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1 HME HA JIEKAPCTBEHMSA ITPOAYKT

Exunmc 1 mg dpunmupany Tabnetku

Enylys 1 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH ChCTAB

Enunuc 1 mg punmupanu mabremxu

Besika TabrieTka ChIbpka npykanonpua cykuuHat (prucalopride succinate), eKBUBATCHTEH Ha 1 mg
npykanonpua (prucalopride).

INomomHo(1) BE a) ¢ U3BECTHO JIEHCTBHE.

Besika Tabnerka chabpka 77,55 mg 1akTo3a MOHOXHIpAT.

3a ITBJIHMA CIHMCHK HA MOMOIHHUTE BEIIECTBA BHKTE ToUKa 6.1

3 JIEKAPCTBEHA ®OPMA

®unmupaHa Tabnerka (Tabnerka).

Enunuc 1 mg gpunmupanu mabremxu

Benu 110 nouTH 6en, KpbriH GHIMHpanu TablIeTKH ¢ BIUTEOHATO pesiepHO 0003HaueHH e “C” or egHara

crpana u “11” ot apyrata, ¢ MaMeThp NPUOIH3UTENHO 6 MM H nebenuna okono 3,6 mm.




4 KJIMHAYHH JAHHH
41 TepaneBTHYHH NOKAIAHHS
EBMINC € IOKA3aH 33 CHMITTOMATHUHO JieueHHE Ha XPOHHYHA KOHCTHIALMA DY BB3PacTHH, HA KOHTO

NAKCATHBHTE He OCHTYPABAT NOCTATHUHO 00NeKYEHHE.

4.2 JI03BpOBKA H HAYHH HA BPRIOKEHHE

EO?-HQ(_)BK&

BrapacTHi: 2 mg BeAHEX AHEBHO ChC HITH €3 XpaHa, Mo BCAKO BPEMe HA ICHA.

Tlopagu crieuuUHHA HAauMH Ha AeHCTBHE HAa OpyKanonpux (CTHUMYAHpaHe Ha NpONyJICHBHH
ABIKSHHA) HE & OMaKBA YBeIMUABAHE HA eMKACHOCTTA [IPH MPEBHIIABAHE HA IHEBHATA /1032 OT

-2 mg.

AKO [IPHEMBT BEAHBK THEBHO HA MPYKATIONPHA He ¢ eeKTUBEH Cie 4-CEIMHIHO JICHCHHE, NALMEHTHT
TpabBa ja Guje mperienas NMOBTOpPHO H fa Obje mpepasrie/iana [on3aTa OT NPOABINABAHE HA

NEYEHHECTO.

E(GHKACHOCTTA HA TNPYKANONPHA € YCTAHOBEHA 4upe3 IBOHHOCIENH, manebo-KoHTPOTHPaHH
MpoydBakHs 3a NepHOA A0 3 Mecela. B nnaueGo-KOHTPOIHpaHAH MpOY9YBaHMA HE € [OKasaHa
edHKaCHOCT 3a NEPHOJ, 1OBEYE OT TPH Mecena (BXK. TOUKa 5.1). B ciy4aii Ha MPOABIDKHATEIIHO NNEYECHHE

nonsara TpAGBa ce OLIEHABA NOBTOPHO Ha PEXOBHH HHTCPBAIH OT BPEME.

CriesMallHy TOMyNAIMH
Xopa & cmapuecka gv3pacm (>65 200urnu): 3anouHere ¢ 1 mg BEAHEK NHEBHO (k. TOuKa 5.2); npy

HeoBX0IHMOCT £03aTa MOXKe Ja OBje yeearueHa 10 2 mg BeAHLK AHEBHO.

Hayuenmu c Gvbpeunu yepexcoanus: Jlo3ata 3a MAIHEHTH ¢ TEXKH GROpe HH YBpEKIAHHA (GFR <30
ml/min/1,73 m?) e | mg BeaHbkK AHEBHO (BXK. Touky 4.3 1 5.2). He ce Hanara KOpeKUMA Ha JO3ATA TIPH

NALMEHTH C JIEKH A0 yMepeHH Os0peyny yBpeiKIaHu.

Hayuenmu ¢ weprodpobru yepexcoanus: TIANMEHTH ¢ TEXKH YepHOAPOCHH YBpexKAaHAL (Child-Pugh
xiac C) 3alousar ¢ 1 mg BEOHBK OHEBHO W MOXe JIa C€ YBEMMYH 0 2 mg, 2KO & HeoGXoaHMO
nozofpseane Ha eUKACHOCTTA M aKo no3arta oT | mg ce noHacs nobpe (Bx. Toukd 4.4 u 5.2). He ce
Hajiara KOPEKuysa Ha J03aTa Np¥ TALMEHTH C JIeKH 0 YMEPEHH YePHONPOOHH YBPEXK/IAHHS.

IMeduampuuna nonyaayua: TIpykanonpuy se Tps6sa fa ce MpHIiara IpH feua 1 I0HOMIH 110,

(mx. TOuKa 5.1).



Havyun Ha DpuaokeHue
[epopanHo MPHIOKEHHE.

4.3 IMpoTRBONOKAZAHMS
- CBPBXYYBCTBHTEAHOCT KbM AKTHBHOTO BEIECTBO WIH HAKOS OT MOMOMHMTC BEIIECTBA,
u3bpoenn B Touka 6.1,
- buOpedns yBpexIaHHd, H3IHCKBAIIH qHANU3a.
- Upeena nephopalns WIH HEOPOXOAHMOCT NOpagd CIPYKTYPHH HIH PYHKUHOBATITHH
HAPYIICHHA HA UPEeBHATA CTeHa, OGCTPYKTHBEH HIEYC, TEXKH Bb3Na/ICHU: Ha YPCBHUA TPAKT

xaTo Gonect Ha KpOH WiIH A3B6H KOJNHT K TOKCHYCH METAKONIOH/METAPEKTYM.

4.4 CnenHa/Ne npeaynpexIeHas A TpeAnasHl MCPKH MpH yHorpeba
OCHOBHEAT HBT HA GIMMMHMpaHe HA NpPYKATONpuA ¢ OBOpeduHaTa exckpeipd (BIK. TOUKA 5.2).

TIpenopbYHTE/IHATS 038 33 NALMEHTH ¢ TeKKH OBOpedHH yBpeRKIaHHS € 1 mg (8. TouKa 4.2).

TpsGea Aa ce MOAXOXK/iA C NOBHIICHO BHHMaHUE DM IPEMHCBAHS HA PYKATONPAZ HA MALMEHTH ¢
Texko aepronpobHo yepexnane (Child-Pugh, knac C), nopajy orpaHiMeHH ZaHHA NPH NALHEHTH ¢

TEKO YepHOAPOOHO yBpeKaane (k. Touka 4.2).

