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KPATKA XAPAKTEPUCTHUKA Hﬁ ]'H’OH,YKTA
€565 -6 2 9 05 2025

1 UME HA JIEKAPCTBEHHUSA ITPOAYKT

Enwmc 1 mg dunmupann tabieTku
Enylys 1 mg film-coated tablets

Enmnnc 2 mg punmupanu TabieTku
Enylys 2 mg film-coated tablets

2 KAYECTBEH U KOJIHHECTBEH CbCTAB

Enunuc 1 mg punmupanu mabremu

Besika tabnetka chabpika npykanonpua cykumHar (prucalopride succinate), ekBUBaJieHTEeH Ha 1 mg
npykajgonpu (prucalopride).

[TomomHO(H) BemecTBo(a) ¢ H3BECTHO JICHCTBHE.

Bcska tabnerka cuaspika 77,55 mg 1akTo3a MOHOXHApAT.

3a IMBJIHMA CITUCHK HA MOMOIIHHUTE BElIECTBA BHXKTE To4dKa 6.1

Enunuc 2 mg gpurmuparu mabnremxu

Bcesika Tabnerka chabppka npykanonpujg cykuusar (prucalopride succinate), eKBUBaJIEHTEH Ha 2 mg
npykanonpua (prucalopride).

[TomoniHo(HM) BenecTBO(a) ¢ U3BECTHO ACHCTRHE.

Besaka tabnerka ceaspka 155,11 mg nakro3a MoHOXHIpaT.
3a MBJIHNA CIHCHK HAa NOMOIIIHUTE BEIIECTBAa BUXKTE To4Ka 6.1

3 JIEKAPCTBEHA ®OPMA

Mdunmupana Tadnerka (Tabnerka).

Enunuc 1 mg ¢punmuparu madbremxu

benu 10 noutH 6enu, Kpbriad GuaMupaiu TabiaeTku ¢ BJUIbOHATO penedHo obo3navenue “C” ot e/1HaTa
crpana u “11” or apyrara, ¢ AuaMeTbp npuban3uTeIHO 6 mm U aedenrHa okono 3,6 mm.

Enunuc 2 mg gpuamupanu mabaremku

Po3oBH, Kpbriu ¢uamupanu tabieTku ¢ BUrsOHaTo penedHo obosznayenue “C” or eHaTa CTpaHa M
“12” or gpyrara, ¢ AMaMeThp npubnausuTenHo 8§ mm u nedenuHa okoso 4,3 mm.

4 KJIHMHHYHHA JAHHHA

4.1 TepaneBTHYHH NMOKA3AHHA

Enunuc e nokaszaH 3a CUMIITOMATHYHO JICYCHHUE HA XPOHHYHA KOHCTHITALIHA IIPH BB3paCTHH, HA KOHTO
JIJAKCATHBHTC HC OCHI'YPSABAT JOCTATBYHO o0JIeKUYEeHHE.

4.2 J103MpoOBKA H HAYHMH HA NPHJIOKEHHE

Ho3upoBka
Bb3pacTHu: 2 mg BeAHBXK JAHEBHO CbC WJIM 0€3 XpaHa, 110 BCIKO BpEME Ha JeHS




ITopanu cnenwdHyHHA HAYMH Ha ACACTBHE HA MpYKAIONpHA (CTHMYJHpaHe Ha TIPONMYJICHBHH
ABHXKEHHSA) HE Ce OYaKBa YBeNTHUaBaHe Ha eUKACHOCTTA IIPH [IPEBHINABAHE Ha JHEBHATA 71034 OT
2 mg.

AKO IPHEMBT BEOHBXK JHEBHO HA IPYKAJIONPUN He € €deKTHBEH cnel 4-CeIMHYHO JISHCHUE, NALUHEHTDT
TpaGBa na ObIe mpernenaH NoBTOPHO H Aa Objae NpepasriciaHa Iof3aTa OT IMPOABIDKABaHE HA
NE9EHHETO.

EQHKacHOCTTa Ha MPYKAJONPHJ € YCTAaHOBEHAa Hpe3 IOBOMHOCHENH, IUIALEOO-KOHTPONHpPaHH
Mpoy4BaHHA 3a nepuoa Ao 3 Meceua. B manebo-kOHTpONHpaHHM IPOY4YBaHHst HE € JIOKa3aHa
epHKacCHOCT 3a NEpHOJ II0BEYE OT TPH Mecella (BX. Touka 5.1). B ciy4al Ha NpoABIDKHTEIHO JIeYeHHE
roa3ara TpadBa ce OLEHABA NMOBTOPHO HA PENOBHH MHTCPBAM OT BPEME.

CrieyanHy TOnyaanuH
Xopa & cmapuecka éw3pacm (>065 200unu); 3anounere ¢ | mg BEIHBXK JHEBHO (BXK. TOYKa 5.2), MpH

HeoOXOMUMOCT J103aTa MoXe ZIa Op4e yBeIHYeHa B0 2 mg BEIHBX JHEBHO.

Iayuenmu ¢ 6vbpeunu yepexcoanus: J1o3ata 3a nalyeHTH ¢ TeXKH ObOpeunn yepexaanus (GFR < 30
mb/min/1,73 m?) e 1 mg BeaHBk) THEeBHO (BXK. ToUkH 4.3 ¥ 5.2). He ce Hanara kopekims Ha [03aTa IpH
TIALMEHTH C JICKM OO YMepeHH O0b0peuHH yBpeXKaaHHA.

[Tayueumu c yeproOpobnu yspexcoanus: IlanMenTn ¢ TexxH yepHoapoOHm yspexaanus (Child-Pugh
xinac C) samouBaTr ¢ | mg BeoHBK AHEBHO H MOXE Aa C€ YBEXHYH J0 2 mg, ako € HeoOXOIHMO
noacOpaeane Ha epMKACHOCTTA H aKo Jo3aTa oT | mg ce nmoHacs 100pe (Bx. Touxu 4.4 1 5.2). He ce
Hajara KOpeKuus Ha A03aTa IIpy NALUEeHTH C JIEKH 4O YMEPSHM YepHOAPOOHH yBpeXIaHHs.
ITeouampuyna nonyrayus: Ilpykanonpua He TpsaOBa fa c€ Npuiara npy Jeka 1 IHOWK Nox 18 ronuHu
{(BX. TO9Ka 5.1).

HayuH Ha OprioXCHHE
[IepopanHo pUNOXKEHHUE.

4.3 IIpoTuBONOKA3ZAHHS

-  CBPBXYYBCTBHTENHOCT KhM AKTHBHOTO BEHIECTBO MM HSIKOC OT MOMOIMIHHTE BElIECTBA,
H30poeHH B To4Ka 6.1.

-  buOpeunn yBpexIaHHA, H3UCKBAIIM IMaIH3a.

