KPATKA XAPAKTEPUCTHKA HA NPOAYKTA

1. HMME HA JIEKAPCTBEHMUMS ITPOAYKT | pzd CEBEEYe

3eHapo 5 mg puamMUpaHu TabsieTKH

EE387 2905 e

Zenaro Smg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcska ¢puaMupana tabnetka cbabpka S mg 1€BOLETHPU3HHOB AuXuapoxiopua (levocetirizine
dihydrochloride).

[loMOILIHO BELIECTBO C U3BECTHO ACUCTBHE:
Besaka punmupana tabnerka cpabpka 64,12 mg nakrosa (kato MOHOXHApAT) U MakcuMyM 0,04 mg

HaTpPHUH.

3a MbJIHUA CMTUCBK Ha MNMOMOLIHHTE BEUICCTBA, BHXXTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabierka
[Toutu 6Genu, NpoaABATOBATH, ABOMHO H3NMbKHAIM (PUIMHUPAHH TaOJIETKH C U3MBKHAJIO pesiedHO

] g 1S

H'306p3.}KEHHe C BbLpPXY €J1HATa CTpaHa.

4. KJ/IMHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHHA

CUMNTOMaTHYHO JIEYEHHUE HA AJIEPruv4€H PUHHT (XPOHHYEH aJIEprU4e€H PUHHUT) U YPTUKApHA TIPH
Bb3pPacTHH, FOHOLLH M Jiela Ha 6 ¥ noBeve roJAUHH.

4.2 Jlo3HpPOBKAa H HAYHH HA NPHJIOXKEHHE

Jlo3upoBka
Bb3pacTHH U FOHOLIM HA BH3PACT |2 U noBeYe roAuHH:
[Ipenopbuntennara nHeBHa no3a € S mg (1 punmupana rabnerka).

Crapuyecka Bb3pacT:
[IpenopbUYMTENTHO € KOPpUrHpaHe Ha J03aTa MPH MALMEHTH B HaNpeAHala Bb3PacT ¢ YMEPEHO JI0 TEXKKO
yBpexaaHe Ha ObOpeuHarta ¢pyHkUHs (BK. bbOpeuHo yBpexaaHe no-aony).

brOpeuHo yBpexaaHe:

Yecrorara Ha npHeMa TpAOBa J1a ce UHAUBUAYAJIU3HpPA B CbOTBETCTBHE ¢ ObOpeuHaTa pyukums (eGFR
— W3YHKCJIEHA CKOPOCT Ha rjioMepyJiHata ¢puarpaums). U3nonseaire npunoxeHara no-noay tabauua 3a
aJlanTHpaHe Ha 103aTa, KaKTo € NMNOCOYEHO.

AJlaniTUpaHe Ha J103aTa [py NalMeHTH ¢ HapyueHa ObOpeyHa GpyHKIHA:

['pyna H3unciena ckopocT Ha Jlo3zupoBka
rJIOMepyJiHA puaTpanus NPHJIOXKEH

eGFR (ml/min)
Hopmanna 0b0peuna pyHkums > 90 | Tabnerka



Jleko HapywueHa 6b6peyHa QyHKUMA 60 - < 90 1] Tabnerxa BeAHbXK THEBHO
YMepeHo HapyuieHsa Ob6peuna 30 - <60 1 Tabnerka BeAHLX Ha BCEKH 2
O U ... B
Texko HapymieHa 6b0peyuHa QyHKUHA LIJS - < 30 (He n3ucksalo | TabneTka BeAHBLK HA BCEKH 3
i | Manwsa)  ___ _|;nM N
[TanMeHTH B KpaeH cTaaui Ha < 15 [1poTUBONOKA3aHO

6n6peuno 3abonasane — [laueHTH Ha (M3HCKBALIO AHAJIM3HO

IHaJIM3a VIEYEHHE) _

el el e e e — —  § e — f — o —— e — — o — —— o =t — o —— ——— —— — e e el fm el f ek e e ———r — e = —— —_ o = - v o omam— — _— e — —— e ——— e — —— —

[Ipn neaHAaTpHYHH NaliMeHTH ¢ 6B0peyHo YBpeKaaHe, Ao3aTa TPAOBA fa ce ananTHpa HHIHBUIAYANHO
B 3aBHCHMOCT OT OBOpeuHHA KNHPBHC Ha MALUWEHTa U TeJleCHAaTa Maca Ha nauueHTa. Hama koHkpeTHu

JaHHH 3a aelia ¢ 6bOpeyHO yBpexJaHe.

YepuoapobHo yRpexaaHe:
He ce Hanara npoMaHa Ha n03aTa NPH NAUHEHTH €JHHCTBEHO ¢ YepHOApoOHO yBpexnane. [Tpu

NaluKeHTH ¢ 4ePHOAPOOHO H OBOpEeUHO yBpeXKaAaHe ¢ NpenopeuBa MMpoMaHa Ha ao3arta (Bxk. BrOpeuno
YBpEXKIaHe Mo-rope).

[leanaTpuyna nonyaaims
Heya om 6 oo 12 zo0wmuna evipacm

[IpenopbuyaHaTa nHeBHa no3a € 5 mg (1 punmupana tabnerka).

Heya om 2 oo 6 2oduuna ev3pacm

He e Bb3MoOXHO aganTHpaHe Ha fo3ata ¢ hopmata dpunmupana tabnerka. Ilpenopbuntento e
H3MON3BAHETO HA NMeauaTpuyHaTa GopMa Ha IEBOLIETUPH3HH.

HauuH HA NpRJIOKEHHE
dunmupaHaTa Tabnerka Tpsabpa Aa ce NpHeMa npes ycrara, Aa ¢€ NOorIbila Lidla ¢ TSYHOCT K MOXKe 1A
ce nNpHeMa cbC UK Oe3 xpana. [IpenoprunTenHo e AHEBHATA 1033 Ja Ce B3HMA B €IHH NPHEM.

IIpoaABLJIKHTENHOCT HA NPHJI0KEHHETO

[lepHOAHYHHAT alepriui€H PHHUT (CHMATOMH, U3NHTBAHH B NMPOABDKEHHE HA MO-MAIKO OT YETHPH
JHH B CEAMMLIATA WIH 33 NO-MANKO OT HCTHPH CEAMMLUM B rofMHara) tpsbea aa 6bae neKkyBaH B
CHOTBETCTBHE ChC 3a00NABAHETO H HErOBaTA AHAMHE3a; MOXKe Aa Oblie NpeyCcTaHOBEHO CJIE KaTo
CHMITTOMHTE OT3BYYAaT M Jia Obe 3aMO0YHATO OTHOBO MPH NOBTOPHA NOABA Ha CHMNITOMH. B cyuaii Ha
XPOHHYEH aJlepru4eH PHHHT (CHMITTOMH, H3NHTBAHM B NPOAB/DKERHE HA NOBEYE OT YETHPH JHM B
CEAMHLATA WIH 32 [I0BEYE OT YETHPH CEIMHLIH B FOJAMHATA), MOKE Aa C€ NPWICKH NMPOAB/DKHTEIHO
JICYECHHE 32 NEpHoaa, Npe3 KOMTO nalyHeHTa € H3NTOKEH Ha alepreny.