Wma orpaHiena MHGOPMaIias OTHOCHO 6e30NacHOCTTa H e(HKACHOCTTa Ha IPYKANONPHI 32 ynotpeba
TIpH TIALMEHTH ¢ TEXKKH H KIMHHYHO HecTaOUNHH CHITBTCTBAIIM 3abonaBanus (Hamp. ChpAeIHO-CHI0BO
win GenoapobHo 3aGondpane, HEBPONOrHIHH HITH NCHXHYHH HApYINCHHA, pak HIH CITHH u npyri
HapyIlieHHs Ha €HAOKPHHHATA cHcTema). IIpyxamonpun TpaOBa [a ce mpeifHicBa C TMOBHIIEHO
BHMMAHHE Ha MaLHEHTH ¢ TAKHBa ChCTOAHMSA, 0C00eH0 KOraToO ¢e H3MOJI3Ba NP NNAMEHTH ¢ aHaAMHE3a

33 APHTMHH H1Y HCXEMHYHO CHPACTHO-CHIORBO 3ab0NsBaHE.

B ciyuaii Ha TeKKa AHAPHA e(hHKACHOCTTA HA NEPOPATHHTE KOHTPALCTITHBH MOKE 113 Oppe HaMaieHa
H ce NpENophbYBa HIMOM3BAHE Ha AOITBIHMTENICH KOHTPALENTHBEH METOA 32 APEACTBPATHBAHE HA
B53MOKHA HEYCTIEHIHA IEPOPaiHa KOHTpauenus (Bk. HHbOpMAIHATA 3a MPENHMCBAHE Ha [ICPOPaTIEH
KOHTPALICTTTHB).

TaGneTkuTe CHIBPAKAT NaKTO3a, [laLKeHTH ¢ PeKH HACICACTBEHH npobieMH Ha HeNOHOCUMOCT KbM
ranaKTo3a, TEIeH JaKTaseH Ae(UIHT HIH [IFOK030-TaNaKTo3Ha ManabcopGuusd He TpabBa na npHeMar

TOBA JCKAPCTBO.

4.5 BaauMoJelicTBHE ¢ APYIH JCKAPCTBEHH NPOAYKTH H APYTH q)dpmn HA B33H

Tpykanonpua HMa HECHK TOTeHIBAN 332 GapMaKOKHHETHIHA s3aumofetictana. T
ronsMa cTeNeH HENPOMEHEH B ypuHata (npubmasHTenHo 60% oT nosata) u M

MHoOTO OaBeH.



B ‘repalleBTHIHO 3HAYHMH KOHLEHTpALMM, IPYKATONpPHA HE MAXHOMpA Crietu¢uiIRHTE CYP450
aKTHBHOCTH TIPH in Vitro NPOYYBAHKA NPH IOBEIIKK YePHOAPOGHH MUKPO3OMH.
BhIpeKH 4e NpyKanolpHg Moxke Aa e cinab cyborpar 2a P-rnjokonpoTeHH (P-gp), Toii He © HEXHOHTOP

Ha P—gp npH KNIHHAYHO 3HA9HME KOHLCHTPAITHH.

€KTH Ha Onpy BE ApPMaKOKWHETHKATA HA JIeKapPCTBEHH T
30% yBenHueHHe HA IUIAIMEHHTC KOHLEHTpalMKM Ha EPHUTPOMHLIMH € OTKPHTO MO BpEME Ha

ChOBTCTRAMIC JICYEHHE C MPYKAMOMPHI, MexaHH3MBT Ha TOBa B3aHMOACHCTBHE HE ¢ H3ACHEH.

[pykasonpH HAMa KAHHHIHO 3HATRMH edeKT! BLPXY hapMaKOKHHETHKATA HA sapdapuH, AMIOKCHH,

ANKOXO0J, MAPOKCETHE WK NEPOpaiiy KOHTpaUuCOTHBH.

CKTH HA ne CHWA TIPO, BEPXY (hapMaKOKHHETHKATA HA o
Kerokonazon (200 mg Ba I¥6TH AHEBHO), MOILIEH HHXHOMTOp Ha CYP3A4 1 Ha P-gp, ypenndaBa
CHCTEMHATA EKCTIOZHIHS Ha NPYKTonpua ¢ npubamaurenso 40%. Tosu edekT € npekaneHo MATEK, 3a

Ja ¢ KIHHH4YHO 3HAYHM.

BaaumopelicTBHs ¢ ONOGHO 3HAUEHHE MOXKe 1A Ce 04aKBAT IPH APYrH MONHH HHXUGHTOpH Ra P-gp,

KaTO BepanaMui, HHISTOCIIOPHH A ¥ XHHHAMH.

TepanesTHaHH [03¥ OPOOCHENH, ITHMETHAMH, CPHTPOMKINH H MAPOKCETHH HE OKA3BAT BIAIHHC

BBPXY (papMaKOKHHETHKATa Ha IPYKaJIONpHA,

4.6 PepraanTET, GPEMEHHOCT # KEPMEHE
Henn ¢ neTepofeH MOTCHUHAT

Jenn ¢ gereposien noTenuman TpAGea fia H3N0N3BAT ©PEKTHBHA KOHTPALIETILMA 1O BPEME Ha JICUCHHS

C IPYKAJIOUPHA.

Bpementoct

Hma orpanwteHH JaHHE OT ynioTpeGata Ha npyKanonpya npH SpemeHHH xeHH. Tlo BpeMe Ha KIHHUTHA
IpoyHBaHMA ca HAGMONABAHM CIIyYaH Ha CTIOHTaHeH aGopT, BBIPeKH 4e, NPY HATHYHCTO Ha Npyru
pHCKOBH (aKTOPH, BPB3KATA ¢ APYKAIOTIPH/ HE ¢ H3pecTHA. [IpoyyusaHuaTa NpH HKMBOTHH HE HOKA3BAT
NpAKO MIH HENpAKO BpeAHO BR3fieficTB¥e MO OTHOMICHHE HA PENPOAYKTHBHATA TOKCHHYHOCT

(BKTIO9HTENHO GpeMeHHOCT, eMOPHOHATHO/(QeTaNHO pasBHTHE, PakKAAHE HIIH MOCTHATATTHO pasBUTHE)

MOTEHLHAN, KOUTO HE HAMOI3BAT KOHTPALIETIIHA.




