KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HUME HA JJEKAPCTBEHMUS ITPOAYKT W3NbLITHUTENHA ATEHUWA NO NEKAPCTBATA
Kpamxa xapaxmepucmuxa na npogyxma [pusoxenue |

Copor Lowgimmpraraloes course e IONVOEE(¥T |

Crepkop 2 mg puiMHupaHHu TabsieTKH Paspewerue N:

Stercore 2 mg film-coated tablets BG/MA/MP - 6-9@58 ~59 UB UBZU 25
_f_'?iriﬁ_;}_ﬁ:m;e T S— waswwss ol dnsaeas R RS

2 KAYECTBEH H KOJIMUECTBEH CbCTAB

Bceaka ¢punmupana Tabnerka cbabpxka 1 mg unu 2 mg npykanonpua (kato cykuuHar) (prucalopride
(as succinate)).

[ToMOI1IIHO BeLIEeCTBO C H3BECTHO JEHCTBHE: JIAKTO3A.

Bcska Tabnerka ot 1 mg ceabpxa 78,02 mg 1akTo3a MOHOXHpAT.
Bceska Tabnerka ot 2 mg cprabpxka 156,012 mg nakro3a MOHOXHApAT.

3a NMbJIHKUA CITHCHK Ha NMOMOLIIHUTE BELECTBA BHXKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

OunmupaHa Tadnerka

1 mg: benu, Kpbriau, ABORHOM3MbKHAIH (UIMHpPaHHU TabneTKH ¢ peaedHo o3HayeHue ,,10% oT eaHara
CTpaHa M IMaJKH OT Apyrara ¢ HaMeTbp Ha sApoTo 6 mm.

2 mg: Po30BH, KPBIJIH, IBOHHOM3NMBbKHANH PUIMHUpaHu TabneTku ¢ penedHo o3HayeHue ,,20% ot
e/lHaTa CTpaHa M IJaJKH OT Apyrara ¢ AMaMeTbp Ha 41poTo 8§ mm.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHSA

ﬂpyrcanonpu,u € MNOKa3aH 3a CHMINITOMATHYHO JICHCHHE Ha XpOHHYHa KOHCTHUIIALIUA IMPH Bb3PaCcTHH, Ha
KOHUTO JIAKCATUBHTE HEC OCHI'ypABAT AOCTATBYHO obJiekueHue.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE
Jlo3upoBka

Bwv3pacmmu
2 mg BeIHbXK AHEBEHO CbC UM Oe3 XpaHa, Mo BCAKO BpeMe Ha JeHA.

[Topaau cneundHUyHKA HAYHH HA JEHCTBHE HA NMpyKaJonpua (CTHMYJIHpaHe Ha MPOITYJICHBHH
JABHXKEHHS ), HE C€ OYAKBa YBeJIHUEHHE Ha e(hUKaCHOCTTA NpH NpeBHLLAaBaHe HAa I€HEeBHATa 103a OT 2
mg.

AKO NpHEMBT BEAHbK JHEBHO HA MPYKAJIONPH He € e(peKTUBEH cJiel 4-CeIMUYHO JIeYEHHE,
naLMeHTHT TpAOBa aa Obae npersieaaH NOBTOPHO M Aa Obae npepasrieaaHa nojasara ot
[poAb/DKaBaHe Ha JICYEHHETO.

EdukacHoCTTa Ha NpyKaJIONpHU € YCTaHOBEHA Ype3 ABOMHOCIIENH, M1auedo-KOHTPOJIHPAHH
Mpoy4YBaHHA 3a NepHoa 10 3 Meceua. B ruianedo-KOHTpOJIMpaHH Mpoy4YBaHUs HE € 10Ka3aHs
e(PMKACHOCT 3a Nepyo/ MoBeye OT TpU Mecela (BHKTe Touka 5.1). B ciyyai Ha npoabipk
Ne4eHUue nosizara TpsAOBa ce OLEHABa MOBTOPHO Ha PEJIOBHH HHTEPBAJIK OT BPEME.




Cneyuannu nonyaayuu

Ilayuenmu 6 cmapuecka ev3pacm (>63 200unu)

3anouyHere ¢ | mg BeAHbX AHEBHO (BHXKTE TOYKa 5.2); NMpU HEOOXOAMMOCT J03aTa MOXe Aa Obae
yBEJIMUY€HA 110 2 mg BEAHBK AHEBHO.

ITayuenmu c 6v6peuno yepescoane

Jlo3aTa 3a nauMeHTH ¢ Texko 6b6peuno yBpexaane (GFR <30 ml/mun/1.73 m2) e 1 mg BeagHBX
AHEBHO (BWKTe TOYKH 4.3 U 5.2). He ce Hanara kopekuus Ha 103aTa MpH NaLHEeHTH C JIEKO 10 YMEPEHO
ObOpeuHo yBpexaaHe.

Ilayuenmu c yepnoopobro yepedcoane

[TaumeHTH ¢ Texko yepHoapoOHO yBpexaaHe (Child-Pugh knac C) 3anousar ¢ | mg BeAHBX AHEBHO H
MOJKE J1a Ce YBEJIMYHM 10 2 mg, aKo € HeoOX0aAMMOo noaodpsiBaHe Ha e(pUKACHOCTTA M aKO J03aTa OT |
mg ce noHacs goope (Buxkre Toukd 4.4 u 5.2). He ce Hanara kopekiysa Ha 103aTa MPH NALHEHTH C
NIEKO A0 YMEPEHO 4epHOApOOHO yBpexaaHe.

ITeouampuuna nonyarayus
[Ipykanonpua He TpsaOBa fa ce npuiara npu aeua M 1oHoWH noa 18 roaMHu (BuKTe TouKa S.1).

HauuH Ha npuHJIoKEHHE
[lepopanHo npuiIOKEHHE.

4.3 IlporHBONMOKA3AHHS

CBpBbX4YBCTBHUTEJTHOCT KbM aKTHBHOTO BELIECTBO WM KbM HAKOE OT MOMOLIHUTE BELLECTBA,
H30poeHH B ToYKa 6.1.

bbOpeuHO yBpexaaHe, H3UCKBALLO AUATH3A.

UpesHa nepdopauus HIH HEMPOXOJAUMOCT MOPaAAH CTPYKTYPHH WIH QYHKLIMOHAJIHH HapyLUEHHS Ha
YypeBHaTa CT€Ha, OOCTPYKTUBEH HJIEYC, TEKKH Bb3NaJeHUs Ha YpeBHUA TpakT KaTto 6onect Ha KpoH,
YUEPO3€H KOJHUT U TOKCHYEH MEraKko0H/ MErapekTyM.

4.4 CpoenHa/iHH npeaynpex/ieHHs H NpeaANa3HH MePKH NPH ynorpeoda

OCHOBHMAT IbT HA eJIMMHHHUpaHE Ha NpyKaJonpua e ObOpeuHaTa ekckpelus (BHKTE To4ka 5.2).
[IpenopbuMTenHaTa 103a 3a NALUMEHTH C TEXKO 0BbOpeyHO yBpexaaHe € | mg (BHxkTe TOouka 4.2).

