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KPATKA XAPAKTEPHCTHKA

JA-DPOIVICTA
M3MLAHUTENHA ATEHUKA N0 NEKAPCTBATA
Kpamxa XapaKmepUCMLUKA Ha NPOGYNIT - [IpuACHEnUE 1

Jo0 60F

1. HME HA JJEKAPCTBEHHA TPOAYKT

Kvat Pag. Ne

Kcuzan 5 mg dpuvnMupany Tabnerxs ]

Xyzal 5 mg film-coated tablets Paspeuienue Ne 2 g / }747';7/& -J ?“DT’"
Ogotpenue hé /HUT

2, KAYECTBEH I KOMTHYECTBEH CbhCTAB

Beska $unmupana Tafnerka ceabpika 5 mg nesoucTHpwsHHOB muxuppoxnopux (levocetirizine
dihydrochloride}.

HonomHo BepIegTEO ¢ WABECTHQ AelicTRue: 63,50 mg faxTosa MOROXHApaT/ Tabnerka

3a ITRIHUA CLCTAB HA TIOMOIHHUTE BEIECTRA BIKTE TOUKA 6.1,

3. JEKAPCTBEHA ®OPMA

dOunMupann TabneTku
Benu xo noutn Geirk, oBatrd, Gramupann Tabnerky ¢ ko "Y" oT eaHara cTpara.

4. KJIWHNYHHU JAHHHA
41 TepanesTHIHH NOKA3AHHT

Kemsan 5 mg ¢umupans tabnerks e nokasad 38 CAMITOMGTHIHO NEYEHAE HA QNIEPrHYeH DHHUAT
(BKAFOYHTENHO MEPCHCTHDPALL AIEPIUMeH PHHHAT) # YPTHRAPHA PR BE3PACTHY U JElA HA BH3PACT HaX
6 roguns,

4.2 HoaMpoBKa ¥ HAYER Ha RPUJIOKEHHE

Jozuporxa
Brp3pacTHi: HAHEBHATA (PENOpEYHTEIHa 5038 € 5 mg (1 dunmupana Tabnerka).
I HOCT HY NIEUEHUETO

HHTepMHTEHTHRAT aNeprydes PHART (CAMITOMMU, H3IHTBAAA B TIPOIBIDKECHUE Ba [10-MAIKO OT YETUDPH
JHH B CENMHIIATA WIH 32 NO-MAIKO OT 9eTHPH CeAMMin B roguyara) TpalBa Aa ce nekysa B
3BBHCMMOCT OT 3af0NRBAHETO H HEroBaTa ZHAMHE3a; JIEYCHMETO MOXE 13 Ce CIpe BEAHAra cieq
H34€IBAHETO HA CHMIITOMHTE M MOXE Ja CE TIOHOBH, KOTATO CUMITOMKTE ¢€ TOABAT OTHOBO. Ilpn
NEPCHCTHPAIR, AlepradcH PHHAT (CHMOTOMH M3NIUTBAHY B IPOAB/KCHHC HA NOBEYE OT YETHPH JIHH B
CCAMHIEATA MM TIOBEYE OT YETHDH CeAMMLM B TOJAMRATA), MOXE [a C€ HA3HAYM NPOIBIDKUTENHO
JeYeHMe Ha NAllMeHTa NPe3 [ePUOJIa Ha eKCITOZHUAA KbM aieprena,

ColiecTsysa KNWHHYEH ONMT C DPWIOKEHHETO HA JEBOLCTMPHIAH 33 MEPHOAM H3 JIEHEHRE B
MPOaLIKEHAE Ha noue 6 Mecena. [Tpy AUMEHTYH ¢ XPOHMUHA YPTHKAPHA HIH XPOHHYEH AIEPraYeH
PHEHT, CHIIECTRYBA KIAMHMYEH ONMT C NPHAOKEHHETO Ha USTHPHIHH (pauemar) 3a nepuoxd 10 eAHa
ToA¥HA.




Cmapuecka sv3pacm
Jaunure B¢ npennoiarat HAMANABAHE HA [034Ta DM NANHCHTH B CTAPYECKA BH3DACT, IIPH YCNOBUE
ue OnbpevHaTa GyHKINE ¢ HOPMARHA.

Bulpeuno yepercoane

Yecrorata Ha npyema tpadBa ia ce WHIHBHAYTHIHDa B croTBeTcTRHE ¢ Or0peynara dynkuua (eGFR
- W3YHCIIEHa CKOPOCT Ha rmoMepynnara dunrpaip. Wsnonssaiire npunoxenara no-gory rafiuua 3a
amanTHPaHE Ha 103478, KAKTO € NOCOYEHO.

AlaiTTUpaHEe Ha 303aTA IPY Mal{HEHTH ¢ Hapyimena 6p0peuna yHKAs:

Tpyna eGFR Jlo3a 4 4ecToTa Ha HMpMyaraHe
{ml/min)

Hopmansa 666peana =90 1 Taferka BEAHEA AHEBHO
Symxrmd
Jleko Hapymena Onbpeyna | 60 -< 90 1 TabneTka BemHbkK AHEBHO
by
VMepelio HapyHICHA 30-<60 1 Tabnerka BeMHEX Ha BCEKH 2 AHK
Onbpeuna QyHKIHA
Texxo HapymeHa On0OpevHa | 15- <30 I Tabneria BeIHLA Ha BCEKH 3 JHM
tynnuns (He H3NCKBAIHO

THaTH3A)
TManmeHTy B KpacH cTagEM <15 HPOTHBOTIOKAZHO
Ha 6sipenno sabonasake
Ueprodpobro yepexcdare

He ce Hanara npomaya Ha Ro3aTa NPH TANMEHTH, €AMHCTBEHO ¢ “epHoapobHO yspexknane, Ilpu
AAHeHTH C YepHOAPOGHO W G10petHo yBpekaane ce NPenopHYRa NPOMAHA HA N03aTa (BXK. [O-rope
brOpeuHo yspesgase).

Heduampuuna nonynayus

JlesoneTRPH3KH He TPAOBA Ja Ce NpHiIara IpH Aeua Ha BB3PAcT Noxn 6 Mecera.

Dopmara dunMHpaHa TabneTka He TPIOBa Ia ce H3NO/3BA NPH NEUA HA BR3PACT Mol 6 TOAHHH, ThH
KaTo HE € PH3IMOKHO aJAITTHPAKE HA I03ATA.

Jeua na spapacr or 6 g0 12 roauns:
JinesHata npenopeyrrenta qo3a e 5 mg (1 puwmupana Tabnerka).

