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TATRHVITERHA ATERUUSA (10 NEKAPCTBATA

L. HME HA JIEKAPCTBEHHSA IIPOMT Kpamka xapakmepucmuka Ha nm;?a 59”}0993"79 !
Hecnoparagus BIT 0,5 mg/ml nepopaseH pa3rsop Koum Pez. Ne ..... géﬁ////blk ..... L7/ \ /(7
Desloratadine VP 0,5 mg/ml oral solution PaspeweHus Ne Tl hummdees Il-UB-Zﬂ]B

| 0g 0BpOHUE Ni! ............................. T

2. KAYECTBEH A KOTNMYECTBEH ChCTAB
1 ml nepopanen pasreop ceaspxka 0,5 mg aecnoparamus (desloratadine)
TMoMownH BenlecTBa ¢. u3BeCTHO AekicTeHe: copOuron 105 mg/ml.

32 NBJIHKHA CHMCHK HA MMOMOLIHUTE BelllecTBa, BIKTE ToUKa 6.1,

3. JJEKAPCTBEHA ®OPMA
ITepopanen pasTeOp.

BrHUEH BHA — OHCTHD, O€31[BETEH pa3TBOP ¢ IUIOAOB apoMar.

4. KIAHAYHA JAHHHA

4.1. TepaneBTHYHH NOKAIAHHY

HMecnopatanud BI1 e nokasan npa BB3pacTHH, FOHOWM W Aeua Haj 1 roguHa 3a obnexdapaHe Ha
CUMITTOMHTE HA:

. AJICPryYeH PHHAT (BK. TouKa 5.1)

. ypTHKapHa (BK. Touka 5.1)

4.2. [Jo3apoBKa ¥ HAYHH HA NPHIOKEHHE

ITo3upoBka
Brw3pacmnu u noopacmsawu (= 12 200unu)

[TpenopruBanara aos3a ¢ 10 ml (5 mg) nepopaiied pa3Teop €AHOKPATHO JHEEBHO.
Teduampuuna nonyrayus

Heobxomumo € Ja ce MMa MpeA BHA, Y€ NOBEYETC CAydYall HA PUHHUT NPH Jella Ha Bh3pacT Mnoj 2
rogMH# MMarT MH(peKHMo3HA reHesa (Bk. Touka 4.4), KAKTO H TOBA, Y€ JIMIICBAT JaHHH, KOHTO N2
00OCHOBaBAT MPHIOKEHHETO Ha JECIOpaTaAMH NPH HHPEKLHO3EH PHHHT.

Heua #a Bp3pacT oT 1 ;o 5 ropuuum: 2,5 ml (1,25 mg) nepopancH pasTeop €XHOKPATHO AHSBHO.

Hena na se3pact or 6 ao 11 roausn: 5 ml (2,5 mg) nepopaneH pasrsop €AHOKPATHO JHEBHO,

Hama naHHHW OTHOCHO NPHJIOKEHHETO HA ACCNOpaTaJdH NpH Jella Ha BB3pacT noi 1 roguHa.
EdukacHoctra H 6€301acHOCTTa B Ta3K Bb3PacTOBA [PyNa HE ¢4 YCTAHOBEHH.

Hanuie e orpaBiyeH OMHT OTHOCHO e(peKTHBHOCTTA H ymoTpebara Ha ACCNOpAaTaiMH IMpH.ACUA. ]
pr3pacT Mexay 1 1 11 ropunm u nogpacTeaiy Ha Bb3pacT 12 — 17 rogunH (BX. -roq B vl

AJleprideH pUHHAT ¢ MHTEPMHTEHTHO TPOTHUaHe (HATHYHE HA CHMIITOMH B NpoffbaSkefing
MaJIKO OT 4 NHHU CeAMHYHO WM 33 MO-Manko OT 4 ceAMHLHK) TpsAOEa Ja Ce TpeTHp ¥
aHAMHE34Ta Ha KOHKPETHHA NALMEHT, KaTo JCYCHUETO MOXE Ja Oble NpeKpaTeH:
HAa CUMITTOMHTE H Ja 3anoyHe OTHOBO NPH TAXHOTO peLHAHBHPAHE,
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IIpn nepcucTHpam aneprudeH pHHUAT (HAUIMYMAS HA CHAMIITOMH 33 4 WIH NoBeYe AHH CEAMHYHO H 33
nmoBeue OT 4 CeaMHUM) € MPEeNnophYHTENEH NMOCTOAHEH MpPHEM Ha MNMPOAYKTAa B LeNMs NEPHOA Ha
eKCITO3HULIMA ¢ allepreHa.

Hauuwy Ha npujiowxeHue
IepopanHo npunoxeHHe.

[poayKTHT MOXKE A3 ce ApueMa ¢ vnu Oea Xpana.

4.3. IIpormBonoxasaHud

CBPBEXYYBCTBHTEIHOCT KbM JECIOpPAT4AMH, JOPATAAUH WIM KBM HAKOE OT [OMOLUHHTES BEINecTBa,
H30pocHH B Touxa 6.1.

