYC, OOPHB, YPTHKApHA
Hapymenus Ha MyckyiHo- |
CKeJIeTHaTa CHCTEMA H Muoro penxu Muanrus
ChEAHHUTEIHATA ThKaH |
OOmH HAPYINEHHS W edexTH Yectn Ymopa* |
Ha MACTOTO Ha NIPHIOXKEHHE & HeuvecTn L ActeHusn*
AHOPMANHM pe3yNTATH IIPH H3CACABAHE HA
Hacneapanus MHoro peaky 4yepHOApoOHaTa GYHKIINA, IOBHIIABAHE HA
TEFJOTO

*/laHuK, TOMYYEHW NpPH KIMHWYHY TepaNeBTHMHE W3IUTBAHMA. JIOKIANBAHH €A OPyTH HEXenaHH
NICKAPCTBEHH PEAKIMH OT [OCT-MAPKETHHIOBHA MEPHO.

KAHHHYHHE NPOYYBaHHA

IpH npoyuBanus Ha TEYECHHETO HA MBXXe H KeHH Ha BB3pacT oT 12 no 71 romuum, 15,1% ot
B TpyllaTa Ha NMpHCMAIIWTe NEBOLECTHPH3HH 5 mg ca MMany HaW-Manko €QHa HeKeNaHa Q)
peakuni, B CpaBHEHNE € IMauedo rpynara, KbAETO TO3H MPoLeHT e 6un 11,3%. 91,6% ot TeHfid

peakuuu ca Ounu nekw no ymepenn. Ilopanm mnosBara Ha HeXeNaHH JIEKapCTBEHH | e
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npoy'BanuaTa ca ormagHamu 1,0% (9/935) or mammenTHTe mpHEMamM JICBOUETHPH3HH 5 mg, B
cpaeHeHue ¢ 1,8% (14/771) or namuenTuTe Ha rwianeto.

KnuHMaHuTE NpOoyuBaHMA C JICBOLETHPH3IUH BKIMIOYBAT JICYEHHETO HA 935 nauMeHTH, NPHEMAIlH TOBa
JICKapCTBO B NPENOPBYAHATA JHEBHA A03a OT 5 mg. OT Taka chOpaHHTe JaHHH, € YecToTa oT 1% HnH
noseye (dect: >1/100 g0 <1/10), ca 6unn noKNanBaHy ClEHHTE HEXKeEIaHH JIEKAPCTBCHH PEakiliy NpH
NPHUIATAHETO HAa 3 Mg JIEBOLCTHPH3IHE MY 1anedo;

| IlpenopbunTeneH TepmMHuH ILnanebo JlepoueTHpH3IAH S mg I
(WHOART) (n=771) (n =935)
Tnasobomne 25 (3.2%) 24 (2,6%)
| CoMHONEHTHOCT 11 (1,4%) l 49 (5,2%)
CyXora B ycrata 12 (1,6%) 24 (2,6%)
YMopa 9(1,2%) 23 (2,5%)

%mmmmmmmwnmmmmmmmm,ympanmm
Ha0/MIONABAHM NO-4eCTO ¢ 5 mg JeBoneTHpU3EH (8,1%), B cpaBHeHMe ¢ m1aLe6o (3,1%).

Heduampuynu nauunernmu
B npe mnaueGo-xoHTpONMpanY NpoySBaHES NpH NMEAMATPHIHH MALMEHTH Ha BRB3pacT 6-11 Mecena H Ha
BB3pacT oT |1 roawHa A0 nox 6 roxuny, 159 naumeHTa ca npHeManM NCBOLETHPH3AH B 033 CHOTBETHO
1,25 mg naHeBHO B OpomB/nKeHHE HA 2 ceaMHny H 1,25 mg JBa ITbTH IHEBHO. (CNeOHaTa 4YecToTa Ha
HEXKCNAHN JICKapCTBCHH pPeakiHM € ChodmeHa ¢ yectoTa 1% WIH HO-rofidMa ¢ JeBOLESTHPH3IUH HIH