IOnomyu B nena Ba pLIpacY Had 12 roapnaa:
JuepHaTa npenophadTenHa o3a ¢ 5 mg (1 puiMupana Tabnerxa).

IIpn nenuaTpuynu namuenT ¢ Gu6pevHo yBpexaane, Ro3aTa TpE6Ea Na ce aNanTupa HHIUBHAYATHO
B 3@BUCAMOCT OT OB0peyHud KIWPBHC H TENECHATA MACA HA TAIUEHTA.

Hauny Ha npunoxenye

JlepoueTHpHIHH Ce IpHEeMa HEPOPANHe M MOXKE 13 e IPUEMAa CBC WA Ge3 Xpara.
QunamHparara TabneTka TPA6BA A ¢e TIOTIBINA 1A1A C TIOMOIITA HA TEHHOCT.

43 MpoTRBONOKAIIHAA




CBpiXx4yBCTBHTENHOCT KEM 3KTHBHOTO BEIECTBO WM HIKOE OT NOMOIIHMTE BellecTBa, W30poeHK B
TOYKa 6.1, KbM XHIPOKCH3HH, HAM KBM NHNEPAIHHOBH TTPOM3BOIHN,

[MameHTd ¢ Kkpach crammii Ha Op6pedro 3afondBaHe ¢ HITHCACHA CKOPOCT HA TNOMEPYNHA
. durrpamms (eGFR) mozi 15 mli/min (M3HCKBAINO AHAMITZHO JEIEHHE ).

4.4 CuenHa R OpejyupexieHnd B NpeAnaidid MepKH OpH ynorpeda
Ipenoprusa ce MOBUILIEHC BHUMAHAE IPH YIroTpeda Ha ankoxon (Bxk. Touka 4.5).

[TpeniopbuBa ce NOBMIIIEHO BHAMAHWE [IPH DAIHEHTH ¢ NMPEeApasnoMarallH QaKTOpH KbM 3abpKaHe
Ha ypHHa (Hanp. yBpexknake Ha rpe0HaMHUA CTRAD, XMIIEPIIa3ha Ha TIPOCTATA), THit kaTo
NeBOLETHPHIHH MOXeE A3 YBEIHMYH PHCKA OT 3a[bpiKaHe HA YPHHA.

TamweHTH ¢ peRxy HaceICTBEHH IpoOIIeMH Ha HEMOHOCHMOCT XBbM TATaKT033, IThIEH JaKTa3eH
nedMINT WIH TIOKO30-raiakTo3Ha Manabeopbipin e Tpabba Na IpHEMaT TOBA JIEKAPCTBO.

[MpenopbyBa ce MOBUINEHO BHHMAHKE IIPH MANHEHTH C SMRICIICHA H MalHEHTH ¢ PHCK OT KOHBYJICHH,
Thil KaTO JEBOLETHPH3NH MOXE 1A IIPEeN3BHKA BIOIIABAHE HA IPUCTBIIHTE.

He ce mpenophusa ynorpebata Ha ¢opmata dmamAparm TaflleTkd NMPH lila Ha BR3pacT mox 6
rofHHH, THH K4TO TasH (GopMa He MO3BOJNABA NMPABWIHO ajamTHpase Ha Kosara. lipenopeusa ce
TpHNOKEHAE HA MEAHATPIMHA (POPME ¢ JICBOLCTHPHIHH.

4.5 BizarMopaelicTeHe C IPYTA AeKADCTREHA RPOAYKTH H APYrH QOPMH HA B3aMMOReiicTBRE

He ca npoBe&xIaHH WINATBAHNA 33 B3aUMONEHCTBHA ¢ IEBOLETHPHIAH (BXIKIATENHO ¢ HHIYKTOPUTE
Ha CYP3A4); A3niTBaHuATA ¢ palieMaTHOTO BEIHECTBO LSTHPU3MH HE [IOKA3BAT KIIHHWYHO 3HAYHMH
HEXETAHM BIAMMOACHCTBAN {(C AHTHIHpPHH, A3HTPOMHLIHM, LHMETHIWH, IAA3CTAM, €PHTPOMHITUH,
CITHIIH3HA, KeTOKOHA30Nn H nceppocdenpyH). B mnmnrsaHe ¢ MHOroKpaTHA n03H Teohumnd (400 mg
Be[IHEX THEBHO) € HaGmoZasaHo cnabo HaManeHue Ha KIHPLHCA Ha ueTHphadH (16%), KaTo cTeneHTa
Ha THCTIOZHIMA Ha TeO(pHNHH HE ce NMpPOMEHN NPH €IHOBPEMEHHO NPHIOKEHHE Ha UCTHPH3HH. B
H3IMTBAHE { MHOTOKPATHO MPHIOKEHHE Ha pHTOHABRHD (600 mg Isa IETH AHEBHO) B ueTupH3EH (10
mg [HEBHO), CTENGHTA HA SKCMO3WLHA Ha LETHPW3AH ¢ OHia MOBHLICHA ¢ okono 40%, mokaro
IMCTIO3MIMATA HA PUTOHABHD Jeko ¢ Guna NMonuxeHa (-11%) mpH ¢HOLTCTRAIIO NPMIOKEHHE HA
TETUPH3NH.

CrenenTa Ha aGcopOuUns Ha JCROLETHPUIMH He CE HAMANABA OT XPAHATA, BBIIPEKH W CKOPOCTTA HA
abcopbunA e IOHWXeHS,

EnnospeMenHaTa ynoTpeba Ha NeTHPH3IWH MAH JICBOLIETHPHIMH ¢ ANKOXO0N WK APYTH NETIPECAHTA HA
HHC Moxe A2 npyudHY JOMBIHUTEIHO NOHIDKABAHE HA BHHMAHNETO H A3 HAPYIUH W3IILAHEHHETO Ha
AeHHOCTHTE, BHUPEKH Y€ HINMTBAHWATA C PALEMATa LETHPH3IHH He A IOKA3ANH NOBHMINABAHE HA
edpexta Ha ankoxona (0,5 g/l KPEBHH HUBA),

4.6 DepTHINTET, GPpeMeFHOCT H KbPMEHE

bpeMeHHOCT

Hanuuey ca orpaHiteHu JaHHE (faHHH, cBOpaHH NpOCHEeKTHBHO OT Mo-Manko or 300 chydas ma
OpeMeHHOCT 1 padcIaHe), KOMTO He MOKa3BaT MandOpMAalH HiH (eTo/HeOHATATHA TOKCHYHOCT OT
JIEBOLIETHPH3HH C SCHA TIPHYMHHO-CNIEICTBEHA Bpb3ka. M2nUTRAHMATA TIpH KHBOTHH HE MOKA3BAT
NPAKC WIH HENPAKO BPeAHO BEIACHCTBHE BEPXY OpeMeHHOCTTA, eMOpHOHAmTHOTO/heTanHo pasRUTHE,
PAKAAHETO WM MOCTHATAIHOTO PA3BHTHE. -
IpeamiceaneTo Ha GpeMeHHH XeHH TPAGER Ja Oble ¢ HOBUIIEHO BHHMAHHKE.




