KPATKA XAPAKTEPUCTHKA HA NIPOAYKTA



1. HUME HA JJEKAPCTBEHHMA ITPOAYKT

Kcanepran 5 mg/ml nepopanuu kanku, pasteop

Xallergan 5 mg/ml oral drops, solution

2. KAYECTBEH 1 KOJIMYECTBEH CBhCTAB

1 ml (20 xanxH) pa3TBOp ChABpPka 5 mg NesoueTHpH3HHOB Auxuapoxnopua (levocetirizine
dihydrochloride).

IloMOImHH BeIecTBa C M3BRECTHO NeHCTBHE:

METIWI NapaXHAPOKCHOEH30aT 1,35 mg/ml;
OpONTH! NapaxMapokcubenzoar 0,15 mg/ml.

3a TbIHKMA COHCHK HA MOMOMIHHTE BEIUECTBA, BIKTE TOUka 6.1.

3. JEKAPCTBEHA ®OPMA
Ilepopannu xanku, pasTeop.

Brmnen sua; 6ucTep, Ge3nperes 10 NieKO KWITEHAKAR pasTBOP.

4. K/IHHHYHHA JAHHH

4.1. TepaneBTHYUHH HOKa3aHAY

CHMOTOMaTHYHO Jl€YEHHE HA QiePrUvMeH PHHAT (BKJI. MEPCHCTHPAIL ANEPrHYEH DHHHT) H
YPTHKAPHUA IPK BE3PACTHM W NeNa HA BhIpacT Haj 2 TOAMHH.

4.2. Jo3npoBKa H HAYMHH HAa NPHIOKEHHE

Boipacruu

Hosupoexa

AHerna go3a ~ 5 mg (20 kankm).
IIpoownoicumenrocm na nevenuemo

Humepymumenmenr anepauien punym (KIMHMYHA CHMIITOMATHKA ¢ OPOXRDKHTENHOCT HE MO-MAIKO
OT 4YCTHPH IOHH B CeAMHLATAa WIH 33 MNO-MAJIKO OT 4YeTHPH CeaMHIP B TIojJHHATa)
NPOABIHKUTENHOCTTA Ha NICUCHHETO 3ABHCH OT TEXECTTA HA 3a00/IMBAHETO H HErNOBaTa JUHAMHUKA;
MOXE na Obae MPEeKpPaTeHO BEAHATA CHE[ OBIANABAHE M M3IYC3BAHE HA CHMIITOMHTE H 73 CE€
NNOAHOBH TIPH NNOBTOPHATZ UM I0ABA;

Hepcucmupaw; anepeunen punum (KIAHWUHA CUMITOMATHKA ¢ TIPONBIDKUTENHOCT NO-TONAMA OT
HYCTHPH IHH B CEIMWIATA WIH IMOBEYEC OT YETUPH CEOMMLH B FOAHHATA) — JICUSHHETO MOXE Ia
NPOABIDKH TIpe3 LUEIHS OEPHO] HA eKCTIOZHLMA ¢ AJIEPreHa.

Hanuue ca naWHM OT KIHMHWYEH ONMT C NPOAL/KMTENHOCT Ha JieueHue mowe 6 Meceua. ITpu
NAIHEHTH ¢ XpOHHYHA YPTHKAPHS WM XPOHHIEH AJIEPruaeH PUHHAT HMa JAaHHH OT KITHHHYEH OIMT
C MPHIOXEHHETO HAa NETHPH3HH 3a NEPHOA A0 | roguHa.

Crapyecka BE3pacT
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He ce Hanmara xopekumsa Ha no03aTa, MPenopsYBaHa IPH BBIPACTHH, B CiIyyali 9e GnOpeuHata
$YHKLMA € 3ana3eHa.

brOpeuno yBpexaane

Pa3sMepsT Ha 703aTa M YECTOTATAa HA NPHEMA Ce HMHAMBHIYAIM3HPAT CNOpEl, CTOMHOCTWTE Ha
KPCaTHHHHOBHA KIHPBHC, KAKTO CJIeBa;

bnbpeuna pynxkuas KpeaTHHHHOB KIHPBLAC JHeBHA 1032 H YeCTOTA HA
(mVmin) npHJoKeHHEe

HopMmanna > 80 3 mg €IHOKPaTHO AHEBHO
Jleko yBpeneHa 30— 79 J Mg eAHOKPATHO JHEBHO
YMepeHo yRpeaeHa 30—-49 5 mg Ha BcekH 2 THH
Texko yBpeaeHa <30 5 mg Ha BCeKH 3 OTHH
Kpaen cragmit na
6u6peuno 3abonsrane <10 IpwiokeHHeTO HA IEBOLETHPH3IHH
[TauHeHTH Ha THAIH32 € MPOTHUBOIIOKA3AHO

KpeaTHHMHOBHMAT KIMpBHC MOXKE Aa C€ ONPERENH OT CTOHHOCTHTE HA H3IMEPEHMA CepyMeH
KpeaTHHHH (mg/dl) ¢ momMownTa Ha cneauaTa Ppopmyna:

[140 — BB3pacT (rogunn) X Terno (kg)

Cla=
72 X cepyMeH kpeatnHuH (mg/d])

YepronpobHo yBpexnane

He ce namara mpomsna B pasvepa Ha Jo3aTa M 4ecTOTaTa Ha npHeMa. IIpH [IALMEHTH C
4ePHOAPOOHO M GBOpeuHO yBpekZIaHe, 103aTa ce aNanTHpa KakTO € TOCOYEHO Mo-rope (BIK.
bubpedno yepexnane).

IleawaTpriHa MOy AAIHA

He ca HanuynM peneBaHTHH KNMHHYHM JaHHH, KOHTO A2 MOAKPEIAT MPWIOKCHHETO Ha
JCBOLCTHPH3MH NpPH O€Ua HA BB3pacT noa 2 roavHmM (BX. ToUka 4.4); TakHBa CHUIECTBYBAT
OTHOCHO NMPHIOXKCHHETO Ha MPONYKTA IPH Aena 1o 12 roaus.

Heya na evspacm om 2 oo 6 2o00unu

[Ipenopruntennara auesna aoza ¢ 2,5 mg (10 KallkH), pasge/ieHa Ha B3 paBHM npuema ot 1,25
mg (3 Kamnku).