manedo |

| CHCTeMO-0prafHH KA2C0Be H Maane6o JleBoneTHPH3UH
IIpenopbunTesien TepMun (n=83) (n = 159)
CToMamHo-YpeBHHA HAPYIIeHUR
| Muapus 0 3 (1,9%)
| Mospbmase | 1 (1,2%) 1 (0,6%)
| KoncTunanus 0 2 (1,3%)
Hapymienns Ha HEPBHATA CHCTEMA :
ChrHAHBOCT 2 (2,4%) 3(1,9%)
' Henxainn Hapymenus |
Hapynierne Ha crHa 0 2 (1,3%)

ABoimo-ceny nnanebo-KOHTPONIMPAHM NPOYIBAHHA CA TIPOBEIEHM [IPU JeLA Ha Bb3pacT 6-12 rojuHy,
kato 243 fiena ca NpueMaltH IEBOLETHPHU3HHE 5 Mg THERHO B TIPOIBIDKEHHE HA PAMYHH TICPUO/H, BAPHPALLIH
OT no-MaKo oT | cempuma o 13 cenmimp. CrobimenH ca ¢ uecTota 1% WM Do-romsMa. ClIETHIATE HexeIaHy

JICKAPCTBCHH PEAKIMH ¢ JICBOLICTHPIBHH M IMane0o.

IIpeanoYHTAH TEpMHH [Lranebo JIeBOUETHPH3HH 5 mg
| | (n =240) (n = 243)
I'taBofonue 5(2,1%) o —
. CeHIMBOCT 1(0,4%)




CrpoOniaBane Ha MONO3MPAHH HeXeNAHH peaKIy

CroblasaHeTo Ha NOA03HPAHH HEKEITAHH PEaKIHH e paspewiaBane 3a ynorpeba Ha 1exapcTBeHHA
NPOAYKT € BKHO. ToBa [103BO/IABa a IPOXBIKH HAGMOAEHHETO HA CHOTHOMEHHUETO TION3A/PUCK 32
NEKAPCTBCHHA NIPOAYKT. OT MEAHLIHHCKHTE CIIEHHANTHCTH ¢ H3UCKBA fa chOOIABAT BCAKA NOAO3HPAHA

HEXeEIaHa peaku s gpe3
M3smeiHHTENHA areHUps 10 NeKapceTBaTa

yi. ,,JlaMan I'pyes* Ne 8
1303 Codns
Ten.: + 359 2 8903417

yeOcaifT: www.bda.bg

4.9 IIpeno3npane
CumMITTOMM

CHMITOMMTE [PU MPEIO3UPAHE BKITIOWBAT: CHIDIHBOCT NPH BH3PACTHH, A TIIpH J¢1ia — ITBPBOHAMAIHA
Bb30YIa H HECIIOKOHCTRO, MTOC/IEABAHH OT CHHIMBOCT.

HAeficrBrg npy Npexosupane

Hama u3BecTeH crieud e aHTHIOT Ha JICBOLICTUPH3HH,

B ciyuait Ha npenosHpane ce Mpenoph4Ba CUMITOMATHIHO WIH noagepamo JgedeHre. Heobxoaumo e
Aiga €€ HallpaBM CTOMAllHa TIPOMHMBKA HEMOCPEACTBEHO Clied NOTrMbIaHeTo My. JIeBOLETHPHIHH He ce
€JIMMHHAPA eEKTHBHO IIPH XEMOAHATH3A.

5. PAPMAKOJOIHYHHM CBOMCTBA
5.1 ©apMakoIHBEAMHYHH CBOIICTBA

PapMaxkoTepaneBTUIHA Irpyna:
AHTHXHCTAMHHH 33 CHCTEMHO [IPHIOKEHHE, IMTHIICPA3HHOBO HPOHBRBOHO.
ATC xon: ROGA E 09

JleroueTnpmsyy (R) eHaHTHOMEP Ha LIETHPH3MH € MOLICH M CEJIEKTMBEH AHTATOHKCT Ha nepidepumre HI-
PEUCHTOPH.