Knpmene

BrLopexH 4e ¥sMa AadHM JanM JEBOLECTHPU3HH C€ OTAeNs B KbPMATa, MOXE Oa C& OYAKBA TAKBA
pesyiTar, Thii KaT0 LETHPH3MH Ce OTAeNnd B 9OBEKOTO MiIzko. Moxe na ce HabGmozaear
JIEKAPCTREHH PeaKIih, CRLP3AHH © JIEBOLIETHPH3MH NPH KPMAYETA HA ECTECTREHO XPAHEHE.
TIpeNMUCRAHETO HA KEPMENIH XeHH TpabBa a 65¢ ¢ TOBHINEHO BHUMAHHE.

QeprunuTeT

Hama Hamu9Hd KIHRHIHH JadHE 33 epTHIHTISTa, HUTO JaHHH OT XHBOTHHM 33 edeKTa Ha
TEBONETHPU3MH BBPXY deprHInTeTa,

4.7 Edextn BBpXy ¢noco6aocTTa 38 Modapane u paGora ¢ MamuHH

CpaBHMTENHATe KAMHIIHH WINMTBAHAA 110Ka3BaT, 49€ JNEBOLETHPH3IMH, B NPENOpbYaHaTa 7033, He
HAPYIHABA BHHMAHHETO, PEaKUMATa H CToco0HOCTTa 33 mMopHpane U paGoTa ¢ MamuHn. BenpekH
TOBA HAKOM NALMEHTH TPH YNoTpe0aTa Ha TeBOUCTHPH3HH MOTAT Aa MOYYBCTBAT CHHIHBOCT, YMODA H
acTeHpd. FlangenTHTe, BRIHAMEPABAINA A2 WOPHPaT, 13 HIBBEPIIBAT TMOTEHLIAATHO ONACHU JCHHACTH
HnH fa paboTAT ¢ MAIMHY, TpAOBa (A MMAT OPENBH] Bh3AEHCTBHETO Ha NEKAPCTBEHHS MPONYKT.

4.8 Hemenanu fexkapcrBedd peakuu

KnuHuuHY M3IATBAHKS

Bueapagemuu u deya na svzpacm nad 12 2oduny.
Ilpy w3nuTBanys Ha JIEYEHHETO Ha MbiKe M XeHW Ha Be3pacT oT 12 o 71 rogwsm, 15,1% or

MallieHTHTE B rpynara Ha OpHEMaHIHTe NEBOLSTHPHIHH 5 M ca HMAIM Hali-Manko eHA HexelaHa
NEKAPCTBEHA PEAKUMA, B CPABHEHHE ¢ MNauedo rpynaTa, KbASTO TO3H MpokleHT e 6t 11,3%. 91,6% or
Te3H HeXelaHW peakimd ca GMaH nexu o ymepens. Ilopals 1osBata Ha HEXEMAHM NeKapCTREHH
peakiK, oT W3NHTBaAUATa ¢a oTnanHamd 1,0% (9/935) ot mammenTdTe, NpHeMald I€BOLETHPUIHE
5 mg, B cpaBreHne ¢ 1,8% (14/771) or nanmeHTyTe HA MIale6o.

KonunqriaTe H3NHTBARAA ¢ IeBOIETHPHIUH BKIHYBAT JEYEHHETO Ha 935 maukeHTH, MpHEeMALH TOBA
TEKAPCTBO B AHEBHA A03a oT 5 mg. OT taka CEOpaHUTe HaHHY, ¢ yecToTa OT 1% Wi noseue (yecTw:
>1/100 mo <1/10), ca 6uaM MOKNAABAHA CIEHHATE HEKENARH JEKAPCTBEHH PEAKLIAH IIPH NMPHIAraLeTo
Ha 5 Mg NeBOIETUPH3KH HIIH IUIALe6o:

MpenopbauTenen TepMun Iaanebo JleponeTHpH3IME 5 mg
(WHOART) (m=771) (n=1935)
masobonue 25(3,2%) 24 (2,6%)
ComHoneHTHOCT 11 (1,4%) 49 (5,2%)
Cyxota B ycrara 12 (1,6%) 24 (2,6%)
VmMopa % (1,2%) 23 (2,5%)

Habnronapaun ca H CACHHATE HOXENAHY NeKapeTheHH peaxuvn (wedecty >1/1000 po <1/100), xkaro
ACTEHUA 1 0OKM B KopeMma,

Yecrorara Ha CeIaTHBHATE HEKENAHH IEKAPCTBEHH PEaKLHA KaTO COMHOICHTHOCT, YMODa M ACTeHHS
ca Habnrozapany No-4ecTo ¢ 5 g NepoleTHpU3HH (8,1%), B cpaBHeHne ¢ nnauebo (3,1%).

Tleduampuuna nonysayus

B age mraneGo-KOHTPONHPAHA H3MATBAHKA MPHA TENHATPHIHH HalHEHTH Ha BE3pacT 6 - 11 Mecena m
Ha BE3pacT oT | rogMHa X0 nojx 6 roOWHH, 159 manueHTH ¢a MPMEMANH JCBOLETHPHZMH B 033




9ecTOTA Ha HEKeIAMH NEKAPCTBOHH peakipm e chobmeHa ¢ dectota 1% HaH mo-rojiama ¢
AEROLICTHPH3HH MK MTane6o.