ChILecTBYBa KIIHHHYEH OTHT ¢ NPUIOKEHHE HAa NEBOLICTHPH3HH NPH NPOBEXIAHO JIEUEHHE 38 NEPHOA
oT 6 Meceua. Ilpu XpoHHYHa YPTHKapHUs H XPOHHYEH AIEPrU4€H PHHUT, ChLIECTBYBA KIMHUYEH ONUT
C MPHWIOXKEHHE Ha LIETHPH3HH (paueMar) 3a nepuo 10 e€Ha roaMHa.

4.3 IlpornBonoxa3zaHus

- CBPBX‘{}’BCTBHTBHHDCT KbM AKTHBHOTO BEINCCTBO, KBM LIETHPH3HH, KbM XHIPOKCH3IHH H KbM
APYTH [MHNCPA3XHOBH NPON3BOAHHU HIIH KbM HAKOH OT MOMOIIIHHUTE BCILICCTRA HBGPGCHH B TOYKA

6.1.
- [TaunexTy ¢ kpaen cranui Ha 6B6peyHo 3abongBaKe ¢ H3UNCNIEHA CKOPOCT Ha rAOMepyiHa

¢unrpauns (eGFR) noa 15 mI/min (M3HCKBALLO JHATH3HO JICYEHHE).

4.4 CoeuHaJHH NpeAyNpexXxRCHAN H NPEANA3ZHH MEPKH NPH ynoTpeda

[IpenopruBa ce NOBUILEHO BHUMaHHKE fIPH ynoTpeda ¢ ankoxo (BIDKTe Touka 4.5).



[IpenopbuBa ce MOBHUICHO BHEMAHHE NPH NALKEHTH ¢ NpeApa3nonaraiy GakTopy KbM 3a1bpKaHe
Ha ypHHaTa (Harnp. yBpexaaHe Ha rpbrOHauBus CcThI0, XHUNepIUlasHs Ha MPOCTaTaTa), ThH KaTo
JEBOLICTHPH3HH MOXe Ja NOBULIN PHCKA OT 3adbpKaHe Ha YpHHA.

[IpenopruBa ce NOBHILEHO BHUMAHHE MPH NALMEHTH ¢ EMHIENCHA H MALUKEHTH ¢ PHCK OT KOHBYJICHH
ThH KaTo N€BOLETHPH3HH MOXKe 11a TIPEAU3IBHKA BJIOLIABAHE HA MPUCTBIINTE.

OTroBopbT Ha KOXKHH TECTOBE 33 a/lEPrys ce HHXHOMpa OT aHTHXUCTAMHHH B € HeOOX0AHM nepHo Ha
H3yKcTBaHe (OT 3 AHHM) NIpean Aa OBLAAT HanpaBeHH.

[1pn npexparaBane npremMa Ha JIEBOLETHPH3HH MOXE JIa € MOABH NPYPHTYC, JOPH H aKO TE3H
CHMITTOMH He ca 6unn HaOmogaBaHH Npeay 3anoysaHe Ha JedeHHero. CUMNTOMUTE MOTAT Aa
H34Y€3HAT CIIOHTAHHO. B HAKOM cllyyad CUMIITOMHTE MoraT f1a ObaT MHTEH3MBHHU W 1a U3UCKBAT
BB3CTAHOBABAHE Ha eueHUeTo. CHMITTOMHTE TpaOBa 1a NMPEMHHAT, KOraTo JEYEHHETO 3arlO4YHE
OTHOBO.

IlenyaTpuyHa norynalys
Ynorpebata Ha GpuiMHpaHi TabAeTKH He ce MPenopbyBa NpH Aeua Ha Bh3pacT NoA 6 rOAWHM, Thil

KaTo Ta3H GopMa He 103BOJISBa HY)KHOTO KOpUMrHpaHe Ha ao3ata. [IpenoppunTenyo e na ce u3anonsea
neAHaTpKUyHa bopMa Ha JIEBOLIETHPH3HH.

ITomotiiHu BeulecTRa
[TpoaYKTHT CBABPKA JIAKTO32 MOHOXHAPAT; NALMEHTH C PEAKH HACAEACTBEHH GOPMH Ha

HENOHOCUMOCT KBbM raJlakTo3a, o0Ll JaKTa3eH NePHLMT WM IHOKO030-ranakrosia Manabcopbuus He
TpAOBA a NpHEMAT TO3d JIEKAPCTREH MPOAYKT.

Tosa nexkapctso chaAbpxka Mo-manko ot | mmol Harpuii (23 mg) B TabneTka, Taka Ye Ha NPaKTHKa €
,,0€3 HATPHA™,

4.5 BaammoneiicTBHe ¢ APYrH JIeKapCTBEHH NPOAYKTH H APYTrH GOPMH Ha B3aHMOACHCTBHE

He ca npoBexaaHH U3NUTBAHUSA 3a YCTAHOBABAHE HA JICKAPCTBEHH B3aUMOAEHCTBUSATA C
NICBOUCTHPH3HH (BKIIIOUUTENHO H ¢ CYP3 A4 uHAYKTOPH); NpOYYBAHHATA C PALIEMATHOTO ChEIMHEHHUE
LIETHPH3KH MOKA3BAT, Y€ HAMA KIIMHHYHO 3HAYVMHU HEXKENAHH B3aUMOACHCTBHA (AHTUMHPHH,
a3HTPOMHLIMH, UHMETHAMKH, Ha3enaM, EPHTPOMHLMH, INIHNH3HA, KETOKOHA30M H ficeBAOehEIPHH).
Jleko noHuwxeHHe B KNTHPLHCA Ha LeTHPH3NH (16%) ce HabaoaaBa NPH M3NUTBAHE ¢ MROTOKPATEH
npueM Ha TeopunuH (400 mg exuH NbT AHEBHO), IOKATO Pa3NpPEnENCHHETO Ha TEOMIIHH HeE ce
NIPOMEHA NPH CBITBTCTRAIOTO NPUIIOKEHHE HAa LETHPH3KH.

B npoyyBaHe ¢ MHOTOKPATHO MPHJIOXKEHHE Ha pUTOHaBHp (600 mg ABa MbTH JHEBHO) H LIETUPH3HH
(10 mg aHeBHO), CTENEHTa Ha €KCO3HULIMA Ha LUETHPH3HH e 6ua nosHileHa ¢ okono 40%, nokaro
AMCMO3HLUMATA HA PUTOHABHP JIeKO € OHuna nonmxkeHa (-11%) nNpu CHITBETCTBALLO NPHIOKEHUE HA
LICTUPH3HH.

Crenenta Ha abcopOums npy IEBOLIMTEPHIUH HE HAMANABA NPH NMPHEM Ha XPaHa, MaKap 4e CKOpOCTTa
Ha abcopOuua ce moHHxapa.