Mexanuzvm na delicmeue
[lpoyupannsra BBpXy CBBP3BaHETO MOKA3BAT, Y€ JICBOLCTHPH3HH MMa BHCOK admmuTer xpM HI -

peucnropure npH 4oBexa (Ki=3,2 nmol/l). JleBoueTupusuH ¥MMa 2 MbTH [O-BUCOK adHHUTET, B
CPaBHCHUEC ¢ TO3M Ha NeTHpH3NH (Ki=6,3 nmol/l), JlesouerTnpusuu ce oceoboxnasa or Hl-penenropure,
Karo nepuoja Ha mnoaykHBoT e 115 + 38 min. Cnex egHOKpaTHO IpHNOXKEHHE, CBHP3BAHETC Ha
JICBOLCTHPH3INH € peuerrropuTe ¢ 90% cnen 4 yaca ¥ 57% cnen 24 gaca.

Dapmaxoounamudiu eghexmu
QapMakoAUHAMHYHHTE TIPOYYBAaHMA [pPH 37paBH NOGPOBOMIM [OKAa3BaT, 4Ye IIONOBHH 032
ACBOUCTHPU3HH HMA CpaBHHMA aKTHBHOCT € Ta3U HA LETUPU3NH, N0 OTHOUICHHE Ha BE3ACHCTBHETO KAKTO
BLPXY KOXarTa, TaKa M BBPXY HOCA.

PapMaKOIMHAMHTHATA AKTHBHOCT Ha JICBOLETHPM3NH € M3CNegBaHa B  paHAO
KOHTPOJIHPAHH H3IMHTBAHNA:

B nsnuTBane cpaBHABAWIO JEHCTBHETO Ha JIEBOLETHPH3MH 5 mg, ASCIOparafHy 5 mg
XHCTAaMHH MHAYLMpaHH ODPUB H 3avucpBABaHE, NE€YEHHMETO C JICBOLICTHPH3MH I
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HaMansBa#e Ha 00pa3yBaHeTO Ha OOPHE H 3a4YCpPBIBAHC, KOCTO € Hai-u3pa3eHo npe3 mepsuTe 12 yaca u
IpoAbKaBa 24 4aca, (p<0,001) B cpaBHenue ¢ mnaneto H AecIopaTaayH.

Haganoro Ha jeficTeieTo Ha JIEBOUETHPH3MH 5 mg mOpH KOHTPOIIHpaHe Ha NPOBOKHPAHHTE OT NOJICH
CHMIITOMH € YCTAHOBCHO Ha IbPBHA Yac CNE/ NpHEMa Ha JIEKAPCTBOTO NpH I1ane6o KOHTPOIHpAHH
NpOY4BaHNA C MOAEN HA AIEPreHHO HATOBAPBAlLA KAMEPA.

In vitro npoy4sanusTa (kaMepa Ha Boyden H TeXHHKH ¢ KIeThUHH CJIOEBE) NOKA3BAT, Y& JEBOUCTHPH3UH
MHXHOMpA €OTAKCHH-MHAYIMPAHATA COSHHOPWIHA TPAHCEHHOTEIHA MHIpauMa npe3 AcpPMATHHTE U
ObenonpobHn kneTkn. MapMakOXHHAMUIHHTE EKCICPHMEHTATHH NIPOYYBAHHA IN VIVvO (KOXKHO-KaMepHa
TEXHHKa) IOKa3BaT TPH OCHOBHH eekTa Ha HHXMGHpaHe Ha NEBOLIETHPH3HH § mg B IspBUTE O ¥aca Ha
HHIYIHpAHA OT NONEHM peaklMsd, CpaBHEeHA ¢ mialuebo npe 14 BL3pacTHH MAIMEHTH: NOTHCKaHe Ha

ocBoOoxaBaneTo Ha VCAM-1, MomyimHpaHe Ha ChIOBHSA nepMealMIHTET M HaMajndBaHe Ha
CO3UHOPUITHOTO KyMYIAPaHe B THKAHHTE.