TpsaGBa na ce noaxoxaa ¢ NOBULIEHO BHUMAHHKE MPH NPEANMCBAHE HA NMPYKAJIONPHI HA NMALMEHTH C
TeXKO YyepHoaApoOHo yBpexaaHe (Child-Pugh knac C), nopaau orpaHH4YeHH 1aHHU NPH NMaLUMHEHTH €
TEXKO YEPHOAPOOHO yBpexaaHe (BHXKTe ToUKa 4.2).

Mma orpanuyeHa uHdopmMaLus OTHOCHO 6e30nacHOCTTa M €(PUKACHOCTTA Ha NMpPYKaJIONpUJ 3a
ynotpeda npu NauMeHTH € TeXKKO U KIIMHHYHO HECTAOUJIHO CBITHTCTBALLO 3a004BaHe (Harmp.
CbpPAIEYHO-CHA0BO UK 6enoapoOHO 3ab01siBaHe, HEBPOJIOTMYHH WK NMCHXHUYHH HapYLUEHHUS, PaK WIH
CIIHUH w» apyru HapylieHus Ha eHJJOKpUMHHaTa cuctema). [lpykanonpua tpsabsa aa ce npeanucea ¢
MOBULIEHO BHUMAHHUE Ha MALMEHTH C TAKUBA CHCTOSHHUA, OCOOEHO KOraTo ce U3rnos3Ba Mpy NnauueHTH
C aHaMHe3a 3a apUTMHH HJIH HCXEMHYHO CbPAEYHO-CHA0BO 3a00/1BaHeE.

B cnyuaii Ha Texxka AuMapus eUKaCHOCTTa Ha NepopalHUTE KOHTPALUENTHBH MOXKe a Obae HamasleHa
H ce TIPEenopbuBa M3MOJI3BaHE Ha JOMBJIHUTEIEH KOHTPALIENTHBEH METO/1 3a Npe10TBpaTABaHe Ha
Bb3MOXKHA HEYCIIELHA MepopaiHa KOHTpauenuus (BUKTe HHPOpMaLUaATa 3a NpearnucBaHe Ha
nepopajieH KOHTPALIENTHB).

Tabnerkure cbabpkar Jiakro3a. [launeHTH ¢ peaku HacaeACTBEHH NMPOOIeMH Ha HAMOHOCHM
rajnakTo3a, [TbJIEH JIaKTa3eH AeDHULMT HIIH INIIOKO030-rajlakTo3Ha ManabcopOums He TpsOBa
TOBA JIEKapCTBO.



4.5 BsaumoaelicTBHE ¢ APYrH JIeKAPCTBEeHH NPOAYKTH H APYrH (JOpMH Ha B3aHMO/leiiCTBHe

[Ipykanonpua iMa HUCHK MOTEHLMAN 3a JapMaKOKHHETHYHH B3auMoaeicTBUs. TOH ce ekckpeTHpa B
roJisiMa CTerneH HempoMeHeH B ypuHara (npubauszurenHo 60% ot no3ara) u Merabonusma in vitro e
MHOTro 6aBeH.

B TepaneBTHYHO 3HAYMMH KOHLICHTPALMH, NPYyKaaonpua He HHXuOHpa cneurpuunuTe CYP450
AKTUBHOCTH MPH in vitro NpoOy4BaHHs MPHU YOBELUKH YEPHOAPOOHH MHKPO3OMH.

Bbnpeku ye npykanonpua Moxe aa e ciab cyberpar Ha P-ritokonporeus (P-gp), Toi He € HHXHOUTOp
Ha P-gp npH KJIMHHYHO 3HAYHUMH KOHLIEHTPALIHH.

Edhexmu na npyxanonpuo eévpxy ¢papmaxoxkunemuxama na opy2u 1eKapcmeenu npooyKmu
30% yBenMUYeHHE Ha IJ1a3MEHUTE KOHLUEHTPALUH Ha EPUTPOMHULIMH € OTKPUTO MO BpeMe Ha
CBIBTCTBALLLO JIEYEHHE C NPYKAJIONPHUA. MeXaHW3MbT Ha TOBAa B3aUMOJICHCTBHE HE € U3SACHEH.

[Ipykanonpua HAMa KIHHUYHO 3HaYMMH ePeKTH BbpXY (papMaKkOKMHETHKaTa Ha BapdapuH, JUrOKCHH,
aJIKOXOJ1, MAPOKCETHH HJIH NEPOPaIHH KOHTPALIENTHBH.

Edexmu na opyeu nrexapcmeenu npooykmu 6vpxy papmaxoxkunemuxama Ha npykaionpuo
Kerokona3zon (200 mg aBa nbTH AHEBHO), MolieH HHXHOuTOp Ha CYP3 A4 u Ha P-gp, yBenMuaBa
CHCTEMHATa eKCMO3HUKA Ha npykaionpua ¢ npubausurenHo 40%. To3u epekT e npekaseHO MaTbK, 3a
Ja € KJIHHHYHO 3Ha4YHuM.

B3aumoaeicTBUs ¢ no100HO 3HaY€HHE MOXKE J1a CE OYaKBaT MpPH APYrH MOLIHH HHXHOUTOpHU Ha P-gp
KaTo BepanaMmuj, UMKJIOCNOPHH A U XMHH/IHH.

TepaneBTHYHH 1034 NpoOEHEeLM1, UIHMETHIHH, EPUTPOMHULIMH U NMapPOKCETHH HE OKa3BaT BIUSAHHE
BbpXY (papMaKOKHHETHKATa Ha NMPYyKaJONpHAa.

4.6 DepTHIAHTET, OpeMEHHOCT H KbpPMeHe
JKeHH ¢ aerepoaeH noTeHuyan

JKeHwu ¢ nerepojieH noTeHuUMan TpaOBa na U3noa3aT eeKTHBHA KOHTPAUENLMS MO BPeMe Ha JIeYEHHE
C MPYKaJIONPHA.

bpemeHHoCT

Mma orpaHnyeHH JaHHH OT ynortpedaTa Ha npyKajJonpua rnpu opemMeHHH xkeHH. [1o Bpeme Ha
KJIMHHWYHM NMpOoy4YBaHHUA ca HabroaBaHH CJTy4yad Ha CIOHTAHEH adopT, BLIIPEKH Y€ NMPH HAJIMYHETO Ha
JIIPYTH PUCKOBH (PaKTOPH Bpb3KaTa C NpyKajaonpua He € u3BectHa. [IpoyuBaHusTa rnpu )KMBOTHH HE
MOKa3BaT NMPAKO WK HENPAKO BPEAHO Bb3AEHCTBHE MO OTHOLIEHUE HA pENpoOAyKTUBHATA TOKCHYHOCT
(BKJIFOUMTETHO OpeMEeHHOCT, eMOpHOHANTHO/(heTaTHO pa3BUTHE, paXK1aHe WJIK NMOCTHATAJIHO Pa3BUTHE
(BrokTe Touka 5.3). [Ipykanonpua He ce npenopbyBa 1o BpeMe Ha OpEMEHHOCT U MPH KEHHU C
NeTepO/I€H MOTEHLHAJI, KOUTO HE MOJI3BAaT KOHTpALIECTILHA.