Kepmene
TpoydBane IpH XOpa NOKa3sa, 4e NPYKANONpHA ce OTnens B KbpMara. [pu TepaneBTHIHH HO3H

TPYKATONPHA He CE OYAKBAT Bb3JeHCTBHA BBPXY HOBOPOISHH KhpMaueTa/GebeTa. IMpa nuncara Ha
[aHHH 38 XOpa, IPH JKCHH, KOHTO KEPMAT AKTHBHO, 10KATO IPHEMAT NpYKanonpuz, Tpabsa 11a ce B3eMe
peILeHHE 1) J1a e IPeyCTaHOBH KBPMEHETO Wik /1A C¢ TPEYCTAHOBH TEPANMATA C MPYKATONPUA, KaTo

CE B3¢MAT NPEJBHA NOJI3aTA OT KBPMEHETO 3a AETETO H IIOJi3aTa OT TepalligaTa 3a xKeHara.

DeprunpreT
Tlpoy4Banmara pH XHBOTHH HE IOKA3BAT BHIAEHCTBHC BBPXY deprisHTeTa MPH MBXKKHTC HIH

KCHCKHTC.

4.7 Edextn BLpxy cnocofHocTTa 32 modHapase B paboTa ¢ MamBHA
TIpykanonpua Moke Ja NOBIMAE B MaJKa CTEMNEH CocoOHOCTTa 3a modupane H paboTa ¢ MAIIMHH,
Thil KATO B KIWHHYHH NPOYIBAHHA ca HabIroiaBaHy CBETORBPTEX H YMOPa, 0COBEHO Npes 5PEHA NeH

OT JIeYeHHeTO (BX. TouKa 4.8).

4.8 Hexenans JiIeKAPCTBEHH DeAKNHA

PesioMe Ha NOKAIATENHTE 34 HNACHOCT

B HuTerpHpad aHanws Ha 17 apoitHocneny, nnane6o-KOHTPONMpaHH MPOyYBAHNA NMPYKAIONDHA €
MPHIAraH IEPOPATHO Ha okosio 3 300 naimeHTH ¢ XpoHKYHA KoHCTHNAMS. OT TAX Han 1 500 natpseHTH
ca NONy4ABAIH IPENOPHYBAHATA 1033 NPYKANONPHT OT 2 IME AHEBHO, KATO B CHILOTO BPEME OKOJIO

1 360 naumeHTH ca NeKyBasHH ¢ 4 mg NPYKANONpHA AHeRHO. Hali-uecTo AOKNaABAHHTC HEXEAAHH
peaKiMu, CBHP3aHM C TEpari ¢ Npykaionpun 2 mg, ca rnasoGonue (17,8%) 1 CTOMAMHO-YPeBHH
cammrome (Gonku B kopema (13,7%), ragene (13,7%) u auapus (12,0%)). Hexenannre peaknyy ce
10ABABAT NMPEIMMHO B HAY4JIOTO HA TEPalHATA H OOMKHOBEHO H31Ue3BAT B PAMKHTC Ha HAKOJIKO JHHA
npd DpogwDkasamo jedeHue. [londakora ca ChOOI@BAaHR M JpYTH HEXCNAHH PEAKIHH.

HHTerHBAOCTTA Ha Npeolaanasaliara 4acT HeXENaHH PeaKiiHH € OT IeKa 10 yMepeHa.

TabnugeH crMchK HA HEKEAAHWTE Peakiuy

[py KOHTPONHpPAHH KIHHWIHY NPOYHBAHUA ¢ IIPEMOPHYBAHATA 1032 OT 2 Mg ©4 AOKTAABAHH CIICIHUTE
HEXXeJIAHN PeaKL|H ¢ YeCTOTH, CHOTBETCTBAIIH HA: MHOIO YeCTH (= 1/10), vects (= 1/100 no < 1/10),
nedecry (> 1/1000 ao < 1/100), peaxu (> 1/10 000 o < 1/1000), MHOro pesike (<t/10 000) u ¢
HEM3BECTHA ecTOTa (OT HAJIMYHHTE AaHHM He Moxe jaa Objae HanpaeeHa orenka). Ilpu Beako

Tpyn4paHe B 3aBHCHMOCT OT 9€CT0TaTa HEXKENaHHTE JNIEKApCTBEHH PEaKIHH CE mﬁpoana’r

pex mo OTHOIMCHHE Ha TAXHATA CEPHO3HOCT. YecTOTHTE €2 HIYHCICHH Bh3 OCH!

aHanM3 Ha 17 aeoitHocnen, wianedo-KOHTpOXHPaHH KITHEHWIHK MPOYIBAHHA.



Ta6amua 1: Hexenann nexapcrsenn peaknun (HJIP), cBLp3ans ¢ npykanonpay
CHcTemMo-0prasen KiIac Kareropra uecrora Hexenana Jekapereesa
peaknnas
Hapymesnus Ha meTabonmama 1 | Yectn HaManeH anetur
XpAHEHETO
Hapywenns Ha  HepBHarta | MHOro JecTH I'naBo6onye
cHCTEMA Yectn 3amalisae
Heuecrn Tpemop, Muipera
CopRedHH HapylIeHHA Heuectn Cupuebuene
Cnyxosu H  BecruOynapuu | Hedectn Bepruro
HApYUICHHS
CroMalrHo-9pesHHA Mpnuoro qecTH Tanene, nauapms, O6onky B
HapyLIeHHS KopeMa
Yectn IToeprmane, JMCTIeTICHA,
METCOPHIEM, aGHOpMHH
IIyMOBE B CTOMAIIHO-YPEBHAS
TpaKkT
Heuectn PexranHo KeppeHe
Hapymienia Ha 6ubpewure M | Hedectu Tonaxuypus
THKOYHHTE IETHING
Q6 Hapymenus 1 edextd Ha | YecTn Ymopa
MSACTOTO Ha MPHAOKEHHE Hewectn IMupexchs, HepaznomoKeHHe

Onucanue Ha H30paHU HEXKENAHH PEAKIIHH

Haii-4ecTo cpellaHHTe HexKeJIaHH PEaKiHH ¢a8 A0KIa/BaHH CBC CXOOHH HECTOTH (c paznMKa B 4€CTOTA
HA CNydaWTe MeXay NPYKANONpHA A ranebo He MO-BHCOKA OT 1%) no BpeMe Ha Teparms C
NPYKAJONPHA, KAKTO M NPH I1aeto, ¢ M3KMOUEHHE Ha rajicHe W IHapHA, KOHTO BCE NaK Ce MOABABAT
[0-9€CTO [0 BPEME Ha TepalmHi ¢ NpPYKANonpHj, Ho no-cnalo m3paseHH (PasNHKH B YECTOTATA HA

CITyuauTe MEXIY NPYKATONPAL ¥ rianeGo ceotserHo 1,3% u 3,4%).