Cucremo-Opranas Knacose n MpenoprunTeneH naebo JlesoneTapusnn
TepMAHR {(n=83) (n=159)
CToMaumHO-9peBHE HApYIIeHus ‘
Jnapns 0 3(1,9%)
Tosprimane 1(1,2%) 1{0,6%)
KoHcTamamms 0 2(1,3%)
Hapymenns Ha HepBHATA CACTEMA
CHbHIHBOCT 2(2,4%) 3(1,9%)
TlcHXMYHE HAPYIEeHns
Hapymenne Ha chHs g 2(1,3%)

J(poiiHo-cnem mnaug6o-KOHTPOMMPAHY HINHTBAHHA ©2 NMPOBEACHH HApH Jela Ha BLapacT 6-12
roguey, Kato 243 mema ca npuemManH JIEBOUETHPM3HH 5 mg OHEBHO B NPOARIDKEHHE Ha Pa3NKuHH
TIepHONM, BAPUPAINHA 0T MO-MANKC OT 1 cemMuna 7o 13 cenMmira. ChoOumeHR ca CIEMHATE HeXeTaHy
NEKapCTBEHH PeakIy ¢ IeBOLIETHPHIHH WIH mnanefo ¢ gectota 1% Wik no-ronama.

HpeanoanTtan Tepmun | [LianeGo (n=240) | Jlesouernpussn Smg (n=243)
nasoGonme 5(2,1%) 2(0,8%)
CHHARBOCT 1{0,4%) 7(2,9%)

HocT-MapKeTHHIOB OIHT

B n0IWbAHEHWE KbM HEKEIAHMTE peakiuy, choOUICHH M0 BpeMe HA KIMHHYHH H3MMTBARUA H
m6pOCHUTe MMO-TOPE, CASHHWTE HEKETAHH JCKApPCTBEHH peakuyme ¢a cs00IMeHM DpH 1HOCT-
MapKETHHIOBHA OTHT. JlauHHTE ca HenOCTATHYHM, 32 N2 HOKAKAT OLEHKATA 3a YMECTOTA MM B
TPETHPAHATA TTOMy TAITAA,

Hapvuienua na umynnama cucmema: CBpbX9YBCTBUTENTHOCT, BKIIOMHTENHO aHapunakcHs
Hapywenun na memabonusma u xpanenemo: YReIWIeH aneTHT

Heuxuunu napywenus: arpechs, Bu30yha, XamounHauuy, Jenpecna, 6e3¢hHIe, CYHUKWIRA
HAgALUA, KOIIMapH

Hapywenua na nepenama cucmema: KOHBYICHH, DAPACTEIWA, 3aMAAHOCT, CHHKOT, TPEMOD,
ARCrey:3ns

¢ Hapyuenun na yxomo u 1abupunma: BEPTHRO

s Hapyvuenun ng ouume: yBpeAAHAA HA 3PEHHUETO, 3aMBITICHD 3peHHE, 0KYIIOIHPAIMA

o Copdeunu Hapywienua: TIATHATALAA, TAXUKAPIUR

o Pecnupamopnu, 2pe0Hu ¥ MEQUACMUHATHY HADYWEHUA: THCITHES

¢ Cmomauno-upegnu Hapyuienus; TaneHe, NOBPEIIaHe

e Xenamo-bunuapnu Hapyulenus: Xenarur

s Hapyuenun na bvpeyume i nucosHume noniiya: IW3IYPHAR, 122pbXKKa HA YPHHAA

o  Hapywenua wna xoxcama u ROOKONCHAMI Pexdd: AHTHOHEBPOTHYEH OTOK, (HXCHpaH
nexapcrseH o6puB, NpypHTYC, O0pHE, YPTUKAPUS

*  Hapviuuenus Ha MYCKYIHO-CKeNemHama CUCmeMa U CheOuUHUMERHama moKan: MHQJITAA,
apTpaTHa
Obwgu Hapywenus ¥ ehexmu Ha MACMOMO HA RPUAONCEHUE: OTOK

o  H3cnedganws: NOBMIIABAHE HA TENOTO, OTIWIOHEHHA B YepHOAPOOHHTE H3CTEABEHAN

Onmvcanne Ha W3OPAHH HEXENAHH DEAKIWH

Cnen npexpaTaBaHe Ha MpHeMa Ha JICBOLIETHPHU3HH, TIPH MHOTO MAITLK Gpol namueHTH ce choliapa

[PYPUTYC.




Crobinasaye Ha NONOIHPAHN HERETAHH peakUy

Cro6ilaraHeTo Ha NOAOIHPAHH HEXEJIAHH PEaKLHH CIIE]] pajpelnapate 3a ynorpeba Ha NeKapCTBEHNT
HpOYKT ¢ BaxH0, ToBA NO3BONABA JIA MPOALIKY Halno/leHHeTO Ha CHOTHOMHECHHETO 0M3a/pHCK 38
JIEKApCTBCHHA IIPOOYKT. Ot MCIUIHHCKMTE CHCUHANTHCTH CE& M3HCKBA Ja c'boﬁmana'r BCAKa
NOA03HApaHa HeXeNnaHa peaknis 9pes;

H3NBIHATeHA aTeHIEA M0 TeKapCTRaTa
yiL. JHasra I'pyep” Ne 8

1303 Codun

Ten.: +359 2 8903417

yeOcaft: www.bda.bg

4.9 Mpexo3npane
CHMOTOMH

CHMITOMETE TIpH TIPENO3HpaHe BKIIOYBAT: CHEJIMBOCT NP BE3PAcTHH. [IpH Jeua € BL3MOXHO -
MEPBOHAYATHO A4 HACTHOAT Bb30yAa H HECTIOKOHCTRO, IOCNEABAHHN OT CHHIMBOCT.

ﬂCﬁCT BHA TIPH NPEAO3HDAHES

HaMa m3pecTed cneudduteH aHTHIOT HA REBOLETHPHIAH. B ciyyall Ha Mpeno3Hpane ¢ npenopbisa
CHMIOTOMATHYHO WIH MOALDRAiLo AedcHue., HeobXOmHMO ¢ Za C¢ HAIPABM CTOMAIIHS NPOMHEBKA
CKOpO CJief NOTIBUIAHE HA JEKApeTBOTC. JICBOIETHpHIHH He ce eMMMAHMpA ©CKTHRHO IIpH
XeMOTUANK3a.

5, QAPMAKOQJIOTHYHHA CBOHCTBA
5.1 DapmakoIHHAMEYAN cBoHCTBa

DapMaKkOTEPaNeRTHYHA Tpyna: ANTHXHCTAMHHH 32 CHCTEMHO [PHIOKEHHE, NHICPasSHHOBO
npouzsoano, ATC xop: RO6A E09.

Mexanuzpm Ha JelicTBre
JlepoueTHpusnH ¢ (R) eHaHTHOMEPA HA TETHPH3HMH; TOH ¢ MOILSH M CENeKTHBEH aHTArOHHCT Ha
neputhepuute Hi- penerrropn.