Knunwuna epuxacrnocm u 6ezonacrocm
Edmkacnoctra M Ge30mmacHOCTTa Ha NCBOLECTHPH3MH € [I0Ka3aHa B HAKONIKO IBOAHO-CNEenH, Iutarebo-
KOHTPOJIHpaHH KIMHHHYHHA HpOYYBaHHA, NPOBEACHH C BBH3PACTHH MALMEHTH, CTPAjAlld OT Ce30HEH
AICPrHMCH DHHHT, UENOTOMHINCH anepruies PHHWT WK XPOHMYEH (NENOTONMIICH) aNeprudeH PHHHT.
YCTaHOBEHO €, Ye JICBOLETHPH3IHH 3HAYHTENHO nofoOpABa CHMIITTOMHTE HA QIEPTHYHHA pHHHT,
BKITIOUMTENTHO 3aITyIIBAHE HA HOCA NPH HAKOH YYaCTHHIM B H3ITUTBAHETO.

lllecTMecewHO KIMHHMHO MpoydYBadHe OpH 551 marwentH (BKmMouBamo 276 HalMeHTa JEKYBaHH €
TIEBOLIETUPH3KH), CTPAjalllH OT XPOHHYEH wlePrudeH pUHAT (CHMITTOMHTE e NPOABABAT Mpe3 4 [uu B
CeMHULATA, B NOHE 4 TIOCNEACBATENHA CEAMMINM), CCHCMOWINBHPAHH KbM JOMAlleH Ipax M TPeBHHA
[TOICHH, TIOKa3Ba, ¢ NEBOLCTHPH3IHH 5 INg € KIWHHYECKH H CTATHCTHIECKH 3HAYMMO HO-MOINEH COPAMO
mauebo npn oOnekd4aBaHe Ha CHMIOTOMOMHTE HA ANCPrHYHMA DPHHMT npe3 HeMNs nepuoj Ha
H3MHTBAHETO, Oe3 Aa npeanssuka Taxndunakcus. IIpes nenns nepuoa Ha NPOYIBAHETO, JIEBOLETHPHIHH
3HATAMO NMoAo6pABa KaYeCTBOTO Ha XKHBOT Ha NAlHEHTHTE.

besomacHoCTTa M edmkacHOCTTa NPM NEAWATPHYNH [NAlMEHTH ¢ M3CAefBaHA B JBe Mnanebo
KOHTPO/MMpaHH KIHHHYHHM [pOYy4BaHMA, BK/IIOYBAUIM MalMeHTH oTf 6 ao 12 ronunm Gomeaymamin
CBOTBETHO OT CE30HEH H UENOTOAMIICH aJIEPrHYeH PUHMT. JIeBOLETHPH3MH 3HAYHTEIHO € MOA0OpHIT
CHMIITOMHUTS H MMOBHIIHII KaY€CTBOTO HA XXHBOT H B JIBETE NPOYIBAHHA.