Cupuebuene e noxmanpaHo npH 0,7% or mauMeHTHTE NpUeMallH mnauebo, 0,9% or maluHeHTHTE,
npuemaim 1 mg npykanonpun, 0,9% oT naumenTHTe, MpHeMan 2 mg NpYKIONpHA, H 1,9% or
nauyMeHTATe, NpHeMantn 4 mg npykanonpua. [Ipeobnanapaiara 4acT OT NALKCHTHTE ¢4 14

na ynotpeGsisa npykanonpu. KaxTo npu Bceks HOB CHMITOM, MALHEHTHTE Tpadsa 34

NOABa Ha ChpLeBHeHe Cbe CBOA NeKap.




Crobliapage Ha 0OJO3NPAHH HEXKENAHH PEAKITHH

CoBIaBaHETO HA OJO3MPAHH HEWKEJIAHH PEaKLHH Clie/| pa3pelapaHe 3a ynoTpeda Ha JiexkapcTeeHnA
MPOYKT e BakHO. TOBa 1103BOIABA [ MPOALIKH HAGIOIEHHETO HA CHOTHOWICHHETO non3a/pucK 3a
NEKAPCTBEHUA IPOAYKT. OT MEIHIMHCKHTE CIISLHAIHCTH CE H3HCKBA 1a cBpoOIaBaT BeAKa NOAO3HpaHa

Hexelana peakifia no.

HsznhaHuTenda areHUMs 00 IEKapeTRATa
yn. Jdaman I'pyes” Ne 8

1303 Codus

ten.: +359 2 8903417

yeGealiT: www.bda.bg

4.9 Hpeaosnpane

ITpu npoydBaHe Ha 3pPaBH NOOPOBOMIH TEYEHHETO C NIPYKATONPHT Ce ToHacA no0pe NpH NPEAITHCBAHE
HA CXeMa ¢ BB3XOJAMO THTpWpaHe Ha mosara A0 20 mg BEAHBXK JHEBHO (10 weTH MOBEYE OT
NpETOpLYBAHATA TEPaNieBTHYHA N03a). IIpefo3npaHeTo MOXKe 1 IPHIHHH CHMITOMH, NpOH3THYALIH
OT 32CIJIBAHE HA M3BECTHHTE (apMaKOAHHAMITHN eeXTH Ha IPYKAJIONPHA, H BITIOYBAT rnasobonue,
rajiene ¥ auapua. Hama cnenudH9nO JieyeHre NpH Npelo3HPaHe Ha IPYKATONPHIL. [pn npeosnpate
nampeHTHTE TpAbBa Aa GBAAT N€KyBaHH CHMITTOMATHYHO H Jia Ce mpednpHeMaT NOAXLPHKAIIH MEPKH
criopen ciay4as. [IpexomepHara 3aryGa Ha TEYHOCTH NOPajH JHAPHSA WIH NOBPBIIAHE MOKE /A& HANOMH

KOPEeKUHA Ha eJICKTPOJTATHHTE HAPYIISHHA,
5 ®APMAKOJIOI'MYHHA CBOMCTBA

5.1 PapMakoAHEAMHEMHEH CBOCTBA

dapmakoTepanesTHuHa rpyna: Jpyry nexkapcTsa mpH 3anek, ATC xon: A06AX05.

MexaHnusbM Ha aeHcraye

TIpyxanonpHa e AHXHApoGen30hypaHKkapOOKCaMHA ChC CTOMAITHO-4PEBHA NIPOKMHETHIHA AKTHBHOCT.
Ipykanonpun e cenexTuseH arouuct Ha (5-HT4) peuienrTopa Ha CEPOTOHHH ¢ BHCOK 2QHHHTET, KOETO
BEPOATHO OGSCHABA HETOBHTE NPOKHHETHUHM ebekTH. In vi‘tro, adMHHTET KM JAPYTH PELenTOpH €
OTKPHT CaMO NpH KOHICHTPALHH, NPCBHINABAIIH HErOBUA abunnter kpM 5-HT4 petienrropa ¢ noHe
150 moru. Tlpn ruIsXome mpykasionpun in vive B HosH Han 5 mghkg (oxono H 30-70 wsTH Han
KNIMHHYHATA EKCTO3HMIMA) NPEAM3IBUKBA XHICPIPONAKTHHEMUSA, NPHIAHEHA OT AHTArOHHCTHIHO

neticrewe B D2 pererrropa.

[lpu kydeTa, TPYKAIONPHA NPOMEHA MOJENHTE HA MEPUCTAITHKA Ha A

cTaMyimpase Ha 5-HT4 peuernTopa Ha CepOTOHHH: TOH CTHMYITHPA IPOKCHMAIH:



1e6e10TO YepBo, MOXOGPABA TACTPOMYONEHATHATA NEPHCTANTHKA i YCKOPABA 3a0aBEHOTO CTOMAIIHO
m3npaseatie, OCBeH TOBA NMPYKANONPUA NpPeJH3RHKBA I'HTAHTCKE MMTPHPAIH KOHTPAKIIHH. Te ca
eKBHBAJCHTHM HA YCHJEHATa d9peBHa MEePHCTAITHKA NPH Xopata W OCHTYp#BAT OCHOBHATA
nponyacKBHA CHia 3a Aedexaryd. TIpu xyuera HabnonaBaHHTE B CTOMALIHO-2PCBHUA TPAKT edextH
ca IYBCTRHTENIHH KbM 0JI0Kana ChC CEeEKTHBHH AHTAMOHHCTH HA 5-HT4 peuenropa, HIOCTPHPAHKH

niposiBaTa Ha HaGmogaBanKTe eheKTH Upes CETCKTUBHO ACHCTBHE Ha 5-HT4 peuenTopHre.

Tesn apMaKoAHHAMHYHH eeKTH Ha NPYKAIONPH/ Ca [IOTBEPACHH C HIMO/I3BAHE HA MAHOMETPHS TIPH
XOpa ¢ XPOHMYHA KOHCTHIALMA, B OTKPHTH, PaHROMM3HDaHH, KPECTOCAHH, 3ACIICTICHH 33 HETOHA
npoydBaHus, Hicheasam edekra oT Npykalonpei 2 mg M OCMOTHYEH JaKCATHR BBLPXY
TIepUCTAITHKATA HA JGENOTO 9epBO, CHIIACHO OMPENeNeHOTO ype3 Opod Ha BHCOKOAMILIMTYIHH
nponarupame kontpakii (BAITK; HapedeHH CBIIO THTAHTCKH MUTPHPAIH KoHTpakimH). B
CpaBHEHHE ¢ JledeHHe Cpenly KOHCTHIIALMS, KOSTO YAPOKHABA OCMOTHMHO ASHCTBHE, NPOKHHETHHATA
CTHMYJIATHA ¢ TIPYKAMONpPHI YCHIBA UPEBHATA MEPUCTAITAKA, CHIIIACHO H3MEPEHOTO HPE3 6pos Ha
BAIIK npe3 mbpeure 12 "aca cries IpHeM Ha H3CHEIBaHMA TpoAYyKT. KTHHAYHOTO 3HA%CHHUE HA TOSH
MEXaHMIbM HA JeHCTRHE HWIH KIMHHIHATA 0/13a OT HETO B CPABHEHHE ¢ TE3H HA NPYIHTC JAKCATHBH,

He ¢a MPOYYCHH.