IIpn 4yBCTBHTENHH NALIMEHTH €IHOBPEMEHHOTO MPHIOKEHHE HAa LIETHPH3HH MITH JIEBOLETHPH3HH U
ankoXon WK Apyru aenpecadtd Ha LIHC moxe na npHuYMHM AOITBJIHHTETHO NOHIDKABaHE HA
BHHMAHHETO W a HAPYLUH H3NBJAHEHHETO Ha HEHHOCTHTE.

4.6 DepTUIATET, OPEMEHHOCT H KLPMEHE

bpeMeHHoCT
Hama nin uMa orpaHdueHH KIHHHYHH JaHHH 3a ynoTtpebara Ha JIEBOLIETHPU3HH NPH Opeass
(no-manko o1 300 Opemenocth). Bunpex# ToBa 3a LIETHPH3KMH, paLIEMaT Ha JICBOLIEF
MHOXECTBO AaHHu (nioseye oT 1 000 bpemenocTu) He ycraHoBaBaT Mandopma
¢eTo/HEOHATANHA TOKCHUYHOCT.

[IpoyuBaHHATa NpH )KMUBOTHH HE NMOKA3BAT CHIUECTBYBAHETO HA AUPEKTEH HIIH §
edeKT BLpXy ODpeMeHHOCTTa, eMOPHOHANHOTO/EeTANHOTO pa3BUTHE, paXKaaHeTWIE
pa3BuTHe (BXK. TOYKa 5.3).




Ynorpedara Ha NEBOLIUTHPU3UH 1O BpeMe Ha OpeMeHHOCT MOKe Jia ¢ce OOMHC/IN, aKko € HeoOXoauMo.

KLpmene

LiuTupH3ni, paLiemMaT Ha JIEBOLIMTUPH3UH C€ OTAENS B HOBELWIKOTO MIAKO. [Topaau ToBa, OTACAAHETO
Ha JIEBOLIETUPH3UH B YOBELIKOTO MJIISIKO € Bb3MOXKHO. HexenaHu peaxuimu CBbp3aHM ¢ TEBOLIMTHPHIHH
MOrarT Ja ce Habmonasat nmpH kbpMeHH 6ebeta. [1o Tazu npuuKHA, NpeANKMCBAHETO HA JICBOLIETHPH3HH
NPH KbPMELLHK keHU TpadBa na 6bae ¢ NOBHILIEHO BHHMAHHUE.

DEePTHIHTET
Hsma Hanu4HU AaHHH 3a JIEBOLETHPH3HH.

4.7 Edektn Bnpxy ¢nocobnocrTa 3a mopupane H padora ¢ MAIIKHHA

CpaBHHUTENHHTE KIIMHHYHH W3NHTBAHHA NOKA3BaT, Ye JEBOLETUPU3HH B NPENOPBhUYBAHATA 1034, HE
IOBJIMABA BHUMAHUETO, peaKLIUATa WiIH cnocoOHOCTTA 3a wodupade U pabota ¢ MallIHHY.
He3aBHCHMO OT TOBA, NPH HAKOH MALMEHTH 110 BPEME Ha JIEYEHHE C JIEBOLIUTEPU3HH MOXKE Ja ¢
IOABAT CBHJIMBOCT, YMOpA H acTerus. [lopanu ToBa nauMeHTH, KOUTO 1e loUpaT, MIE yYacTBarT B
MOTEHLHAIHO PUCKOBH A€HHOCTH HWiH wWE paboTaT ¢ MallHHU TpaOBa fa UMAaT nNpeasui
BBL3JAEHCTBHETO HA JICKAPCTBEHUA TIPOAYKT.

4.8 HeXenasn JEKAPCTBEHH peaAKIHH

KNUMHHYHHY H3NHTBAHHUA

Bwipacmuu u ionowu nao 12 zoounu

B TepaneBTHYHH U3NUTBAHKA ¢ MBXKE U )KEHU Ha BB3pacT 12 no 71 roaunn, 15,1% ot nauneHTHTE B
rpynara Ha 5 mg NE€BOLETHPH3HH ¢a CbOOLLIWIN 32 NOHE €HA HEXKENaHa NEKAPCTBEHA PEaKLHA B
cpaBHeHHe ¢ 11,3% B rpynara Ha maueto. 91,6% ot Te3n HexkenaHu JIeKapCTBEHH PeakLKH ¢a JIEKH
10 YMEPEHO TEXKKH,

B TepaneBTHYHH W3NHTBAHHUA NPEYCTAHOBABAHETO HA TEPANHATA NOPAAH HEXKENAHH IEKAPCTBEHH
peakuuu ¢ 1,0% (9/935) npu nepouernpnsuH 5 mg U 1,8% (14/771) npu miaueto.

KiIHHHYHYTE TepaneBTHYHH U3MUTBAHUA ¢ JIEBOUECTHPH3HH BKIIOYBAT 935 yyacTHHLM, NpHeMany
NIeKapCTBEHUA NPOAYKT B MpenopbuMTenHaTa A03a OT 5 mg aHeBHO. B Ta3u rpyna, ce chobuasa

YECTOTA Ha HEXKEJIAHH JIEKApCTBEHH PEaKLUH, paBHa HA 1% unu noeeue (vectid; = 1/100 no < 1/10)
[PH NPHIOKEHHE Ha NEBOLETHPU3HH 5 mg UK Mnauebo:

lpennouvran Tepmun  Tlnaue6o ~ Ulesouetpusun Smg
(WHOART) kn=771) =935 o
I"'napobonue - _f25 32%) R24(26%)

Cewmoct  1(14%) W9G52%) ]
Cyxora B ycTaTa B Jlg(l,ﬁ%) - |24 (2,6%) -
Ymopa o ______!9 (L2%) 123_.(2!_5_%)..m o

— . —— | — - —_— L R o —

Habnronasanu ca M HeveCTU HexkelaHK neKapcTBeHH peakuu (= 1/1 000 no < 1/100) xato acTeHus
HWIH KOpEMHa DoKa.

YecTroraTa Ha HeXKeNnaHU JEKapCTBEHH PEaKLMHK, H3Pa3aBallll C€ B COMHONEHTHOCT, YMOPa W acTeHHA
3ae/iHO, € OHna no-sucoka (8,1%) npu neBoueTHpH3MH 5 mg oTkoaKoTO NpK nitauebo (3,1%).

Ileouampuuna nonyaayus
B ase niauebo-kOHTPOAMPaHH NPOYyYBaHHA NMPH NEANATPUUHM NALMEHTH Ha Bb3pacT oT 6 - 11 mecena
W Ha BB3pAcT OT | roauHa 10 noa 6 roguHu, 159 nanyeHTn ca MM H3NOXKEHH HA NEBOLL

no3a ot 1,25 mg qHeBHO B MPOoAbJDKeHHe Ha 2 ceAMHLM ¥ 1,25 mg ABa MBTH JHEBHO.
YECTOTa Ha HEXKENaHM JIEKAPCTBEHH peakllMn ca noknaasaHu ¢ yectora 1% win noe
JIEBOUECTHPHU3IWH WY 1nauebo.