KbpmeHe

[IpoyuBaHe npH Xopa NoKa3Ba, Ye NpyKajJonpHa ce eKCKpeTupa B kbpMmaTta. [Ipy TepaneBTHYHH 103K
NpyKaJIONpPHUJ1 HE Ce OYaKBAT Bb3AEHCTBUA BbPXY HOBOPOJAEHH KbpMaueTta/ 6ebeta. I1pu nuncara Ha
JJAHHH TIPH XOpa, MPH KEHH, KOUTO KbPMAT aKTHBHO, JOKATO NpPUEMAT npykaionpui, Tpadea jaa ce
B3e€Me€ pellleHHe JAJIH J1a Ce MPeyCTaHOBH KbPMEHETO MJIH /1a Ce MPEyCTaHOBH TeparuaTa ¢
MPYKaJIONPH/ KaTo ce B3eMaT MpeABH/ M0J13aTa OT KbPMEHETO 3a AETETO M M0J13aTa OT Teparnusra 3a
KeHara.

DepTUIIMTET
[IpoyyBaHHATa NPH )XKMBOTHH HE NMOKa3BaT Bb3ACHCTBHE BbPXY MBIKKHS HIIH XKEHCKHSA depT

4.7 EdexkTn BbpXy cnocobHocTTA 32 ModHpaHe H padoTa ¢ MAIIHHHA




[Ipykanonpua Moxe J1a NOBJIMs€ B MaJIKa CTeNeH cnocobHOCTTa 3a wodupaHe U paboTa ¢ MalllHHH,
Thbil KaTO B KIMHUYHH NPOYy4YBaHHUA ca HabJIl0OaBaHH CBETOBBPTEXK H YMOpa, 0COOEHO Npe3 MbpPBHS
JIEH OT JIeYEHHETO (BHXKTE TO4YKa 4.8).

4.8 Hexe/1aHH JIeKAPCTBeHH PEeaAKIHH

Pe3ioMe Ha npoduna Ha 6e30nacHOCT

B uHTerpupan aHanu3 Ha 17 ABOMHOCENH, MJ1aLe00-KOHTPOJIHPaHH NPOyYBaHHUS NMPYKAIONpPH/ €
MpuJiaraH nepopaiHo Ha okosio 3300 nauueHTH ¢ XpoHHuHa KoHcTUnauus. Ot 1ax Haa 1500
MalMEHTH ca NOJIy4YaBajy NnpenopbyBaHaTa 103a NpyKaJonpua ot 2 mg AHEBHO, 10KaTO 0koj0 1360
MaLMeHTH ca JIEKYBaHH ¢ 4 mg npyKajaonpua AHeBHO. Hal-4yecTo NoK1aABaHHUTE HEXEJTaHH PEaKLnH,
CBBbP3aHH ¢ ynorpebara Ha 2 mg npykanonpua ca rinasobonue (17,8%) v ctoMaliHO-4YpeBHH
cumnToMu (6onku B kopema (13,7%), ranene (13,7%) u nuapus (12,0%)). HexxenaHnure peakuuu ce
NPOsABABAT MPEJAUMHO B HAYaJ0TO Ha TepanuiaTa ¥ OOMKHOBEHO OTIIYMSABAT B PAMKHMTE Ha HAKOJIKO
JIHH TIpH NpoAbJKaBallo JeueHHe. [ToHskora ca cboO1aBaHH M IPYrH HEXeENaHH peaKLHH.
[IpeoGnanaBainata 4acT OT HEXKEJIAHWTE PeaKLIMH ca C JieKa 10 yMepeHa HHTEH3UBHOCT.

TabnuuyeH cnUChHK Ha HEXENAHUTE PEAKLIMH

[Ip1 KOHTPOJIHPAHH KJIMHHYHH NPOYYBaHHUA C NpenopbYBaHaTa J03a OT 2 mg ca AOKJIa/IBaHH
CJIEIHMTE HEXKEeJJaHH PeaKLUHH C YeCTOTH, CbOTBETCTBALLM Ha: MHOTO yecTH (=1/10), yectu (=1/100 no
<1/10), neuectn (=1/1000 no <1/100), peaku (=1/10000 no <1/1000), mHoro peaxu (<1/10000) 1 ¢
HEW3BECTHA YeCcTOoTa (OT HAJIMYHUTE JIaHHK He MoXKe J1a Obae HanpaBeHa olieHka). [Ipu Bcsako
rpynupaHe B 3aBUCHMOCT OT YECTOTaTa HEXKEJIaHUTE JIEKAPCTBEHH PeakLUU ce H30poaBaT B HU3XOAALLL
pea Mo OTHOLIEHHE Ha TAXHATAa CEPHO3HOCT. YecTOTUTE Ca H3YMUCIIEHH Bb3 OCHOBA HA MHTErpUpaH
aHanu3 Ha 17 aBoHHOCAENH, 1aued0-KOHTPOJIMPAHH KIIMHHUYHH NPOYUYBAHHUS.

Tabnauya 1: Hexcenanu nexapcmeenu peaxyuu (H/IP), cevpzanu ¢ npyxaronpuo

Cucmema/Opean Knac Kamezopusa wvecmoma Heoicenana nexapcmeena peaxyus

Hapyuwienus Ha metabonuzma u | Yectu HamaneHn anetur

XpaHEHETO

HapywieHus Ha HepBHaTa MHoro 4yectu [ naBobonue

cUcTeMa YectH 3amaiiBaHe
HeuecTH Tpemop, MurpeHa

HapyuieHHst Ha CbpLETO HeuyectH [lannuraumm

HapyiueHus Ha yxoTo H HeuectH Bepturo

nabupHuHTa

CtoMaluHO-4YpeBHHU HapywieHuss | MHoro yectu ["anene, nuapus, kopeMHa 6oJika
YectH [loBpbluane, afucnencus,

¢naryneHums, HeoOH4aHH
CTOMaLIHO-YPEBHH 3BYLIH

HeuyecTH PekTanHo kbpBeHe
Hapyumenus Ha Ob0peumre HeuecTH [Tonakuypus
| YpPHHApHHS TPaKT
OOwm HapylieHus U edpexktd Ha | YectH YMmopa
MACTOTO Ha NMPHJIOKEHHE Heuectu [Iupekcus, Hepa3noJioKeHHe

OnucaHue Ha M30paHKU HEXEJaHW PeaKLMH
Cnen nmbpBHA €H OT JICYEHHETO, HAW-YECTO JI0KJIaZIBAHHUTE HEXKEJIAaHH PEAKLIMHK Ca ChC CXOJHH

4eCTOTH (C pa3/iMKa B YeCTOTaTa MEeXAY NpyKanonpua U riauedo He noseye ot 1%) no BpeMe Ha
Tepanus ¢ NpYKaJonpH/, KakTo U NpH miauedo, ¢ H3KIKOUYEHHE Ha raJIeHe U IHapHUs, KOMTO ce