Knunnana edukactoct u 6esonacHoct

Buwapacmua nonyiayus
EdukacHOCTTa Ha NPYKaJONPHA € ONpefesicHa OT TPH MHOrOLCHTPOBH, paHIOMH3HPAHH,

ABOMHOCHSH, 12-CeAMHIHH IUIAlefO-KOHTPOIHPAHH MpPOYYBAHHSA IPH NAUHEHTH C XpOHHAIHA
koHcTHnaws (n=1,279 ¢ npykanompun, 1,124 xenu, 155 mexke). IipoyusanaTe BbB BCAKO €HO OT
Te3 TPH NPOYIBAHMA AO3H NPYKATONPHS BKIIOYBAT 2 mg H 4 Mg BEAHEXK JHCBHO. ['naBHaTa kpaiHa
TouKa Ha eHKAaCHOCTTAa € ChOTHOLeHWeTo (%) Ha WHAMBHIM, MOCTHIHAIH HOPMATHIKpaHe Ha
H3OPA3BAHETO HA YEPBaTa, ONPENENEHO KAaTO CPeAHO 3Ha%eHHE OT TPH WIH TOBCHS CHOHTAHHH,
3asbpPIUCHH H3Npa3BaHHi Ha depsata (SCBM) Ha cenmMHIA B MPOABIDKEHHE Ha 12-cenMEMeH NEPHON,

Ha JTCUYCHHC.

FIpOLIEHTHT MALHEHTH, NPH KOHTO C AAKCATHBU HE CE NOCTHIA I0CTAaTHYHO obneKueHHE, IEKYBaHH ¢
NpenopLYUMTEIHATA 1032 OT 2 mg npykaionpuz (n=458), KOMTO NOCTHTaT CPEHO > 3 SCBM na
ceamuua, e 31,0% (ceamuua 4) u 24,7% (ceamuua 12) cnpamo 8,6% (cenmuna 4) 1 9,2% (cepmuua 12)
npH wiaueGo. KnMHHYHO 3HAYMMO noaobpenue = 1 SCBM Ha cenmuua, Hai-BAXXHATA BTOPHYHA

Kpaiina Touka 3a euxacHocT, ce nocrura npu 51,0% (cenmuua 4) u 44,2% (cenmuna 12

2 mg npykanonpua, capamo 21,7% (ceamuna 4) 1 22,6% (cenmuna 12) ot naume:
EdexTsT Ha NpyKaAoNpHA BBPXY COOHTAHHOTO [BWXKEHHE HA “epBaTa (Ca4)

CTATHCTUYECKO APCBL3XOACTBO B CpaBHEHHC C ranebo 3a npoLgHTa nanye



ypenuyerme >1 CU/ceamuua B MpoAbIDKEHHS HA 12-CeAMHIHMA NEPHOA Ha JICICHHE, Ha 12-rata
cemmuna 68,3% OT maLWieHTHTe, IGKYBAHH ¢ 2 Mg MPYKATONpHA, MMAT CPEIHO YBedHdeHHe OT 21
CIW/cenmuna B cpaprerne ¢ 37,0% 0T naumerTrte Ha mnaueGo (p<0,001 cnpamo mwauebo).

BB BCHYKHTE TPH NPOYYBAHHA ICUCHHETO C NPYKATONPH/| BOIH CHILO 10 3HATHTEI/IHH nogoOpeHns Ha
yTBEpIeHHS ¥ croenmduden 3a 3abonapanero HaboOp 32 H3MEpBaHE HA CHMITIOMH (PAC-SYM),
BRJTIOMHMTE/THO KOPEMHH (pasiysaHe, ZMckoMopt, 6oiKa i kpamims), hekantH (HETTLIIHN ABWKCHAR HA
yeppaTa, (aNIIHBH MO3MBH, HAMbBAHE, NpPEKAICHO TBHPIH, TPEKATEHO MAajiko H3NpaKHEHHA) H
pexTanHH CHMOTOMH (GonesteHH ABHKEHHA HA YCpBATa, Napexe, KbpBEHE/pa3KLCBaHE), ONPEAEJICHH
na ceqmuna 4 u cegvuua 12. Ha 4-Tara ceaMMIa MpOLEHTHT NALMEHTH ¢ NOA00peHHE OT >l B
CpaBHEHHE ¢ M3XOOHOTO HEBo B nonckanure PAC-SYM 3a kopemuH, texannu U PEKTATHH CUMITTOMH
e csoTBeTHO 41,3%, 41,6%, 1 31,3% npH nauueHTHTE, JCKYBaHH ¢ IPYKAIONPHI 2 mg, B CpABHEHHE C
26,9%, 24,4% u 22,9% npu nauueHTHTe Ha mwiauebo. [lonobuu pesynraTh ca HAOmI0jaBaHH | Ipe3
cenmuiia 12: croTBeTHO 43,4%, 42,9% 1 31,7% HpH Nal@eHTHTe Ha 2 Mg MPYKANONPHA CPAMO 26,9%,
27.2% w 23,4% nipu nauuenTHTe Ha rianebo (p<0,001 cripamo raue6o).