CucreMo-0prafneH KJac H ILnanebo JleBoueTHpH3nN

IIpenopbuHTE/1IeH TEPMHH (n=83) (n=159)

CroMamBo-upeBHH

HAPYNICHHN

Juapus | 0 3(1,9%)

[lospbinane | 1(1,2%) 1 (0,6%)
| Koncrunaing 0 2(1,3%)

Hapymenns Ha nepBHATA

CHCTEMA

CBHAMBOCT 2 (2,4%) 3 (1,9%)

IcAXRYAR HApYIEHAS

HapylueHus Ha cbHS 0 2(1,3%)

HBoiHO-c1eny wnauebo-KOHTPOJIMPaHH TIPOYUBaHKs Ca NMPOBEAECHH NPH Aela Ha BL3pacT oT 6 Jo 12
FOAHHH, KaTo 243 aeua, NpHEMaH, 5 mg AHEBHO JIEBOLIETHPHU3UH 38 PAVIMYHH NEPHOIN, BAPHPALIH
OT No-Manko ot | ceamuna no 13 ceamruy. CneaHaTa YeCTOTA HA HEKETTAHK JIEKAPCTBEHH PEAKIMH Ca
Onnu goxnanBaHu ¢ Yectora 1% Wid no-rojismMa B rpynara Ha ICBOLETHPH3KH Wi miauebo.

TePMEH (n =240 (n = 243
CHHIHBOCT 1 (0,4%
IlocT-MapKEeTUHIOB ONUT
HexenaHure peakLiH{ OT MOCT-MAPKETHHIOB ONHT €a N0 CHCTEMO-OPraHeH K1ac M Mo 4ecToTa.

HecToTaTa Ha HeKeJIAaHUTE NEKAPCTBEHH PEaKLMH C¢ onpeae)is KakTo cleiBa: MHOro 4ecTH (= 1/10),
yecTH (2 1/100 o < 1/10), newectu (2 1/1 000 no < 1/100), peaxn (= 1/10 000 no < 1/1 000), MmHOFO
peaku (< 1/10 000), c Hen3BecTHa YecToTa (OT HANHYHKHTE AAHHK HEe MOXe Jia ObJe HanpaBeHa
OLIEHKa).

Crcremo-opranesn wiac no MedDRA HexxenaHH peaxuuy
HapyuieHus Ha iMyHHaTa C HeusBecTHa CBpBbXYYBCTBHTEIHOCT, BKIIOUHTEIIHO
CHCTEMa YECTOTA (aHaHNaKCHA)
Hapyiuenus Ha MetabonusmMa i | C Hen3BecTHa YBEJIHYEH ANCTUT
 XpaHEHETO 4YecTOoTA
[TcuXHYHU HapYLIEeHUSA C HeHn3BecTHa Arpecus, Br30yaa, XamoLHHaLMH,
YECTOTA aenpecus, 6e3cbHHE, CYHUHIHH KeJIaHH,

KOLLIMapH

HapyuieHus Ha HepBHaTa

C HeM3BeCTHa

KoHsyncus, napacre3ns, 3aMasHOCT,

cHcTEMA YeCcTOTA CHHKOI, TPEMOP, AUCTe3Hs

Hapyiuenus Ha ounre C HeusBecTHa 3pHUTENHH CMYILIEHHS, 3aMbITIEHO BHX1aHe,
4eCTOTa OKYJIOTHpALIHA

Hapywenus Ha yxoTo H C HeHn3BeCTHa Bepriro

nabUpHHTa 4ECTOTA

CopAeYHH HAPYLICHHA C HeusBecTHa [Tannuraumnn, Taxukapams
4yecToTa

PecnupaTOpHH, I'PbAHHU U C HeH3BeCTHa HucniHes

MEJIHACTHHATHH HAPYIUEHHA YecToTa

CromauiHo-4ypeBHH HapyuieHna | C HeW3BeCTHa ["aneHe, noBpblLaAHE AHApUA
4ECTOTA

Xenaro-Ounvapuu HapymeHus | C HeH3BecTHa XenaTur
4ecToTa

Hapywenus Ha 6u6penvire u C HensBecTHa JHM3ypus, 3aIpbiKKa Ha ypHHa

MMKOYHHUTE NbTHING 4yecToTa




HapyuieHus Ha KoXaTa U C Hen3BecTHA AHIHOHEBPOTHYEH OTOK, DUKCHPaH

NOAKOXKHATA ThKaH 4ecToTa neKkapcTBeH 00puB, chpbex, 06pHB,
L ypTHKapHi

HapyuwieHns Ha MyCKYIHO- C Heu3BeCTHA

CKENIETHATA CUCTEMA W 4ecToTa Muanrus, aprpanrus

ChEAMHHTEIHATA ThKaH

Obwn HapywieHHa U epexktd Ha | C HEH3BECTHA Orok

MSACTOTO Ha MPHIOKEHHE 4ecToTa

Hacneasanus C Hen3BecTHA [loBuiIaBaHE HA TENECHOTO TETJIO,

4eCTOTa OTKJIOHCHHS B J1abopaTOpHN H3C/eABaHHA Ha
uepHOApoOHaTa PyHKLMA

Onncanue Ha U3OpaHH HEXENaHH peakLHK

Cnea npekpaTsaBaHe Ha TIpHEMAa Ha JIEBOLIETHPH3HH ce cho0LIaBa 3a MPYPHUTYC.

Crof11aBaHe Ha NOAO3UPAHH HEXENAHU PEaKLIUH
CrobluaBaHeTo Ha NOJO3UPAHH HEXKEIIaHH peaxilii CjIe] pa3pellaBaHe 3a ynorpeda Ha JeKapCTBeHH s

NPOAYKT € BaxHO. TOBa NO3801ABa Ja MPOABKH HAOMIONCHHETO HAa CHOTHOLLICHHETO TI0N3a/PUCK 34
NIEKAPCTBEHMA NPOAYKT. OT MEIMUMHCKHTE CTICLIHAJIMCTH CE H3HCKBA Ja choOIIAaBaT BCAKA

NoJo3uMpaHa HexeNlaHa peakums 4pes amwanuTenna areHums no aekapcreara yi. ,,Jlaman ['pyes™ Ne
8, 1303 Codus, Ten.: +35 928903417, yebeanT: ww.bda.bg.

4.9 Ilpenozupase

CHMIITOMH
CHUMOTOMUTE HA NPEAO3UPaHE MOTAT /a BKIIOYBAT CHHIHBOCT NPH BL3pacTHH. Ilpu aeua
ITLPBOHAMAIHO MOXKE Aa ce Habmoaasa BL30yAUMOCT M 6€3n0OKOHCTBO, MOCHEABAHO OT CHHIMUBOCT.

[loBeaCHHE NP NpEeAO3HpaHE
He e u3BecTeH cneudHueH aHTUAOT CPeLly NIEBOLIETHPHINH.

[Ipu npeno3upaHe ce NpenopruBa CHMITOMATHYHO M MOAXBPKALIO eyeHue. Henocpeacreeno cnen
NOMTBIIAHETO MOXKE J1a C€ HaNpPaBH CTOMAIUHA TPOMHBKA. JICBOLICTHPH3HH HeE Ce OTCTpaHABa
€(UKACHO C XEMOAHAJIH3A.