- Upemna mnephopauus WIH HEIPOXOJAUMOCT NOpPanH CTPYKTYPHH WIH (YHKUHMOHAIHU
HapyIlIeHHs HA YPEBHATA CTEHA, OOCTPYKTUBEH WIEYC, TEXKH BB3MNANCHUS HA YPEBHHUA TPaKT
karo Sonect Ha KpoH MK 93BeH KOJIHT ¥ TOKCHYCH MEraKoJIOH/METapeKTyM.

4.4 Crennajink npeaynpexnaeHHs B Npeanasnyd MepkH MpH ymorpeba

OCHOBHHMAT IBT Ha eJHMHHHMpaHe Ha IPyKajJompHa € OnOpeuHara ekckpenmsa (BkK. Touka 5.2).
[IpenopreurTenHaTa 103a 3a NALKMEHTH C TexXKN OB0peunn yepexaganns e | mg (Bx. Touka 4.2).

Tpsabea aa ce NOoaxoXaa ¢ NOBHOICHO BHUMAaHHE NPH NMPEATUCBaHEe Ha NPYKATIONPUA HA NMAlMEHTH C
TeXKO YeproApobHo yepexaane (Child-Pugh, kiac C), nopaau OrpaHH4YesH JaHHHU IIPH MALHEHTH C
TeXKO depHOAPoOHO yBpexaaHe (BkK. ToUKa 4.2).

Uma orparudaeHa nadopManus OTHOCHO 6€30MacHOCTTa M e(PHKACHOCTTa Ha IPYKAIONIpHAaa-yTIoTReda
[IPH MAUKEHTH C TXKH H KIMHHYHO HecTabWIHM ChITbTCTBAIM 3a60nsnanna (Hang/2hnietwdidianro
Wik 6esoapoOHO 3a0o/ABaHe, HEBPOJIOrHYHY WM NCUXHYHH HApPYUICHH:A, paK ,‘%J L1 ]
HapyllIeHNd Ha CHJOKpHHHaTa cucreMa). llpykanmonpun TpaGea na ce npoingha ~Sttismide




BHHMaHHC Ha NMALHCHTH C TAKHBa CBCTOAHHA, oco0eHOo KOraro ce U3non3ea npH IIAlIHCHTH ¢ aHAMHE33
33 ApHTMHH HIH HCXCMHUYHO CBhPACHHO-CBA0BO 3a00IsBaHeE.

B ciygaif Ha Texka anapud edUKacCHOCTTA HA MEPOPAITHUTE KOHTPALCTITHBY MOXE Ja ObJic HaManeHa
H C€ OPENOpBLYBA M3NOJN3BAHE HA JONBIHUTENCH KOHTPALCIITMBEH METOA 3a NpPeNOTBPATABAHE Ha
BB3MOXHA HEYCIEMHa [IepopanHa KoHTpauenuus (Bx. uadopMalmaTa 3a MpeitncBale Ha nepopasieH
KOHTPALICITTHB).

Tabnerkure CbABLPKAT NaKTO3a. [JanMeHTH ¢ peaky HacneACTBEHH NpoGaeMH Ha HEMOHOCHMOCT KBM
rajlakTo3a, ITbJICH TaKTa3eH JePHIUT WM [IIOK030-ralakTo3Ha Manabcopbums He TpaOBa da mpueMar
TOBA JIEKAPCTBO.

4.5 B3auMoneicTBEE ¢ APYTH JEKAPCTBEHH MPOAYKTH H APYrH (POPMH Ha B3AHMOACHCTBHE

[Ipykanonpua HMa HUCBK NMOTEHUHAN 33 PapMAKOKMHETHYHH B3aUMOAEHCTBHA. TOH ce eKCKpeTHpa B
roJIIMA CTENE¢H HEIPOMEHEH B ypHHara (mpubnausurenno 60% or aosara) ¥ MerabonusMa in vitro €
MHOTo DaBeH.

B TepaneBTHYHO 3HAYMMM KOHILICHTpalUWH, NMpyKanompua He HHXxuOHpa coeunduunure CYP450
AKTUBHOCTH IIPH in Vitro IpOyYBaHUs MPH HOBEUIKH YePHOXAPOOHH MHUKPO3OMH.

BrnpekH 4e npykanonpun Moxe aa € cnad cyberpar 3a P-rmokonporens (P-gp), roil He € maxuburop
Ha P-gp OpH KNUHHUYHO 3HAYMMH KOHLICHTPALIHH.

EdexTH Ha npykanonpua sbpXy GapMakOKHHETHKATA Ha APYI'H JEKAPCTBEHH NPOXYKTH
30% yBennYeHHE Ha IUIA3MEHUTE KOHIEHTpAalMH Ha EPUTPOMHMLMH € OTKPMTO I10 BpEMe Ha
CBNBTCTBALIO JICYEHHE ¢ IPYKANOIpHA. MeXaHH3IMBT Ha TOBA B3aUMOJIEHCTBHE HE € HIACHEH.

[Ipykanonpun HaMa KIHHUYHO 3HAaYUMH e(DEKTH BHPXY (apMakOKMHETHKATA HAa BapdapuH, AUTOKCHH,
aJIKOXO0I, NapOKCETHH MU MEPOPATHH KOHTPALIENITUBH.

EdexTs Ha ApYTHM IEKApCTBEHH NIPOAYKTH BEPXY GapMaKOKHHETHKATA HA IPYKANOIPHI

Kerokonazon (200 mg apa nmbeTH AHEBHO), MouieH MHXuOUTOp Ha CYP3A4 u Ha P-gp, yBennuana
CHCTEMHATa EKCIIO3HLMA Ha npyKanonpux ¢ npubanznrenno 40%. To3u edekT ¢ npekaneHo Mabk, 3a
A2 € KIHHUYHO 3HAYNM.

BaaumoneHcTBHA ¢ noaobHO 3HaueHHE MOXE Aa C€ OYAKBAaT [IpH APYTH MOWIHH HEXUOUTOpH Ha P-gp,
KaTO BEpanaMHl, UMIJIOCIIOPHH A H XHHHAUH.

TepaneBTUYHH O03H MPOOEHENUA, HHMETHIAHH, EPHTPOMHLMH H MAPOKCETHH HE OKa3BaT BIMWAHHE
BEpXY QapMaKOKHHETHKATA Ha IPYKAJIOIPHL.