Ilpu nena Ha BB3pacT moA 6 FOAMHM, KIMHHYHATA GE30MaCHOCT € OLEHeHa B HAKONKO KpaTKOCPOYHH H/IH
ABITOCPOYHH TEPANCBTUIHH NPOYIBAHUS;

~  UAHO KTHHMYHO NpOYYBaHe, B K0eTO 29 fe1a Ha BB3pacT oT 2 10 6 TOAMHH ¢ AICprHYEH PHHNT Ca
OmJIH NeKyBaHH C JIEBOLETHPU3KH 1,25 mg B3 METH AHEBHO B NPOARDKCHHAE Ha 4 CEAMMLIN;

- CAHO KIHHHYHO NpoyYBaHe, B koeTo 114 fena Ha BB3pacT oT 1 10 5 roAWHH ¢ aleprided PUHNUT HIH
XPOHHTHA HIHONATHIHA YPTHKapHA ca OMIM JICKyBaHH C JICBOLETHPH3HH 1,25 mg 1Ba ITbTH JHEBHO B
IIPOABILKEHUE Ha 2 CEMMLIM;

- CAHO KIIMHMYHO H3MMTBAKE, B KOCTO 45 Aela Ha BB3pacT oT 6 7o 11 Mecela ¢ anepraueH pHHAT WK
XpPOHAYHA HIHONATHYHA YPTHKApHA ca OWNH NEKyBaHH C JICBOUCTHPHIMH 1,25 mg BeHBXK AHEBHO B
NpOOBIDKEHHE HA 2 CEIMHIH;

- CZHO ABIrOCpOtHO (18 Mecena) KIIHHMMHO HANMTBaHE ¢ 255 aTOMMYHH MALMEHTA, NEKYBAHHU C
JICBOLICTHPHIMH HA BB3pacT 12 no 24 mecena npu BKNOYBARETO.

[IpodunsT Ha GeszonacHocT € 6N NonedeH Ha To3H fIpU KPATKOCPOYHMTE NPOYIBaHMA, IIPOBENEHH TIPH
Jela Ha Be3pact ot 1 ao 5 rogusn.

B nianebo kOHTpONHpanH KIMHWYHH MPOYYBAHHA BKMIOYBAINM 166 MaumenTa cTpaJalid OT XpOHHIHA
HIHOMATH'HA YPTHKApH4, 85 ranvenTa ca GUnH JiekyBaHu ¢ IUTalie6o B 81 NauueHTa ¢ IeBOLETHPH3HH 5
mg BEAHBXK AHCBHO 32 WECT cepMuip. JleweHnero ¢ JIEBONCTHPH3NH BOOM J0 3HAYMTENHO HAMAIABAHE
Ha CHJIATa Ha ChpOEXka Mpe3 MbpBaTa CEAMMLA M Npe3 LETHA NIEPHOZ Ha JiedeHne CPaBREHo ¢ miayeto
JleBOLIETHPH3HH CBIIO BOAH M A0 HO-TOJAMO MoxobpeHHe HA KauecTBOTO Ha KHBOT CBE
SAPaBCTO HA NALMCHTHTE, OLICHEHO T10 HHAEKCR Ha J[epMaTONOrHYHOTO KAUeCTBO HA X HE
wiaueto.
XpOHHYHATA HAKOMATHYHA YPTHKAPHA € Oiia NpoyueHa KaTo MOgen 3a YPTHKapHAIHH ¢f
KaTo OCBOOONIABAHETO HA XHCTAMHH € IIPHIHHHO-CIIENCTREH ¢akTop npu g
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3200NABAHM, 09aKBa Ce JIEBOLETHPUIMAH JIa ¢ e(eKTHBEH 3a 06JeKIaBaHe Ha CUMITOMHTE H HA ApyrTH
CEbP3aHH C yPTHKAPHATA CBCTOSHNSA, B AOITBIHEHHE KbM XPOHHIHA HANOTIATHYHA YPTHKApPHAL.

Bpr3ka Mexny dapMakoKHHETHKA U (hapMakoIHHAMHKS:!

5 Ing JICBOLETHPH3HUH JaBa CXOMHO TOTHCKAHE HA XMCTAMMH HHOYIMpaHaTa €pHTEMA H OTOK KaTo
HaObmozapaHoTo mpH 10 mg uerupwsun. Kaxro IpH LETHPH3MH, e(QeKTHT BBPXY XHCTaMUH-

UHIYIHPAHHTC KOKHH PeakilMi He CHOTBETCTBA Ha NNAa3MEHHTE KOHIEHTPALIHH.
Ilpunaranero Ha eBOUETHPH3HH HAMA ediekT BepXY QT unreprana wa EKT.