HimfrBaHis OTHOCHO CBEP3BAHETO MOKA3BAT, u€ JICBOLETHPH3HH HMa BHCOX advmuTeT xpM Hi-
peuenropa np# woBexa (Ki=3,2 nmol/l). JlepouerHpMsHH HMa 2 IBTH NO-BHCOK adHHWTET, B
cpaBHeHMe ¢ To3M Ha metHpH3wH (Ki=6,3 nmol/l). JleBomervpusuu ce ocBofoxkmasa or Hi-
PeLENTOPHTE, KATO NEpHOAAa HAa nomyxuBoT e 115 + 38 min, Cnen epuokparHo NpHIoKeHHe,
CBBLP3BAHETO HA NEBOLETHPH3HH ¢ peuentopute ¢ 90% cnen 4 waca n 57% cnen 24 yaca.

DapMakogAHAMAYHY HATWTBAHHA NOPH 3ApPasH  A0DpOBONIM [OKAa3BaT, 4We JIONOBHH 1033
JIEBOLETHPU3MH MMa CPABHMMA AKTWBHOCT ¢ Ta3¥ HA LIETHPW3MH, 0 OTHOIICHHE HA BBAICHCTBHETO
KaxTO BEPXY KOXATa, TAKA ¥ BbPXY HOCA.

OapmakonnHamMyn edekry

QapMakoIHHAMAYHATA AKTHBHOCT HA JICBOLETHDPHM3HH € ¥3CHeNBaHa B PRHTOMHHHIHPIHM,
KOHTPOTHPaHH HIHTBAHHA:

B u3nuTBaHe cpaBHARAINO AEHCTBHETO Ha NEBOLETHPH3HH 5 mg, mecnopartaauMH 5 mg M rnauebo
BLPXY XMCTAMAH WHAYIMp&HA laNyja ¥ epHTEMa, [IeUeHHETO C JIEBOLETHPHINH NOKa3 i




IHAYMTEIHO HaMandBa 00paiysaHeTo Ha AOYNa H epHTEMa, KOETO ¢ DIlo Hali-BHCOKO Tpes \TbpBHUTE
12 yaca ¥ npoikIDRaBa 24 gaca, (p<0,001) B cpanreHve ¢ Muauedo # GeCTopaTafHH.

Hawanoro sa aeicTsdeTo Ha MEBOHSTMPW3MR 5 Mg 32 KOHTPOJAMPAHE Ha MPOBOKAPAHHUTE OT MONEH
CHMITTOMHM ce Hallonasa | 9ac cneq npAeMa npH mraneGo-KoHTPONHpauY WIUNTBAHWS ¢ MOJEna Ha
aJIEPTreHHO HATORAPBAIATA KaMepa,

In virro wm3nuTBaHMATa (XaMepa Ha DBolijeH H cnofHo-KIeThYHa TEXHMKA) TIOKA3BAT, 4e
AEBOUETHPHINH MEXHOUPA COTAKCHH-HHAYIHPAHATa ¢o3HHOGIUIHA TPAHCEHROTEIHA MATPALMSA KAKTO
B JEPMATHH, TaKa M B DeloapoOHE KIeTKY.

bapMakoTTHAMMTHRTE EKCHIEPHMEHTANM H3NHTBAHUS in vivo {KOXKHO-KAMEpHA TEXHHKA) 1I0Ka3paT
TpH OCHOBHH ethexkTa Ha HHXHOMpaHe Ha NEBOUETHPHIHH 5 mng B NBPBHTE 6 Yaca Ha WHIYLMpaHa OT
NOAEHW peakiwd, cpaBAeHa ¢ mnauebo npr 14 PBIpacTHH TAUACHTH. HOATHCKAHE H2
oceoboxaasanero Ha VCAM-1, moxmynupane Ha CBAOBHA NepMEAOHINTET W HAMAIABAHE
AKTHBH3PAHETO Ha COSHHOQHIITE.

Knannusa edukacHOCT B 6€30NACHOCT

EdextBHOCTTA H OE300ACHOCTTA HA JICBOLETHPIIHH € NOKa3aHa [IPH Bb3PacTHH NAIMEHTA B HIROIKO
OBORHO-CMENMH, TNAAUcOO-KOHTPONHpaHH KITMHHIHM H3NHTBAHAA, NPOBCACAM TIPH TIANHEHTH,
CTpajamsy OT Ce30HeH @leprHyeH DHHAT, UENOTOAMIICH ANEPIHYEH PHHHT HIY NEPCUCTHDALL
anepruded pHHUT. JICBONETHPHIHH 3HAYMHTENHC NONOOPABA CUMOTOMMTE HA QICPTHUHHA DHHHT,
BKAKYWTENHO Ha3alHaTa OBCTPYKIHA B HAKOM OT HIMHTRAKMATA,

MlgcrMecedHo KMMHANAO M3MKTRARE TpH 551 naumeHTH (BKMOTeame 278 NAudeHTH JCKYBAHH ¢
JIEBONECTHPHU3MH), CTPANAINY OT MPCHCTHPAL ANSpTUYeH PHEUT (HAMMYHE HA CHMITTOMH pes 4 IHH B
CEAMHEATA, B MOHE 4 TTOCTeNOBATENHA CCAMMITH), CeHCHOMNM3NPAAY KBM JOMalleH Npax W TPEBHA
NOJICHH, MOKA3B4, Y€ NeBOLETHPH3HH 5 Mg € KHHNIHC B CTATHCTYYECKH 3HAYMMO NO-MOIIEH CIPAMO
mauebo npu obnexdagane Ha oOITUA CHMITTOMEH CKOp AA ATEPTHTARR PREMT HPE3 NSNHY NEPHOT Ha
H3NWTBaHeTo, 0e3 na npedmsBika Taxudmnakcas. [Iped nenws nNepHOR HA HIOHTBAHETO,
ACBOUCTHPAIHH IHATHMO NONOGPIBA KAYECTROTO HA KHUBOT HA MALEHTHTE.