4.6 DepTHIHTET, OPEMEHHOCT H KBPMeRe

A(eHH ¢ AeTepoeH NOTEHIMAaN
Kenu c nereponieH noteHuHan Tpadsa Aa U3NON3BAT epeKTHBHA KOHTPALCHLINA 110 BpeMe Ha JICYEHHE

¢ IPYKaNOIpHUJ.

bpeMeHHOCT
KHMa orpaHHuYeHH JaHHH OT ynoTpebara Ha NpyKanonpua npu bpeMeHHH XeHH. [1o BpeMe Ha KIIMHHYHH
npoy4BaHHA ca HabmomaBaHu Cny4ad HA CHOHTaHEH abopT, BRIAPEKHU ue, IPH HANUWYMHETO Ha
PHCKOBH (pakTOpH, BPB3KATA C IPYKANOIIPH/ HE € U3BecTHA. [IpoyduBaHHATA IIPH KHB -
NPAKO HIH HENPAKO BPECAHO BB3ACHCTBHE NO OTHOIIEHHWE HA PENMPOAYKTHBH
(BKIHOUUTENHO DpeMEHHOCT, eMOPHOHATHO/(PETANHO pa3BHTHE, PaKAAHE WIH MOCT
(BX. TouKa 3.3). [Ipykanonpua He ce HpernopbyBa no BpeMe Ha OpeMEHHOCT M IIPH
MNOTCHIMAN, KOHTO HE U3NOA3BAT KOHTPALIEILIUAL




KspMeHe

[IpoyusaHe npH xopa nokassa, 4€ MPYKANONpPHI ¢e€ OTAcHd B KbpMarta. IIpu TepaneBTHYHH O03H
NPYKANONPHI HE C€ OYAaKBAT BBL3IACHCTBHUA BBPXY HOBOpOAeHH KbpMaveTa/O6ebera. [Ipu nuncara Ha
JAHHH 32 X0Pa, IIPH KCHH, KOUTO KbPMAT aKTUBHO, JOKATO NIPHEMAT HPYKANIONpU, TpabBa na ce B3eMe
pEIIeHNUE TaJTH 1A C€ MPEYCTAHOBH KEPMEHETO HIIH Ja C€ MPeYCTAaHOBH TEPAIIUATa C NPYKAIIONPHI, KaToO
ce B3eMaT NMpeRBHA MO0NA3aTa OT KEPMEHETO 33 AETETO U M0M3aTa OT TEPaNUATa 3a XMCHATA.

DepTHINTET
[IpoyuBaHHATa NMPH XHBOTHH HE IOKA3BaT BB3ACHACTBHE BHPXY QepruaAMTETa NMPH MEXKHTE HIH

KCHCKHTE.

4.7 EdexTn BLpXy cnocofrocrTa 3a IodApaHe B pabora ¢ MAINHHMK

[Ipyxanonmpua Moxe [a IOBIHAE B Majika CTCTEH criocobHOCTTa 3a modupaHe u pabota ¢ MalJHHY,
Thii KATO B KIIMHHYHH NpOy4BaHWA ¢a HaOMogaBaHH CBETOBBPTEXK M YMOpa, 0co0eHOo Mpe3 NbpBHA ACH
OT JIedeHHeTo (BXK. Touka 4.8).

4.8 Hexenanu JiekapcTBeHH peaKkiliu

Pe3roMe Ha nokasatenure 3a 0€300aCHOCT

B uHrerpupan anHanu3 Ha 17 asodHOCnenH, mianebo-KOHTPONIMPAHH IIPOYHBAHHA MPYKAUIONPHI €
NpHiIaraH nepopando Ha okosio 3 300 nauMeHTH ¢ XpoHH4Ha KoHCTHITANKA. Ot Tax Hag 1 500 naunenTH
ca MoJyYaBalH MPEnophYBaHaTa 1032 IPYKAIONPHA OT 2 mg JHEBHO, KATO B CHILOTO BpEME OKOJIO

1 360 nmauueHTH ca AeKyBaHM ¢ 4 mg NPyKaIonpuzx AHEBHO. HaH-4yecTO A0K/IAIBAHHTE HEXENaHH
peakLMM, CBBP3aHH C TepalMa ¢ npyxanonpua 2 mg, ca rnasobonue (17,8%) U cTOMAIIHO-IPEBHHA
cuMrrroMe (bonkm B kopema (13,7%), ragene (13,7%) u auapua (12,0%)). Hexenanrre peakunu ce
NOABABAT IIPEAMMHO B HA4alOTO HA TEPANHATA H OOMKHOBEHO H34Ye3BaT B PAMKHTE HA HAKOJIKO JHH
NpH OpOALIKABAN0 JedcHMe. lIoHAkora ca chLoOmMABaHM M APYrH HEXENAHU PpEaKIHU.
HHTeH3UBHOCTTA Ha MpeobnafaBalaTa HacT HeXeNMaHH PEaKLMH € OT JICKa 0 YMEpeHa.

TabnugeH cOUCEK Ha HEXCNAHUTE PCaKLIUY

IpH KOHTPpOIMpaHY KIHMHWYHH [TPOYUYBAHUA C IPENIOPBYBAHATA 1032 OT 2 Mg Ca JOKIA/ABAHM CIICTHHTE
HEKENIAHU peaKIUH ¢ 9€CTOTH, CHOTBETCTBALH Ha: MHOrO dYecTd (= 1/10), vectu (> 1/100 no < 1/10),
veuectd (= 1/1000 mo < 1/100), peaxu (= 1/10 000 no < 1/1000), mHOoro peaxu (<1/10 000) u ¢
HECH3BECTHa YECTOTa (OT HAIMYHHTE OaHHU HEe MOXe na Onae HanpaseHa oucHka). IIpm Bcako
rpyni#pase B 3aBUCHMOCT OT 9€CTOTAaTa HEXETAHUTE IEKaAPCTREHH PEaKILMH ce H30pogBaT B HH3IXOAALL
pEA MO OTHOLIEHHE Ha TAXHATA CEPHUO3HOCT. UecToTHTE Ca M3YUCIICHH BB3 OCHOBA Ha MHTErpHpaH
aHanu3 Ha 17 pBoHHOCHEH, I11ale0-KOHTPOIHPAHH KITHHHYHH IPOYIBAaHUA.

Tabauna 1: Hexenanu nexkapcrsens peaknuu (HJIP), cBbp3adn ¢ OpyKaJonpHA
CRrceTeMO-0praneH Kiuac KarTeropus vecrora Hexenana JiekapcTBena
PERXIHSA
HapymeHua Ha Metabonusma u | Uectn Hamanen anernt
XpaHEHETO
Hapymensa Ha  HepHaTa | MHOro 9ecTH I"'maBobonue
CHCTEMa Yectn 3aMaiiBaHe
Heuectu TpeMop, MHTpeHa
CoppaeyHH HAPYIICHHA HedectH Crpuebuene
Cnyxosu #u BecruOynapau | Hewect Bepruro
HapyIIECHHA
CToMamiHO-YpPEBHU MHoro yectu I'apexe,
HapyLIeHHS Kopema




YecTH [lospsinane, JUCIIETICHA,
METCOPH3BM, aOHOPMHH
NIYMOBE B CTOMAIIHO-YPECBHUA
TPAaKT
HeuecTH PexTanHO KEpBEHE
Hapyuienus na 6ubpeuure 9 | Heuectn [Tonaknypus
NHKOYHHUTE ITETHILA
O6my Hapyuenus 1 epekTd Ha | YecTH YmMopa
MACTOTO HA NPHIOKCHHUE Heuectn [IMpeKcHs, HEPA3NONoKEHHE

Onucanue Ha H3IOpaHN HEXEIIaHH PECAKIIHH
Haii-uecTo cpemaHuTe HEeXeNaH peakuHy ¢a ZOKIaABaHH CHC CXOAHH 9€CTOTH (C pa3ivKa B 9eCTOTa

Ha CJy4aHTe MEXAY MNpyKalonpua H miauedo He mo-eucoxa oT 1%) mo Bpeme Ha Tepanus ¢
MPYKANOIIpHA, KAKTO H IIPDH nnaueﬁo, C H3KIIKYCHHUC Ha raACHE ! JHApPHA, KOUTO BCC MAK CC MMOABABAT
[O-9€CTO IO BpeMe Ha Tepamnud ¢ IPYKAJIoIpHi, HO mo-cia®o u3paseHH (pa3iMKH B 9ECTOTATA Ha
CIIYYAHTE MEXIY NpyKalonpua # manedo cxotBeTHO 1,3% u 3,4%).