5. ®APMAKOJIOTHYHHU CBOUCTBA
5.1 @apMaKOARAAMHYHH CBOHCTBA

(DapMaKkoTepaneBTHYHa rpyna: aHTUXUCTAMUH 32 CHCTEMHa ynotpeba, NUNepasHHOBH NPOH3BOHH,
ATC xon: RO6AED9.

MexaHuIbM Ha AeHCTBHE
JleBoLIeTHPHU3UH, (R) eHAHTHOMEPBT HA LECTHPH3HH, € MOLUEH H CEJICKTHBEH aHTArOHUCT Ha

nepudepuute H1- peuenropu.

[IpoyuBaHHATa PEPXY CBBLP3BAHETO [OKA3BAT, Y€ IEBOLETHPH3HH MMA BUCOK aQHHHTET KbM YOBELLKH
H1-peuernropu (Ki = 3,2 nmol/l). JleBoueTHpr3HH Ma aUHWTET 2-KPaTHO MO-BHCOK OT TO3H Ha
uetupH3uH (Ki = 6,3 nmol/l). Jlerouerupusun ce oraens or Hl-peuenropure ¢ BpeMe Ha MoNyXHBOT

oT 115 + 38 MUHYTH.
Cnen eAHOKpaTHO NMPWIOKEHHUE, eBOLIETHPU3UH 3aeMa 90% ort penerrropuTte Ha 4 vac v 57% na 24
Yac.

(DapmMakoAHHAMUYHH eDEKTH

@apMakOJHHAMHYHHTE MPOYUYBAHHA Ha 3[paBy A0OPOBOILIM NOKA3BAT, Y€ MNPH
JICBOLETUPH3IHH UMA CPABHUMA C LETUPH3MH 8KTHBHOCT, KAKTO BbPXY KOXKATA,
QapMakoOIHHAMHYHATA AKTHBHOCT Ha NIEBOLIETHPH3KH € NMPOYyYe€Ha B PaHAOMH3
H3MUTBAHUA




B u3nuTBaHe 3a cpasHABaHE €()eKTa Ha JIEBOLETHPU3HH 5 mg, AecIopaTHAMH 5 mg U rwiauebo npu
XHCTAMHMH-HHAYLIMpaHH OOpHUB U 3auepBiBaHe, TPETHPAHETO € ICBOUCTHPH3HUH BOAH 40 3HAYHMO
NOHWXKEHHE Ha HOpMHpPaHETO Ha OOPHB H 3avepBABAHE, KOSTO € Hal-H3pa3eHO B IMbpBHUTE 12 yaca H
npoabinkasa 24 vaca, (p<0,001) B cpaBHeHHe ¢ auebo H ACCNOPaTHINH.

HauanoTo Ha AEHCTBHETO Ha JIEBOUECTHPH3KH 5 Mg IMPH KOHTPOIUpPAHE Ha NOACH-HHAYLHpAHH
CHMITTOMH € YCTAHOBEHO Ha ITbPBHS HacC clie]l pUEeMa Ha IEKAPCTBOTO B MJ1ale00-KOHTPOJIHPAHH
H3MUTBAHHA C MOJeNa Ha alepreHHO HaToBapBallla kamepa.

In vitro npoyuBaHusTa (KaMepa Ha bOHJEH H TEXHHUKH ¢ KJIETbYHH C/IO€BE) NOKa3BaT, ye
NIEBOLIETHPU3HH NOTHCKA €OTAKCHH-HHIYLIHPAHOTO €03HHOQWITHO TPAHCEHAOTENHAITHO MHTPHpaHe
npes aAepmanuute U 6enoapodbun knetku. PapMakoAHHAMHYHO €KCIIEPUMEHTANTHO NPOYYBAHE in vivo
(KOXKHO-KaMepHa TEXHHKA) NTOKA3BaT TPH OCHOBHH HHXUOUTOPHM e(eKTa HA NEBOLIETHPH3UH 5 mg
fnpes mppBUTe 6 Yaca OT NoJeH-UHAYLIHpaHa peakiind, B CpaBHEHHE ¢ 1uialebo npu 14 Bb3pacTHH
MAalHEHTH: NOTHCKaHe ocBoboknaBaHeTo Ha VCAM-1, moaynvmpaHe Ha CbA0BHA NepMeabHIHTET H
MOHWKEHHE HA €03HHOPHIIHOTO Yy4YacTue.

KnuHHYHA ePuKacHOCT U 6€30MacHOCT

EdukacHocTTa M 6e30nacHoCTTa Ha IEBOLIETHPH3HUH € YCTAHOBEHA B HAKOJIKO ABOWHO-CEIIH,
naauedo-KOHTPONHpaHH MPOYYBaHHs, MPOBEAEHH ¢ BE3PACTHH NALMEHTH, CTPAAAallld OT CE30HEH
AJIEPrHYeH PHHYUT, LENOrOAHUIEH AIEPrHUYCH PUHHT WM XPOHHYEH a/ICPriyeH PUHHT.,

YCTaHOBEHO e, u¢ JIEBOLICTUPH3IUH 3HAUUTENHO NoZoOpABa CHMITTOMATHKATA NPH aNeprudeH pHHUT,
BIJTIOUHMTETHO 3aMyLIBAHE HA HOCA MPH HAKOH YYACTHHLM B H3IMTBAHETO.

LllecTMeC€UHO KIIMHHYHO NPOYYBAHE NMPH 351 BB3PACTHH NAUMEHTH (BKIIOUMTENHO 276 namHeHTH,
JIEKYBaHH C JIEBOLIETUPH3IHH), CTPafally OT XpPOHHYEH PUHHUT (CUMITTOMMTE CE MPOABABAT MOHE 4 /IHK
CEAMHYHO B MPOABJDKEHHE Ha NMOHE 4 NOCNEAOBATEIHH CEIAMHIM) H YyYBCTBHTE/IHH KbM KBPJIEKHTE B
AOMAIIHKWA Npax, H NOJEHH NMoKa3a, ue JEBOUETHPHIHH 5 mg € KIMHHYHO M CTATHCTHYECKH 3HAYHMO
no-e(peKTHBEH OT auedo npu obnexkyaBaHe Ha CHMNITOMHTE Ha aNepruyeH pHHUT MO BpeMe Ha
UANOTO W3INUTBaHE, 6€3 KakBaTo H Ja € Taxudwiakcua. JlepoueTRpuzvH NoAoOpH 3HAYHTENHO
Kauy€CTBOTO HA JKMBOT Ha MAaLMEHTHTE N0 BpeMe Ha H3NUTBAHETO.