44. ' Coenpannm; npexynpexieHnd # npeANasHy MepKkH HPH ynoTpeda

[Tennarpuyna gonynanus

Ilpu neua mox 2 rogMiuHa BB3PACT, JHANHOCTHLMPAHETO HA QACPrHYHHA PHHHT € TPYAHO, 0C00eHo
HeroeoTo AubepeHLHpane or gpyrure GopMu Ha puHHTH. HeobxoauMo € ga BA3aT B CHOOpaKeHHE
OTCHCTBHE Ha HHGeKUMA HAa IOPHHTE AUXATEJHH IETHINA WIH CTPYKTYPHM 8HOMAaHH, KakTO H Ja
OBAaT B3eTH NpeOBHA AHAMHE3ATA HA NALMEHTa, KAKTO M JAHHUTE¢ OT MeIHUMHCKHA Nperiiex H
NOAXOAAUWM NadOPATOPHU H KOKHU TECTORE,

[Mpubnuzurento 6% ot BB3pacTHHTE H Jenara Yexay 2 H 11-roauimHa Be3pacT ca PpeHOTHITHO GaBHH
MeTabonu3aTopH Ha JAeciiopaTaAvMH M [OKA3BAT MNO-BHCOKA eKcnosuudsa (BXK. ToYka 3.2).
Be3omacHOCTTa Ha JeclopaTaMH MpH Aela BbB BB3pAcToBaTa rpyna 2-11 roanHu, KOHTO ca OaBHM
MeTabo/IH3aTOpH € aHAJIOTHYHA NpH Jela, KOHTO ca HOopMaaHH MmeTabonusaroph. Edexrure Ha
aecaopaTagyH npH 6aBHu MeTa00IH3aTOPH HE Ca H3CICABAHH NPH Ae1ia oA 2 TOAHIIHA BE3PacT.

Hecnopatagun TpaOBa Aa ce Npunara ¢ MOBHIIEHO BHMMAHHE NPH MALMEHTH ¢ MEIHLMHCKA HIIH
damMuIHa aHaMHe3a 33 I'bPYOBE U Haii-Beue NPH MaTKy /lena, KOHTO ca MNpPeApa3noloXeHH Ja Pa3BHAT
HOBH I'BpYOBe N0 BPEME Ha JIEYEHME ¢ JecjaopaTajuH. MEeNMUMHCKHTE CIEUHATTHCTH MOraT ja
OoOMHCIIAT MpeyCTaHOBABAaHE HA AEC/OPATANWMH MPH MALMEHTH, KOHTO MONY4YaBaT I'epd MO BPEME Ha
JICYCHHETO.

Jinua ¢ 6s0peyHa HETOCTATEYHOCT

ITpx nauueHTH ¢ TeXKa OB0peyHa HEIOCTATHYHOCT, AecAOpaTaAuH TPAOBA Ja ¢ NPHIIAra ¢ NOBHINEHO
BHMMAaHHE (BK. TOYKA 5.2).

QE!FH

IMpogyxrsT ceabpxa copburon 105 mg/ml. Ilamuentd ¢ peaxm HacieACTBeHHM NpobneMH Ha
HEMOHOCUMOCT KbM (ppyKTO3a He Tpadpa A2 MpHEMAaT TOBA JICKAPCTBO.
4.5. BzammogeiicTBHe ¢ APYTH JICKAPCTBENH NPOAYKTH H APYTH GOPMH HA B3aHMOJCHCTBHE

He ca HabmonaBanH KJIWHHYHO PENICBAHTHH B3aMMOJCHCTBHA B XOJA Ha KIHWHHYHH H3IHTBAHHA C
AeCAOpATaANH-ChABPXALLM TabneTky, B Xx04a Ha KOMTO MPOAYKTHT € IPHIAraH €XHOBPEMEHHO C
EPUTPOMHIIHH HIH KETOKOHA30J (B, TOYKA 3.1).

HeanarpuyHa nonynanus

KNHHMYHH W3MTHTBAHMA 3a YCTAHOBABAHE HA MOTCHUHAIIHM JIEKaPCTBEHH B3aHMOACHCTBHR cCa
NpOBEKAAHY TIPH BE3PACTHH,

MOBEACHHETO W APYTH edexTd Ha ankoxon (BuK Touka 5.1). Brerpexu ToBa, ¢
KbM ANKOXO0J H HHTOKCHKALIMA <a JOKNanBaHH IO BPpEME Ha TNOCT-MAPKC



nmopagM koero € HeoOXOAHMO MOBHIIEHO BHMMAaHME IpH COHOBPEMEHHO NPHIOXKEHHE HA
HeCNOpaTaauH U ATKOXOJT.

4.6. Depraanter, 6peMEHHOCT H KLPMEHE

bpemenHocT

[ConaM ofeM JaHHM 3a 6peMeHHM xeHH (3a M3xona Ha noseue or 1 000 cayyas Ha GpeMeHHOCT) He
NOKA3ZEAT AAaHHH 34 (ETaIHa/HEOHATANIHA TOKCHYHOCT Ha JEC/IOpaTajHH HIH NOTEHLHan 3a
npean3BHKBaHe Ha Manpopmauni. IIpoydusaHHATa MPH XUBOTHH HE MOKA3BAT IPEKH WM HOIPEKH
BpeAHH e(eKTH, CBBP3aHH C PEMPOIYKTHBHA TOKCHYHOCT (BXK. TOYKA 5.3). 32 NpeANOvUTaHe e, KaTo
npeAnasHa MApKa, fa ce H3bArsa ynorpebara Ha ReCnopaTajuH No BpeMe Ha OpeMeHHOCT.