Crpuebuere e noknansano npH 0,7% ot mauueHTHTe nmpHeMaiud riauebo, 0,9% or nanueHrture,
npueMamn ! mg npykanonpun, 0,9% oT nammMeHTHTE, NMpHeMamy 2 mg npyxainompua, H 1,9% or
nalMeHTHTe, NpHeManiy 4 mg npyxanonpun. Ipeobnagapamara yacT OT HALUEHTHTE Ca TPOXBIDKUTH
na ynorpedasa npykanonpua. KakTo npy BceKH HOB CUMIITOM, NALMEHTHTE TPAOBa na oOChAAT HOBaTa
[tofABa Ha CoHpucOMEHE CBC CBOS NEKap.

Crol1iasase Ha NOJAO3MPAHH HEXEIaHH PEaKIHH
Cpob1aBaHeTO Ha NMOAC3HPAHH HEXKEIAHH PEaKIMH Ce/l paspellaBaHe 3a ynoTpeda Ha 1exapcTBeRHA

NMPOAYKT € BaXHO. TOBa MO3BOJIABA A2 IPOALJDKH HaOMIOAEHHETO Ha CHOTHOILICHHETO NOI3a/PUCK 34
JeKapCTBEHHA MpoaAyKT. OT Me AHIHHCKHTE CIICIMATTHCTH C€ H3KHCKBA 1a ChOOIIARAT RCAKA MOJI031PAHA
HEXEITaHa PEaKIHs J0:

H3mbnHAUTENHA areHIHA MO JICKapCcTBaTa
yi. ,,Jdamsau I'pyeB” Ne 8

1303 Co¢us

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 I[Ipenozupane

[Tpu npoyuBaHe Ha 3apaBH JOOPOBOILIM JEIEHHETO C MPYKANONpU ce noHacs nobpe npH MpeanucBale
Ha CXeMa ¢ BbL3XOAAILC THUTPHpPaHe Ha molara Xo 20 mg BeaHBX IHeBHO (10 nbTH moBede OT
NpenopbYBaHATA TEPANCBTHYHA 1032). [Ipeao3upaHeTo MOXeE [1a IPHYHHH CUMIITOMH, ITPOH3THYANIH
OT 3aCHJIBAHE Ha U3BECTHHUTE (papMaKOAMHAMHYHH e eKTH Ha IpYKaJONpHU, X BKIIOYBAT rnapodonme,
ragcue ¥ auapui. Hama cnenuduyHo iegeHue Ipy nNpeRo3upane Ha npykanonpua. Ilpu npego3upaHe
nalueHTHTE TpAOBa Ja OBJaT JEKYBAaHM CHMIOTOMATHYHO M [a C€ NpEeAIpPHEeMAaT MOATLPKAMHM MEPKH
cnopen ciny4an. [TpekomepHaTa 3aryda Ha TCUHOCTH NOPaAH A4apHs WIH NOBPBIIAHE MOXE I3 HATOXKH
KOPEKLHSA Ha CICKTPOITUTHHTES HAPYIICHHUS.

5 GAPMAKOJOI'NYHU CBOHUCTBA

5.1 PapMaKoAUHAMHYHHE CBOHCTBA
dapmakorepanesTidHa rpyna: dpyry nexapcrea npu 3amnek, ATC xoa: AOGAXO0S,

MexaHKi3bM Ha JeHCTBHE




[Mpyxanonpua e auxuapodbensodypaHkapObOKCaMK CbC CTOMAHIHO-IPEBHA NPOKHHETHYHA aKTHBHOCT.
Ipyxanonpua € cemexTupeH aronuct Ha (5-HT4) penentopa Ha CEPOTOHHMH ¢ BHCOK aQHHUTET, KOETO
BEPOATHO 0OACHABA HErOBHTE NMpOKMHETHUHH edexTH. In vifro, aQHUHHTET KbM IPYTH PELICITOPH €
OTKDHUT CaMO NPH KOHUEHTPALMH, IPEBHINABAIIY HeroBud apuHHTeT KBM 3-HT4 peuenrtopa ¢ noHe
150 nyu. Tlpu nubxoBe npyxanonpua in vivo B posu Haa 5 mg/kg (cxkono u 30-70 nvTH Han
KIMHUYHATa CKCIO3KLMA) NpeaH3BHKBA XMUIEPNPOJAKTHHEMHA, NPHIMHEHAa OT AHTArOHUCTHYHO
neictBue B D2 peuernropa.

[Ipu xydera, OPYKATOUPHA IPOMEHS MOZEIHMTE HA MNEPHCTAITHKA HAa [E0EN0TO YEepBO pes
cruMmynupane Ha 5-HT4 penerrropa Ha CEpOTOHHMH: TOH CTHMYJIMPA MPOKCHMATHATA ICPHCTANITHKA Ha
nebenoTo 4epso, Mogobpssa racTpoAyOJcHANHATA NEPUCTAITHKE H YCKOpABa 3a0aBEHOTO CTOMANIHO
panpasBaHe, OCBEH TOBA IPYKAIONPHUA MpPEeIM3BMKBA THTAHTCKM MUIPHpallM KOHTpakuwd. Te ca
eKBHBAJICHTHH Ha YCHJIEHAaTa YpeBHAa IEPHCTAITHKA IMPH XOpaTa H OCHIypsABaT OCHOBHATa
PONYJICHBHA cHia 3a Aedekanus. [Ipu KyueTa HabmonaBaHUTE B CTOMALIHO-UPEBHHUSA TPAKT eheKTH
ca IyBCTBUTENHM KbM 6loKada CbC CEIEKTHBHH aHTaroHMCcTH Ha 5-HT4 penenrtopa, WIOCTpHpaHKH
MposABaTa Ha HabmoAaBaHKTe eeKTH Ipe3 CENCKTHBHO AeiicTBue Ha 5-HT4 penerrropure.