B nnauebo koHTpoNMpaHO KIHHUYHO HU3NHUTBaHe NpH 166 MaLUMEeHTU C XPOHHYHA UAHOMATHYHA
ypTHKapHs, 85 nauMeHTH ca JieKyBaHH ¢ ruaneto, a 81 naumMeHTH ¢ NEBOLUETHPH3MH 5 mg eUH BT
AHERHO B MPOAB/IKEHHE Ha LISCT CCAMULIU. JICUEHHETO C JICBOUECTHPH3KH BOAH IO 3HAYHMO
MOHHKCHHE B TEXKECTTa Ha ChpOexka Mpe3 MbPBaTa CCAMHLA H 32 LIEJIHA NEPHO/ Ha TPETHPAHE B
cpaBHEeHHe ¢ ruanedo. JleBoueTHpu3ule BOAM K 40 NO-H3pa3eHo NoAoOpeHHe B CpaBHEHHE ¢ rualedo
Ha CBBP3aHOTO ChC 3APABETO KAYECTBO HA XKHBOT, KATO OLICHKATa ¢ HanpaBeHa ¢ Dermatology Life
Quality Index.

XpOoHHYHATAE KAHOMATHYHA YPTHKAPHA € NMPOYYBaHa KaTo MOJEN HA YPTUKAPHAIHH CBCTOAHHUA. Thi
KaTo OCBOOOXKIABAHETO HA XMCTAMUH € NPHYUHHO-CACACTBEHHA (PaKTOp 3a MOABATA HA YPTHKAPHAJIHH
3a00/18BaHHA, C€ OUaKBa JICBOLUCTHPH3HH Na € eduKaceH 3a o0eKk4yaBaHe Ha CHMITTOMATHKATA Ha
JAPYTHd YPTHKapHANHH CHCTOAHHSA, B JOMBJIHEHHE HA XPOHHYHATA KAHONIATHYHA YPTHKApPHA.

EKI" He noka3sar 3HauHMH €()¢KTH Ha NEBOLIMTHPH3HH BbpXYy QT uHTepBana.

[leanaTpHuHa nomyaaus
be3onacHOCT ¥ ePUKACHOCT Ha NEBOLIETHPH3HH TabneTKy NpH Aeua ca OHIM H3C/IeABaHy B 1BE

iauedbo KOHTPONUPAHH KIHHUYHH NPOYYBaHMA, BIUTIOUBALIM NALHEHTH Ha BB3pacT oT 6 1o 12
FOJHHH, ¢ IHArHO3a CE30HEH H CHOTBETHO LICJIOTOAHIIEH anepriudeH pHHHT. U B nBeTe M3nuTBaHmA,
NeBOLICTHPH3WH 3HAYHTEIHO € MOA0OPIWIT CHMITTOMMWTE H € NMOBHILIKHA Ka¥eCTBOTO Ha KHBOT.
KnuHnunata Ge3onacHoCT NpH gelta noa 6 roAuiHa Bb3pacT, € OKWna yCTaHOBEHA B HAKOJIKO KPaTKoO-
CPOYHH U MPOAB/DKHTEHH TEPANCBTUYHH NPOYYBAHUSA!
- ©HO KWIMHHMYHO NpOYyU4BaHe, B KOeTo 29 aeua Ha BB3pacT OT 2 1o 6 rOAVHH ¢ anepruyex
PHHHT ca OH/IH JIEKyBaHH ¢ NeBoLeTHpU3uK 1,25 mg apa mbTH JHEBHO 33 4 CEAMHLM.
- €JHO KJIIMHHYHO NpOYy4BaHE, B KoeTo |14 aeua Ha Bb3pacT or 1 A0 5 roaMHu ¢ anepruyeH
PHHHT WK XPOHH4YHA HAHONATHYHA YPTHKApHA ca OWIH NEKYBAHH C JEBOLIETHPISH ARy @12
JBa MBTH JHEBHO 33 2 CEAMHLM. »
- €1HO KJIMHHYHO NpOoYy4BaHe, B KOeTo 45 neua Ha BB3pacT oT 6 10 11 Meceud/c P priiin
PMHHUT WX XPOHHYHA KIHONATHYHA YPTHPAKapHs ca GIIH JIEKYBaHH ¢ B PpiesiiEs Y -
1,25 mg BeJHB®K AHEBHO 3a 2 CEAMHLIM. kke A,




€HO NPOABLDKHUTENHO (18 Meceua) KIMHUYHO H3NUTBAHE ¢ 225 aTONMHYHH NaLHeHTH
NIEKYBAHH C JIEBOLIETHPU3HH HA BL3PacT OT 12 10 24 Meceua npH BKIIIOYBAHETO.

[TpodureT Ha 6e3onacHoCT € 6Un NogobeH Ha TO3W, HabNOAABAH NPH KPATKOCPOUHHTE NPOYUBAHHA,
NPOBEAEHH NpH Jeua oT 1 10 S-roaULlHa Bb3pacT.

5.2 ®apMaKOKHHEeTHYHM CBOHCTBA

@PapMakOKHHETHKATa Ha JICBOLUECTUPH3IMH € JIMHEHHA, HE3aBHCeLLa OT 03aTa # BPEMETO, ¢ MAJIKH
HHAMBHAYAJTHH pa3ziinyuus. PapMakOKHHECTHYHHAT NPOdHA € eUH H ChIl|, HE3aBUCHMO OT TOBA Ja/H
Ce MpuJiara KaTo €IMHHYEH €HAHTHOMEP WIH KaTo LieTHpu3uH. [lo BpeMe Ha npouecuTe Ha abcopbums
A CIMMHHHUpPaHE HE HACTBHIIBA XHpAJIHO NipeodpalyBane.

AbGcopOumas:
Cnen nepopanHo NpuioKeHHe NeBOLETHPU3IHH ce aGcopOupa 6bp30 M excreH3usHo. [pu Bb3pacTHu

NMHKOBH IIA3MEHH KOHLUEHTpalMH ce aoctvrar 0,9 vaca cnea npHeMaHe Ha Ao3ata. PaBHOBeCcHHM
KOHLEHTPAUHMH C€ YCTAHOBABAT CNeA 2 AHH. [IHKOBH NNa3MEHH KOHUEHTPALMH Clle]l IPHEMAHE Ha
€AHHHYHA 1034 OT 5 Mg WK NPH NOBTOPEH NpHeM ca choTBeTHO 270 ng/ml 1 308 ng/ml. CrenexTa Ha
abcopOLMA He 3aBHCH OT J03aTa H HE C€ BIIHAE OT XPaHaTa, HO CJIER XpPaHEHE MTHKOBUTE
KOHLCHTPALMH Ca NOHHKXECHH K C€ JOCTUTAT Cek MO-AbJIbI EPHO OT BPEME.

Pasnipenenenue:
HsiMa 1aHHH 3a TLKAHHOTO pa3npeAccHHEe pa3npeacsicHUE MPH XOpa, KaKTo H 3a MPeMUHABAHETO

npe3 KpLBHO-MO3bUHATA OapHepa. IIpH IIbXoBe H KydeTa Hali-BUCOKH ThKAaHHHK HHBA C€ YCTAHOBABAT
B 4epHHA Apod n 6p06peunTe, a Haii-uucku B [THC.