MOSBSABAT MO-4YECTO M0 BPEME Ha Tepanus ¢ NpyKajonpujl, HO no-caabo u3pazeHu (pas3iMKy B
YyecToTaTa Ha CllyyauTe MexXay npykajaonpua v riauedo cbotseTHo 1,3% u 3,4%).
[Tannuraumu ca noknaasanu npu 0,7% ot nauueHTHTe, NpUemaily niauedo, 0,9% ot nauu
npueMaiuy 1 mg npykanonpua, 0,9% ot nauMeHTHTE, NpUeMalli 2 mg npykaionpua ¥ 1,9
nauMeHTUTe, npueMaiy 4 mg npykanonpua. [lpeobnanasaiiara yact OT nauMEeHTUTE ca Il




Aa MpHeMart MNpyKaJlONpHA. Kakro NpH BCEKH HOB CHMIITOM, NALIUEHTHTC maﬁna na obcuaaT nosgBara
Ha MNaJrnuTaluHH CbC CBOA JICKAPp.

Cro0maBaHe HA NOJI03HPAHH HeXe/IAHH PeaKIHH

CpoOl1aBaHeTO Ha MOJAO3HPAHH HEXKEJIaHH peaklLMM Clle/l pa3pellaBaHe 3a ynorpebda Ha JIeKapCTBEHMS
MPOAYKT € Ba)KHO. ToBa M03BOJIsABA J1a NPOAB/DKH HAOJIIOAEHHETO Ha CHOTHOLLIEHHETO MOoJ13a/ PHCK 3a
JIeKapcTBEHHs MPOAYKT. OT MEMLIMHCKHTE CMELMAJIMCTH C€ U3MCKBA J1a ChoOLIaBaT BCAKa N0/103HpaHa
He)KeJlaHa peakLMs Ype3 HallMOHATHaTa CUCTeMa 3a ChoOlllaBaHe:

M3nbaHUTEIHA areHLMs Mo JieKapcTBaTa

yi. ,.,JJamsax ['pyeB” Ne 8

1303 Cous

Ten.: +359 2 890 3417

yeOcaiT: www.bda.bg

4.9 Ilpeno3upane

[Ipu npoyuBaHe npu 3paBu 10OPOBOJILIH JIEYEHHETO C NMPYKAJIONPHUA €€ NMOHAcs 100pe npu
NMpeANnMCcBaHe Ha CXeMa ¢ Bb3XOAALL0 THTPUpaHe Ha A03aTta 10 20 mg BeAHbK AHEBHO (10 mbTH
noBeyve OT NnpenopbyBaHaTa TEpaneBTHYHA 103a). [Ipeao3upaHeTo Moxe 1a NpHYHHHA CHMITTOMH,
MPOM3THYALLK OT 3aCHJIBaHe Ha W3BECTHHTE (PapMaKOJAWHAMHYHH €(EKTH Ha NPYKAJIONPHI H
BKJIIOYBAT r1aBo0oKe, rajeHe U avapusa. Hama cneudUuyHO neyeHHue npU npeao3uBaHe ¢
npykanonpua. [Ipu npeno3upane nauueHTHre TpsadBa Aa ObaaT JIEKyBaHH CHMITTOMAaTHYHO H Ja ce
npeAnpUeMar NnoIbpKallli MEPKH NpH HeobxoauMocT. [IpekomMepHaTa 3aryba Ha TEYHOCTH Nopaau
AWapHUs WM NMOBPbLIAHE MOXKE J1a HAJTOXKH KOPEKLIMS HA €JIEKTPOJIMTHUTE HApYLUEHHS.

5. ®APMAKOJIOTUYHHU CBOMCTBA
5.1 ®apmMakoJHHAMHYHH CBOHCTBA
®dapmakorepaneBTuuHa rpyna: Jpyru nekapcrsa npu 3anek, ATC koa: AO6AXO0S.

MexaHu3bM Ha AEHCTBHE

[Ipykanonpua e anxuapodbeHzodypaHkapboKkcaMua CbC CTOMALIHO-YPEBHA NPOKHHETHYHA AKTHBHOCT.
[Ipykanonpua e celeKTHBEH aroHUCT Ha (5-HT4) peuentopa Ha CepOTOHUH C BUCOK a)HHHUTET, KOETO
BEPOATHO O0SACHABA HErOBUTE MPOKHUHETHYHH ePeKTH. In vitro, aMHUTET KbM IPYTH PELIENTOPH €
OTKPHT CaMO NMPH KOHLIEHTPALIMH, NPEeBHLIABaLlH HeroBus apuHUTET KbM 5-HT4 peuenropa ¢ noHe
150 nbTH. [Ipu nabxoBe npykanonpua in vivo B 1034 Haa S mg/Kg (okono v 30-70 mbTH Hax
KJIMHMYHATa €KCMO3ULIUA) MPEeAU3BHKBA XHIEPNPOJAKTHHEMHS, MPHYUHEHA OT AHTArOHUCTHYHO
nevcteue B D2 peuenropa.

®apMakoAHHAMHYHH ePEeKTH

[Ipu kyuera, npyKaJonpua NpoOMeHs MOJEJIMTE Ha MEePUCTAJITUKA Ha 1e0eI0TO YepBO Ype3
ctumynupade Ha 5S-HT4 peuentopa Ha CEpOTOHHMH: TOW CTUMYJIMpa MPOKCUMAaIHATa NEPUCTAIITHKA Ha
nebenoro yepBo, nooOpsBa racTpoayoAeHaIHATa MNEePUCTAJITUKA U YCKOpSBa 3a0aBEHOTO CTOMALLHO
u3npazaHe. OCBEH TOBa, NPYKaJIONPU NMPEAU3BHKBA TMIAHTCKH MUIPUpALLM KOHTpakLUMH. Te ca
€KBUBAJICHTHHU HA YCHJIEHATa YpEeBHA MEPUCTAITHKA [PU XOpaTa U OCUIypsBaT OCHOBHaTa
MpoIyJiCHBHA cuia 3a aAedekaums. [Ipu kyuera HabnonaBaHUTE B CTOMALLIHO-YPEBHUS TPAKT €PEKTH
ca YYBCTBHTEJIHH KbM 0JI0KaJ1a CbC CEJIEKTHBHH aHTaroHUcTH Ha 5-HT4 peuenropa, wiatocTpupanku
nposiBaTa Ha HabaoaaBaHUTe eEeKTH Ype3 CeNIEKTHBHO JeicTBre Ha 5-HT4 peuentopure.

Te3u papMakoaHHAMHYHHU €(PEKTH HA NPYKAIONPH/ ca NOTBBPAEHH C U3I0JI3BaHE HA MAHOMETPH
MPH XOpa ¢ XPOHHYHA KOHCTUNALIUA B OTKPHUTH, PaHAOMH3HPaHH, KPbCTOCAHH, 3aCJIENEHH 3a Y
NMPOYy4YBaHHA, H3C/IeIBALLM €(EeKTa OT NMPYKAIONpPHUA 2 ME H OCMOTHYEH JIAKCAaTHUB BbPXY

NepUCTaITHKaTa Ha 1e0esI0TO YEPBO, CHIIIACHO ONPEAEIEHOTO Ype3 Opos Ha BUCOKOAMIUTH
nponarupaiy Koutpakuuu (BAIIK; HapeueHH CblO0 TMIraHTCKH MUIPHPALIIH KOHTPAKLIHH).