Heya na sv3pacm om 6 do 12 zodunu

[IpenoppunTennaTa nHesHa no3a € 5 mg (20 kanku).

fOnowu u deya nao 12 2o0unu

IIpenopsunrentara quesna no3a e 5 mg (20 xanku).

bvbpeuno yepesxcdane

Jlozata ce ananTHpa HHIMBHIYATHO B 3aBUCHMOCT OT CTOHHOCTHTE H2 KPeaTHHHHOBHA KITHPBHC H
TEJICCHATA Maca.

Haunn Ha mpunoxeuue
IIponykTsT € npenHazHaveH 3a €POPAJIHO NPHIOKEHHE HE3ABHCHMO OT [IPHEMA HA XPaHa.

Kankure MOrar na ce mpueMar ¢ IbKHUA WAW PaspelcHH ¢ Majko BOAA. Paspene
TpsiOBa 1a ce mpHeMe BegHArA.



4.3. IlpoTHBOMOKA3IAHHSA

. CBPBXYYBCTBHUTEITHOCT KbM JIEBOLICTUPH3HH MIIH HAKOE OT [IOMOIIHHTE BEIIECTBa, H30poeHH
BT. 0.1;

. CBPbX1YBCTBHTEIIHOCT KbM XHAPOKCH3HH WIH MUNEPA3NHOBH IPOU3BOIHH;

. TEXKKO OBOPETHO YBPEKAAHH H KPEaTHHHHOB KIHPBHC < 10 m/min.

» nena nop 2 roJJHHM.

4.4. Cnennansn upexynpe;aeHds H NpegnasHK MEPKH IPH ynoTpeda

JleBoueTMpH3MHE MOBMILIABA PHCKA OT 3aJphKKa HA YPHMHA, TOpagH KoeTo TpaGBa 1a ce npuaara ¢
BHAMAHHE IIPH NAIMCHTH C YBpeXAaHHd HA IpeOHauHHA CTBHIO, XHneplUlasdst Ha MpPOCTATaTa,

YpeTpallHH CTPHKTYPH H JIp.

[IpoxykTbT Tp#OB2 Na ce mMpwiara ¢ BHAMaHHE NPU NANHEHTH ¢ eINENCHA M TAKHBA C PUCK OT
KOHBYJICHH, IIOPAJIH TOBA, e MOXe JAa JoBeje N0 BJIOINABAHE HA CHCTOAHHMETO M [IOBHIIABAHE HA
4E€CTOTaTa Ha NPUCTHIIMTE,

HanaynaTe KIHHHYHY JaHHE HE ca AOCTATHYHH 32 Ja [IOKpensT Ge30MACHOTO HPHIOKCHHE Ha
NeBOLICTHPH3HH IMPH JCUa Ha Bb3PACT MO/, 2 TOOKHH.

Ynorpebara Ha ankoxojl TpabBa 1a 6bae W3GAIrBaHA MO BPEME Ha JICICHHE C JICBOLETHPH3MH (BXK.
TO4Ka 4.5).

JlekapcTBeHMAT  DPOXYKT  CBHABPXKA  METHA  NapaXMAPOKCHOCH30aT H  MpPONHA
NapaxuapOKCHOEH30aT, KOHTO MOraT [a NpeJU3BMKAT ATIEPruMHU peakuuH (BeposTHO oT 3abaBeH
THII).

4.5. BsaumopelicTBHae ¢ APYrH JeKapcTBeHH NPOAYKTH H ApYra GopMHA HA B3aHMOICHCTBHE

JaHHH OT M3NUTBAHMA C LETHPU3MH HE [OKA3BaT KMHHYHO 3HAYMMH JIEKApCTBEHH
B3AMMOJICUCTBHA ¢ BHTHIHMPHH, 23HTPOMRIHNH, EPHTPOMHLIME, [HMETHANH, OHA3eNaM, MIMIH3HL,
KeToKOHa3al, nceproedeapun u Apyru HHZyKTopH Ha CYP3D4.

IIpunoxeHueTo Ha MHOrOKpaTHY 1031 Teodunuu (400 mg nHEeBHO) BOAN JO clIabo HaMalIeHHE HA
KIMPBLHCA HA LeTHpH3KH (16%), XaTo cTeneHTa Ha JHCNO3MOMS HA TEOQIIHH HE CE IPOMEHS MPH
€THOBPEMEHHO NPUIOKEHHE C LIETHPH3HH.

IIpunoxkeHreTo Ha MHOTOKDATHH 1034 pHTOHaBup (600 mg 1Ba ITETH JHEBHO) STHOBPEMEHHO C
OETHPHSHH BOAH [0 NOBHIICHME Ha EKCHO3HMIMATA Ha LeTHpH3MH ¢ okono 40%, mokaro
JAUCTIO3HLIAATA Ha PHTOHABHP NEKO ¢¢ MOHKKaBa (-11%).

XpaHaTa He HaMaliBa CTeneHTa Ha abcopOuus Ha JEBOLETHPH3HH, HO NOHUXKABA HEHHATa
CKODOCT.

EnnospeMennara ynotpe6a Ha JeBoLeTApH3HH ¢ ankoxon uau LHC penpecantu MOXe a A0Bele
A0 NOHHXXABAHE HA BHHMAHHETO U HApYIIEHHE HA CHOCOOHOCTTA 34 M3MBJIHSHHETO HAa ASHHOCTH,
H3HCKBALIH aKTHBHO BHHMAaHMC, BHIPEKH, Y€ HAMHYHKTE JAaHHH COYAT, 4¢ UETHPH3HH HE BOAH [0
NnoBylIaRaHe HA ehexTa Ha ankoxona (0,5 g/l xpheHM HUBA).

4.6. Depruanrer, (PeMEHHOCT H KbpMeHe

bpeMeHHOCT

Hanwysu ca orpaHuveHH NaHHH, KOMTO HE COYAT 33 CHA MPUIHHHO-CIEACTBEHA BPB3Ka MEXIY
NpHEMa Ha JIEBOLUCTHPH3WH M Pa3BHTHETO Ha MandoOpMalMH NpH U102 M HOBOPOOSHOT
APYIH NPOsABH Ha (eT0/HEOHATANIHA TOKCHYHOCT.




PesynratdTe OT H3NATBaHHA NPH KABOTHH HE ITOKA3BAT MPAKO HIH HENPAKO BPEAHO BB3ACHCTBHE
BBPXY NPOTHYaHETO Ha OpPEeMEHHOCTTa W paXJaHETo, eMOpPHO-(DCTANTHOTO H NOCTHATAIIHOTO
pa3BUTHE.