B nmanefo-KoHTpONKMpAHA KNHHWYNM WINWTBAHAA BKTIoYBamA 166 nauMeRTH cTpajamy oT
XpOHHEYHA MAMONATHYHA yprykapud, 35 malmerTn ca Osnu nekypaun ¢ mmanebo ¥ 81 mamweurd ¢
NCBOLETHPH3HA 5 Mg BeaHEXK JHEBHO 32 IMecT cenMuuu. JledeHHeTo ¢ NEBOLETHPH3MHE BOAM [0
IHAYMTENIHO HAMANABAHE HA CHiATa HA CHpOexka npe3 NMEPBATA CEAMHIA M Npes UeIuA MepHoa Ha
JiedeHWe CpasHeno ¢ wialebo. JIepoueTHPHIMH CBIDO BOSM H 40 TO-IOMAMO mozolpenme Ha
KayecTBOTO Ha JKHBOT CRBP3AHO CBHC 3APABETO HA MALMEHTHTE, OLICHEHO CBIIACHO HHJIEKca 3a
JlepMaToROrH+HO Ka4ecTBO Ha JKHBOT, CIPEMO Wianedo.

XpoHuuHaTA MAHONATHYHA YPTHKAPHA € U mpoydeHa KaTo MOAEN 34 YPTHEADHANHH ChCTOSHEA
Teit xkaro 0CcBOGOXIABARETO HA XUCTAMMH ¢ TPHIHHHO-CASACTBCH (AKTOD NUPH YPTHRAPHAIHHATE
3a60NABAHEA, 0YAKBA C¢ TEBOLIETHPHINH 42 € edexTUBEH 3a 0DNeKyaBaHe Ha CUMNTOMUTE M Ha ADYTH
CBEP3AHM C YPTHKAPHATE CHCTOAHMA, B JOMBAHEHHE KbM XPOHHINA HAHOTATHIHA YPTHKAPHA.

IleanaTpuyra nomynanug
beronacHOCTTa H ©QHKACHOCTTA NPH [CAHMATPMYHE NALMEHTH ¢ H3CNenBaHa B (e Ifnanebo-

KOHTPOIMpaHH KIMHAYHH HMINMWTBAHWA, BKMIOYBAINH HallHeHTH OT 6 710 12 romuMEM CLC CHOTBETHO
CE30HEH KW NENOTONHINEH al€pPraveH PHHAT. JIBBOIICTKPPBI‘IH JHAYHTECAHO € HOI[OGPH’JI CHMIITOMHTIC H
NOBHIIIKT KAYCCTBOTO HA XKMBOT H B JBCTC MBNWTBAHNA.

Ilpu pena wa BB3pAcT HOJ 6 TONHNY, KIMHHIHATE O€30MACHOCT € GUEHEHA B HIKOJIKO KPATKOCPOYHHI
MY ABIrOCPOYHHA TEPANCETHYHY M3NMTBAHMA:
- €IHO KIMHHTHC HINMTRAHE, B XoeTo 29 Nena Ha BR3PACT OT 2 X0 6 TOMHHK ¢ AleprAveH py




- e{HO KIHHAYHO H3MTATBAHE, B KoeTo 114 getia Aa BB3pacT OT 1 J0 5 FOAHHY ¢ alepTHYEn PRHHT BiH
XPOHUYHA HIWONATHYIHE YPTHKAPHA ca OHITH IeKyBaHu C IeBoueTHpHanH 1,25 mg ABa IThTH JHEBHO
B NPOALIDKCHHE HA 2 CeAMHIH

- eIHO KIHHHIHO H3MHTBaHE, B KoeTo 45 Jena HA BB3pacT ot 6 0o |1 Mecena ¢ anepruveH pUHET WIH
XPOHHYHA HAHOIATHYIHA YPTUKAPHA ¢a GHIH NexyBaHM ¢ IEBOLETHPHIAH 1,25 mg BENHEXK IHEBHO B
NPOSLDKERNE Ha 2 CEIMHIIN

- €THO TRATOCPoIHe (18 Mecena) KITHHHARO H3NMTBAHE ¢ 255 aTONMHYHE NATMEHTA, IEKYRAHM ¢
NSBOLETHPUSHH HA BB3pact 12 /10 24 Meceua Npu BKMOMBAHETO HM.

IMpodwrst Ha GezorracHoeT e 6MM moxoGeH HA TOIM NMPH KPATKOCPOYHUTE W3NMHTBAHHA, POBEICHH
TIPY Aelia HA BE3PAcT oT 1 Ko 5 ronuHH.

5.2 PapMaKoKHHCTHAHE CBolicTRBa

DapMaxOKHHETHKATA HA JIEBONETHPHIMH € nMHelila, HezaBycew@ OT 103212 U BPEMETO, ¢ MANKH
HHARBHIYATHA pauiiHd. DapMakoKMHETHINHRAT Npodui € eNiH ¥ ¢BII, Ke3aBUCHMO OT TOBA Jall
ce MpHNara Karo eHaHTAOMEp MKW Karo HetdpunH. [To speme Ha mponecure Ha pezopbups n
eTHMWHHpAHe He HACTBIIBA XHPANHO npeobpazyBane.

Abcopbumnn

Cnen mepopalso MPITOKEHHE JIEBOUETHPH3HH ce abcopbupa Gbp3o H ekcteHsuBHo. [Ipu BB3pacTHH,
MHKOBH TUIa3MEHW KOHUCHTPalMM ce AcctHraT 0,9 waca cied mpHeMaHe Ha nosara. PasHOBECHHU
KOHLIEHTPAlHH C€ YCTAHOBABAT ciiefi 2 nHM. [I¥KOBHTE MNA3MEHH KOHUGHTPALHH Clel HPHEMaHe Ha
elMHMYHA 1033 OT 5 mg MITH UpH TOBTOPEH NpHeM cd cporBeTHo 270 ng/ml 1 308 ng/ml. Crenenra
Ha alcopluma He 3aBHCH OT [JO3aTZ # €€ HE CE¢ BIHAS OT XpaHaTa, HO CNIE]] XPAHEHe [HKOBHTE
KOHLISHTPAaUHH ¢a MOHIKEHH U C¢ JOCTHTAT 33 IO-ILIEL NepHOT OT BPEME.

Pasnpenenenne
HsMa AanvME OTHOCHO THKAHHOTO pasnpefiefieRHe TPH Y0BEKA, KakTO M TPEMHHABAHETO HA

TICBOLICTHPHIUH Npe3 KPHBHO-MO3byHATA Oaprepa. TIpE IIsxXoBe M Kyd4era, HAK-BUCOKA HUBA €a
HaMepeHy B uepHua apob u 6n6peunre, a Hali-nucxu B LTHC.