[1pn xopa, 90% ot neBoLeTHPH3HH ce CBBP3BA ¢ IUIA3MEHHTE NMPOTeHHH. PainpeneneHueTo Ha
IEBOLUCTHPH3HH € OTPAHHUYEHO, ThH KaTo 00embT Ha pasnpenenenye e 0,4 kg,

buorpaucgopmatiug:

Crenenra Ha MeTabonH3MpaHe Ha NEBOSUTEPH3HH NPH XOpa € no-Manka ot 14% ot Ao3aTa, 3aToBa ce
O4YaKBaT NPeHEOPEXKHUMH pazIHUMA PAIIHYHA B PE3Y/ITAT Ha FeHETHUHHA NOJIHMOPPHIBLM WIN
€JHOBPEMEeHHAaTa ynoTpeba Ha €H3HMHH HHXHOMTOPH. MeTaGoNuTHHTE METHILA BKTIOYBAT APOMATHA
okcuaaums, N- u O-neankunnpase H TaypHHOBO KOopHrHpahe. JleaTkWiKpaHeTo ce OChUIeCTBABA
OCHOBHO ot CYP 3A4, nokaro apoOMaTHOTO OKCHAMPAHE BKIIOYBA MHOXKECTBEHH H/HITH
HenaeHTepuunpanu CYP mzodopmu. JleBoueTupusud He okaspa edext BbpXy akTHBHOCTTAa Ha CYP
H30eH3HMH 1 A2, 2C9, 2C19, 2D6, 2E1 u 3A4 B KOHUEHTpAlLIHK, 3HAYHTENTHO HA/l NTHKORHTE,
JOCTHIHATH ClleA NEPOPATHO NPUIOKEHHE HA 5 mg no3a.

[lopany HiuckaTa cTeneH Ha MeTabOJIM3BM H JIHIICATA HAa MeTaboNIHTEH HHXHOHpALL NOTEHIHA,
B3aHMOJCHCTBHETO HA NNEBOLETHPH3MH C APYIH CHEAHHEHHA WIH o0paTHOTO € MaJIKo BEPOSTHO.

EnvMHHHpaHe:
[Ina3MEHHAT NOTYKHUBOT MPH Bb3pacThH € 7,9 + 1,9 yaca. CpeaHHAT anapeHTeH TOTAICH TeNeceH

KJIMPEBHC NpH BB3pacTHH € 0,63 ml/min/kg. Jleouernpusin u metabonuTHTE My C€ €IMMHHHPAT Hali-
BeYe C ypuHarta - cpeaHo 85,4% or npHeraTa 103a. ETMMHHHPAHETO C H3NpaXXHEHUATA NPEACTARIABA
camo 12,9% ot mo3ara. JIeBOUETHPH3HH Ce ENMMHHHPA C [JIOMepYJIHa QUATpALIHA H aKTHBHA Ty6yJIHa

CCKPCLIAA.

CreuHanHy nomyJjalum
bvbpeuno yepescoane

JCACTBUTETHUAT TeNleCEH KIMPBLHC HA NEBOLICTHPHIHH ChOTBETCTBA Ha KPEATHHHHOBHS KIHPHHC.
[Topanu TOBa, € NPENOPBLUHTENHO NALMEHTHTE C YMEPEHO A0 TEXKO OhOpeYHO yBpexaaHe na

KOPHTUPaT HHTEPBAJIMTE Ha 103HPAHE HA JICBOLIETHPH3KHH, B CLOTBETCTBHE C KPEATHH] 0
KIHPBHC. [1pH NauMEHTH ¢ aHYpHs U B KpaeH cTaaMii Ha 6u6peuHa HENOCTaTLYHOG
KJIMpBHC cnafa npubausurenHo ¢ 80% B cpaBHenne cbe 3npasy unansuau. Ko fl/»

JIEBOLETHPH3HH €JIMMHHHAPAHO CbC CTAHAAPTHA 4-4acoBa XEMOAHAIHIHA NpoLe VA A

Ieouampuvuna nonynayun



JaHHy OT NeJHaTPHYHO (GAapMAKOKHHETHYHO MPOYYBAHE C NEPOPANHO NPIIOKEHHE HA €IHHHYHA 033
OT 5 Mg NICBOUETHPH3HH NpH 14 neua Ha Br3pacT ot 6 no 11 roauHy ¢ TenecHo Terno Mexay 20 kg u
40 kg, nokazpat ye cTOMHOCTHTE Ha Crmax and AUC ca oko1o 2 MbTH NO-BHCOKH OT HAGMIOJaBaAHUTE
MPpH 3ApaBH Bb3PaCTHH NAUHEHTH B KPBCTOCAHO-CPABHUTENHO rpoyuBaHe. CpeiHUTE CTOHHOCTH Ha
Cmax € 450 ng/ml ce nposisasar 8 cpeaAHOTO Bpeme OT 1,2 yaca, TErJOBHC HOpMANH3IHpaHKa o011
Teneced KNHpPBHC € 30% no-rojsM, a noaykuBoThT € 24% mo-KpaThK B Ta3M NeAHATPHYHA
nomynals CpaBHEHHE ¢ Bb3pacTHH. He ca nposexcaann cneunaiiu ¢gapMakOKMHETHYHU NPOYUBAHHA
MpH Jella Ha BBb3pacT nold 6 rodnHy. PeTpocnekTMBHRUAT nommysaiMoHeH (hapMaKOKHHETHUEH aHAIH3 €
npoBeneH ¢ 323 naunenTH (181 neua Ha Bu3pacr ot | o 5 roaunu, 18 aeua Ha BB3pacT oT 6 Ko 11
roaMHy ¥ 124 BB3pacTHH Ha Bb3pacT ot 18 10 55 roaMHu), KOHTO ¢a NOTyYasany eqHOKPATHH WK
MHOTrOKPaTHH J03H JICBOUECTHPH3HH, BapHpally or 1,25 mg no 30 mg. lauHure, nonyyeHn ot To3u
aHaJli3 MOKA3BAaT, Y€ NMPHJIOKEHHUETO Ha 1,25 mg BeanbxK AHEBHO NMpH A€l Ha Bb3PAcT OT 6 Meceua 1o
5 TOJIHHH C¢ OYaKBa Aa A0BeAe A0 IU1a3MEHH KOHLIEHTPALMH, CXOHH ¢ TE3H Ha Bh3PACTHH MalHEHTH,
NnoJy4yaBallld S mg BeJHLXK JHEBHO.

Cmapuecka ev3pacm

ColiecTByBaT OrpaHHYCHH HapMakOKHHETHUHH JaHHM NPy NauHeHTH B CTapuecKa Bb3pact. Cnen
BCAHBXK JHEBHO MHOIOKPAaTHO NEPOPAIHO NMPHIOKEHHUE Ha 30 mg NeBOLETHPU3HH 3a 6 AHH npK 9
NAaLHEeHTH B CTApYECKa BB3pacT (Ha Bb3pacT 635 - 74 roguHH), o6IIHAT TeneceH KIUPHHC € 0KoJIo 33%
MO-HHCDHK B CPaBHEHHE € TO3H MPH NO-MNaH Bb3pacTHU. Pa3npeaeneHueTo Ha pauteMaTa UETHPU3IHH
MOKa3Ba 3aBHCHMOCT OT ObOpeuHara pyHKLMA, a He OT Bb3pacTTa. TO3H H3BOJ € NMPIIOKHM H 33
NeBOLETUPHINH, ThH KATO KAKTO JIEBOLIETHPH3HH TAKa H LICTHPH3HH C€ eKCKPETHPAT MPEAUMHO C
ypusara. [lopann Tosa A03ata Ha N1EBOLETHPU3UH TpsOBa Aa ce KOPHrHpa B CHOTBETCTBHE C
OnOpeyHaTa pyHKIIMA NpH NAUKEHTH B CTap4ecKa Bb3pPacT.