KppMetie

HecropaTaivH € YCTAaHOBEH B HOBOPOACHW/KbpMaueTa, KbPMEHK OT NCKyBaHM ¢ MPOAYKTa JKCHH.
EdexTsT Ha JecaopaTaaHH NpH HOBOPOASHH/KbpMaUeTa He ¢ H3BecTeH. TpsOBa na ce B3eMe pemeHHe
Jajii Aa C€ MpeyCcTaHOBH KBPMEHETO WIH J1a C€ MPEYCTAaHOBH TepanusTa ¢ ASCAOpAaTaaHH, Karo ce
B3¢MaT MpEeABH [10/13aTa OT KbPMEHETO 3a ZEeTETO H NoJ3aTa OT TepanuaTa 3a Makkara.

QepTHIHTET
Jlunceat JaHHK NO OTHOIIEHHE HA MBKKHS WK KeHCKHS (pepTHIHUTET.

4.7.EdexTn Bbpxy cnocobnoctTa 3a modupane i patora ¢ MAIIHAR

JlecnopaTaZiH He TNORAMABA WIIH TIOBAMABA MpeHeOpexknMo crocobHocTTa 3a modHupane ¥ paboTa ¢
MAIUHHH.

Maugenture Tpadea na Onaar pudopMMpany, Y€ NpH NOBEYETO Xopa He ¢e HaOmofaBa CHHIMBOCT.
Brpeku TORa NOpaaAu HHAMBHAYAIHATA peakUHA Ha OpPraHyu3Ma KbM BCHYKH JIEKApCTBCHH MPOAYKTH,
NPENOpPHUATE/IHO © MAUMeHTHTe [Ja Ce MOChBETBAT fJa HE M3BBPUIBAT AGHHOCTH, H3HCKBAIUM
KOHLISHTPALHSA Ha BHHMaHHETO, KaTo wodupaHe WK paboTa ¢ MallMHH, AOKATO HE YCTAHOBAT CBOATA

coOCTBeHa peaKiHa KbM JIEKAPCTBEHHUSA MPORYKT.

4.8.. Hexenann JeKapCTBeHH pPeaKRHH

B xofa HA KIMHHYHH H3MHTBAHHA NpPH Pa3IHYHH MOKAa3aHHA, BK/KOYHTE/IHO aN€praueH pHHHT H
XpOHHYHA MOHOTATHYHA YPTHKApHA, TNpH NpenopbYATeNHaTa A03MPOBKA OT 5 Mg JHEBHO,
chOOIISHHTE HEKENAHH peaKii, CBBpP3aHA ¢ APHEM Ha AecyoparaavH ca ¢ 3% noseye OT TE3H IpH
NalMeHTHTe, NOoNyyaBamy mnauebo, xkaro Hali-uecTHTeoT TAX ca ornaguanocr (1,2%), cyxora B
ycrara (0,8%) u rnasoGonue (0,6%).

BB3MOXHH ca CeJHHTE HEJKENAHH JIEKaPCTBEHH peaKllHM:

MeDRA SOC Hexenana eKapCrYBena peaknus
ITcUXPHH HAPYIICHHS XamourHaLvH
['narobonne
Hapyinen#s Ha HEPBHATA CHCTEMA 3aMasHOCT, CBHIUBOCT, O€3CHHHE,

MCHXOMOTOPHA XUNEPPEAKTHBHOCT, MbPYOBE

pA apyu Hst eHe
Cepaeyn H eHHs Taxuxapaus, cepueOH
VYabmxasane Ha QT unTepeana

Cyxora B ycrarta
CroMamyo-upeBiy HapyieHus boaxa B Kopema, rajgene,
JMCTIENCHA, AHAPHA




ITorumaBaHe Ha YepHOAPOOHHUTE €HIHMA,
XenaroOGHAHapHH HApYIUEHHUA
noBHIIABaHe Ha OunnpyOHRa, Xenarur

C HeHM3IBECTHA YECTOTA XKenreHuua

HapyuieHHd Ha MYCKYJIHO-CKE/IeTHATA CHCTEMA
W CHEIHHUTETHATA THKAH Muanrua

Peakuuy Ha CBPLXYYBCTRBUTEIIHOCT

O61m HApYIDeHHA H eDeKTH HA MICTOTO Ha
OPUI0KEHHE (anatmmakcus, aHTHOSHEM, 3aAYX, ChPOex,
o0pHB H YPTHKapHA)

[TenuaTpu4Ha DogyaaUMWA

B x0pa HA KJIHHUYHH H3NHTBAHHA [IPH MEAMATPUYHH MALWCHTH, ACCIOPATAAHH-CHABPAKALL CHPOI €
nmpwioxkeH ofmo npu 246 neuma Ha BB3pacT OT 6 Meceua xo 11 roaunu. Q6mmar npopun Ha
HEJKeNaHuTe CHOMTHA NpH AcuaTa BHB Bb3pacToBaTa rpyna 2 — 11 romuHH ¢ Omma cxofgHa MEKIY
rpyNHTe, TPETUPAHHU C ACCIOpaTagyH | aneto.