Ha6monaBaHo € CHIIO 3HATHTEIHO GIArCIpPUSTHO Bb3AEHCTBIE BFEPXY OHpesieleH 6poli MIMepBaniA
Ha KAYECTBOTO Ha XHUBOT, KATO CTENEH Ha YAOBRNETBOPEHOCT OT JIEYSHHETO H XapaKrepa Ha nedexanya,
uapdeck H HCHXocowManeH HckoMGopT, nprTecHeH s ¥ Ge3NMOKOACTBA, 10 BPEME HA OLEHABAHCTO
KaKTO Ha ceaMuLa 4, Taka u Ha cenmuna 12, Ha 4-tata ceMHia NPOLEHTET MAIHEHTH C noaobpexHye
or >l 8 CpaBHCHHE ¢ HM3IXOAHOTO HHBO 3a YAOBACTBOPEHOCT IO noackanara Ouemca Ha 3areKa orT
nampenta — Kagectso na xurot (Patient Assessment of Constipation-Quality of Life, PAC-QOL) ¢
47,7% TIpR NALMEHTHTE, JEKYBaHH ¢ IPYKAIONpHA 2 mg, B cpasHerue ¢ 20,2% npH maupueHTHTe Ha
nnanebo, TToo6Hu pesyrraTy ca HabiMioRaBaHH M Tipe3 ceamuua 12: 46,9% Npy NalMEHTHTE HA 2mg

NpYKANOMpHA cpsaMo 19,0% npu namwerTHTe Ha ruiaieSo (p<0,001 cripamo nnanebo).

B nonbitieHHe epHKaCHOCTTa, 6E30MACHOCTTA H MOHOCHMOCTTa KbM TIPYKAMOTIPHA HPH NALHEHTH OT
MEIKKH 1107 ¢ XPOHHIHA KOHCTUINAIHA Ca OLCHEHH B 12-CeaAMUMHO, MHOTOLIEHTPOBO, PAHZOMH3HPAEO,
IBoiHOCAANO, mhaneGo-KoHTponHpano mnpoyusane (N=370). Ilepeuunara kpafina TOUKa Ha
NIPOYHBAHETO € H3MTBIHCHA: CTATHCTHYECKH 3HAYWTE/HO NMO-BACOX MPOUEHT YHACTHHIM B [PyIaTa ¢
npykanonpuza (37,9%) umar cpenno > 3 SCBM/ceqmuiia B cpaBHeHHe ¢ yHAaCTHHUHTE B rpynara 3a
nievenne ¢ wiane6o (17,7%) (p<0,0001) s pamxse Ha 12-ceqmuyen ABOHHOCIAN NEPHOA HA JICUCHHE.
TpodumsT Ha GezomacHocT Ha TMPYKAIONMPHA CHOTBETCTBA HA HAO/MOJABAHMS NPH NAHEHTHTE OT
JXEHCKH MO,

ﬂ bA2OCPOYHO RPOYYEAHE

EdukacHocTTa M 6€301acHOCTTa HA TIPYKaNONPH/I NPH NaUHEHTH (Ha BB3pacT = 18

3ameKk ca OleHeHH B 24-CeMHYHO MHOMOLCHTPOBO, PAHAOMHM3IHpaHO, IIBO



KOWTpONHpaHo npoydsase (N=361). HaMa cTaTHCTIMECKH 3HAYHMA PalivKa (p = 0,367) mexkny fena
Ha DALMEHTHTE ChC CPeJIHa YecToTa > 3 croHTeHHH ThHE nedexaumu (SCBMs) Ha cenqmuua (r.e.
oTropopwid) mpe3 24-cepmuaHara (aza Ha HBOMHOCIATIO JICYEHHE B TpYIATe Ha JISHCHUE C
npykaronpua (25,1%) u mwiauebo (20,7%). Tlpes Ceamuuu 1-12, pasnukaTa MexAy rpymure Ha
nedeHue N0 OTHOWIEHKE Ha cpeaHara dectota > 3 SCBMs Ha cenqmuiia HE € CTATHCTHYCCKH 3HATHMZ,
KOETO He CHOTBETCTEA Ha 5-T€ APYTH MHOTOIICHTPORH, PAHJIOMH3HPAHH, ABOHHOCENH, |2-COMIMNY,
W1ane6o-KOHTPOIHPauH NPOYIBaHUS, NEMOHCTpHpallM e()HKACHOCT B T43H BPEMEBA TOWKZ IPH
BE3pACTHA TAUMEHTH. Ilopazu TOB& NMPOYYBAHETO CE CYHMTAa 328 HEYOCHHMTENHO MO OTHOLICHHE HA
edukacHocTTa. CHBBKYNHOCTTA OT JAHHH, BKIIOYHTE/IHO APYTH JBOHHOCAEIH, TU1aLe60-KOHTPOIKpany,
12-cenMudHH Tpoydpasua obade ToAkpens eduKacHOCTra Ha MPYKAIONpPHI. TipodureT Ha
6€300aCHOCT Ha TPYKANOOPHA Npd ToBa 24-CeJMHYHO npoy4BaHe € B CHOTBETCIBHC C TO3H,

HabJofaBaH B npeJHIHuTe 12-ceAMMYHH POy YBaHHA.

TpykanonpyA He NOKa3ea Bb30GHOBABAHE HA CUMITTOMHTE, HHTO NPEH3BUKBA 3ABHCHMOCT.

TOT npoyveane

ITpoeeneHo e w3gepnarenso QT mpoyusaHe 3a oueHKa Ha edexrure ot npykanonpua 3a QT uHTepsana
¢ TepanesTauny (2 mg) ¥ cynparepaneeTyad (10 mg) no3u, kaTO T€ Ca CPABHEHH C epeKTHTE OT
miaueGo # moswTHBeH KouTpon. ToRa mpoydBaHe HE NOKa3Ba 3HAYMTENHH DPABIHKH MEKIy
NpyKAIONpYA ¥ IUiane6o 3a BCsiKa [1034, B3 0cHOBa Ha cpeaiHuTe QT H3MepBaHua 1 CTPaHHSCH AHATHS.
Topa NOTBRBP¥AABA pesyaTaTHTe OT ABe rwaneGo-koHTponupann QT npoydasanus. B npoiinocnens
KIMHUYEHA TPOYYBaHAA KOoepUIMeHTET Ha QT-CBBP3aHH HEXKENAHH POAKLMH M KAMEPHH apUTMHM ©

HUCHK H CPABHHMM C Iuraue6o.

Heduampuuna nonyaayun

E¢ukacHoctra # 6€30MacHOCTTa Ha NPYKajonpHl NpH NCIHATPHIHY NalHeHTH (Ha BB3pacT 0T 6
Mecena 10 18 romueHu) ¢ QYHKIMOHANEA KOHCTHNAUMA Ca OLUCHEHM B 8-CeMMMHO ABOHHOCIANO,
nnane6o-korTpondpaso wsmmTeane (N = 213), nocnensano ot 16-CeAMHIHO OTBOPEHO, KOHTPOTIHPAHD
ChC CPABHMTENEH NPOAYKT (onHeTIIeH ruxo 4000) npoy4saHe ¢ IPOABDKHTETHOCT 0 24 cepMuIM
(N = 197). TIpunoxenara HauanHa no3a e 0,04 mg/kg/nen, TuTpupana mMexny 0,02 u 0,06 mg/kg/nen
(a0 MakcumyM 2 mg AHeBHO) 3a Jetia ¢ Terno < 50 kg, nanena kaTo TepopaneH pasTBOP Ha
TpyKanonpha uAM cporsetHo mnaueGo. Jleua ¢ Ternmo > 50 kg momyuasar 2 mg/neH TabneTxu

NPYKaJOTpPH/ HIH CBOTBETHO IU1aNEe6o.