Heduampuuna nonyrayus

JlaHHMTe OT NEAMATPHYHO HAPMAKOKHHETHUHO [POYUBAHE C IIEPOPaAlTHO NPWIOKEHHE Ha €QHOKPATHA
033 OT 3 mg JICBOUCTHPU3HH NIpH 14 jena Ha BB3pacT 6-11 rofHHE ¢ TENeCHO Tero BapHpami0o MEXAY
20 v 40 kg npu cpaBHABAHE Ha MPOYUBAHMA NIOKA3BAT, 9 Cmax U AUC ¢ oKolo 2 ITHTH I0-BHCOKH OT
Ha0/mONaBaHUTE NPH 3APaBH BB3PACTHH MALMEHTH. Cpennure croiinoctH Ha Cmax e 450 ng/ml ce
TPOABABAT B CPEAHOTO BpeMeE OT 1,2 yaca, TErMOBRO HOPMANH3KMPAHKA OOIN TENeceH KTHPBHC & 30% 110-
TOJLAM, 4 IIONYKHMBOTHT € 24% MO-KpaThK B TasH NeANATPHUYHA ToMY/IALMA CpaBHeHUE ¢ Bh3pacTaM. He ca
NPOBEKAAHH CHICLHMATHH (PApMAKOKMHETHIHH OPOYYBAHMS MpH JeUA HA BB3PACT NOX 6 FORMHA.
PeTpOCneKTHRHHA IOy TauMOHeH PapMaKOKHHETHIEH aHA/IH3 e 1poBefieH ¢ 324 nammenTH (181 nena Ha
BB3pacT OT 1 710 5 romuun, 18 meua Ha BB3pacT oT 6 no 11 rogunn u 124 BE3pacTHH Ha BB3pacT 18-55
TOJMHM), KOUTO Ca NONYYaBaNH €IHOKPATHH HIH MHOTOKPATHH 03 JIEBOLETHPH3NH, BapHpainy ot 1,25
mg 5o 30 mg. JlanauTe» NONydYeHH OT TO3IH AHAIH3 Moxa3part, e NpHIoKEHHETO Ha 1,25 mg BeAHBX
JHCBHO TpU ICHa Ha BB3pACT OT 6 Mecema 10 5 rogWHH €& OYakBa Ja AOBENE A0 IUIA3MEHH
KOHLCHTpAIlHN, CXOHH C TE3N HA BB3PacTHH NAUMEHTH, TI0JIYUABAIH 5 mg BeHBX JHEBHO.

5.2 GapMaKOKHHETHYHH CROHCTBA

DapMakoKHHETHKATA Ha JICBOLETHUPHINH € JIMHENHA, HE3aBUCEIla OT N03aT2 M BPEMETO ¢ MANKH
HHIMBHIYUTHH pa3HuHs. PapMaKOKHHETHUHHMAT NPodMI € elHH M ChlN, He3aBHCHMO OT TOBA AAlM CE
(IpMiiara KaTo eHanTHOMED WM KaTo HeTHpH3UH. Tlo BpeMe Ha MpOLIECHTE Ha Pe3OpOIIHA H ETHMHAHPAHE
HE HACTBIBA XHPATHO NTpeobpasyraHe.