[Ipy KIMHMYHO MSTINTBaHE, BKpIOuBaNIo 578 malMeHTH B 1OHOWeCcKa BB3pAcT ot 12 no 17 rogusm,
Hali-dyecTaTa HabMIONaBaHA HeeNlaHa peakuys e raasobonuero, koero € HabmoaasaHo nmpH 5,9 % or
NaLBeHTHTE, JIEKYBAHH ¢ ACCIOPaTaiuH, H npH 6,9 % oT nauueHTHTE, MOMYy4aBaIH rnauedo.

JIDYTH HEXCNaHH JIeKAPCTBEHM peakUHMH ¢ HEW3BECTHa YeCcToTa, CHOOLIEHM IO BpeMe Ha
NMOCTMAPKETHHIOBHMA NIEPHOA NMPH NEAHATPHYHH NALMEHTH, BKNIOYBAT YARDKaBaHe Ha QT uHrepsana,
aprTMug B Opagukapaus.

ITpu Gebeta u MankH aeLa Ha Bp3pacT 6 — 23 Mecela, Hali-yeCTO NOKIAJBaHATA HEXE/IaHa PEaKiud B
cpaBHEHUE ¢ Tianedo e auapui (3,7 %), Tpecka (2,3 %) u OescbHHia (2,3 %). B apyro KOmMWIHHTENHO
u3cnenBaHe, He ca Hunn HabmomaBaHK HexKeTaHM CHOMTHA NpH Aela Ha BB3pacT 6 — 11 roAHHH cien
NPWIOKEHHe HA eJMHWYHA A034 OT 2,5 mg AeciopaTanuH, NMPWIOKEH noid (popMarta Ha nepopasieH
pa3TBOP.

Cro0uasaHe Ha HOAOIHPAHH HEKENAHH PeakiIiy

Cpo0InaBaHeTO Ha NOAO3HPAHH HEXKENIAaHH peaklUHH Cel paspeluaBaHe 3a yrnorpeda Ha JeKapcTBeHHA
NPOAYKT e BaXKHO. ToBa MO3BONABA Ja NPOXL/LKY HAGNIOASHHETO HAa CHOTHOIUEHHETO f10N13a/PHCK 32
nexapcTBeHH MNpoaykT. OT MENHIMHCKMTE CHELHAIMCTH ce HM3HCKBZ JAa cho0Imapar BCAKa
NOAO3HpaHa HeXelana peakiuHa Ypes:

HanunHuTenHa areHuMs 110 JJeKapeTBarTa
yn. ,,JlamaH I'pyes” No8

1303 Codnn

Ten.: +359 2 8303417

yebcaiiT: www.bda.bg

4.9. IIpenosupane

IlpoduneT Ha HexenaHuTe CpOHTHA, CBBp3aHH C MpeAc3dpaHe, Ha Gaszata Ha JaHHH OT INOCT-
MapKeTHHroBH HaOmogeHHs, € NoAoOeH Ha TO3M, ciefl IPUIOKECHHE HA TCPaneBTHYHH AO3H, HO
CTEIEeHTa Ha BB3ACHCTBHETO MOXKe J1a OBIE NO-BHCOKA.

CumMnToMu

[Ipy KIMHAYMHO M3MHTBAHS ¢ MHOTOKPATHO NPWIATaHE, NP KOETO € MPHIIOKEH ,necnopa'ra,nﬂn o 45
mg (aeBeT IbTH HAaABHINABAINH TepaNeBTHYHATa A03a), HE Ca YCTAHOBCHHM Ky 3

eheKTH.

JleueHue

B cnyuaii Ha npepo3upane € HeoOXOAHMO fa Ce NPSANPUSMAT CTAHAAPTHI M¢
Hepe3opObupaHOTO aKTHBHO BellecTso. [Ipenoppusa ce CHMIITOMATHYHO H MOAXH;



JlecnopataguH He ce eMMMHHMpa upe3 XemoiWamuia. He € H3BECTHO JaiM ce ENMMHMHHPA 4pe3
NEPUTOHEATIHA AHAITH3A.

Ilenwatpyuna nomyaauus

[lpoduner na HexemanuTe cBGHTHA, CBBP3aHM ¢ NpPeAC3HpaHe, HAGMIOMABaH NO BpPEME Ha
NOCTMAPKETHHIOBa ynorpeba € nogobeH Ha TO3u, HaOMOJaBaH [IPM TEPANIEBTHYHH N03M, KaTO
CTEMEeHTa Ha Bh3JieHCTHE MOXKe Ja Obje No-BHCOKa.

5. @APMAKOJIOI'HYHH CBOVMICTBA
3.1. dapmakoqHHAMHYHH CBOHCTBR

®apMakoTepaneBTHYHA rpyna: AHTUXHCTaMHHH - Hi-aHTaronscTu
ATC Koa: RO6AX27

MexaHu3bpM Ha JieHcTRHE

HecnopaTagiuH € ABATO [JeHCTBAlll XHCTAMHHOB aHTATOHHCT CBC CeliekTHBHa nepudepHa Hi-
peuenTOpHA AHTArOHWCTHYUHA akTuBHOCT. He oka3sa cepmatéisHO aelicTsue. baokipa CenekTHBHO
nepupepHUTE XHCTAMHHOBH H)-perienTopH, Thil KaTo HE MPOHHKBA B LIEHTPATHATA HEPBHA CHCTEMA,

B ycnosuaTa Ha in vitro u3cnenBaHus € OKA3a] AaHTHAIEPIMYHH CBOMCTBA, KOMTO €A CBBP3aHH ¢
HHXHOHpaHe Ha OcBOOOIKRaBaHE Ha TMPOHH(IAMATOPHH LMTOKHHM KaTo IL-4, IL-6, IL-8 1 IL-13 or
4OBELIKATE MacTOLMTH/Oa30(wiy, KakTo U MHXHOHpaHe Ha exCIpecHATa Ha aXe3HOHHATA MOJIEKYJIA
P-cenexTyuH BspXY SHIOTCIHUTE KNSTKH.