OTroBop XbM JIe4eHHETO ce JeHHMPa KATO HAIWIHC HA CPEIHO 2 3 cooHT
yepsara (CHUY) cenmuuno u cpenen Opoli em3ond Ha dekanHa HHKOHTHHE

PeaynTaTiTe OT NPOYYBAHETO HE MIOKA3BAT PAslIHKa B ehKaCHOCTTA MEXKIY TP



¢ 4ECTOTH Ha OTTOBOp Ot choTBeTHO 17% H 17,8% (P = 0,9002). O6HKHOBEHO NpyKANONPHT C& OHACK
nobpe. 3a6on1eBaeMOCTTA Ha TIAIMEHTHTE ¢ HAK-MaJIKO €AHO CreMIHO JEUCHHC HA HEMETaHo chluTHE
(treatment-emergent adverse event, TEAE) e 6una cxoaHa Mexay Ipynara, ISKyBaHa ¢ NPYKATOnpHA
(69,8%) u rpynara Ha nedenme ¢ Iwianebo (60,7%). Karo mano rpodurhT Ha 6e30macHOCT Ha

NPYKAJIONPH NPH AENA € CHIMST KAKTO NP BE3PACTHH.

5.2 @apMAKOKHHETHIHH CBOHCTBA

Abcopbimg

TIpykanonpuz ce aGcopGupa 6bp30; cael eAMHIIHA nepopaita f03a oT 2 Mg Cuax C& L0CTHIA 33 2-3
yaca. AGcomoTHaTa nepopansa SHoHAMHYHOCT ¢ >90%. ChpuBTCTBAIMAT NPHEM Ha XpaHa HE BIIHAC

BLPXY NepopalHaTa GHOHANHIHOCT Ha NIPYKAIONPHI.

PasnpeneiicHue
Tpyxanonpu/ ce pasfnpefiens B 3HAYHUTE/IHA CTENEH M NPHTexKasa YCTOHYHB 00eM Ha pasnpeneeHue

(Vdss) or 567 nurpa. Cesp3BaHeTO HA NPYKANOIPHA ¢ IUTASMEHHTE TPOTEHHH € OKONIO 30%.

BuotpancdopManss

MeTaboH3MbT HE € OCHOBHWAT MbT Ha eJMMHHHpAHEe Ha NPYKATOTpPHA. n Vifro YOBCHIKHMAT
gepHOApobeH Merabolm3sM ¢ MHOro GapeH H €A OTKPHTH CaMO HE3HAYHTENHH KOAHUECTEA
merabonnry. B npoy4sase Ha Xopa, MpHeManly NepopasHa J03a MApKHPaH ¢ pafuoaKTHBEEH N30TON
NPYKANIONPHI, ¢4 OTKPHTH MAIKH KOJHYeCTBa OT CE/IEM MeTaGonTa B YPHHATA K ¢examute, Haii-
BAKHMAT OT KOJIMYECTBEHa IJIeAHA Touka MeTabonuT B exckperHre, R107504, cherasiifgsa ChOTBETHO
3,2% u 3,1% ot Ko3ara b ypusata ¥ dexamute. Jipyrure MeTaGonHTH, OTKPHTH H H3MEPEHH B YDHHATA
v dexammure, ca R084536 (o6pasysau upes N-JeankumupaHe), CHCTABIABAL 3% oT no3ata, H
TIpOAyKTH Ha XHupokcwimpase (3% oT fosara) u N-okucrenue (2% ot nosara). HenpoMmereHoTo
AKTHEHO BEIECTBO CHCTaBd Okono 92-94% ot of0mara paJMOAKTHBHOCT B TUIA3MATa. R107504,
R084536 u R104065 (obpasyBan upes (-neMETHIMpaHe) Ca ONpPEACNCHH KATO HE3HATHTEIHH

wasMeHn MeTabOoIHTH,

EnuMunvpane
TolaMa 9acT OT aKTHEHOTO BEIecTBO ce oraend Oes npomsna (60-65% oT npunoxeHara I03a Ipes

ypHHaTa H 0KON0 5% upes dekannure). BEGpevHOTO OTAENIHE HA HENPOMEHEH TIPYKANONPHA BRITIOBA
KAKTO TacHBHA (WITpamms, Taxa H aKTHBHO oTae/siHe. [InasMeHHAT KIHPRHC Ha OPYXAIONpHA €

cpeano 317 ml/min. Herosust kpaeH NOMYKUBOT € OKONO €IWH AeH. Y CTOHIHBO CHCTOAHME £E

B paMKMTE Ha TpH A0 YeTHpH HeM. [Ipn jedeHue BEAHBK JHEBHO © 2 mg NpyKanoips
[LTa3MeHH KOHLEHTPALHH ce KoneGasT MexKy Hali-HHCKH K ITHKOBH CTOHHOCTH

ng/mi. CLOTHOIIEHHETO HA aKyMYJIHpaHe ciiei AO3HPOBKA BEAHBXK NHCBHO Bapyk



PapMaKOKHHETHKATA HA MPYKAIONPHL € IPONOPLHOHAIHA Ha NO34TA B PAMKHTE Ha TCPANICBTHIHHA
NHanasoH ¥ W3BBH Hero (Tectead a0 20 mg). [Ipykanonpux o.d. mokasBa He3aBHCHMA OT BPEMETO

KHHETHKA 110 BpEME Ha IIPOARDKHTENHO JTEYCHHE.

Coe HH [JOITYE

DaAPMAKOKUHEMUKA HQ NONYAGUUA
AHamus Ha (APMAKOKWHETHKATA HA [ONMyAalMs TIOKa3Ba, 4Y¢ OUCBHAHMAT O0Wl KIHPBHC Ha

NPYKAJIONPHA € CBBP3aH ¢ KNIHPHHCA Ha KPeaTHHHH, HO BB3PacTIa, TEJICCHOTO TErIo, NOJTBT HIIH pacaTa

HE OKa3BaT BIIHAHHC.