JiepoueTnpm3as B 90% ce cBLp3Ba ¢ TIAAIMEHATE NMPOTEHHHA. PasnpeneneHMeTo Ha IEBOUSTHPH3RH &
orpauuveHo, kato obeMa Ha pasnpenenenue e 0,4 Vkg.

buorpanchopmaims

Crenenra Ha MeTaGONH3BM HA JIEBOLISTHPH3HHE TIPH HOBEKA € NMo-Manko oT 14% oT Acsata, 3aroBa ce
OYAKBAT IpeHeOPeXHMH PAsTHYHA B PE3YIITaT Ha TeHeTHIHHA NMOMUMOP(HIEM HIH eTHOBPEMeHHATA
yunotpefa Ha eH3uMHEH HEXHOHTOpH. MeTabomurHrTe NBTHINA BIIKOYBAT APOMATHA OKCHIauwd, N- u
O- nmeanxuidpade M TaypHHOBO KOHIOTHpaHe. JlewIKANHMpaHeTo ce OCHIIECTBABA OCHOBHO OT
CYP3A4, moxaTo apoMaTHaTa OKCHAANMS BENIOYBA MHOKECTBO WHNH Hewmentudnumpana CYP
m3odopmu. JleponeTHpU3HE He OKazBa edekT PLPXy akTHBHOCTTA Ha CYP moewsaMmare 1A2, 2C9,
2C19, 2D6, 2E1 u 3A4 B KOHIEHTpAUMY, 3HATHTENHO HAJ NNKOBWTE, JOCTUIHATH CNE [IEPOPATHO
OpHACKEHNE HA § mg J033.

IMopaan Huckara cTemeH HA MeTaGONMZIBEM W IJIHIICATA HA MeTAOONMTEH HHXWOMPAml NOTEHLMAN,
B3aHMOICHCTBAA MEXY IEBONETHPH3MH U APYIH REINECTBA ¢4 MANKO BEPOATHH.

Enumunupane

TMnasMeHuAT NOIYXKUBOT fPU BE3PACTHH ¢ 7,9 + 1,9 waca. IToAy)RKHBOTBT Npd MagKE Jena € mo-
KpaThK. CpellHUAT anepeHTed o0IN TeNeceH KAHPHHC PH BL3pacTaH e 0,63 mi/min/kg. [naBuusT bt
Ha OTHCIAHE HA JCBOLETHPH3UH W MeralonuTHTe My € ¢ ypuHara - 85,4% or npuerara no3a. Upes
texanmure ce otaena caMo 12,9% or nosara. JIeBOLETHPH3HH ce OTLENA KakTo Ype3 TIOMEpYnHa
dunTpamp, Taka H Ypez aKTHBHA TyGynapHa CeRPEerius.

Crenyanya nomy Iauus
Fubpeuno yepexcoane




ArnepeuTHis TeneceH KIHPBHC HA NEBOUETHPH3MH CHOTBETCTEA HA KPeATHHHHOBHA KIRpEHE. ETO
3alllo ce MpPenophyBa ANANTHPAHE HA WHTEPBANA MeXIy HpHEMHATe NDH MANHEHTH ¢ YMEPEeHO [0
Texkko 6u06peuno yepexpane (k. 4.2). Ilpu mauveHTd ¢ aHypus M B kpalina dasa Ha Gu6peyHo
yBpexgane, o0BHS TelleceH KIRPRHC C¢ MOHMXABA ¢ okono 80%, B CPRBHEHME CBC JAPABHTE
Hugueead. KofmdecTBOTO NEBOLSTHDPHM3HH, OTOENAIN CE& MO BPEME HAa CTaHAapTHa 4-vacosa
XeMOIHANH3HA TIponegypa ¢ < 10%.

Heduampuuna nonynayus
JannuTe OT NETUAaTPHIHO (apMAKOKUHETHIHO HIMTRAHE ¢ IePOpPRINC NPAIOKEHHE Ha EFHOKPATHA

flo3a OT 5 mg JcBONeTUPUIMY Mpy 14 Jena Ha BEIPacT 6-11 roAMHM ¢ TENECHO TErAO BRPHPAmIO
mexny 20 1 40 kg npu cpaBHABAaHE HA M3OWTBAHMA TOKA3PAT, Y€ Cuax B AUC croltHOCTH ca okoio 2
ITETH TIO-BHCOKH OT HaOMOaBaHITTe P 3PARH BHIPACTHR namdeuts. CpenHuTe croiHocTH Ha Cha
e 450 ng/ml ce NpOSBABAT B CPEHOTO BpeMe oT 1,2 yaca, TErNOBHO HOPMATH3IMPAHAA OOII Tedecen
KmupbHC ¢ 30% no-rondM, a MONYAMBOTET € 24% NO-KpaThK B Ta3W NEIHATPHGHA MOMYRAILAS
cpasHeHe ¢ Bp3pacTHH. He ca npoBexiany crienmanHy $apMaKOXWHETHIHY H3NUTERAHNA TIPY AL
Ha BB3pacT Moy 6 rofriy. PerpocnexTHBHEA noNy/ianoseH (PApMaKOKHMHETHYEH AHANINS & TIPOBEIEH
¢ 323 mannenty (181 meua ra espact or 1 zo 5 roaumy, 18 zena Ba BB3pacT oT 6 o 11 roguev u
124 pr3pacThu Ha BB3pAcT {§-55 roauHK), KOUTO ¢a IONTYHaBATH €AHOKPATHH WM MHOTOKDATHH J03H
NeroUeTHpHIMH, Bapupamy ot 1,25 mg go 30 mg. JanHuTe, NOTYSEHH OT TO3H SHATH3 NOKAIBAT, He
MPAJGKEHHETO Ha 1,25 mg BeNEX JHEBHO NPH JeLa Ha BR3PACcT OT 6 Mecelia MO 5 MOJHHH Ce 04aKRa
Ja nosene A0 Mna3MeHH KOHLIEHTPAMHE, CXOAHH ¢ TE3H HA BB3PACTHH IALMEHTH, NONYJIaBamy 5 mg
BefIHBX JHEBHO.