Knunuyya edukxacrocT B 6e3sonacHocT

1Ipy KIMHHYHO HM3NMTBAHE ¢ MHOTOKPAaTHO MpHIaraHe Ha JecNopaTajHH B AHEBHA 7032 a0 20 mg B
npoab/pkeHHe Ha 14 AHM, He Ca yCcTaHOBEHH CTATHCTHYECKH WIH KJIHHHUHO 3HaYHMH ¢eKkTH or
CTpaHa Ha ChpPAECYHO-CBHAOBATA CHCTéMA. B Apyro KIMHMYHO M3NMHTBAHE, NMPH KOETO AESCIOPATAIHH €
NpHjaraH B 7103a 45 mg AHCSBHO (AeBeT ITBTH MO-BHCOKA OT TepaneBTUYHATA [03a) He € HaOdmoaaBaHo
yAbokasane Ha QTc uarepBana.

HecnopaTanin He NPOHHKBA JIECHO B HEHTPANHATA HEPBHA CHCTEMA. TIPH KOHTPONHPAHH KIMHHYHH
H3MHTBAHHWA, NPH OPCHIOPBYMTEIIHATA AHCBHA 71038 5 Mg 3a BB3PACTHH H FOHOIIM, B CPaBHEHHUE C
nnanebo He ¢ HabmrogaBaHa CBHIHBOCT C MO-BHCOK2 4ecTOoTa. [IpM KIMHHYHHM M3NWTBAHHA HA
Acc/iopaTalHH B €AHOKpAaTHAa AHEBHa J03a 7,5 mg He ca YCTAHOBEHH NMPOMEHH B NMCHXOMOTOPHOTO
noseacHue. IIpH H3anwTBaHe HA €JHOKPATHAa AHCBHA [03a 5 mg [HEBHO NPH BB3PACTHH HE Ca
YCTAHOBCHH MPOMEHH B CTAHARPTHHTE 10KA3aTENH 3a NOBEACHHE 10 BPEME Ha MOJIeT, BKIKOUHUTETHO U
3aCHJIBAHE HA CYOEKTHBHOTO yCeRIaHe 33 CHHIHBOCT HJIH 33 APYTH AeHHOCTH, CBBP3aHH ¢ NOJETA.

[lpu xiuHAYHK GapMaKOTOrHYHH U3IHTBAHMA HA CHBMECTEH NPHEM C AAKOXON HE € YCTAHOBCHO
NOBHILABAHE HA CBBP3AHOTO C QIKOX0Na pPasCTpOHCTBO B NOBENGHHETO WIH 3acCHIBaHe Ha
ChbHIMMBOCTTA. He ca yCTaHOBEHH 3HAYMMH pa3iiHKH B Pe3y/ITATHTE OT TICHXOMOTOPHHTE TECTOBE
MEKOY rpyTHTe, NpHEMAIH AECIOpaTalHH, W Te3H, MpHeMally Twaueo — KAKTO NMpH OpHEM HA
AJTKOXOJ, Taka ¥ 63 MPHEM Ha aJIKOXO..

Ilpn KIMHHYHM H3OHTBAHHUA 3a B3aHMOACHCTBHA ¢ MHOrOKPaTHO MNPHIOXKEHHE CHBMECTHO C
KeTOKOHA30J1 H €PHTPOMHLMH HE ca YCTAHOBCHH KIMHHYHO 3HA4YMMH NPOMEHH B IUIa3MeHaTa
KOHLICHTPAL{4 HA AEC/IOPATAIHH.

[lpw naimenTy ¢ alepruyeH pHHAT AECTOPATAHH € OLICHEH KaTO e(PeKTHBHO CPEICTBO MO OTHOLIEHUE
obnekyaBaHe Ha CHMNTOMHTE KATO KHXaHe, ChpOexk M cekpewus oT Hoca, chpOex 1 sayepBABaHe Ha
O4HTE, CB/I3CHE, KaKTO M CbpOek Ha Hebuero. EdexruBHOCTTa Ha AecnopaTajiiH M0 OTHOLIEHHE
KOHTPOJI& Ha MIOCOYEHHTE KIIHHHYHH CHMITTOMH € MTPOABILKMTENHA (24 uaca). — ““\

[Ipa aBe nnaue6o-KOHTPOIMpaHH 6-CeAMUYHH H3NMHTBAHHA NPH MALUHUEHTH C X
YPTHKApHA JIEC/IOPaTaA¥il € JAEMOHCTPHpan BHCOKa KIHHHYHA e(eKTHRY
obnexyapane Ha chpbexa M HaMansBaHe Ha pasMmepa B 6pos Ha YPTHKHTE [
R030B HHTepBaJL. [IpH BCAKO €ZHO OT H3NUTBAHHUATA €(DEKTHT CE € I'IDIIJI'B[JJK



aosos uuTepean. ObnexuaBane Ha crpleka ¢ Hag 50 % e vabmonapaHo npH 55 % OT DAIMEHTHTE,
NEKYBaHH ¢ AECAOpaTaqHH, B cpaBHeHHe ¢ 19 % OT nauMeHTHTe, IUTydHAH mianebo.