Ilpwioxennero npm OpeMEHHH XEHH ClegBa JAa CTaBa ¢ BHMMAHHME [pH OLEHKa Ha
CHOTHOLICHHETO NMOTCHLHAIHA TOJI3a 32 MaHKaTa M PHCK 34 IUI0JA.

KspMmene

Hsama HanMYHH NaHHH 33 eKCKpeLMa Ha JEBOLETHPH3HH B MalfYHHOTO MIAKO, HO TOBA HE MOXKE Aa
ObAe M3IKMOYEHO HAITBIIHO, Thil KATO € W3BECTHO, Y€ LICTHPM3IHH CE OTAE/A B KbpMaTa, Ilpensun
TOBA He MOXE Ja OBJ¢ M3KTIOUEHa SBEHTyallHa MOABa HA HEWENAHK NEeXAPCTBCHH PEaKUHM NPH
KbpMaueTa, YHATO MAHKH OPHEMAT JICBOLIETUPHIHH,

L

[IpHNOXEHHETO NPH KBPMELIM KEHH ClIE/iBa 4 CTaBa C BHIMAHHE [IPH OLEHKA Ha CHOTHOLLCHHETO
HOTEHIHANHA [10J133 3a MAaMKaTa H PHCK 3a KBPMaUeTo.

DepTHIHTET

HaMa HAIHIHH 1aHHH 332 HeOIAronHPATHY eeKTH BLPXY PepTHIHTETA.

4.7. EdeKTH BLPXY c0oco6HOCTTa 32 modHpane H pa6oTa ¢ MAIIHHA

Pezynrarn OT CpaBHHTENHH KIHHWMHH H3MMTBAHMSA COYAT, 9¢ JICBOLETHPH3HH, IPHIATAH B
NpENophYBaHUA N030B PeKHM HE BOAM OO0 HapylleHHWE HA BHHMAHHETO MW CHOCOGHOCTTA 32
wogupane 1 pabora ¢ MALIHHH.

Heobxogumo e Ad €€ 3HAC, 4€ [IPH HAKOH JIHLA, NEBOUCTHPH3IHH MOXE [a NOBEAEC 10 Pa3BUTHEC HA
CBHIIMBOCT, YMOpa H acTE€HHA.

IlanmenTure, Bh3HaMepsABaIE A2 WOGUPAT, Ja H3BBLPMIBAT TOTCHUHMANHO ONACHH AeHHOCTH HIIH
A2 paboTAT ¢ MAUIMHK TPAOBa J1a MMAT NPeABHI TE3U BB3MOKHH BEB3ACHCTBUA Ha JIEBOLICTHPH3HH.

4.8. HexenaHu JexapcTBenH peaKnuH

JlaHHU OT KIHHMYHHA WINHTBAHAS

Buvspacmuu u Oeya wa evspacm nao 12 z00unu

B xoma Ha KNMHMYHE H3NUTBAHKA NpPH NOMYJAllMs, BKTIOYBAIA MbXE H XeHH (n=935) BbB
BB3pacToBaTa rpaHnua 12 — 71 roquum, npu 15,1% 0T yyacTHHUNTE, TPETUPAHH C IEBOLETHPH3IHH
B 1032 5 mg ¢ HAOmOJaBaHA HAi-MAJNKO €Ha HeXeNaHa JEKAPCTBEHA peakuus; B IUrauebo
rpynata To3H IponeHT ¢ 6un 11,3%. Hexxenannre nexapcreenn peakuuu 8 91,6% 0T cayqante ca
OHIIH C JIeKa 10 YMEPEHO H3pa3eHa TEKECT.

Karo yectn (>1/100 no <1/10) ca 6Gunn oueHeHH CleAHHTe HAGIONABAHH HEKEJIAHH PEaKIHH:

IIpenopbunrenen Tepmun I1nranebo rpyma (n=771) JlesoneTHpuzun (n=935)
(WHOART)
[ naBobonue 25 (3,2%) 24 (2,6%)
COMHOAECHTHOCT 11 (1,4%) 49 (5,2%)
| Cyxora B ycTaTta 12 (1,6%) 29 (2,6%)
YMopa 9(1,2%) 23 (2,5%)

Karo newectn (>1/1000 mo <1/100) ca 6miH oNeHeHM ClleMHMTe HAOMONABAHH HEXEIAHH
TIEKAPCTBEHH PEaKLMH — aCTEHUA H GOJIKY B KOpPeMa.,

COMHOJIEHTHOCT, yMOpa H acTeHHd ca HaONOJaBAHH MNO-YECTO B TPYIATa,
nepoleTHpH3uH (8,1%) B cpaBHenue ¢ miuaueto (3,1%).



Heduampuuna nonyaayit

B xona na nnane6o KOHTpolupanuu KIHHMMHE M3MMTBAHUA [IPH JIEla HA Bh3pacT 6 — 11 Mecela u
] ropuHa u TakuBa moja 6 rogMHH, 06w 159 MaUMEHTH ca TPETHPAHH C JICBOLETHPH3IMH B /1033
1,25 mg exHoxparHo aHeBHO M 1,25 mg ABa NBTH AHEBHO B NPOOB/DKEHME HAa 2 CeXMMLIM.
CrielHHTe HeXeNaHH JIEKAPCTBEHM PEakiyH, OUSHEHH Karo dectH (>1/100 mo <1/10), ca 6wm

HabmrogaBaHH:
SOC u IlpenopbunTeneH TEPMAR ILnane6o rpyna (n=83) Jlesonernpuinn (n=159)

Cmomauno-upesnu napyuenun
Huapus 0 3 (1,9%)
[lospbimane 1(1,2%) 1 (0,6%)
Korcrunaups 0 2 (1,3%)
Hapywenun na nepenama cucmema
CBbHAHBOCT 2 (2,4%) 3 (1,9%)
Hcwxuunu napywenus
Hapyiuienus Ha ¢pHA 0 2 (1,3%)