Tesu papMakoAMHaAMHYHHU eeKTH Ha NPYKANIONPHN ca MOTBhPAEHH C H3NO0JI3BaHE HA MAHOMETDPHA NIPH
XOpa ¢ XPOHWYHA KOHCTUNAIM#A, B OTKPUTH, PAHNOMH3MpaHH, KPBCTOCAHH, 3aCNCNICHH 3a deTela
NpOyuBaHMd, H3CNeABAaINH edexra OT IpyKamompua 2 mg H OCMOTHYCH JaKCaTHB BBPXY
MepHCTANTHKATa Ha Ae6enoTo 4epBo, CHIVIACHO ONPEAENEHOTO 4pe3 OpoA Ha BHCOKOAMILINTYIHH
npomarupaur koutpakuu (BAIIK; HapedeHH CBINO THraHTCKH MUIPHpAI(M KOHTpakuuH). B
CpaBHEHHE ¢ JTeUeHHe CPEILY KOHCTHIIALMA, KOETO YIIPAXKHABA OCMOTHIHO ACHCTBHE, IIPOKMHETHYHATA
CTHMY/AUHA ¢ TPYKaJONPH/ YCHIBA 9PEBHATA MEPHCTATTHKA, CHITIACHO M3MEPEHOTO upe3 Opod Ha
BAIIK npes mopsure 12 yaca ciaej npueM Ha H3CHCABaHUs MPOAYKT. KIIMHHYHOTO 3HA4€HHE HA TO3N
MEXaHM3BM Ha JeHCTBHE WIM KIMHHYHATA 110132 OT HETO B CPAaBHEHHME C TE3H Ha APYTHTC JAKCATHBH,
HE ¢a NMPOYYEHH.

Knunyana eduxacHocT # 6e300aCHOCT

Bwipacmua nonyrayui

EduxacHOoCTTa Ha NPYKAIONPHJ € ONpeleneHa OT TPU MHOTOUEGHTPOBH, PAHAOMHM3HMpPAHH,
ApoiiHOCHenHd, l2-ceaMuyHH MmIALcOO-KOHTPOJMPAHM IPOYYBAHMA MNPH MNAlMEHTH ¢ XPOHHYHA
xoHcTunamus (n=1,279 ¢ npyxanonpun, 1,124 xeuu, 155 moxke). IlpoyuBaHuTe BLB BCAKO €IHO OT
TE€3H TPU NPOYy4BAHHA JO03M NPYKATOIPHI BIUTOYBAT 2 mg H 4 mg BeJHBXK AHEBHO. [ 1aBHaTa KpaKHa
TOYka Ha e(dHKACHOCTTA € CHOTHOMICHMECTO (%) HAa HHAMBHAM, NOCTHIHANIM HOPMAIHM3MPAHE HA
H3MIPa3BaHETO HA YEpBaTa, OAPEOENEHO KaTo CpPeqHO 3HA4YCHUE OT TPH WM IIOBCYE CIIOHTaHHH,
3aBBPIICHH M3Mpa3BaHHs Ha 4epeata (SCBM) Ha ceaMuna B IPOABIXKEHME Ha 12-CeqMUIEH NEPHOA
Ha JICYEHHE.

[IpoueHTHT NALMEHTH, [IPH KOUTO C JIAKCATHBH HE Ce MOCTHra A0CTaTHYHO O0NeKUEHHE, NCKYBaHH C
MpenopbYNTENHATA 032 OT 2 mg npykanonpHa (n=458), kouro nocturatr cpeado > 3 SCBM na
ceamuLa, € 31,0% (ceamuna 4) u 24,7% (ceamuna 12) cnpamo 8,6% (ceamuna 4) 1 9,2% (cenmuua 12)
npu mnauebo. Knuuuano 3nauumo nogobpenne > 1 SCBM Ha ceaMmula, HaH-BaKHaTa BTOPHYHA
Kpaiina Touka 3a epuKacHoCT, ce moctura npu 51,0% (ceamnua 4) u 44,2% (ceamuua 12), nexyBaHu ¢
2 mg npykanonpus, cipamo 21,7% (ceamuma 4) u 22,6% (cenmuma 12) oT nauMeHTHTe Ha ruianebo.

EdekTsT Ha Npyxalonpui BLPXY CHOHTAHHOTO ABMKeHHe Ha uepsaTta (CAY) cpmo ce okasBa Che
CTATUCTHYECKO IPEBH3X0OICTBO B CpaBHEHHE C IUTalebo 3a mpolCHTa NalMeHTH, KOMTO Ca HMATH
yBenuuenne =1 C/{U/ceamuua B NpoxbiKeHHe HA 12-ceqMMuHHs neproj Ha nevyeHue. Ha 12-tara
cenmuua 68,3% oOT nauMEHTHTE, NCKYBAHU ¢ 2 Mg HPYKAJONPHA, HMAT CPEJHO YBEIHYE >1




yeppara, (GanuMBY MO3HBH, HA'bBAHE, NMPEKAIEHO TBBLPAH, TNPEKANTEHO MAJKO HM3MPAKHCHHA) H
PEKTATHH CHMITOMH (6ONe3HeHH IBIKEHHA Ha YepBATa, fapeHe, KbPBEHE/PasKbCBaHe), OTIPEACICHH
Ha cenvuua 4 M ceamuua 12. Ha 4-tara ceaMmuila OPOLEHTHT MAUMEHTH ¢ noaobpenue ot =1 B
CpaBHEHHME ¢ M3X0OHOTO HuBO B noAckanure PAC-SYM 3a kopemuH, GeKaTHH B DEKTATHH CUMIITOMU
e choTBETHO 41,3%, 41,6%, 1 31,3% [pH DALKMEHTHTE, TCKyBaHH C MPYKAIONPHA 2 mg, B CPABHEHHE C
26,9%, 24,4% u 22,9% npu naluMeHTHTE Ha 1wianebo. Ilonobun pesyrraru ca HaOnIOAaBaHU H Ope3
cenmuna 12: coTReTHO 43,4%, 42,9% 1 31,7% IpH NauMeHTHTE HA 2 Mg MPYKANOMPUA cupaAMo 26,9%,
27.2% u 23,4% npu naumeHTUTE Ha rwiaue6o (p<0,001 cnpamo miauedo).

HabmoQaBaHO € ChI0 3HAYMTEIHO ONArONpHATHO Bh3/ICHCTBHE BHPXY ONMpEAcaeH OpoH H3MEPBaHUA
Ha KAYeCTBOTO Ha )KHBOT, KaTO CTENEH HA YAOBJIETBOPEHOCT OT JICYCHHETO K XapaKTepa Ha JedeKalny,
(GpH3HTIECKH H NCHXOCOLHUANEH THCKOM(OPT, IPUTECHEHHA H OE3NOKOHCTBA, M0 BPEME Ha OLICHABAHETO
KaKTO Ha ceamuna 4, Taka H Ha ceqMuua 12, Ha 4-tata ceqMuua NPOLSHTHT NAUMEHTH ¢ nogobpeHune
or >1 B CpaBHEHHE C M3XOAHOTO HMBO 3a YIOBIETBOPEHOCT MO nojckanata OUEHKa Ha 3aneka oT
nanueHTa — Kagecrso na xusot (Patient Assessment of Constipation-Quality of Life, PAC-QOL) e
47,7% Tipy TAUHEHTHTE, JIEKyBaHH € HPYKAIONpHA 2 mg, B cpaBHeHue ¢ 20,2% IpH NalHCHTHTE Ha
mane6o. ITono6uu pesynraTH ca HabaonaBaHy M mpe3 ceamuma 12: 46,9% npy nauHEeHTHTE Ha 2 mg
npykanonpua cnpamo 19,0% npu nannentute Ha nanedo (p<0,001 cnpsmo nnauebo).