Xopa 8 cmapyecka ev3pacm
Cnex J03MPOBKA BEJHLXK [JHEBHO OT | mg, TMHKOBMTE [UIA3MEHH KOHUeHTpauwH H AUC nHa

NPYKaJoNpHz PH X0pa B crapdecka BE3pacT ca ¢ oT 26% no 28% mo-BHCOKH, OTKOIKOTO NP MIaAH
BB3pacTHH. Toau edexr moxe za GbIe npumucaH Ha HamaneHaTa ObGpedHa QyHKUMS NpH Xopa B

CTap4ecCKa BB3pacT.

bvbpeunu yepexcoanun
CpaBHeHH cOpAMO MMAMBHAM ¢ HopManHa OwOpevHa QyHxums, miasMeruTe KOHICHTPALMHM Ha

IPYKAIONpPH] clieX SAMHHIHA 1038 OT 2 mg ca cpemHo ¢ 25% u 51% no-BHCOKH NPH HHINBUIH ChC
crotrerHo eku {Cler 50-79 m/min) # ymeperu (Clcr 25-49 mi/min) 650peuny ypesknatus. ITpn
HEIMBAIH C Texxu 6B6peurn yBpexaanus {Cler < 24 ml/min) nnasmMenuTe KOHUEHTpalwH ¢4 2,3 THTH

HaJl HABATA Ha 3APaBH HHIMBHIH (BX. ToukH 4.2 H 4.4).

Yeprnodpobtu vepenoanus

Emmmunnpanero He 9pes 6s0penute JonpuHacs 3a okono 35% or o01oTo ennMuHApaHe. TIpu egHO
orpaHMueHo GapMaKOKMHETHIHO NpoyuBane, Cmax B AUC Ha npykanonphy ca cpeaso 10-20% no-
BMCOKH TIPH MALMEHTH ¢ YMEPEHO OO TEeKKO TepHOAPOOHO yBpexJaHe, B CPaBHCHME CBC 3/paBH

HHIHBHAH (BK. TOUkH 4.2 1 4.4).

53 IipeaxsiHHAYHA JAHHA 32 6e300acHOCT

HelIMHMYHWTE [aHHM HE TOKA3BaT OCobeH PHCK 3a XopaTa Ha 0a3aTa Ha KOHBEHLHOHAIIHHTE
(apMakonOTH4YHH W3NMTBAHHMA 2a 0e30MacHOCT, TOKCHYHOCT TNPH MHOIOKPATHO TMpHiaraHe,
FEHOTOKCMYHOCT, KapUWHOTEHEeH TIOTEHHMAl H PENpOAYKTHEHA TOKCHYHOCT U pazsuTHe. Pasmmpeny

CepHH OT NpoydBaHHa 3a (apMakomorHdHa OC30MACHOCT HE [IOKa3BaT

xemoauHammkara u npomssogaure EKI napamerpu (QT¢), ¢ m3kmoueHue Ha ym /, e
ChbpAEYHHA PMTBM M KPBBHOTO Haudrane, HaGjionasanM 0OpH aHECTE3HPIN

HHTPaBEHO3ZHO BBBEXJaHe, H TMOBHIIABAHE HA KPBHBHOTO HaJArabHe npH ETH [B am;lecnen :



G0TyCHO MHTPABEHO3HO BHBEXKAAHe, KOeTO He € Habmo1aBaHO HHTO NPH AHECTE3HPaHH Ky'4eTa, HHTO
C/le]l TepOpATHO BHLBENJIAHE TPH KyueTa, AOCTHrau noaoGHM niasmend Huea. Ilpoyusane Ha
TTO/IKOMHATA HEOHATA/THA/IOBEHH/THA TOKCHYHOCT, TIPOBEIEHO MY IUTHXOBE Ha Bb3pacT 7-55 JHH, laBa
pesynratr 3a NOAEL 10 mg/kg/nen. CworHomennsta Ha excriosuuus AUCo2sn npH NOAEL B
cpaBHEHHe ¢ Jeua (npuemamy 103a ot npuénusutento 0,04 mg/kg nHeBHO) BapHpaT Mexay 21 u 71,

KOETO OCHUI'ypsABa 3aJJOBOJIMTE/IHH 'PAaHHLIH Ha Oe30nacHOCT 3a KJIWHWYHATa 103a.

6.  ©®APMAIEBTHYHH JAHHH

6.1 CunHchK HAa NOMOIIHATE BellecTBA

CobpueBnHa Ha TabneTkara

JlakToza MOHOXHIpaT
MHUKpOKpHCTAIHA LIeNTy/103a
Konounen Ge3B0[eH CHIMLIHER JHOKCHI

MarHe3ueB creapat

Enunuc 1 mg gpunmupanu mabnemxu
Oo6BuBka Ha TabneTkara
Xunpomenosa 6 cps

Xunpomenosa 3 cps

IMomucop6ar 80

Makporon 400

Turanos nquokeun (E171)

?

TwHTaHOB [}

JOKCH) ];7])
cwn uepsen (E172)

6.2 HecnLBMECTHMOCTH

Henpunoxumo.




6.3 Cpok Ha rogHocT

2 roauHHU

6.4 CnenuajHH npelna3HH MEPKH NPH CbXpaHeHHE
To3u neKkapcTBeH MPOAYKT He W3WCKBA CrELMAIHM TEMIEpaTypHH yC/IOBHA Ha ChXPAHCHHC. Ja ce

ChXpaHsABa B OPHrHHAJIHATa ONMAaKOBKa, 3a Jia ce npeanasH oT Bjiara.

6.5 BHA H chABpKaHHE HA ONAKOBKATA
Alu-OPA/Alw/PVC wnu Alu-PVC/PE.EVOH.PE/PCTFE Gnucrepu.
Besika onakoBka chabpxka 7, 14, 28, 30 wiu 84 punmupany tabnetky B GnucTepH.

He BcHYKH OMaKOBKH Morart Aa ObJar MmycHaTH Ha mnasapa.

6.6 CrnenHa/JHH NpeINasHH MEPKH NPH H3XBbpJsHe H pabora
Hewnzno/3BaHWUTE JIEKAPCTBEHH MPOJAYKTH HIH OTMAJbYHHTE MATEpPHAIX CieBa a Ce H3XBBPIIAT B

CBOTBETCTBHE C MCCTHHUTE H3HCKBAHHA.

7 MPUTEKATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
“Becra Mex” EOO/], ya. Ksuuo Ckopues Ne8, 5350 TpasHa, bvarapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA
Enunuc 1 mg gpuamupanu mabremxu Per. Ne: 20220159
Enunuc 2 mg gunmupanu mabremicu Per. Ne: 20220160

9. JIATA HA ITbPBO PA3PEIIEHUE/ TIOJJHOBSIBAHE HA PA3PEHIEHHETO

Jlata Ha mepBo paspeiuaBane: 02 ronu 2022

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA
12/2022