Ilpu pmema wa Bm3pacT 6 — 12 roaMHM, BKIIOYEHM B JBOHHO-CJIENH IUIANCO0O-KOHTPOJMPAHHU
KJIIMHHYHH H3MIUTBAaHHA H TPECTHPAHH C JIEBOLCTUPHLIHH B 1032 5 mg AHEBHO B NMPOAWDKEHUE Ha 1
zo 13 ceamuny ca HabMoOABAHM ClIEHUTE HEKEIAHH IEKAPCTBEHH PEaklUMH ¢ yecToTa ot >1/100

o <i/10:
IlpeanounTaH TEpMHEH ILaanedo rpyna (n=240) JleBoneTHpa3HH 5 mg (n=243)
I'masoOonue 5(2,1%) 2 (0,8%)
CrHIMBOCT 1 (0,4%) 7 (2,9%)

,HaHHH OT NOCTMAPKETHHIOBHSA OITHT

HaﬁJ'IIOIlaBaHH Ca CICAHUTE HEXKCITAHH JICKAPCTBCHH pPEaKIMHK, KAaTO JJAHHHTE ¢a HEJOCTATRYHH 3a
Aa MoxXe J1a Opae onpefiencHa TAXHATA YECTOTA:

Hapywernun na umynnama cucmema — CBPbXUYBCTBHTENHOCT, BKJL. aHADHNAKCHA;

Hapywenun na memaboniama u xparenemo - yBEIHYEH aNeTUT,

fcwocuynu napywenus — arpecus, B530yna, Ge3cbHHe, CyMIMAHA KACALMSA, KOLIMAPDHK;

Hapywenus na nepsnama cucmema — KOHBYJICHH, NApPeCTe3xd, 3aMafgHOCT, CUHKOIL, TPEMOp,

AUCTCYIHA,

Hapywenus Ha yxomo u nabupunma — BepTHTO;

Hapywe&uﬂ Ha Ovume — YBpeKAaHWA HA 3pEHUETO, 3aMBIJICHO 3PEHHE, OKYJIOHpallHui,

Copoeunu napyuenun — NANIATALNE, TAXUKAPANS;

Pecnupamopru, speOHu U MeOUACIutQrHY HADYWEHR A — KACITHEN:

Cmomawno-4peenu Hapywenus — rafene, TOBPHIIAHE;

Xenamo-6unuapnu Hapywenus — XenaTur:;

Hapywenun na 6vbpeyume u nukounume nomuwa — TA3ypus, 3aipHKKA HA YPHHA,

Hapywenus na xoxcama u nookodcHama mvkas — aiTMOHEBPOTHYEH OTOK, (PUKCHpAH JIeK

00puB, IPYPHTYC, OOPUB, YPTUKAPHS;

Hapywenus wna MycKyano-ckenemuama cucmema 4 CoeOuHUMEnnama MoK

apTpaITHi;




Obuu Hapywienun u eghexmu Ha MACHIOMO HA RPUNONCEHUE — OTOK;

H3zcnedeanus — NOBHIIEHHE HA TETITIOTO, OTKIOHEHHE B YEPHOMPOOHHTE H3CHCIBAHHA.

Onycanne Ha W3IOpaHU HEXXETAHH peakiiH

[1pu Manbx Opoki mamMenTH cnefl NpeKpaTaBale NMPHEMA HA IEBOLECTHPH3HH C€ ¢hOOIIaBa 3a Nosasa
Ha MPYPHTYC.

Crobmagane Ha NONO3MPaHH HEKETAHH PEAKIIAM

CpolmiaBaHeTo Ha MONO3HPAHM HEXKENAaHH pPeakUHM ciuen paspellaBaHe 3a ynoTpeba Ha
NEKApCTBEHUA MpPOAYKT € BaXHO. ToBa mNO3BO/MBA f[a NPOABDKH HaOMIOOCHHETO HA
CHOTHOIUCHHETO MON3a/PHCK 33 JICKAPCTBEHHA INPOAYKT. OT MEAHIHHCKHTE CHEHHAIMCTH Ce
H3UCKBA Ja CLOOLIABAT BCAKA MIOAC3HUPaHa HEXENlaHa peakius upes:

HznbiavTenHa areHIMs no JIeKapeTBaTa

yn. ,Jdamsan ['pyes Ne 8
1303 Codun
Ten.: + 359 2 8903417

yebcaiit: www.bda.bg

4.9. Ilpenozupane

CHAMIITOMH

Iipu BB3pacTHH 0OHvaliHO ce HaOMOAaBa CHHIMBOCT, PH JCLA € Bh3MOXKHO MMbPBOHAYAIHO A3
HACTBIIAT Bb30Y/a H HECIOKOHCTBO, NOCIECABAHH OT PAa3BHTHE HA CHHIHBOCT.

Mepxnu

Ilpenoprura ce mpuiarade Ha CUMNTOMATHYIHO HITH noaabpxaino geucHue. Heobxogumo e na ce
HallpaBH CTOMAILHA NPOMHBKA. JIEBOLIETUPH3IHH HE Ce eTHMHHHPA ¢PEKTHBHO Ype3 XeMOAHANH34,
HE € H3BeCTEH CrielHdueH aHTHIOT.

5. ®APMAKOJIOT'HMYHH CBOHCTBA
3.1. PapmakosAAaAMHEYHH CBOHCTBA
(apMakoTEpaneBTHYHA IpynNa: AHTHXHCTAMMHHM 33 CHCTEMHO NPIIOKEHHE. |IunepazuAoBo

MPOH3BOIHO
ATC xoxa: RO6AEQ9

MexaHu3bLM Ha felicTeue
JleBOUETHPH3IMH € MomeH CeJeKTUBEH aHTAarOHHCT Ha nepudepunre Hl-peuenropu;
npencTaBiviea (R) eHaHTHOMED HA LETUPH3HH,

IIputexxara Bucok adunuter koM H1-penentopute npu yoexa (Ki = 3,2 nmol/l), kaTo chluusar e
AB& T'BTH MO-BHCOK B CpaBHCHHE C TO3M Ha uerupusuH (Ki = 6,3 nmol/l). Cnen exHokpatHo
NMPIIOXKEHKE, CBBP3BAHETO ¢ peuenTopute € 90% wa 4™ uac cnex nprema u 57% 24 gaca cien
npueMa. JlepoueTupusul ce Anucounnpa ot Hl-peuenropure ¢ neproa Ha noiyxupot 115 = 38
min.