JIE-'-I@HI-‘IETO ¢ acciaoparaZHuH < HaAaMaJIHJIO 3HaYIHTCNAHO Hapymenne'ro HAa PHTBMa HA CBH H
GoaBpCTBAHE, H3MEPEHO M0 YeTHPHUTOYKOBA CKala, M3MI0JI3BAHA 32 OLIEHKA Ha Te3H MPOMEH/THBH.

IleaparpHuHa NOIYJIAUA

EdukacHOCTTa Ha AeCHOpaTajuH-CBAbPXKAMM TaONETKH He € JCMOHCTpHpaHZ KaTeropH4YHO B
KIIHHHYHHA H3MTHTBAHHA ¢ MALMEHTH B IOHOWECKa BB3pacT or 12 a0 17 rondHH.

EdexktuBHOCTTA HA OSCNOpPATANMH, NPMAMKEH noA ¢opMara Ha mnepopaied pa3Tsop He € Ouna
H3CJIeIBAHA B OTASIAHH MEIHATPHYHH H3nuTBaHHA. Bhnpekn ToBa 0e30r1acHOCTTa Ha HecAOpaTajHH
CHpON, KOWTO CHALPXKA ChINATa KOHLEHTpPaUHsa KaTo MAeclocpaTaAuH nepopajicH pasTBOp €
JEeMOHCTPHPAHA B TPU NEAMATPHYHM H3UTBAHUA.

Heua Ha Bb3pacT or 1 go 11 roauHu, NOAXOAAIIM 338 AHTUXHCTAMHHOBA TEPANHA, ca NONYYHIH JHEBHA
Aos3a aecnoparaauH or 1,25 mg (Ha BB3pact or | o 5 roaunu) Wik 2,5 mg (Ha pB3pact or 6 Ao 11
rogHHH). JleuenHero e noHeceHo Ao0pe, KAKTO ¢ ACKYMeHTHpaHO Ha Oaszara Ha OaHHHMTE OT
NMPOBEACHHTE KJIHHHUKO-TA00pATOPHH - U3CNEABAHHA, H3BLPIICHOTO MNPOCHEAIBAHE HA BHTATHH
noxasarend, aanHure or EKI' 3ammcu, Bxn. QT-muarepBana. Koraro mecaopatafMH ce mpHjara B
MpenophLYaHuTe AO3M, IUIA3MEHHTEe KOHUCHTpALMH (BXK. Touka 5,2) ca CpaBHHMM NPH NeAHaTPUIHATA
M BB3pacTHa momynauud. Ilopaau TOBa, ye XOXBT HA AICPrHYHAA PUHHUT/XPOHHYHATA HAHOIATHYHA
YPTHKapUA W NpouwrsT HA JecnopaTanuH ca NMopoOHM npH BH3pacTHH W Jiella, JAHHHUTE 3a
e(PMKacHOCT Ha NPOAYKTS NpH BB3PACTHH MOraT jAa ObaaT eKkcrpanoindpaHd MNpH nNeauarpH4yHaTa
ronmynanus,

S5.2. PapMakOKHHETHIHH CBOHCTBA

Abcopbuns

TInasMeHH KOHLIGHTpAUMH Ha Aec/opaTajiH Morar fna ObaaT ycTaHoBeHH B pamiure Ha 30
MHHYTHCNIEA NPHIMKEHHETO TPH BH3PacTHH H nogpacteaiy, Jecnoparaaun ce pesopbupa nobpe,
KATO MAKCHMAJAHW IUIa3MCHHTE KOHLESHTpAllHH ¢¢ [OCTHraT CpeAHO 3 waca ClIeR TpHeMa,
TEPMHHANHATA (A3 Ha IUIA3MEHHA MOMYXHBOT € npubnusutenHo 27 uaca. CTeneHTa Ha KyMyJalHs
Ha Jec/IOpaTalHH € B CBOTBETCTBHE ¢ IUIa3MEHHA MONY>KMBOT (npHOmmaurenHo 27 wuaca)
€IHOKPATHOTO JHEBHO NMpHIOKeHHe. BoHAnHYHOCTTA € A030-IpOTNOPLMOHANIHA B JO30BHs AHANAa30H
5 mg - 20 mg.

B nopeauiia ¢gapMaxOKHHETHYHH H KNMHHAYHHA H3MHTBaHKA, Npu 6 % OT yYyacTHHLIHMTE C€ JOCTHIaT Io-
BHCOKH OT o0W4aliHHTe IUIa3MeHH KOHUEHTpauuu. PasnpocTpasenHero Ha ¢enorHna Ha OaBHHTE
METabOIM3aTOPH € CpaBHHM IIpH BE3pacTHara (6 %) M neauaTpydHa NONYJAaUHA BBB BB3PacToBa
rpannua 2 ~ 11 roagunn (6 %), a e no-romamo npu adpo-amepukaHckara cybnomynanus (18 %
BB3pacTHH, 16 % neua) B cpaBHeHHE ¢ KaBKa3kara paca (2 % Bb3pacTHH, 3 % gena) U np# ABETeE
BE3PACcTOBH NOMyNanu.