B nomrsiHeHMe edUKaCHOCTTa, 6€30MacHOCTTa H [IOHOCHMOCTTa KbM NPYKANONPH/ NMPH NAlHEHTH OT
MBKKH TI0J1 ¢ XPOHHYHA KOHCTHITALMA Ca OLICHEHH B 12-ceAMHUYHO, MHOTOLIEHTPOBO, PaHA0OMH3HPaHO,
nBoiiHocHINO, mianebo-koHTponupaHo mnpoyuBane (N=370). IIbpBuuHata KpakHa TOUKa Ha
MPOYYBAHETO € H3IThIHEHa: CTATHCTHYECKH 3HAYHTENHO MO-BHCOK MPOLEHT YYaCTHUIH B IPYMNaTa C
npykanonpusn (37,9%) umar cpeano 2 3 SCBM/ceamuuia B cpaBHEHHE ¢ YHaCTHHLMTE B TpynaTa 3a
nedenye ¢ manebo (17,7%) (p<0,0001) B pamkute Ha 12-ceaMHUYEH ABOKHOCIAN NICPHO/ Ha JICICHHUE.
ITpodmwreT Ha 6e30MacCHOCT Ha IPYKAIOMPHA CHOTBETCTBA HAa HAOMIONABaHHA NMPH NALMEHTHTE OT
YEHCKH ITOJI.

[vazocpoyuno npoyusane

EduxacRocTTa ¥ 6€30NacHOCTTa Ha IPYKATOIPH/ ITPH NALMEHTH (Ha BB3pacT = 18 ro[HHH) € XPOHHYEH
3amex ca OLEHeHH B 24-CeAMHYHO MHOTOUEHTPOBO, PaHAOMH3HpaHO, ABOHHOCHAMNO, wIanebo-
xoHTpoNIUpaHo npoyusaHe (N=361). Hama craTucTHIeCKH 3HaTUMa pa3nnka (p = 0,367) Mexay nena
HA NANMEHTHTE ChC CPeiHa 4ecToTa = 3 crioHTauHu muinu gedexauuu (SCBMs) Ha cenqmuua (T.c.
OTTOBOPWIH) Tpe3 24-cenMu4HATa (a3a Ha ABOHHOCIANIO JICHCHHC B IPYMHTC Ha JICYCHHE C
npykanonpun (25,1%) u nnaiebo (20,7%). Ilpes Cenmuum 1-12, pasnmnkara MEXAy rpynure Ha
Je4YeHHe [0 OTHOLIEHNE Ha cpeaHaTa yectoTa 2 3 SCBMs Ha ceiMHUA HE € CTAaTHCTHYECKH 3HAYUMA,
KOETO He ChOTBETCTBA Ha 5-Te ApYr¥ MHOTOLCHTPOBH, pAHIOMHU3NPaHH, ABOHHOCHENH, 12-CenMUIHH,
iane6o-KOHTPOMpaHH [POYdYBaHHs, JEMOHCTPHpaild €(pMKacHOCT B Ta3H BpeMeBa TOYKA ITpH
BB3pacTHH nauueHTH. Ilopanu ToBa NPOYYBAHETO CE CYMUTa 32 HEYOEHHTENHO MO OTHOWEHHE HA
epukacHocTTa. CHBKYIIHOCTTA OT JaHHH, BKAIOSHTETHO APYTH ABOHHOCIETIH, Iwianeb0-KOHTPOIHPAHH,
12-ceqMudHM Tpoy4BaHMs obase mnonaxpenda edHKacHocTTa Ha mpyxamompux. Ilpodwrsr Ha
6e30mMacHOCT Ha MNpyKanonpuz NpH ToBa 24-CEAMHYHO MPOYYBAaHE € B CHOTBETCTBME € TO3M,
HabmonaBaH B NIpeIMIMHUYE | 2-CeAMHYHH ITPOYUBAHHA.

[Ipykanonpus He NOKa3Ba Bb306HOBABAHE Ha CUMIITTOMHTE, HUTO NPEIU3BHKBA 3aBHCHMOCT.

TOT npoyusane
[IpoBeneHo e uzuepnarendo QT npoy4uBaHe 3a OLCHKA Ha edexTUTe 01 mMpyKanonpuAa 3a QT HHTEpBaNa
¢ TepaneBTHuHH (2 mg) U cynparepaneBTHYHH (10 mg) n03H, KATO T€ Ca CPABHEHU C e(peKTHTEe OT
nnanebo M MOIMTHBEH KOHTPOJA. TOBa Npoy4YBaHE HE II0Ka3Ba 3HAYMTENHH pa3siy MEACTTY
NMpYKATONPHA K MAanefo 3a BCAka 1034, Bb3 0CHOBa Ha cpeunTe QT H3MCPBAHHA H
Tosa nmoTBEPXAaBa pe3yaraTuTe oT ABe nnanebo-konTponaupanu QT npoyyrad
KIMHHYHH Ipoy4dBaHnd KoepuuueHnTsT Ha QT-CBBP3aHN HEXENaHHW Peakund B KIMEL
HMCBK M CPAaBHHM ¢ 1uiaie6o.
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[Teduampuuna nonyrayus
EduxacrHocTra M 0€30IIaCHOCTTa Ha NPYKAIONPHA IIpH NEIHATPHYHHM NALMEHTH (Ha BB3PaAcT OT 6

Mmecena A0 18 roauHH) ¢ QYHKUHOHANHA KOHCTHINALMA €a OUCHEHH B 8-CEIMHYHO IBOMHOCIAIO,
naanebo-koHTponupano u3nureare (N = 213), nocneasano ot 16-ceAMHYHO OTBOPEHO, KOHTPOAHPAHO
ChC CpaBHHUTENCH MPpoayKT (nonueTrieH rikon 4000) npoyusaHe ¢ MPOABDKHTENHOCT J0 24 ceaAMHIH
(N = 197). IlpunoxeHara HayanHa aoza € 0,04 mg/kg/neH, Turpupana Mmexay 0,02 u 0,06 mg/kg/nen
(zo MaxcHMyM 2 mg AHeBHO) 3a Jeua ¢ Terno < 50 kg, mazeHa kxaro mnepopaneH pa3TBOpP Ha
PYKAJIONPHA WM choTBeTHO maueto. Jeua ¢ termo > 50 kg nomywasar 2 mg/nen Tabnerku
IPYKAJIOPH WK CHOTBETHO IInauebo.