Ilon

DapMaKOKUHETHYHHTE pe3ynTaTd Ha 77 nauneHTH (40 Mbxke, 37 )KEHH) €a OLIEHEHM 3a €BEHTYaNHa
3aBHCHMOCT OT MoJ1a. BpeMeTo Ha rmomy>XHBOT € Manko no-Kparko npH xkexure (7,08 £ 1,72 4.),
OTKOAKOTO npu MbxkeTe (8,62 + 1,84 u.), HO KOPUTHPAHUAT CNPAMO TENECHOTO TETJIO NEPOPATEH
KNUPBHC NpH KeHH (0,67 = 0,16 ml/min/kg) ce aBaBa CENOCTABUM C TO3K NPH MBXKETE

(0,59 £ 0,12 ml/mirvkg). Celumre JHEBHH A03H H JO30BU HHTEPBANH Ca MPWIOKHMH 33 MBIKE H HKEHH
¢ HopMmanHa ObOpeyHa PyHKLHA.

Paca

BnnaHHero Ha pacaTa BbpXY JICBOLETHPH3UH HE € NpoyueHa. Tbil KaTo IeBOLIETHPHIUH ce
€KCKpETHPa NMpeRMMHO Ype3 OnbpeunTe, a HIMa 3HAYHUMH PaCOBH Pa3fIMUKS B KPEATHHHHOBUSA
KIHPBHC, PapMaKOKHHETHYHHTE XapaKTEPUCTHKH Ha JIEBOLIETHPU3MH HE CE OYaKBa Aa 6bpaar
Pa3IH4HH B pasnnyHuTe pac. He ca HabmonasaHu cBbp3aHM ¢ pacaTa pa3lluKM B KHHETHKATA Ha
paueMaTa UETUDH3HKH.

Yeprodpobro yspexcoane

He e nanuTBana papmMakoKMHETHKATA HA JICBOLETHPH3HWH NMPH MAlMEHTH C YepHOApoOHa
HeAOCTaThbYHOCT. [laLMeHTHTE ¢ XpPOHHYHH 3ab0NABaHU Ha YepHHA Apob (XemaTolenynapHa,
XONeCTaTHYHa ¥ OWIHapHa LIMpo3a), NpHEeMallHTe eAHOKpaTHa o3a 10 nau 20 mg oT palueMHYHOTO
BE1IECTBO LIETHPH3UH UMAT 50% yBenWUeHHE Ha BPEMETO Ha MONYXKHBOT, KakTo H ¢ 40% HaManeHue
Ha KNHPBbHCA B CpaBHEHME CLC 3APaBH HHAHBHIH.

DapMaKoKuHemusHW PapmaKkoounamMusnu 63aumMooeticmeun
XHCTaMHH-HHY LIHDaHH KOXXHH PEaKLIHH HE 3aBUCAT OT IUTa3MEHMTE KOHLIEHTPALMH.

5.3 [Ilpeakmaaunn JAHAH 33 6€30NMACHOCT

Hexnuuuunute naHuu 6a3HpaHy Ha KOHBEHLIHOHAJIHH NPOYYBaHHA 3a PapMakosor
TOKCHYHOCT NPH MHOTOKPATHO NMPUNOKEHHE, TEHOTOKCHYHOCT, KAPLIHHOTEHEH 11
pPenpoayKTHBHA TOKCHYHOCT HE MOKA3BaT HAJTUYHE Ha CNIELM(HUYHHN 32 XOPA PHCKO




6. DAPMALEBTHYHMU JAHHH

6.1 CnHcbK HA NOMOIIHHTE BelllecTBA

Anpo Ha Tabaerkara:

JlakTo3a MOHOXHApAT

Llenyno3a, MUKpOKpHUCTa/IHA

HarpueB HULIECTEH riMkoar (Tun A)
CHIMUMEB THOKCH]L, KOJIOHWIEH 0€e3BOAEH
Marunesues creapar

OOBHBKa Ha TabneTkara:
Xunpowmenosa 2910/5
Makporoa 6000

Tank

TuranoB auokcua (E171)

6.2 HecbBMEeCTHMOCTH
Henpuinoxumo

6.3 Cpok Ha roaHocrt
2 rOJAMHH

6.4 Cpnenna/IHH YCJIOBHS HA CbXPAHEHHE

Jla ce cbxpaHnsiBa npu temneparypa noa 25°C. Jla ce cbxpaHsiBa B OpUrMHa/IHaTa ONMaKoOBKa, 3a Ja
ce MpeJanasu oT Bjara.

6.5 BuaHcbAbpPKAHHE HA ONAKOBKATA

[IbpBuuna onakoBka: Al/Al 6aucrep i PVC/Aclar/Al 6auctep wnu PVC/Aclar/PVC/Al 6aucrep
unu PVC/PE/PVdAC/Al 6aucrep.

BropHyHa onakoBKa: CrbBallla C€ KapTOHEHA KYTHA.

Pa3mep Ha onakoBkuTe: OnakoBkure cbabpkat 7, 20, 28, 50, 90, 100 puamupann Tabnerkm.

Tosa o3HauaBa | wian 4 61McTepa, BCEKH ChAbpikall 7 puaMupaHu TabJIeTKH, B €/1Ha nperbBalila ce
KapTOHEHa KyTHA C JIMCTOBKA 3a MauveHTa Wik 2, 5, 9 wiu 10 6immcrepa, Bceku cpabpxkaiy 10

¢unMUpaHHu TabNETKH, B €IHA MperbBalla ceé KAPTOHEHa KyTHA 3a€HO C JIICTOBKA 3a MNallMeHTa.
He BCHUKHM BHIOBE OMAKOBKH MOraT Ja ObJaT nycHaTH B npoaaxoa.

6.6 ChnenuajiHH npeAnasHH MEPKH NPH YHHIIOKABAHE H paboTa

Heu3non3BaHUAT NPOAYKT WJIH OTNAAbYHMUTE MaTEPHAIIH OT HEro TpAOBa J1a Ce€ YHHUIIIOXKAT B
CbOTBETCTBHE C MECTHUTE U3UCKBAHHA.

7. HNPUTEXATEJI HA PABPELIEHHUETO 3A YIIOTPEBA

Zentiva k.s.,
U Kabelovny 130,
Prague 10,

Dolni Mécholupy,
Yewka penydnuka




8. HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20090586

9. HATA HA IIbPBO PAZPEHIABAHE/TIOAHOBSIBAHE HA
PA3ZPEHLIEHUETO 3A YIIOTPEBA

Hara Ha mepBO paspewraBane: 15.12.2009
Hapa Ha noceano noaHosapaue: 04.12.2013

10. JATA HA AKTYA/IMZNPAHE HA TEKCTA

20/08/2024