DapmMakoIHHAMHYHHE H3C/ICABAHMA OPH 3APaBH J0OPOBOIIM AEMOHCTPHPAT, 9€ JICBOLETHPU3HH,
NpHIOKEeH B )2 TepaneBTHYHA 1032 HMAa CPaBHMMa AaKTHBHOCT C TEpalleBTHYHATA 03
LETHPU3IHH, 10 OTHOLIEHHE Ha e(EKTHTE BBPXY KOXKATA H HOCA.

QapMagHHaMHIHH eheKTH




JleroueTupuanH € M3cNenBaH B paHAOMHM3MPAHN KOHTPOJIWPAHHM KIWHWYHM M3NHTBAHAA C LEJ
OLICHKA Ha HeroBaTta (papMakOAHHAMAYHA AKTHBHOCT.

B KIHHHYHO M3MHMTBAaHE, B XOJa HA KOCTO € CPAaBHEHO ASHCTBHMETO Ha JICBOLETHDHIMH 5 mg,
AECROpaTaavH 5 mg ki muaneSo BbpXy XMCTAMHH-HHJYIIMPAHH OTOKA H €PHTEM € YCTAHOBEHO, Ue
JICBOLETHPU3NH OrpaHtiaBa o0pasyBaHETO HAa OTOKA M €PUTEM B 3HAUMTENIHA CTENEH B CPABHEHHE
¢ AECIOpPaTaAnH H MIAUebo, KaTo edekThT e Hali-uspazeH B mppBHTe 12 gaca Ciel IpueMa 1 HMa
NPOABIDKUTENHOCT 24 vaca (p<0.001).

Hauanoto Ha AeHCTBMETO HA NEBOLCTMPH3MH, TPHIOKER B A03a 5 mg, 33 KOHTPONHpaHe HA
NPOBOKHpAaHU OT IMOJICHW CHMMTOMH, HACThIIBA 1 9ac cliefl MpHeMa NpH MOIEN HA ANEPreHHO
HATOBapBalla KAMEpa.

Pesynrature ot in vitro npoyusanus (xamepa Ha BofimeH M cioifHO-KNETBYHA TEXHMKA)
ACMOHCTPHpAT, Y€ JACBOUCTHPH3HH HMHXHOUpa CEOTAKCHH-HHAYLIHMpAHATa CO3HHODHIIHA
TPaHCECHAOTE/IHA MUTPAalUMA B ACpMAIHH H 6enonpobHu KIIETKH.

JlaHuute OT QapMaKOAHHAMKYHH in Vivo M3MHTBaHWA (KOKHO-KAMEPHA TEXHHKA) NMOKA3BaT TPH
OCHOBHH €(eKTa Ha HHXHOHPAHETO OT JIEBOLCTUPH3HH, NMPHIOMEH B 033 5 mg HAa MHAYIMPaHa OT
MOJICHH peaknuid, KOATO C€ NpoABABA B ITBPBHTE 6 yaca Clell MPWIOKEHHETO, B CPaBHEHHE C
nnane6o: NoTHCKane Ha ocBoboxaaBanero Ha VCAM-1, Moy nHpaHe Ha ChIOBHA NepMeaGunuTeT
H HaMaJI9BaHe AKTUBH3HPAHETO Ha €O3HHOMHIIHTE.

KnuuuyHa edukacHocT u GezomacHocT

EdexTusHocTTa M Ge30NacHOCTTa HA JIEBOLETHPH3HH € YCTAHOBEHA B XOJA HA HAKOJIKO ABOMHO-
clieny, IWIanebo-KOHTPOAUPaHH KIHHUMHH H3NHTBAHHA NPH Bb3PACTHU NMANHCHTH, CTPAAallld OT
CC30HCH ICPrHYCH PHHHT, LEJIOTOAHILICH ANCPrHYEH PHHUT HIH NEPCHCTHpAL AlleprudeH pHHUT.
B HAKOH OT TaX e ycTaHOBEHO e, Y€ NEBOLSTHPH3HH BOAM JO 3HAYMTENHO NonobpenHe Ha
CHMNTOMMTE Ha AJICPrHYHHA PHHHT, BKJL. Ha3aAHAaTa OOCTPYKIIMA.

Pezynrature oT KIHHMYMHO W3OWTBAHE C NPOABKUTENHOCT 6 Mecena M BKIOYBAMO obmo 551
MALHEHTH, 0T KOMTO 278 ¢ mepcucTApall aJepruyeH PHHHT M CEHCHOWIM3HPAHH KbM AOMALlEH
lpax H TPCBHH MOJIEHH H TPCTHPAHH C JIEBOHETHPH3KH, [IOKA3BAT, Y€ JICBOLETHPHIHH, NPHIOXKEH B
IHCBHA 1033 5 Mg 0KA3BA CTATHCTHYECKH 3HAYMMO [O-u3paseH edexT B cpaBHEHME ¢ IU1auebo mo
OTHOIIEHHC KYNHPAHETO W OONEKYABAHETO HA CHMMITOMMTE Ha AJICPrHYHUS PHHHUT NHpe3 HenuA
NEpHOA Ha HabmOJeHHe IpH OTChCTBHE Ha Taxudunakcud. [Ipes uenus IepHo Ha UNUTBAHETO,
fICBOLICTHPH3AH BOAH Aa 3HAYHTEIHO NOAOOPEHHE HA Ka4eCTBOTO HA KHUBOT.

B Xona Ha nnane0o-KOHTPONIMpaHH IUIHHMYHH W3OHTBAHMA, IIPH DAIHEHTH C XPOHWYHa
HIHONATHYHA YPTHKapHA (n=166) ¢ YCTaHOBEHO, 4e JICYEHHETO ¢ JIEBOLECTHPH3IMH BOAM 10
3HaYHTCITHO HAMA/IABAHE Ha CHIATA HA ChpOEiKa ollie npe3 NBPBATa CeAMHIA, KAKTO K IIpe3 LieInA
NCPHOA Ha JICYEHHE B CpaBHEHHE ¢ I1anebo. KadecTBOTO Ha XKHMBOT € 3HAYMTENHO NMOAOOpPEHO B
rpynara, mpHemaia JIEBOUCTHPHIHH.

XpOoHUYHATA MAKONIATHYHA YPTHKAPHA € IPOYHCHA KATO MOACI 3a YPTHKApHaNHH ChCTOAHMSA, 1BH
KaTo OCBOOOKIABAHETO HAa XHUCTAMHH ¢ OCHOBEH (akTOp NpH 3a0on4BaHus MNogoOHH Ha
YPTHKapusATa, c€¢ O4YaKBa JCBOLETHPH3HH 1a Obple edeKTHBEH IIPpH OCHIYpsSBaHe Ha
CHMITOMaTHYHO OO/NEKYEHHE 32 APYTH MOACOHH HA XPOHMYHATA HIHONATHYHA YDPTHKAPHUS
CHCTOAHHA.