OfroBop KbM JIEUEHHETO ce AcPHHMpA KaTO HAIHYHE HA CPeAHO = 3 CIOHTAHHH H3IIpa3BaHHA Ha
yepBara (CHY) cenMuuno ¥ cpeacH Opoi enn3oau Ha ¢ekanHa MHKOHTHHEHUMA < |1 Ha 2 CeaMUIIM.
PezynTaTHTe OT NpoOy4BaHETO HE NOKA3BaT PA3/iMKa B ePHKACHOCTTa MEXIY NMpyKanonpua ¥ miauedo
C 4YEeCTOTH Ha OTroBop 0T ¢boTBeTHO 17% u 17,8% (P = 0,9002). ObnxHOBEHO NpYKANONpHI c€ NOHACH
aoOpe. 3aboneBaeMOCTTa Ha MALUEHTUTE ¢ Hail-MalKo €IHO CNEITHO JIEYCHUE HA HEXENaHo ChOuTHE
(treatment-emergent adverse event, TEAE) e 61na cxonHa Mexay rpyfara, JeKyBaHa ¢ IPYKaJIOnpHi
(69,8%) u rpynara Ha nedeHde ¢ mranebo (60,7%). Karo uaio npodunsT Ha Oe3omacHOCT Ha
NPYKAJOMPUN IPH Jiella € CBIUMAT KaKTO NPH Bb3PACTHH.

5.2 PapMaKOKHHEeTHYHE CBOACTBA

AbcopOuus
[Ipyxanonpua ce abcopbupa 6bp30; crea eIMHAYHA NepopanHa 1033 OT 2 mg Cuex C€ AoCTHra 32 2-3

yaca. AGcomoTHaTa nepopatHa OHOHAMUIHOCT € >90%. CHIIBTCTRALIHAT NPHEM HA XpaHa HE BlIMsE
BBPXY NEpOpanHaTa OHOHAIMYHOCT Ha DPYKAIONPHA.

Pasnpeaencuue
[Tpyxkanonpuna ce pasnpencid B 3HAYUTENIHA CTCNEH M IPUTEKaBa YCTOMYNB 00SM Ha pasmpeseneHue

(Vdss) ot 567 nurpa. Cpp3BaHETO HA MIPYKATONPH C IUTA3MEHUTE NPOTEHHH € 0KoJo 30%.

buotpaHchopmanns

MeTabonu3MET HE € OCHOBHMAT N'BT HA C/HIMMHHHPAHC HA NPYKaNonpuA. /n vifro 9OBCIUKHUAT
yepHoapobeH MerabomuseM e MHoOro 0aBeH H ca OTKPHTH CaMO HE3HAYUTEIHU KOIHYECTBa
MerabomuTu. B npoyuBaHe Ha Xopa, IpHeMally NepopaiHa J03a MAPKUPAH C PAJAHOAKTHBEH U30TOI
NPYKIONPHI, ¢a OTKPHTH MAIKH KOJHYECTBa OT ceneM Merabonmura B ypuHata U ekanuure. Haii-
BAXKHUAT OT KOJIMYECTBEHA IIIeIHa Todka MeTabonuTt B ekckperure, R107504, cherapnasa ¢LOTBETHO
3,2% u 3,1% ot go3aTa B ypuHaTa M pexkanuute. [Jpyrure MeTabOMUTH, OTKPUTH H H3MEPEHU B YpUHATA
n ¢exanuure, ca R084536 (oOpasyran upe3 N-neanxkmwimpase), cperapnssaiy 3% o1 mozara, M
NPOOyKTH Ha xuapokcwmpaHe (3% ot mosarta) H N-okuciaeaue (2% ot nosarta). Henmpomenenoro
aKTHBHO BEILECTBO CBCTaBA OKON0 92-94% oT ofmiara paauoakTHBHOCT B IU1asMara. R107504,
R0O84536 u R104065 (obpazyBan upe3 O-eMeTHNHpaHe) ca ONPEAENCHH KaTo HE3HAYHTENIHM
IUTa3MEHHN METabOoIHTH.

EnuMHHHpAHE
I'onaMa 49acT OT aKTHBROTO BEIIECTBO ¢e otaAcna Oe3 nmpomMaHa (60-65% ot npuinoxeHaTa 103a Upes
ypHuHaTa 1 0kono 5% upes pexkanuure). brOpPeUHOTO OTAENIAHE HA HEMMPOMEHEH NPYKANQOOPHI BKITIOYBA
KaKTO MACMBHA (WITpaLf, Taka M aKkTHBHO oriensHe. [InasMeHHAT KIMPBLHC Ha NPYKAJIONpPHH €
cpeado 317 ml/min. HeroBHAT KpaeH NONYXHBOT € OKOJIO €AUH ASH. Y CTOAYUBO ChCTOAHHUE CE NOCTHIA
B PAMKHMTE Ha TPH A0 YeTHpH auu. IIpu nedeHune BeAHbLXK AHEBHO ¢ 2 mg npykanonpysFYerail W\
Ia3MEHH KOHLICHTpAlM¥ ce KonebasaT Mexay HaH-HHCKH H IMKOBH CTOMHOCTH Cb 7 3RNO-O
ng/ml. CROTHOIIEHHETO HA aKyMYJHpaHe CJIEA JO3HPOBKA BEAHBX AHEBHO Bapipé

(DapMaKOKMHETHKATA HA NPYKATONPHJ € MPOTIOPLMOHANHA Ha 103aTa B PaMKUTE(HE Tdinini e
AHANa30H M M3BBH Hero (TectBad no 20 mg). IIpykanomnpun o.d. nokassa Helay a. 'O SposeTs | ;o
KHHETHKA [10 BPEME Ha [TPOABIDKHTENHO JICUEHHE,  \VERTET S
%/?“\___*___ A
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CrenManHy HONyJalHy

DapmaKoKunemuxa Ha nonyaayus
AHamM3 Ha (apMaKkOKHMHETHKATa HA [ONyHalMs II0Ka3Ba, 4€ OYCBHIAHMAT O0W[ KIWPBHHC Ha

IPYKAJTIONPH/ € CBbP3aH ¢ KTMPbHCA Ha KPEaTHHUH, HO Bh3pacTTa, TENeCHOTO TEIIO, II0OTbT WIH pacaTa
He OKAa3BaT BIHAHHUE.

Xopa e cmapuecka eb3pacm
Cnen RO3MpOBKa BeAHBXK AHEBHO OT | mg, mukoBHWTe masMenu xoHueHtpaimu U AUC Ha

[IPYKaIOIMPHA [IPH XOpa B CTapuecKa Bu3pacT ca ¢ oT 26% 10 28% Mmo-BHCOKH, OTKOJIKOTO NPH MIIAAH
BE3PACTHH. To3u edekT Moxe na Oplec NMpUIMCaH Ha HaMaieHaTa ObOpeyHa QyHKIMA NMPH Xopa B
CTap4ecka Bb3pacT.