CpaBHEHHE C JIeYeHHEe Cpely KOHCTHIMALMS, KOETO YITpaXHABa OCMOTHYHO JNEHCTBHE,
MPOKHHETHYHATA CTUMYJIALIMA C NPYKAJIONPH/ YCHJIBA YpEBHATA NEPHCTAITHKA, ChIJIACHO
u3MepeHoTo upe3 Opos Ha BAIIK npe3 nbpBuTe 12 yaca ciiell mpHeM Ha H3CJieIBAHHS MPOYKT.
KAMHMYHOTO 3HaYeHHe Ha TO3W MEXAaHU3BbM Ha JACHCTBUE HIIM KIIMHWYHATA M0J13a OT HEro B CPaBHEHHE
C T€3H Ha APYIrUTe JJAKCATHBH, HE Ca NMPOYUYEHH.

KnnHuyHa eHKacHOCT M Oe30macHoCT

Bw3pacmna nonyaayus

EdukacHocTTa Ha npyKaJonpui € onpeaeneHa oT TPH MHOMOLIEHTPOBH, paHAOMH3HPaHH,
JBOMHOCIENH, 12-ceAMHUYHH 1aued0-KOHTPOJIHPAHHU MTPOYYBAHHS MPH NALMEHTH ¢ XPOHHYHA
koHcTUnauus (n=1279 ¢ npykanonpua, 1124 xenn, 155 mbxke). [IpoyuBaHuTe BB BCAKO €IHO OT
T€3U TPHU NMPOYUYBAHHUA J03H

NpYyKaJIoONpHI BKIKOUYBAT 2 mg U 4 mg BeAHbXK AHEBHO. [ 1aBHaTa KpalHa ToOuka Ha e(UKaCHOCTTA €
ChOTHOLIEHHETO (%) Ha MHAMBHAH, MOCTHTHAJIH HOPMAJIU3HPAHE Ha W3Mpa3BaHETO Ha YepBaTa,
OMnpeAesieHO KaTo CPeAHO 3HaY€HHE OT TPH MJIK NOBEYE CIIOHTAHHH, 3aBbPLIEHH H3Ipa3BaHHUs Ha
yepBata (C3HUY) Ha ceamMHLa B NpOABIDKEHHE Ha 12-ceAMHYEH NEPHO/L Ha JIEYEHHE.

[TpOLIEHTHT NaLUEHTH, NPH KOMTO C JIAKCATHBH HE CE MOCTUIra J0CTaTbYHO 00JIEKYEHHE, JIEKYBAHH C
MpenopbYMTEIHATA 1032 OT 2 mg npykanonpua (n=458), kouro nocturar cpeaHo > 3 C3UY Ha
ceamuua, € 31,0% (cenmuua 4) u 24,7% (ceqmuua 12) cnpsamo 8,6% (ceamuua 4) u 9,2% (ceamuua
12) npu nnaue6o. Knuauuno 31aunmo noaobpenne > 1 C3UY Ha ceamuua, Hak-BaXKHaTa BTOPHYHA
KpaiHa Tou4ka 3a epukacHocT, ce noctura npu 51,0% (ceamuua 4) u 44,2% (ceamuua 12), nexyBaHu ¢
2 mg npykanonpua, cnpamo 21,7% (ceamuua 4) u 22,6% (ceamuua 12) or nauMeHTHUTE Ha ruauedo.

EdexTsT Ha npykanonpua BbpXy CIIOHTAaHHOTO ABH>KeHUe Ha Yyepsata (C/IH) cbiio ce okasBa cbC
CTATHCTHYECKO MPEBB3X0/JCTBO B CpaBHEHHE ¢ IJ1aLedo 3a NpOLEHTa NAaLUMEHTH, KOUTO Ca HMAJIH
yBenanyenue >1 CJ/IY/ceamuua B npoab/DkeHHe Ha 12-ceAMHYHUA neproa Ha neyeHue. Ha 12-rara
ceamuua 68,3% oT nauMEeHTUTE, JIEKYBAHU C 2 Mg NMPYKAJIONPUI, UMAT CPEIHO YBEJIHYEHHE OT > |
C/14/cenmuua B cpaBHenue ¢ 37,0% ot naumenTure Ha ruauedo (p<0,001 cnpsamo nnauebdo).

BbB BCHUKMTE TPH NPOYYBAHHA JICYUEHHETO C NMPYKAJIONPH BOAH ChLIO 10 3HAYMTEIHH NOA0OpEHHUS
Ha yTBbpAEHHUS H crieunuyeH 3a 3abonsasaHero Habop 3a u3mepBaHe Ha cuMntToMHu (PAC-SYM),
BKJIFOYMTETHO KOpPEMHH (NoayBaHe, TMCKOMGOPT, 60Ka U KpaMIiK), (eKasTHU (HEITbJIHH IBHXKEHHS Ha
yepBarta, (haLIMBH NO3UBH, HalTbBaHE, MPEKAICHO TBBbP/AH, MPEKATIEHO MAJIKO M3MPAXKHEHHUS) U
peKTaHH CUMINTOMH (60J1e3HEHH IBHXKEHHUs Ha YyepBaTa, napeHe, KbpBeHe/pa3KbCBaHe), ONpPeAe/IEHH
Ha ceamuua 4 v cenmuua 12. Ha 4-rata ceiMuLa NMPOLEHTHT NAUKUEHTH ¢ noaobpeHue ot >1 B
CpaBHEHHE C U3XOAHOTO HUBO B noackanure PAC-SYM 3a kopeMHH, (EKaTHU U PEKTAIHH CHMIITOMH
e ¢cboTBeTHO 41,3%, 41,6%, 1 31,3% npu nauMeHTUTE, JIEKYBAHH C MPYKaIONpHUa 2 mg, B CPaBHEHHE C
26,9%, 24,4% wn 22,9% npu naumeHTHTe Ha ruauebo. [lopobHu pesyararu ca HabnoaaBaHU M npes
ceamuua 12: cborBeTHO 43,4%, 42,9% wu 31,7% npu nauueHTUTE Ha 2 Mg NPYKAJIONpPUI CIIPAMO
26,9%, 27,2% n 23,4% npu naurenTute Ha mauedo (p<0,001 cnpsamo nnauebo).