Abcopbyua:

Cnen nepopanHo npHmoXeHHe NEBOLETHPH3IHH ce abcopGupa Gup30 M eKCTEH3VBHO. MakcUManHu
INTA3SMCHA KOHIICHTpalMu ce focTHraT 0,9 "aca cilen npueMaHe Ha 03aTa. PABROBECHH KOHUEHTPaLHH
Ce YCTaHOBABAY CleN 2 JHH. MakcHManHa nnasMeHa KOHLEHTDAIMS Ce NpHEMaHe HA ¢IMHWYHA, AO3A
OT 5 mg WM IPH NOBTOPEH NpHEM Ca CBOTReTHO 270 ng/ml n 308 ng/ml. Crenenra Ha aGcopbuma He
3aBHCH OT no3aTa M HE C€ BIIMAC OT XpaHaTa, HO XPAaHATa MOHIDKABA M 3abaBf NOCTMIAHETO Ha
MaKCHMaTHATa KOHLICHTpalH.

Paznpedenenue:

HsMa n2HHM OTHOCHO THKaHHOTO pasmpenceHne NpH Y9OBCKd, KAaKTO H TNPEMHHABAHETO Ha
ACBOLICTHPHIHH IIPE3 KPBBHO-MO3E4UHaTa Oapuepa. [Tpu naeXxoBe ¥ Ky4deTa, Haii-BHCOKY ThKAHHH HHBA CA
HaMEPEHH B YepHiA apod u ObbpermTe, a Hail-wHckn B [{HC.

90% OT NeBOLUETUPH3MH Ce CBLP3BA ¢ IUTA3MEHHTE MPOTEHHM. PaznpeaencHueTo Ha NEBOUETHPHIWH €
OrpaHHYeHO, karo 0bema Ha pasnpegenense ¢ 0,4 Vkg.

Memabonuzsm:

CreneHTa Ha MeTabOJNM3IBM Ha JIEBOLETHPHIMH [IPH U0BEKa € Ho-Manko oT 14% ot A03aTa, 3aT0Ba Ce
OUAKBAaT HCIHATMTCIHH paiiMHA B PE3Y/ITAT Ha IEHETHYEH MOMEMOPQHIBM HIH €IHOBPEMEHHATA
ynotpeba Ha eH3UMHH HHXHOHUTOpH. MeTabomuTHUTE ITBTHING BKIIOMBAT APOMATHA okcHaaimd, N- H O-
ACATKHIMPAHC W TAYPHHOBO KOHIOTHpaHe. JeankunupaHero ce ochiecTBAB2 OCHOBHO oT CVP3A4
ACKATO apOMATHATA OKCHAALMA BKJIIOYBA MHOXECTBO W/HMNH HeuAeHTHQHuHpaHn CYP ‘.;1-"-‘% MG
JIeBOUETHPHM3HH He Oka3Ba eeKT BHPXY SKTHRHOCTTR HA CYP M3oeH3BMITe 1A2, 2C9, 2 3, 2L 0,

¥ 3A4 B KOHLUEHTpPAMH, 3HAYHTETHO HAX MHKOBMTE, AOCTHIHATH CIEA MEePOpPaNHO NPHIIOC me 6%3
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lNlopagu Huckata cTenmen Ha MeraGonM3sM M JMIICaTa Ha MeTaGONHTEH HHXHOMpalll NoTeHLMA,
B3aMMOACHCTBHA MEXY NICBOUSTUPUIHH M APYTH BEINECTBA Ca MAIKO BCPOATHH.

Enumunupane:

[Inazmenna nomyXuBOT Npy BHIPACTHH © 7,9 = 1,9 vaca. Cpeganar o0 tenecen xnupnuc e 0,63
ml/min/kg. I'1aBHAAT BT HA OTAENNHE HA NEBOLETHPUINH ¥ METaGONHTHTE My C ypHHarta € 85,4% ot
fpHeTaTa f03a. pe3 Qexanuure ce otaens camo 12,9% or no3ara. JICBOLECTHPH3MH ce OTAENS KAKTO

“Ipe3 rMOMEpPYHa (PHITpauKs, Taka H 4pe3 aKTHBHA TYOY/IapHa CeKpeL.

bvopeuno yspencoane:

JleHCTBHTENHMA TeTIECEH KIUPBHC HA NEBOLICTHPH3HH € CBBP3aH KpCaTHHHHOBHSA KIHPBHC. ET0O 3amio ce
NpeTiophiBa NPH TAIUMCHTA ¢ YMEPeHo N0 Texko OnOpeuno yppexaaHe kopHTMpaHe HA HHTepBajia
MEXAY NPREMHTE, B CBOTBETCTBHE ¢ KPCATHHHHOBHA KIHPHHC. [IpH NallMeHTH ¢ aHypHA H B KpaiiHa dasa
Ha OBOpedHO yBpexnaHe, ofINMA TeleceH KIMPBHC Ce NMOHIDKABA ¢ OKONO 80%, B CpaBHEHHME ChC
JApABHTC MHAMBHAH. KOMMYeCTBOTO NEBOLETHPH3HH, OTAENAL ce Mo BpeMe Ha CTaHZapTHa 4-9acopa
XeMOOMANM3NA IpoLeaypa e < 10%.

3.3 HpeAKTHHAYHH JaHHH 32 Ge3onacnocT

HeXIMHMUHKTE [aHHM He T1I0KasBaT oOCOGEH PpHCK 33 XOpara CBHINIACHO KOHBEHIHOHATHHTE
(hbapMakoONOrHMHM HINMTBAHMA 33 GE30MACHOCT, TOKCHIHOCT IpH MHOTOKPaTHO MPHIOKEHHE,
PCIIPOAYKTHBHA TOKCHYHOCT, TEHOTOKCHYHOCT WM KAHUEPOreHEH NOTeHLHA

6. PAPMAHNEBTHYHHU JAHHH
0.1 CaHCcbK HE NOMOLHHTE BemiecTRA

TabnerHo axpo:

MHukpokpHcTanHa Lenynos3a;

JIakT032 MOHOXHAPAT;

Marnezues creapar;

CHTHIHEB THOKCHA, KONIOMICH Oe3B0ICH:

ObBHBKa:

Xunpowmenosa (E 464);
XHIpOKCHIPONMALICNTY 034
Tank;

Turanos arokcup (E171).

6.2 HecLBMecTHMOCTR

He ca n3sectHH.

6.3 Cpox na roguocr

3 roIMHu

6.4 Chnennannm ycnoeus Ha chxpaHeHHe

Jla ce cpxpaHsBa B OPHIHHAIHATA OMTAKOBKA TIPH TeMneparypa nog 25° C.
/la ce cpxpaHaBa Ha MACTO, HEAOCTHMHO 33 Acna!




6.5 BuHA K cBABPXKAHHE HA ONAKOBKATA

10 uni 15 punmupany Tabnetku B 6nucrep or PVC/AL ¢onno.
I, 2 wm 3 6nucrepa x 10 dunMupann TableTky ¢ THCTOBKA 32 MIAIHEHTA B KapTOHCHA KYTHA WITH
2 dnuctepa X 15 dUnMHpany TabIETKH ¢ THCTOBKA 33 NAlHeHTa B KapTOHEHA KYTHA..

6.6 CHeunanuu NpeANasHH MEPKH NPH WIXBLPAAHE W paGora

HsamMa crietnanHy H3ucKBaHusL.

7. NPHTEXATEJ HA PASPEIIEHHETO 3A VIIOTPEEA

AJINDPAPM EAJ]
Oyn. CaMeoHoBCKO moce Ne 130
Cogusa 1700, Brarapus

8. HOMEP (A) HA PAZPEIIEHUETO 3A YIIOTPEBA

Perucrparmonen Ne: 20160391

9. HNATAHA IOBPBO PAIPEINABAHETIOHOBABAHE HA PAZPELHIEHHMETO 3A YIIOTPEEBA
JlaTa Ha MepBO paspeinasane: 30.11.2016 r.

10. HATA HA AKTYAJIM3HUPAHE HA TEKCTA
Hoemspn, 2023 r.
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