Evbpeunu yepexcoanus
CpaBHEHH CHOpPAMO HHIMBMAM ¢ HOpMajiHa OBnOpeuHa (YHKIMA, INa3sMEHUTE KOHUCHTPAUHH Ha

NpYKAXOOpHA CIe eAHHMYHA Jo3a 0T 2 mg ca cperHo ¢ 25% u 51% NMo-BHCOKHM NMPH HHAHBHIH CBC
cboTBeTHO JIeKH (Clcr 50-79 ml/min) u ymepenn (Clcr 2549 mi/min) 6n6peunu yspexpanus. Ilpu
MHIMBHIHK ¢ TEXKH 060peunn yBpexxaaHua (Cler < 24 ml/min) mna3MeHHTe KOHIEHTpaluy ca 2,3 TbTH
Haj HHBATa Ha 3paBH HHIMBHAK (BX. TOUKH 4.2 U 4.4),

HeproOpobuu yepexcoarnus

EnuMuHHpaHeTo He 9pe3 Ou0penuTe AonpuHacd 3a okono 35% ot o6moro enuMurupane. [Ipu eano
orpaHH4YeHo papmMaxoKHHETHIHO npoy4dBaHe, Cmax U AUC Ha npykanonpun ca cpeado 10-20% rno-
BUCOKH TpH MAIMEHTH ¢ YMEPEHO IO TEXKKO YEpHOAPOOHO YBPEKIOAHE, B CPABHEHHE ChC 3/paBH
HHAHBHIH (BX. TouiH 4.2 U 4.4).

53 IIpeakJIHHUYHH ZR8HHR 32 6e3011aCHOCT

HexnuHUYHUTE JaHHM HE TIOKa3BaT OCOOEH pHCK 3a xopata Ha 0a3ata Ha KOHBEHIMOHAIHHTE
¢apMaKOJOTHYHH H3NHTBAHMA 3a OE30MaCHOCT, TOKCHMYHOCT NPH MHOTOKPAaTHO TIIpHIaraHe,
reHOTOKCHYHOCT, KapLIHHOreHEeH MOTEHUHAN K PENPOAYKTHBHA TOKCHYHOCT ¥ pa3BuTHE. PastiupeHu
CepHH OT MPOYYBAHMA 3a (papMakonoruuHa 0e€30MacHOCT He IOKa3BaT CHOTBETHH M3MCHCHMA B
xeMoIMHaMuKkata B npou3soaunTe EKI™ napamerps (QT<¢), ¢ H3KAIOMEHHE HA YMEPEHO NMOKaYBaHE Ha
ChpACYHHA DPHTBM M KPBBHOTO HamArade, HabGa:0XapaHH TIIPM aHECTCIMPaHM Ipacera Clieh
HHTPABCHO3HO BBBCKIAHE, H MOBHMIIABAHE HA KPBBHOTO HANSAFaHE NPH KydeTa B Ch3HAHME Clefl
60JIYCHO HHTPABEHO3HO BhBEXKI2HE, KOETO He € HaOMoAaBaHO HUTO NPH aHECTE3UPaHH KydeTa, HUTO
Clel TEepOpalHO BBLBEXKJAHE NPH KyueTa, JOCTHraiuyM moaoOHM nnasMeHH HuBa. [IpoyuBaHe Ha
MOAKOKHATA HEOHATATHA/IOBCHHWIIHA TOKCHYHOCT, POBEACHO MTPH ILTEXOBE HA BB3PacT 7-35 IHHM, faBa
peaynrar 3a NOAEL 10 mg/kg/ned. CrorHomeHuATa Ha ekcno3uuua AUCpa4, npy NOAEL B
cpaBHEeHHE ¢ Aeua (npuemaiin 1o3a oT npuodnusutenno 0,04 mg/kg AHeBHO) BapHpar mexnay 21 1 71,
KOCTO OCHTYPSABa 330BOTUTEIHA IPAHHLIM Ha D€30MacHOCT 34 KIIHHHYHATA 103a.

6. OAPMAIIEBTHYHHA JIAHHHA
6.1 CnuchbK HAa DOMOIHHTE BelecTBa

CrpuesuHa Ha Tabaerkara

JlaxTo3a MOHOXHIPAT
MukpoxpHcTaiHa uerynosa

Kononnaen 6€3B0ACH CHANLMEB IHOKCHL
Marne3sues creapat




Enunuc 1 mg ¢punmupanu mabremku
OOBHBKA Ha TabJIeTKaTa
Xunpomeiosa 6 cps

Xwunpomesnosa 3 cps

[Tostucopbar 80

Makporoxn 400

Turanos auoxcua (E171)

Enunuc 2 mg gpunmupanu mabremxu
O6BHBKa Ha Ta0NeTKaTA
Xunpomesiosa 6 cps

Xunpomersosa 3 cps

[Tonucopbat 80

Makporon 400

Turanos auoxcun (E171)

Xenesen okcu yepseH (E172)

6.2 HecbBMeCTHMOCTH
Henpuinoxumo.
6.3 Cpok Ha rognocrt

Alu-OPA/Alu/PVC bimucrepu: 36 mecela
Alu-PVC/PE.EVOH.PE/PCTFE 6mucrepu: 24 mecena

6.4 Crneuna/iHH yCJIOBHS HA CbXPAHECHHE

To3u nexkapcTBeH NPOAYKT HE M3HMCKBA CIIELMAJIHM TEMIIEPATYPHH YCIIOBHS Ha chxpaHeHue. Jla ce
ChXpaHsABa B OPUIrHHAJIHATA OMAKOBKA, 3a Jia C€ Npe/nasH OT Bjara.

6.5 Bua ¥ chbabpKaHHE HA ONIAKOBKATA
Alu-OPA/Alu/PVC unn Alu-PVC/PE.EVOH.PE/PCTFE 6unucrepn.

Bcesika onakoBka cuabpxka 7, 14, 28, 30 uinn 84 puamupanu tabnetku B OJUCTEpH.
He BCHYKM ONMakOBKH Morar ja 0bJaT nMyCHATH Ha Ia3apa.

6.6 Cnenma;iHu NpeAnasHd MepKH NMPH U3XBbPJIAHEe H paboTa

Heusnon3panure JICKAPCTBCHH IIPOAYKTH HJ/IH OTNAABYHHTC MATCpHAJIH CICABA Ja CC M3XBBLPJIAT B
CBOTBETCTBHE C MECTHHUTC U3UCKBAHHAL.

1 INPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

“becta Mex” EOO/, yia. Kpr4o Ckopuer Ne8, 5350 TpsaBHa, brinrapus

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

Enunuc 1 mg dpunmupanu mabremxu Per. Ne: 20220159
Enunuc 2 mg ¢punmuparu mabaremxu Per. No: 20220160




9. JATA HA ITBbPBO PA3IPEINABAHE/ HOJHOBABAHE HA PASPELIEHHETO 3A
YIIOTPEDBA

JlaTa Ha mupBo paszpemapane: 02 roau 2022

10. JATA HA AKTYATH3HAPAHE HA TEKCTA

04/2025