Heduampuuna nonyrayus




EdexrnerocTTa M O€30macHOCTTa Ha JIEBOLETHPHM3IMH €A OLUEHEHH B X032 Ha Iutaneo-
KOHTPOTHpaHM KIMHWYHHM H3MHTBAHMA IPH MALMCHTH Ha BB3pacT 6 — 12 roaund, crpajaiy ot
CC30HCH H LCTIOTOOMINCH ANICprHYeH PHHUT. YCTAHOBEHO €, Y¢ JIGBOLETHPH3HH BOAM [0
3HAYHUTENHO NOAOOPEHHE HA CUMIITOMMTE K KA4ECTBOTO Ha >KHBOT.

[Ipy nema Ha BB3pacT monx 6 roaMuu, edeKTHBHOCTTa H Oe30MAcCHOCTTA HA JICBOLETHPH3HH €
YCTaHOBCHA B HAKOJIKO KPaTKOCPOMHH U ABATOCPOYHM KIHHHYHH H3NHWTBAHHNA, KAKTO C/IC/BA:

- KJIHHHYHO H3IINTBaHe NPH aena (n=29) ¢ ancprudeH puHUT HA Bb3pacT 2 — 6 roIHHM, JICKYBaHH
¢ JICBOLCTHPH3HH B 103a 1,25 mg nBa MbTH JHEBHO B IPOXBIDKEHAE Ha 4 CEAMHULM;

- KIHHMYHO U3NWUTBaHe NpH Aena (n=114) c aneprudeH PpHHUT WIM XpOHMYHA HAMONATHYHA
YPTHKapHs Ha Bb3pacT 1 — 5 roguHu, NeKyBaHH ¢ NEBONECTHPU3HMH B ao3a 1,25 mg aBa nbTH
OHEBHO B MPOALAKCHHE HA 2 CEIMHIIN,

- KIMHUYHO H3NKTBaHe NpH aeua (n=45) ¢ ajeprudeH PHHWT WIM XpOHHYHA HIMONATHYHA
YPTHKapHi Ha Bb3pacT 6 — 11 Mecena, TexyBaHH ¢ J€BOUETHPH3HH B J03a 1,25 mg eqHOKpaTHO
JHERHO B NIPOABIKEHHE HA 2 CeAMHIIY,

- asnrocpodHo (18 meceua) KIHHAYHO M3NMTBAHE IIPH [TALHEHTH C aTonHs (0=255) Ha BB3IpacT
12 — 24 mecela.

[IpodmreT Ha Ge30macHOCT HpH IBITOCPOYHOTO M3NMTBAHE € MOAOGEH Ha TO3M, YCTAHOBEH IIPH

KPaTKOCPOYHHTE HW3NHTBAHMA NPH AEUA HA BB3pacT | -5 roguHu.

5.2. @®apMaKOKHHCTHYHH CBOHCTBa

Abcopbuna

JlesoueTHpusnH ce aGcopbupa OBP30 M EKCTEH3HBHO CIIEX NIEPOPATTHO NPHWIOKEHHE. MakCHMaTHK
TUIA3MEHH KOHLUCHTPAllHK OpH RB3pAacTHH ce Aocturat (0,9 gaca ciex mpHema, a paBHOBECHH
TUIa3MEHH KOHIEHTPAUHH C€ YCTAHOBABAH CPEAHO 2 OHM ciefl HerosoTo Hagano. CTOHHOCTHTE Ha
MAKCHMAITHHTE IUIa3MEHH KOHUEHTPAIMH clcA NPUEM HAa eJHOKpaTHa 1033 3 mg H NMOBTOPEH
nmpueM ca 270 ng/ml 1 308 ng/ml, choTBeTHO. CrenenTa Ha aGCOPOLIHA HE 3aBHCH OT pasMepa Ha
IIPDHNOKCHATa 1034, HC C¢ BIIHAE OT npHeéMa Ha XpaHa, HO CI€A HaxpaHBaHE MaKCHMAaIIHWTE
IIa3MEeHH KOHLEHTPALHH €4 [1I0-HUCKM U Ce JOCTHIAT CIIEH NO-ABIhI HHTEpBal OT BpeMe.

Pasnipenenenue

YCTaHOBEHO e, 4€ IPH IUThbXOBE H KyYeTa, JICBOLETHPH3IHH Ch3J4Ba HAM-BHCOKH THKAHHHM HHMBA B
yepHHa Apod v OvOpenyte, a nHaii-uucku B [JHC. HaMa navHM OTHOCHO Pa3NPeAc/ICHUETO HA
JICBOLICTHPH3AH NPH 4YOBEKAa, KAKTO H TAaKMBAa 33 CTENEHTAa HA INPEMHHABAHE IIpe3 KPBHBHO-
MO3BbYHAaTa GapHepa.

Chbp3ba ce B 3HAYHTETHA CieNeH ¢ IasMenuTe npoteund (90%). O6eMbT Ha pasnpelesicHHE €
mambk (0.4 Vkg).

buorpaHchopmMauys

Crenenra Ha 6HoTpaHchOpMaNEa € ManKa; TIPH YOBEKa o-Mako oT 14% oT npHIIoXKeHATa 1033 Ce
MeTabonu3ypa, [OpaJH KOETO pa3sNMYHATa OTBMKAIM C¢ FEHEeTHYeH MOAUMOPGH3IBM MIH
CIHOBPEMCHHHA TMPHEM ¢ CH3MMHH HHXHOHTOpH ca npeHeOpexxumu. buorpaHcopmaumara ce
OCBUICCTBABA IO [TBTA HA apOMATHA OKCHAALMA, N- 1 O-AcankupuIaHe U TaypHHOBO KOHIOTHPaHE.
Heankunupasero ce ochlnecTsasa ocHOBHO 0T CYP3A4 cBBp3aHUTE CH3AMHH CHCTEMH, HOKATO
apoOMaTHATA OKCHBALUWA BKIIOYBA MHOXECTBO WWIH HeuneHTH(uuupann CYP usodopmu.
JleBoueTHpH3KH HE OKa3Ba edeKT BbpXy akTHBHOCTTA Ha CYP m3oemsumure 1A2, 2C9, 2C19, 2D6,
2E1 4 3A4 B KOHIEHTPALHH, 3HAYUTEIHO HANBHIIABAIN MAKCHMATHHTE IUIA3MEHM, JOCTHIHATH
CIIeA NepopalieH NpHEM Ha 1033 OT 5 mg.