HabnronaBaHo € Cbl10 3HAYUTENTHO 01aronpUATHO Bb3AEHCTBHE BbPXY OnpejiesieH Opoit H3MepBaHHs
Ha KauyeCTBOTO Ha )KMBOT, KaTO CTENeH Ha YAOBJIETBOPEHOCT OT JIEYEHHUETO U XapakTepa Ha
nedekanus, GU3MUECKH U NCUXOCOLHANIEH AUCKOMPOPT, NPHUTECHEHHA U OE3NOKOMCTBA, MO BpeME Ha
OlLIEHABAHETO KaKTO Ha ceaMMua 4, Taka u Ha ceamuua 12. Ha 4-rara ceaMuLa NpOUEHTBT MALMEHTH C
noaobpeHue ot >1 B CpaBHEHHE ¢ H3XOAHOTO HMBO 3a YAOBAETBOPEHOCT MO nojckanara OueHka Ha
3aneka ot nauuenTa — Kauectso Ha xuBot (Patient Assessment of Constipation-Quality of Life, PAC-
QOL) e 47,7% npu naumeHTUTE, JIEKYBaHU C npykainonpua 2 mg, B cpaBHeHue ¢ 20,2% npu
naiMeHTHTE Ha raue6o. [lono6uu pesynraTu ca HabmoaaBaHu M npe3 ceamuua 12: 46,9% npu
naLMeHTUTe Ha 2 mg npykaitonpua crnpamo 19,0% npu nauueHtute Ha nauedo (p<0,001 cnpsmo
niaauebo).

B nonbnHeHne epukacHOCTTA, 6€30MaCHOCTTa H MOHOCHMOCTTA KbM TMPYKAJIONPH/L MPH MNaLMe
MBXKKH N0J1 ¢ XpPOHHYHA KOHCTHIALIMA €a OLICHEHH B |2-CeAMHYHO, MHOTOLIEHTPOBO, PaH/10M
ABOMHOCAANO, manedo-koHTponupaHo npoyysane (N=370). [ naBHaTa kpaiiHa TO4YKa Ha Mp
€ U3MbJIHEHA: CTATUCTHYECKH 3HAYUTEJTHO MO-BUCOK MPOLIEHT YYAaCTHHULIM B rpyrarta ¢ MpykK



(37,9%) umar cpeano > 3 C3MY/ceaqmuua B cpaBHEHHE C YYACTHHIIMTE B rPyrara 3a JIEYEHHE C
niauedo (17,7%) (p<0,0001) B pamkure Ha 12-ceaMHUYEH ABOHHOCIISAN NMEPHUO HA JIEYEHHE.
[TpoduabT Ha Ge30MaCHOCT HAa MPYKANONPHA CbOTBETCTBA Ha Ha0JIK01aBAHOTO NPH MALMEHTHTE OT
YKEHCKH TOJI.

Hwvncocpouno npoyusane

EdukacHocTTa M 6€30nacHOCTTa Ha NPYKaJIONPHA MPH NAalMEHTH (Ha Bb3pacT > 18 roanHy) ¢
XPOHHYEH 3arekK ca OLeHEHH B 24-CeIMMYHO MHOTOLIEHTPOBO, PaH10MHU3HPAaHO, ABOMHOCJIAIIO,
niaauebo-koHTpoaupaHo npoyusaHe (N=361). B rpynure Ha ieueHue, 1€bT Ha NALIHEHTHTE CbC
CpeaHa 4eCToTa OT > 3 CMOHTaHHH MbJIHKU Aedekauuun (C3UY) Ha ceamuua (T.e. OTTOBOPHIIH) npe3 24-
ceIMHYHaTa ¢asza Ha ABOMHOCNANO JedeHHe Mexay npykaionpua (25,1%) u nnauebo (20,7%) He €
craTucTiueckd pasnuyel (p = 0,367). Ilpez Ceamuum 1-12, paznukara mMexay rpynure Ha JieYUeHHE B
cpenHara 4yecrora ot > 3 C3HUY Ha ceaMHLIa HE € CTATUCTHYECKH 3HAYMMA, KOETO € HECbBMECTHMO C
5-Te Ipyru MHOrOLEHTPOBH, PaHIOMH3HpaHH, ABOHHOCIENH, |2-CeAMHUYHH, 11a1e00-KOHTPOJIHPaHH
MpOYy4YBaHHsA, 1€MOHCTPHpALIH €PEKTHBHOCTTA MPH Ta3H BpEMEBA TOUYKA NPH Bb3PACTHH NALIMEHTH.
[Topaau TOBa NpOy4YBaHETO Ce CYMTA 3a HEYOEeMTETHO MO OTHOLIEHHE Ha ePUKACHOCTTA.
CBbBKYMHOCTTA OT JIaHHH, BKJIFOYMTEJIHO JPYTH ABOHHOCIIENH, M1aued0o-KOHTpoIMpaHH, 12-ceIMHYHH
npoyusaHus obaue noakpens edpukacHocTTa Ha npykanonpua. [Ipopunbt Ha 6e30nMacHOCT Ha
NpyKaJonpua rnpu ToBa 24-ceAMUYHO NPOYUYBAHE € B CbOTBETCTBUE C TO3H, HAOJIIO/1aBaH B
npeayiIHUTe 12-CeAMUYHH NPOYyUYBaHHA.

[Ipykanonpua He noka3sa Bb30OHOBsIBAHE HA CHMIITOMMTE, HUTO NMpPEeAU3BHKBa 3aBUCHMOCT.

TQT npyusane

[TpoBeneHo e uzuepnarenHo QT npoyuBaHe 3a oueHka Ha edexTuTe OoT npykanonpua 3a QT
HHTepBaja ¢ TepaneBTH4YHHU (2 mg) U cynparepaneBTHYHH (10 mg) 103H, KaTO TE Ca CPaBHEHH C
edexkTuTe OT rnjauedo U NO3UTHBEH KOHTpOJ1. ToBa Npoy4YBaHe He MOKa3Ba 3HAYUTEJIHH Pa3IuKH
MEXIy MpyKaJonpua M rniauedo 3a Bcska 103a, Bb3 OcHOBa Ha cpefHuTe QT uaMepBaHus H
cTpaHW4yeH aHanu3. ToBa NOTBbpIK/aBa pe3yaTaTuTe OT ABe ruiauedo-kouTpoaupanu QT npoyuBaHus.
B nBoiiHOCnENH KNIMHHYHHA NpOoyYBaHUSA KOe(PULIMEHTHT Ha QT-cBbp3aHH HEXelaHH peakLMH U
KaMEpPHH apUTMHH € HUCbK M CPaBHHUM ¢ 1u1auebo.

lleouampuyna nonyaayus

EdukacHocTTa M 6e30nacHOCTTa Ha NPYKAJONPUA NPHU NEAHATPUUYHH NALMEHTH (Ha Bb3pacT oT 6
Mmeceua 10 18 roauHu) ¢ GyHKLIMOHAJIHA KOHCTHNALUA ca OLIEeHEHH B 8-CeAMHYHO ABOHHOCATO,
niauedo-koHTpoaupaHo u3nureade (N = 213), nocneasaHo ot 16-ceIMHYHO OTBOPEHO,
KOHTPOJIMPAHO CbC CpaBHUTENEH NpOoAYKT (noaueruneH riavkos 4000) npoyusane ¢
npoabKuTenHocT 10 24 ceamuuun (N = 197). [Tpunoxkenara nayanna nosa e 0,04 mg/kg/neH,
tutpupana Mmexy 0,02 u 0,06 mg/kg/nen (10 MakcumMyM 2 mg QHEBHO) 3a Aeua ¢ tero < 50 kg,
Ja/ieHa KaTo nepopasieH pa3TBOp Ha NMpyKaJoNpHa WK cbOTBETHO muiauedo. Jleua ¢ rersio > 50 kg
noJiy4aBat 2 mg/eH TabNeTKH NpyKaaonpua WK CbOTBETHO Iu1auedo.