Cmapuecka gn3pacm

CrilecTBYBAT OrpaHHICHH HapMaKOKHHETHSHH JAHHM NpPH NALHEMTH B CTApYEcKa Bh3pacT. Beammxk
AHEBHOTO MHOTOKPATHO MEPOpPANHO npuioxeHne Ha 30 tng NeBoUeTAPHINH 3a 6 THY IPH 9 ITaIlMeHTH
B Crapuecka BH3IPACT (Ha BE3PACT 65-74 roauHu}, oOIHAT TeNeCEH KTHPBHC € 0050 33% Mo-HHCLK B
CPaBHEHHE ¢ TO3H NPH No-MIad¥ BH3pacTHU. Pasnpefie/ieHveTo Ha paleMarTd UETHPHIHH MOK23B4
RaBHCHMOCT ot OpOpeunara ¢yHKiA, a He OT BB3PACTTA. TO3 H3BOA € NPHIOKHEM M 34
JAEBOUECTHUPH3NH, ThH KAKTO K IBETE JICBOLETHPHINH M LIETHPHIMH C¢ SKCKPETUPAT MPeNUMHO Upel
ypusara. Ilopank Topa no3aTa HA NEBOLSTHPH3MH TpAlBa 12 ¢¢ KOPHIBPA B CLOTBEICTBHE ¢
GnhOpevnarTa GYHKIIHES TP NAlMEHTH B CTAPUECKA BE3PAcT.

fTon

DapMakOKWHETHIHHTE pesyarat fa 77 mampentn (40 Mbike, 37 jieHd) ca OLEHEHH 33 eBEHTYAIHA
3aBHCHMOCT OT Mojia. BpeMeTo Ha MOMYXKWBOT € MAiKo NO-Xparke nph wkewwre (7,08 + 1,72 h),
OTKONKOTO mpH MBxkere (8,62 + 1,84 h), HO xopHrupauws COpAMO TEAECHOTO TEINIO REPOPATICH
wiapsHe npl xend (0,67 + 0,16 mi/min/kg) ce ABABA CBNOCTABHMM ¢ TO3W MpH MBXere (0,59 + 0,12
ml/min/kg). ChumTe NHEBHN K031 U JO30BM HHTEPBANH CA IPAIOKMMHY 32 MBKE 1 HEHH ¢ HOPMAITHA
6nbpeuna dyHRI.

Paca

BnuAEneTo HAa pacaTa BBPKY JIEBOHETHPHIHH HEe ¢ npoy4eHa. TsH KaTO JEBOLRTHDHIMH ©€
€KCKpeTHpa NpeAUMHO vpe3 On0permTe, a HAMA 3HATMMH DAcoBH PayIHiuMA B KPCATHHMHOBHS
KIMPBHE, (PapMakOKMHETHMHUTE XAPAKTSpHCTHKHM HA ACBOUETRPH3MH He CE OYaxpa Ja OBjar
pazniyud B pasmueure pacd. He ca mabmoaaBany cBbp3asu ¢ pacarta pasiHk¥ B KMHSTHKATR HA
PALIEMATA IETHPH3NH.

Yepnodpobro yepexcdane
He ¢ musnuThawa (apMakOKMHETHKATA Ha JIEBOLCTHPH3HH TIpY NALMEHTH ¢ uepHOApobHA
HemocTaTe4rocT. Ilampentire ¢ XpoHwynu 336omApannd Ha JepHus apof (xenarcuenynaped,
XONECTATHYSH H MIBYHA UHPO3a) NpHeMaliy eAHOKPaTHA Jo3a 10 mm 20 mg oT paleMHyHOTO
BRIECTBO LeTHPH3IHH UMaT 5(% ysemHucHHEe HA BpEMeTo Ha NOAYKHBOT, KakTo ¥ ¢ 40% Hamaneune
HA KIMPBHCA B CPABHEHKE CHC 3APABYA UHIMBHAM.




Bptska da KHHETHK - (PapMAKONMHAMHBKA

EdexTsT BBDKY XHCTAMHMH-HHAYIMDRHHTE KOXHM peakOMp He CHOTRETCTBAZ Ha INA3MEHWTE
KOHLEHTPAuHY,

Janryre ot EKI' He nokaspar 3HAaUUMHE e(eKTH HA NEBOLETHPY3HE, IPHEIOKEH B J03H 6 OLTH HaX
MpenopBYMTENHaTa o33, BepXy QT-unrepsana.

53 Hpeak@HHIRE JaHHR 32 De30NacHOCT

HexauamiHiTe JaHHK He TMOKAa3Bar ocofed pUCK 32 xopara Ha £a3a7a HA XOHREHIMOHATMMTE
hapMakoNIOTHYEN TNpoyIRaHks 32 Ge30NacHOCT, NPOYYBAHMA 34 TOKCHMMOCT TpH MHOrOKpaTHO

NPHIOKEHUE, TEHOTOKCUYHOCT, KaHUEPOreHeH TOTCHUMAN, PenpodyKTHBHA TOKCHAHOCT H
TOKCHYHOCT 33 PA3BHTHETO.

6. QAPMAIIEBTHYHH AAHHH

6.1 CupcnLK Ha nOMOIHENTE BelHecTRA
Anpa:

Lienymosa, MEXPOKPHCTAITHS

JakTo3a MOHOXHADAT

CHIMIHER THOKCH, KoNonaen GesponeH
Margesnes cTeapar

IToxpurne;

Onagpu Y —1 —7000, crcroans ce oT:
Xunpomenosa (E464)

Turanoe auokcun (E 171)

Maxporon 400

6.2 HecpBMecTHMOCTH

He e npunoxumo.

6.3 Cpok aa rognocT

4 yOnHMHH

6.4 CrenHaaHH YCIOBAS R CHLXPaHEHHe
To3H TeKapeTREH NPOIYKT HEe N3HCKBA 0cO0EHH YCIIOBAN 33 CHXPAHEHTE,
6.5 Brj H ceIBPIRAHUE HY ONAKOBKATA
Anymurni - OPA/anyMuanui/PVC Gancrep
Onakorky no 7, 10, 14, 20, 30 raGnerku.

He Bcu4ky BHAOBH ONAaKOBKH MOraT a3 OLAaT nycHarH B Ipoaancda,

6.6  Crnenyuajind NpeANAasHH MEPKA MPH HIKBWEPIARE W padora

Hama cnenHatHe H3HCKBAHKA.

7. MMPHTEXATEJ HA PAIPEINIEHUETO 3A YITOTPEBA
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UCB Pharma GmbH, Alfred-Nobel-Str. 10, 40789 Monheim, I'epmanus

8. HOMEP HA PAIPEHIEHHETO 3A YIIOTPEBA

Perucrpanvwones HoMep 20030607

9. JATA HA TBPBO PAIPEHIABAHE/TIOAHOBABAHE HA PAPEIIEHHETO 3A
YHOTPEBA

Jata Ha MepRo padpenianane: 29 cemrremepn 2003 1.
Jara xa mognongeane: 19 suyapu 2009 1.

10. JATA HA AKTYARHIUPAHE HA TEKCTA

04/2022
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