[lopagu HucKara cTenieH Ha OHoTpanchopMmaUHa H jUNcaTa Ha MeTabonUTeH H
NOTCHUHKAN, TEBOUCTHPHIHH € MaJIkO BEPOATHO Ja BIe3¢ BbB B3aHMOAEHCTBHA C APY

EnuMuHKpane




IInasMeHHAT TOIyXMBOT TpW Bb3pacTHH € 7.9 + 1,9 yaca; npy Aena CHIDMAT € MO-KPAaTbK.
CroliHocTTa Ha cpefHHEs anepeHTeH o0l TejleceH KIMPBHC OpH Bh3pacTHH ¢ 0,63 ml/min/kg.
OCHOBHHAT ITBT HA CTMMHHUPAHE HA JIEBOLETHPH3HH H HETOBUTE METaGONMTH € 4Ype3 YPHHATA, C
KOATO €& OTACHAT oKoJIO §5,4% oT npuetarta go3a. YUpes dpexamuure ce otaenar 12,9% or npuerara
103a. JIeBOLETHPH3MH ce OTAENs KakTO 4pe3 raoMepynHa (UITpalMA, Taka W 4pe3 aKTUBHA

TyOynHa ceKperus.

CrennanHy nonynauun

Cmapuecka sb3pacm

JlaHHUTE 332 dapMaKOKHHETHYHOTO TIOBEASHME HA JICBOUSTHPH3HH B Ta3H BB3pacToBa Tpyna ca
OTpaHH4YCeHU. B X012 Ha WIMHHYHO H3MHTBAHE C TIPOABIKHTENHO MPHIOKEHHE HA CAHOKPATHA
AHEBHa fo3a (30 mg B mpoab/DKeHKe HA 6 HM) IPH JIHIE B cTapdecka Bh3pacT (65 — 74 roaunn) e
YCTAHOBCHO, Y¢ OOLIHAT TENNECEH KIMPBHC € ¢ 0Koo 33% I0-HUCHK B CPAaBHEHHE C TO3H IIPH [10-
MIIaJy BB3PAaCTHH HHAMBH/M. PasnpeneneHHeTo Ha palieMara LHETHPH3MH MOKA3Ba 3aBHCHMOCT OT
OBbOpeunata QPyuxuusa, a He ot pb3pacTra. ToBa BaXM H 3a JEBOLCTHPH3INH, Thbif KaTO € M3BECTHO,
€ M IBETE BCINECTRBA CE EKCKPETHPAT OCHOBHO C YPHHATA. T0Ba Hanara KOpHrMpaHe Ha JHeBHaTa
A032 NEBOLIETUPH3HH B CHOTBETCTBHUE ¢ Ob0peuHaTa (pyHKUMA NPH LA B CTapuyecka BL3PacT.

bvbpeuno yepescoane

ATIEpEHTHHSAT TejeceH KIHPBHC HA JNEBOLETUPMIMH CHOTBETCTRA HA KPEATHHWHOBHA KITMPBHC,
NOpald KOETO € NpenopbUMTEIHO NpH TAUHEHTH ¢ yMEPEeHO A0 Texko OLOpeuno yepexnane
UHTCPBANBT MEXKOY OTACIIHATE NpHeMH Ja ObAe chboOpa3eH ¢ KPEaTHHHMHOBHA KIMpBHC. Ilpu
NAlMEHTH € aHypuA U KpadHa ¢asza Ha Gn0OpeuHo yBpexaaHe, oOILUMAT TelieCeH KIMPBHC ce
MOHIWXaBa ¢ okono 80%, B cpapHeHWE CbC 3ApaBMTe HHAHBHAM. KONMUECTBOTO nE€BOLETHPU3NH,
OTIE/ CE 110 BpeME Ha CTaHaApTHa 4 vacoBa XxeMoauanusa e < 10%.

Heproopobro yepexcoane

Hsma panuu oTHOCHO ¢apMakOKMHETHYHOTO MOBEACHME HA JICBOLCTHPMIMH NPH NALMEHTH C
JepHOApoOHAa HenocTaThuHOCT. [IpH NALHEHTH ¢ XPOHHYHM YEePHOAPOOHH 3a6ONABAHUA, BKIL
XCNOTAUC/TYIapeH KapUMHOM, XOJIeCTATHYHA OMPO3a, NpHEeMalld egHOKpaTHa ao3a (10 — 20 mg)
LICTHPHIHH € YCTAHOBCHO YBE/IMUYEHHUE HA IFIa3MEHUA HOIYXKHABOT C 50% H HaMalleHHe HA KIMpPBHCA
¢ 40% B CpaBHEHHE CBC 3APABH HHAHBU/IH.

Ileovampuuna nonyrayus

JJaHHH OT KIHHHYHO H3MUTBAHE NIPK JEUA HA BH3IPACT 6 — 1 | TOQMHY ¢ TENSCHO TErVI0 B MPAHMLIATE
20 — 40 kg, Tpetupanu ¢ TICBOLCTHPH3HH B 71032 5 mg moOKa3BaT CTOHHOCTH Ha Cnux U AUC
npUOIH3KTESIHO 1Ba THTH [O-BUCOKH B CPaBHEHWE C TE3H NPH BL3PACTHM Nnua. CpemHute
CTOHHOCTH Ha Cpay OT mopsimbka Ha 450 ng/ml ce mocturaT cpeano 3a 1,2 waca cien mpHeMa,
TCJIOBHO HOPMAaNH3UPAHUAT 0011 TeneceH KIHpBHE ¢ ¢ 30% mo-rojM, a BpeMeTo Ha MOy KHBOT C
24% no-xpaTko B CPAaBHEHHME C BB3PAcTHH HMAAMBHAH. HAMA AaHHH OT NPOBEKHEAHM H3ITATBAHHA
HpPH A€la Ha Bb3pacT NOA 6 TOAHHH. PeTpocTIeKTHBEH nonyTanHAOHEH (papMaKOKHHETHYEH aHaIN3
npH nanueHTH (n=181 Ha BB3pacT 1 — 5 roguuu; n=18 =Ha BB3pact 6 -11 rogusu U n=124 Ha
Bb3pacT 18 — 55 rommHHW), TpeTHpaHM C €QHOKPATHA M MHOTOKPATHA 033 JICBOLCTHPH3HH B
auanazod 1,25 mg — 30 mg, couM ue NPHIOKEHHETO HA HMCKATA 033 €THOKpaTHO AHEBHO MpH
I€la Ha BB3PacT 6 Mecela —~ 5 TOIMHA Ce OYaKBa J1a Ch3Aaje IUIa3MEeHN KOHLIEHTPALIMH, CXO0HH C
TE€3H NIPH BB3PAaCTHH, NOJTyYaBallid €THOKPATHa 103a OT 5 mg.