OTroBop KbM JIe4eHHETO ce Je(UHHpA KaTO HAJTMYHE HA CPEIHO > 3 CIIOHTaHHHW W3NpPa3BaHHs Ha
yeppata (CHUY) ceaMHyHO U cpeaeH Opoi enu3oau Ha pekalHa HHKOHTHHEHLMS < | Ha 2 CeIMHLIH.
Pe3yaTaTuTe OT Npoy4BaHETO HE MOKA3BaT pa3jiuKa B epUKaCHOCTTa MEXAY NMPYKaJIONpU U ruiauedo
C Y€CTOTH Ha OTroBop OT cbOTBETHO 17% U 17,8% (p = 0,9002). OOMKHOBEHO NpyKanONpUa ce
rnoHacs a06pe. 3abosieBaeMOCTTa Ha NMaLMEHTHTE C HAH-MAJIKO €/IHO CIELLHO JIeYEHHUE Ha HEXeJlaHo
cbOuTHe (treatment-emergent adverse event, TEAE) e 6una cxonna mexay rpynara, JieKyBaHa ¢
npykanonpua (69,8%), u rpynara Ha neuyerue c¢ ruauebo (60,7%). [TpoduasbT Ha 6e30nacHOCT Ha
MPYKAJIONpPHA NMPH Jiella € CHIIMAT KaKTO MPH Bb3PaCTHH.

5.2 @PapMaKOKHHeTHYHH CBOHCTBA

Abcopbuns
[Ipykanonpun ce abcopbupa 6bp30; cnen eAMHHYHA NepopasiHa 103a OT 2 mg MpH 3/1paBH y4a
Cmax ce nocrtura 3a 2-3 yaca. A6comoTrHaTa nepopajiiHa 6uoHanu4uHOCT € >90%. CbbTCTB
MPUEM Ha XpaHa He BJIHS€ BbPXY NnepopajHaTa OMOHAIMYHOCT Ha NPYKaJIONpPHA.




Pa3snpeaeneHue
[Ipykanonpua ce pasnpeaesis B 3Ha4MTEIHA CTENEH U MPHUTEKaBa YCTOHYHB obeM Ha pa3npejesieHHe

(Vdss) ot 567 nutpa. CBbp3BaHETO HA NPYKAJIONPHA C MJIA3MEHUTE NMPOTEHHH € 0K0J10 30%.

buoTtpanchopmauus

MeTab0oH3MBT HE € OCHOBHHUAT NbT HA €JITMMMHUPAHE HA NPYKAJIONPHA. [n vitro Y4OBELIKHAT
yepHOAPOOEeH MeTab0IM3bM € MHOTO 6aBEH M ca OTKPUTH CaMO HE3HAUYMTETHHU KOJIHYECTBA
MeTabonuTH. B npoy4BaHe npu Xopa, NpHeMally NepopajiHa J03a MapKUpaH ¢ paJHOaKTHBEH H30TOI
MPYKaJIONpPHI, ca OTKPUTH MAJIKH KOJTMYECTBA OT ceeM MeTabosiuTa B ypuHaTa ¥ gexanuure. Haii-
BaXKHUAT OT KOJIMYECTBEHA IJ1e/IHa TouKa MeTabouT B ekckpetute, R107504, cheTaBs CbOTBETHO
3,2% u 3,1% ot no3ara B ypuHarta U ¢pekaniuute. Jpyrure MeTaboJIMTH, OTKPHTH H U3MEPEHH B
ypuHata H pekanuute, ca R084536 (obpa3yBaH upe3 N-aeankuinpase), ceerasdail 3% ot j03arta, H
NMPOAYKTH Ha XuapokcwinpaHe (3% ot no3ara) u N-okucienue (2% or nosara). HenpomeHeHOTO
aKTHBHO BELLIECTBO ChCTaBs 0KoJI0 92-94% ot obwara paaoakTHBHOCT B ruiasmata. R107504,
R084536 u R104065 (obpa3ysaHn upe3 O-nemMeTuaIMpaHe) ca onpeie/ieHH KaTo He3HaYUTEIHH
J1Ja3MEHH META0OJIUTH.

EnuMuHUpaHe

["onsiMa 4acT OT aKTUBHOTO BELLECTBO ce oTaes 0e3 npomsaHa (60-65% ot npunoxeHara 103a upes
ypuHaTta 1 okoJio 5% upe3 pekanuure). bbOpeyHOTO OTAENAHE HA HENMPOMEHEH NPYKAJIONPH/L
BKJIIOYBA KAKTO MacHBHa (UATpaLIMs, Taka U aKTUBHO OTAeNgHE. [11a3MeHUAT KIMPBHC Ha
npykanonpua e cpeado 317 ml/min. HeroBusaT kpaeH nosy>KMBOT € OKOJIO €1MH A€H. Y CTOWYHUBO
CbCTOSIHHE C€ IOCTHIa B PAMKHMTE Ha TPH 10 YeTHPHU AHU. [Ipu neyeHne BeAHBXK AHEBHO ¢ 2 mg
NPYKaJONpHa YCTOHYUBHUTE MJ1a3MEHH KOHLIEHTPALMK ce Ko1ebasT Mex 1y Hai-HUCKH H NMTUKOBH
CTOMHOCTH CbOTBETHO OT 2,5 U 7 ng/ml. CbOTHOLUEHHETO Ha aKyMYJIHpaHe cjiell 103UPOBKA BEAHbX
AHeBHO Bapupa oT 1,9 no 2,3. ®apMakOKHHETHKATa Ha MPYKaJIONpH/ € MpONOopLHOHAIHA Ha 103aTa B
paMKHMTE Ha TepareBTHYHHS JAHana3oH H U3BbH Hero (TecTBaH 10 20 mg). [Ipykanonpua BeaHbx
JTHEBHO MOKAa3Ba HE3aBUCHMA OT BPEMETO KMHETHKA MO BPEME HA NMPOAB/KUTETHO JIEYEHHE.

CneuMajiHi NonyaaLuu

DapmaxoxuHemuka Ha NONYaayus

AHanu3 Ha papMaKOKHMHETHKATa Ha NOoMyJialius MOoKa3Ba, Y€ OYEBHAHHUAT 00111 KJIMPBHC Ha
MPYKaJIONPHA € CBbP3aH C KJIMPbHCA Ha KPEaTHHHH, HO Bb3pacTTa, TeJIECHOTO TEIJ10, MOJbT HJIH
pacaTta He OKa3BaT BIIMSHHE.