BBB (papMAKOKHHETHYHO W3MHTBAHE NPH MHOTOKPATHO NMPHIOKEHHE HA JECAOPATaIHH-CBABPHKAIIH
TaGNeTKH NpH 3APABH BL3PACTHH MHAMBHIH, YETHPUMA YUACTHHKA ¢2 HAEHTHDHUMpaHH KaTo GaBHA
MeTabonM3aToOpH HAa JaecnopataguH. lIpW Te3d nHua, cToHHOCTHTE HR Cpmax €2 OKONMO 3-IBTH NO-
BHCOKH CPEeIHO Ha 7™" yac ciex mpHema , Karo TEepPMUHAJIHATA (pasa Ha rUTa3MEHHA MOMYXHBOT
aoctura 89 uaca.

Tlogobuu ¢GapMaKOKHHETHYHH TIIOKa3aTeNIH C€a YCTAHOBEHHW IIPH (PapMAKOKHMHETHYHO KIHHHYHO
M3NIMTBaHe CJie]l MHOTOKPATHO MO3HPAaHE C JEC/OpaTafHH-ChABPXALL CHPONM fpH jAeua OaBHH
Merabonu3aTopy Ha BB3pacT 2 ~ 11 roguHu ¢ JoKasaH afepruued pPHHMT. Excnosuumira ¢
aecnoparanun (AUC) e Ouna oxono 6-WbTH NO-BUCOKA, 4 CTOMHOCTHTE HA Chax OKONO 3 A0 4 NTBTH NIC-
BUCOKM Ha 3-06-TH 4ac CineJl nNpHeMa, Karto TepMuHaaHara ¢asa Ha niasMeHHa 1a BOF €&
npuGausurenso 120 uaca. Excnozunusara € ¢cxonHa npy Bu3pacTHH M Aeria OasHH METaQ
TPETHPAHH C JI03H B ChOTBETCTBHE ¢ BB3pacTTa. OOmaT npodun Ha 6e30nacHoOCT H A
He ce pa3nu4asa ot obwara nomynaius. Edexrrre Ha AecnopaTaauH npH GaBHH )

BB3PACT < 2 FOZIMHH HE Ca U3CIC/ABaHU.
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B OTAENHO H3NMMTBAHE, CJIEH NPHIOKEHHE HA eJHOKpaTHa 1034 B MpPENnOPbYBAHUA J030B AHANA30H,
Np# NEAHATPHYHM MallHCHTH Ca YCTAHOBEHH CpaBHHME cTOHHOCTH Ha AUC 1 Cphax 38 ZECTIOpaTaMH ¢
TE3H NpPH BE3PACcTHH, NIPHEIH 034, ChABPKAILA S mg AecaoparaaMH noj Gopmara Ha CHPOI.

Paznpenenenne

HecnopaTaguH ce cCBbp3pa C IUIa3MeHUTe MPOTCHHH B ymepeHa creneH (83 % - 87 %). Hama
AOKA3aTeNICTBA 32 KIWHMYHO PpEleBAHTHO KYMYNIMPAHE Ha JIECHOpATAAMH IPH BB3PacTHH H
NOAPacTBAIUH C/ICNl €AHOKPATHO MpHAOKeHHe (5 mg 1o 20 mg) B npoambkeHne Ha 14 aHu.

B kprcTOCaHO M3MHTBaHE, CNIGA MpHiaraHe HAa €AHOKPATHA [03a JEC/I0paTalHH, € YCTaHOBEHO, 4e
TaONEeTKHTE B CHpOMa ca OMOCKBHBAIICHTHH.

buoTpanschopm

Ho MoMeHTa HEe ca HACHTHQHUMpPAHW CH3UMMTE, OTTOBOPHH 3a OWoTpancdopMaIMaTa Ha
ACCHOpATAMH, NOPaJH KOETO HAKOM JISKAPCTBEHH B3aHMOMIEHCTBHA ¢ APYTH JIEKapCTBEHH ITPOAYKTH
He Morar Ja ObAaT M3KMOYEeHH HamrbiHo. Jecnoparagut He HHXHOHpAa CYP3A4 CBBP3aHHTE €H3HMH,
KATO in Vivo W in Vitro u3cle/BaHus NMOKA3BAT, e JecHopaTanuH He uexubupa CYP2D6, KaxTO CHIIO
TaKa He € CYOCTpAT , HUTO HHXUOHTOP Ha P-rJIHKONPOTEHH.

Envm ase

B xIHHAYHO U3NMTBAHE CiC] NPUIOXKEHHE HA A03a OT 7,5 mg AecnopaTaguH, He € YCTaHOBEH edexT
Ha XpaHa (BUCOKO MAC/ICHA, BHCOKO KAIOPHYHA 38KyCKa) BhPXY AHCITO3MLMATA Ha JeciopaTaiuH. B
APYrO U3MMHMTBAHE € YCTAHOBEHO, Y& COK OT rpelingpyr He oka3ea edeKT BHEPXY pasNpeAcicHHETO Ha
AECNOpaTauH.