Ilon

Pesynrarure or (hpapMakOKMHETHUHH NPOY9YBAHMA COYAT, 9€ BPEMETO HA NOJYKHBOT NPH KEHH
(7,08 £ 1,12 h) e no-kpatko B cpasHenue ¢ Mbkere (8,62 +1,84 h). Kopurupanusr cupamo
TEIECHOTO TerJo KIMPBHC NMPH kend (0,67 + 0,16 ml/min/kg) e CHIIOCTaBHM € TO3H TIPH Mb
(0,59 + 0,12 ml/min/kg). neBHuTe K034 H AO3IOBM MHTEPBANH Ca IPHIOKHMH, Ka
TaKa H 334 XKCHHU ¢ HopMaiHa CuOpedHa PyHKiHa.

Paca




BrnusHMETO Ha pacaTa FEpPXy (apMAKOKHHCTHIHOTO NOBCACHAE HA JICBOLICTHPH3HH HE € MPOYIESHO.
ITopanu TOBa, 9¢ BEIECTBOTO ¢ SKCKPETHPA NPEAHMHO Npe3 GubpeimTe, a HAMa 3HAYHMH PacoBH
paznuyHsg B KPEaTHHHHOBUA KIHPBHC, (PAPMAKOKHHETHYHHATE XapaKTepHCTHKH Ha NEBOLICTAPH3WH
He ce 0vYakea Aa OpOaT painuuHH NpH oraennure pacd. He ca HaOmonasann CBLP3aHH ¢ pacaTta
pPa3iHKH B KHHETHKATA HA LETHPH3HH.

Jluneitnocm

(DapMakOKHHETHKATA HA JIEBOLETUPH3ME € JIMHEHHa, He3aBHCella OT pa3sMepa Ha J03aTa, ¢ MANKH
HHTCPHHAHBMIYAIHU pa3Ky. PapMakOKHHETHYHUAT MpOPUN € HAeHTHIEH, He3aBUCHMO JaJlK Ce
npunara JICBONCTUPHIHHE UNY LeTHpH3uH. [1o Bpeme Ha mpolieca Ha pe30pOlHA H eIAMIHHPAHE HE

HACTBIBA XHPAJHO peolOpa3yRaHe.
Dapmaroxunemuxa-papmarxodusamuxa

He e ycTaHoBeHa kopesyalpa MeXAY edexTa Ha J1EBOUETHPHIUH BBPXY XMCTAMMH-HHAYLHMPAHUTE
KOXHH PCaklUHH H IUTa3MEHNTE MY KOHICHTPALMH.

Haunn ot EKI' 3anmuc He nokassar 3HauuMe eekTH Ha nesoneTHpH3HH Bbpxy QT HHTepsaia,
NPHJIOKEH B A03H HaABUIDABAILM 6 IThTH MPENOPHIHTEIHATA TEPANSBTHIHA 1034,

3.3. IIpeAxNHHAYHNA JaHBH 32 $€30N2CHOCT

HexknMHWYHHTE NAHHH He MOKasBaT 0oco0eH puck 3a XopaTa Ha 6asa HA KOHBEHLIMOHATHHTE
TOKCHKONIOTHYHH HM3NHTBaHMA IIPM €IHOKPAaTHO M MHOIOKPaTHO BhBeXAaHe. H3mHTRaHMA 3a
FCHOTOKCHYHOCT, KAPLUHHOM¢HEeH TIOTEHLIMAN, PENPOAYKTHBHA TOKCHIHOCT CHIIO HE TIOKA3BaT HANHINC
Ha PUCK.

6. @APMAIEBTHYHHA JAHHH
6.1. CoEchLK HA NOMOIIHHTE BEMECTBA
I'manepon 100 %

IponaneHrIuKon

3axapHH HaTpPHiA

HaTtpues auerar Tpuxugpatr

JleneHa oueTHa KUCEIHHA

Mernn napaxuapokcuben3oar

[Iponun napaxuapokcnbexsoar
IIpeancrena Boga

6.2. HecnBMecTHMOCTH
He ca n3secTHH.
6.3. Cpok na roanocrt

3 roguuH.
Cpok Ha rOAHOCT clieq TbPBO OTBAPAHE — 3 Mecela.

6.4. CoenunajHu ycoBHS HA ChXpPaHEHHE

[Ipu Temneparypa non 25°C.
Jla ce ceXpaHABa B OpHIHHAJIHATA ONAKOBKA.

6.5. BHA M CHLALPXKAHME HA ONAKOBKATA




Bytnnka ot ThMHO cTBkIio (knac III), chaspxama 20 ml pasteop, 3aTROpEHa ¢ IIACTMACOBA
Kamayka Ha BHHT C BIpaJcH KamKoMep.

6.6. CnemHaJHH npeaNazHH MEPKH BPH H3XBLPIISHE H padoTa

Hsama coeliuaniHy H3UCKBAHHA.

7. ITPUTEXATEJI HA PASPEIIEHHETO 3A YIHHOTPEBA

HAAHCOH-BI' OO[

yi. ,,Oren Ilancuii Ne 26
2400 rp.Papomup,
brirapus

Ten.: +35924519300
e-mail: office@danhson.bg

8. HOMEP HA PAZPELHIEHHETO 3A YIIOTPEBA

Perucrpaunonen Ne 20220071

9. JAATA HA ITBPBO PA3PEIIABAHETIOJJHOBABAHE HA PA3SPEILIEHUETO 3A
YIIOTPEBA

Hata Ha mepBO paspemasane: 23.02.2022

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Anpun, 2023
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