Ilayuenmu 6 cmapuecka 6v3pacm

Cnen 103UpOBKA BEAHBXK JHEBHO OT | mg, MMKOBHUTE IJ1a3MeHH KOHUeHTpauuH U AUC Ha
MPyKaJIONpH MPU XOpa B CTapuecka Bb3pacT ca ¢ oT 26% 10 28% no-BUCOKH, OTKOJIKOTO NMpPH MJ1aH
Bb3pacTHH. To3u edekt Moxke 1a Obae npunucaH Ha HamasieHaTa ObOpedHa QyHKLMUSA NMPH Xopa B
cTapyecka Bb3pacT.

bvbpeuno yspexcoane

CpaBHEHH CNpAMO HHAMBHAMW C HOpMaJiHa ObOpevHa QYHKLIMSA, N1a3MEHHTE KOHLEHTPALMH Ha
NpyKaJIONpUA cliel €AMHHYHA 103a OT 2 mg ca cpeaHo ¢ 25% U 51% no-BUCOKH NMpPH HHIMUBH/IH CbC
cboTBeTHO Jiekd (CICR 50-79 ml/min) u ymepenu (CICR 25-49 ml/min) 650peunn yBpexnanus. [1pu
HWHAMBHIM C TeXKKH ObOpeunu yBpexaanus (CICR < 24 ml/min) nia3MeHuTe KOHUEHTpALMH ca 2,3
MbTH HaJl HUBATa Ha 3/IpaBH MHIAMBHUIHK (BHKTE TOUYKH 4.2 u 4.4).

Heprnoopobno yspeocoare
EnumMuHupaHeTo He uype3 Ob0peurTe qonpuHacs 3a 0koJ1o 35% ot 00woTo enumuHrpare. I1pu eaHo
orpaHHyYeHo apMakokHHeTH4YHO npoy4BaHe, Cmax u AUC Ha npykanonpuna ca cpeaHo 10-20% no-
BHMCOKH TPH NALKEHTH C YMEPEHO JI0 TEXKO YepHOAPOOHO yBpexAaHe, B CPaBHEHHE ChC 3/IpaBH

noOpoBoJLM (BHXKTE TOYKH 4.2 1 4.4).

S.3 Ilpeak/IMHHYHH JaHHH 32 Oe30macHOCT




HekJIMHUYHHTE JaHHHW HE MOKa3BaT 0coOeH pUCK 3a XopaTa Ha 6a3aTa Ha KOHBEHLIMOHATHUTE
¢apMaKkoJIOrHuYHH U3MUTBAHHUA 3a O€30MaCHOCT, TOKCHYHOCT MPH MHOIOKPATHO IMpHJlaraHe,
reHOTOKCHYHOCT, KAPLIMHOTNE€HEH NOTEHLHAJl U pernpoyKTHBHA TOKCHYHOCT W pa3BuTHe. PasiuupeHu
CepHM OT NMpOy4BaHHUs 3a papMakosiorHyHa 6€30MacHOCT He MOKa3BaT CbOTBETHH H3MEHEHHS B
xemoaMHamMHkaTa U npoussoaHuTe EKI™ napamerpu (QTc¢), ¢ U3KIIOUEHHE HA YMEPEHO MOKaYBaHe Ha
CbpJIEYHHS PUTBM H KPBBHOTO HajisraHe, HaOJ101aBaHH MPH aHECTE3HpaHH rpacera clie/l
MHTPaBEHO3HO BbBEXAaHe, U MOBHILIABAHE HA KPBBHOTO HAJIATaHE MPH Ky4yeTa B Cb3HAHHE ClIe]|
00JIyCHO HHTPaBEHO3HO BbBEXKAAaHE, KOETO He € HabJIK01aBaHO HHUTO IMPH aHECTE3HPAHH KYUETa, HHTO
clie]] NepopaiHO BbBEX1aHe MPH Ky4eTa, J0CTUralu nojodHH miasmeHy Husa. [IpoyysaHe Ha
MOJAKOXKHATa HEOHATAJIHA/IOBEHWIHA TOKCHYHOCT, MPOBEACHO MPH TUTbXOBE Ha Bb3pacT 7-55 JHHM, JaBa
pe3yarar 3a NOAEL 10 mg/kg/nen. CrotHoenuaTa Ha excno3uumus AUCO-24h npu NOAEL B
cpaBHeHHMe ¢ Jeula (npuemaiuu no3a ot npubausurento 0,04 mg/kg nHeBHo) Bapupar Mexay 21 u 71,
KOETO OCUrypsBa 3aJ0BOJIMTEIHA FPAaHULM Ha 0€30MacHOCT 3a KIIMHUYHATA [103a.

6. PAPMAIEBTHUYHH JAHHH

6.1 Chnucbk Ha NOMOIIHHTE BelleCcTBAa

CubpueBrHa Ha Tabaerkara

[lenyno3a, mukpokpucTtaita (E460)

JlakT0o3a MOHOXHMApAT

CunuuueB 1MoOKcUa, koJiouaeH be3BoaeH (ES51)
Marne3ueB cteapat (E572)

DOUIMOBO NOKPHTHE

Xunpomenosa (E464)

JlakTo3a MOHOXHpAT

TwuranoB nuokeua (E171)

TpuaueruH (E1518)

UepseH xene3eH okcua (2 mg mabremka)

6.2 HecbBMECTHMOCTH

Henpuiioxxumo.

6.3 Cpok Ha roanoct

48 meceua

6.4 CpeuHa/iHH YC/IOBHH HA CbXPaHEHHE

To3u nekapcTBeH NPOAYKT HE U3UCKBA CIIELIMAIHH YCJIOBHA Ha CbXPaHEHHE.

6.5 Buau chrabpkaHHe HA ONAKOBKATA

[Tpykanonpua (karo cykumHar) | mg v 2 mg ¢punmupanu tabnertku ca onakopaHH B Alu/Alu
onucrepu. Hanuunu ca onakoBku ot 7, 14, 28 wiun 84 ¢puamupaHu TabneTku.

He BCcHukM BHIOBE OMAKOBKH Morar Aa ObaaT nmycHaTH Ha nasapa.

6.6 CpneuHaJJHH NpeANa3HH MePKH NPH H3XBbLPJIsiHe H pabora

Heu3noa3BaHUAT IeKapCTBEH MPOAYKT WM OTNAaAbYHHTE MaTepHaIK OT Hero TpsAOBa 11a ce U3XBb
B CbOTBETCTBHE C MECTHHUTE U3UCKBAHHS.

I IMPUTEXATEJI HA PASPEHHLIEHUETO 3A YIIOTPEBA



Medochemie Ltd.,
1 — 10 Constantinoupoleos Str, Limassol 3011, Kunsp

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

1 mg:
Per. Ne: 20220188

2 mg:
Per. Ne: 20220189

9. JATA HA ITBbPBO PABPEILIABAHE/ IIOJHOBSIBAHE HA PABPEIIEHHUETO 3A
YINIOTPEBA

Jlata Ha nbpBO pa3pewiasane: 24 oHu 2022 1.

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

05/2025
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