IanwmenTu ¢ 656peyHy HapylLIeHHS

DapMakOKHHETHKATA Ha JECIOPATaIWH TIPH NALMEHTH ¢ XpoHHyHa 61x6peuHa HexocTarbyHocT (XBH)
€ cpaBHeHa ¢ (PApMAKOKMHETHYHOTO MOBENAEHHWE Ha MNECJOPATANHH TPH 3APABH JHLIA B EAHO
H3MHMTBAHE Clex MPJAHOKEHHE Ha €eJQHOKpaTHa N03a H B ApYr0 H3NWTBaHE c/ed MHOrOKpaTHO
no3Hpane. ExcrniosHumsTa Ha AECHOpATAAMH CJe eQHOKPaTHO AO3MpaHe € npuGnHauTenHo 2 - 2.5
NLTH NO-CONAMA NMPH IMIATA ¢ NeKa 0 ymepena ¥ texka XbH, ¢cboTBeTHO Che 3ApaBUTE HHAWBHAK. B
KITHHAYHOTO H3NHTBAHE ¢ MHOIOKPATHO AO3HPAHE, PARHOBECHO CBCTOAHHE CE NOCTHMra Ciiel AeH 11 u
B CpPaBHEHHE CBC 3[paBHTe HHIHBHIW CKCTIOZHUMATA HA AecjiopaTaauH € Omaa ~1.5-ImbTH no-rosiamMa
npu HHAUBUAWTE C Neka 10 YMepeHa XBH u ~2.5-wbTH no-ronaMa npu aupara ¢ teskka XBH. B neere
UINUTBAHHA, npoMeHHTE B ekcnosdumara (AUC wu  Chnx) HA  fgecnopaTaguH H o 3-
XHAPOKCHACCTIOPATAHH He Ca KAWHHYHO PE/IeBAHTHH.

5.3. IpeakINHAYHH ZaHHH 34 Ge30MacROCT

HJecnopaTaliH € OCHOBEH aKkTWBeH MeTalCONIHH Ha NopatagvH. HeKIHHHYHHM H3MUTBAHHA C
ACCIOpaTaUH H JOpaTaqHH AEMOHCTPHPAT, 4¢ HAMA KAUSCTBEHH M KOJHYECTBEHH pasIMKH B
TOKCHKOMIOTHYHHA Npodun ACSCIOPATaAVH ¥ JIOPATaJWH TNPH CPaBHUMK HHBA €KCITO3MLHA Ha
AeCAopaTaguH,

HexnuunanuTe naHHW He nokasBaT ocofeH pPUCK 32 XopaTd Ha 6a3a Ha KOHBEHUHMOHANHMTE
$apmaxonorHyHH mNpoyYBaHMA 3a 0E30MaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO IPHIOKEHHME,
FCHOTOKCHYHOCT, KapIMHOT€HEH TNOTEHLHAI, PerpOAYKTHBHA TOKCHYHOCT M TOKCHYHOCT 3a
pasBuTHeTO. JIHmcaTra Ha KApUHHOTEHEH IIOTCHUMaN € JASMOHCTPHpaHAa NPH H3IMTBAHHA Ha
AecnoparajgHH H T0paTaauH.

6. ©®APMANEBTHYHHU JAHHH

6.1. Cnuchk Ha NOMOIIHATE BENICCTBA

Copburon, Teuen (Hekpucramusupam) (E420)
ITpomunenrnukon (E1520)

Cykpanoza (E955)

Xunpomenosa 2910 (E464)

Harpres uurpar (E331)




JluMoneHa kucenusa, 6e3soana (E330)

Apomat TyTH-QpyTH (CMEC HA APOMATHH BEUISCTEA ¥ NIPOITHICHTJIMKOIN)
AuHaTpues exerTar

IIpeuyucrena Bona

6.2. HecnBMecTHMOCTH

He ca H3BeCTHH.

6.3. Cpoxk na roguocT

2 rOHHH.
Cpok Ha rOZHOCT CJieZ MbPBO OTBapsHe Ha OyTHIKaTa — 3 Mecella.

6.4. Chnenuajnn YCHOBHH HA ChXPAHEHHE
Ha ce cuxpaHABa B OpMrHHATHaTA ONAKOBKA NPU TeMnepaTypa nog 25°C.
6.5. Bnxucubabpkanne Ha ONAKOBKATA

. 120 ml nepopanen pa3Teop B THBMHH CTBHKICHH GYTHIKH.
Enna 6yTunka ¢ MepHTENHA YaliKa, IOCTABEHa BBPXY Kallauykata, MOCTABEHH B KapTOHEHa KyTHS.

6.6, Coenuannn npeanaznu MEPKH NPH H3XBLPIsHE H pabora

HsaMa cnerpganHy U3UCKBaHHA.

7. IHIPHATEXATEJI HA PA3PEIIEHHUETO 3A YIIOTPEBA
BETITIPOM AJl,
2400 rp.PagoMup, beirapus,

yit. Oren Iavcuii Ne 26
ten.: 024519300

office(@vpharma.bg

8. HOMEP HA PAIPEIIEHHMETO 3A YIIOTPEBRA

Perncrpanuonen Ne

9. JATA HA NI'bPBO PASPEMIABAHE/MOAHOBABAHE HA PAPEIMEHUETO 3A
YIIOTPEBA

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA
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