KPATKA XAPAKTEPHCTHKA HA [TPOAYKTA

1. BME HA JEKAPCTBEHHA IIPOAYKT

Xupgpacex 10 mg rpaHyJiH 3a nepopaiHa CycreH3ud
Hidrasec 10 mg granules for oral suspension

31 bJHATESIHA ATEHUMA NO NEKAPCTBATA
Kpamxa XEDGKMEPUOMUKE HA NPOGYNTRE - [1DUAOKEIUS 1
» KAYECTBEH ¥ KOJAYECTBEH CHCTAB o Pos. e (OO OLTS ..

-

Bceako cauie CbAb 10 mg panexagorpui (racecadotril : Pagpewanve Ne
e | somam-.. . 0K0E

TMomorqro{ 1) pelgecTo{a) ¢ M3IBECTHO peticTeue i Ogobiperive N

Bcesko calle Chaspxka 966,5 mg 3axaposa.

3q [TBJIHMA CHMCBK HA MOMOLHWTE BEILECTBA, BIDKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

['pany/m 3a nepopanHa CyCneH3uA.
Ban npax ¢ XapakTepeH apoMaT Ha KaNCHA.

4. KJMHAYHHA JAHHU

441 TepaneBTHYHH NOKAIAHHT

Xujpacek rpaHy/iy 3a NepopaiHa CyCleH3nd ¢ OKA3aH NpH KupMmaueTa (Haa 3 Mecela) U Ocila, KaTo
JIOIBJIHATENHO CUMITTOMATHYHO JICHEHHE Ha OCTpa JHapusl 3861MO C MEPOPATTHOTO PEXKIPATHPAHE
ofuvaliHTe TNONMBPKALM MEPKH, KOraTto Te3d MCEPKH CaMOCTOATENIHO HEe CcA AOCTaThYHH 34
KOHTPOTMpaHE Ha KIIHHUYHOTO CHCTOAHHE W KOTaTo ETHONOIUMHO JIEYCHHE HE € BE3MOXKHO.

AKO €THOMOIMYHO JEYeHHe Ha OcTpa AWapHi ¢ BE3MOKHO, XHMOPACEK MOXe Ja ce IPHIOXH
eIHOBPEMEHHO C HEro.

4.2 J{o3MpoBKA H HAYHH HA ynorpeba

Xugpacek 10 mg rpaHy:iy 3a nepopanHa CyCleH3 i ¢o MpHJIATa [ePOPATHO CBC CHITBTCTBALIIA NEPOPLTHA
pexuapaTaLms (BXK. TOUKa 4.4). Xunpacek 10 mg e npeiHa3HANCH 32 ACLa <13 kg.

IpenophuMTeNHATA [i03a C€ OTMPEAC/A B 2aBHCHMOCT OT TenecHoro Terno: 1,5 mg/kg 3a eqna ao3a
(cproTmercTaauia Ha 1 jio 2 calieTa), 3 MbTH JHEBHO Ha paBHH HHTCPBAITH.

Ipu kupmavera noa 9 kg: 1 cawe or 10 mg 3msTH JHEBHO.
Tpu kepMaveta oT 9 kg ol3 kg: 2 cauera or 10 mg 3 M5TH AHEBLD.

[IpOBIDKHTENHOCTTA Ha JICUCHHETO IpH IMHWYEWTE NpoydBaHus ¢ Aeua e Onna 5 guu. JleweHHeTo
Tps6Ba Aa MPONBDKH JOKATO HE €2 HATHIC ABe HOpMANHM H3xoXKAaHUA. [IpOABIDKHTETHOCTTA Ha
fleveHHeTO He TpabBa na Gbae Hal 7 AHH.

[TeaHaTpH4HA TIOMYAAIHA
Hama nanHH OT KNHHHYHH MpoytiBaHHA B noAKpena Ha Ne4eHHETO NIPH KbpMay N—Mamm

OT 3 MeceLla.

Hama mpoy4saHus NpH KbhpMadera WK fiena C 6L0peuHo KM HepHON
4.4).



HauynH Ha OpHAOKEHHE
I'panynuTe MOraT Aa ce J0OABAT KbM XpaHaTa, B Yallla BoAa, HIH B MIMIIETO 33 XpaHEHe, cMeceHu no0pe

H TpabBa J1a ce npuemMar He3abaBHO.
4.3 IpoTuBONOKa3ZaANNS

CBpLXYIYBCTBHTE/IHOCT KM AKTHBHOTO BEIIECTBO WIM KbM HAKOC OT IOMOLUIHKTE BElEeCTBa, H30OPOEHH B
TO4Ka 6.1.

To3u nekapcTBeH NPOXYKT CBABPXA 3axapo3a. IlanMeHTH © peakH HAcIEACTBEHH TPOONEMH Kato
HEMTOHOCHMOCT KbM (GpyKTO3a, TIHKO30-ranakro3Ha Manabcopbuus HIM 3axapo3a-H3oManTa3Ha
HEeXOCTATLYHOCT He TpAOBa Aa IPHEMAT TO3H JIEKapCTBEH MPOIYKT.

4.4 Cnenuajan npeaynpeXxieHAs H NpeAna3Hy MepKH NpH ynoTpeba

Pe at BKJIIOYHUTENHO HOBPBILAHE M AHAPHA

ITpunaranero Ha XuApacek IpaHY/IH 3a IEpOpallHAa CYCNEH3HA He MpoMeHs oO0WM4dailHHA pexuM Ha
pexunparupane. Pexunparanusara € MHOTO BaXKHa 4acT OT JICUCHHUETO Ha OCTpa QHAPHA NPH KbpMadeTa.
M3uckBasuATa 33 peXHApaTalMs U HaYydHA HA NPUIOKEHHE Tpabsa aa ObAaT aganTHpaHH CHOPAMO
BBb3pacTTa H TerNI0TO Ha MallMeHTa, CTaJHA U TEKECTTAa Ha ChCTOSHHETO, 0CODEHO B CTydauTe HA TEXKKA U
NPOALIDKMTENHA JHAPHA CBC 3HAYMTENHO NMOBPHINAHE WIH JIMIICA HA alICTHT.

B cnydauTe Ha TeXkKa U NPOALIKHMTENHA AHApHA CHC 3HAYHTENHO MOBPLINAHE WIH JIMICA Ha amneTHT
TpAOBa Aa ce OOMHCIH HHTPABEHO3HA PEXHAPATAIIHA.

HanuuueTo Ha kpLB MM FHOH B U3MNPaXKHCHUATA U MOBHUILNEHA TeMIlepaTypa MOXE J1a HacouyBa KbM
HATMYHETO HA HHBA3HBEH OaxTepMil, KaTO NMpUYMHA 33 HHAPHUATAa MM Apyro Texko 3abonsBane. OcsBeH
TOBA paneKaJOTPHI HE € TECTBAH IIPH AHapHs, CBbp3aHa ¢ aHTHOHOTUIM. Ilopanu TOBa palleKafoTpUII He
TpsOBa Oa ce nmpuJara IpH Te3H CbCTOTHHA.

[TpunoxeHHeTo Ha TO3IM MPOAYKT NMPH XPOHUYHA AUAPHA HE € ROCTATHLYHO ITPOYUEHO.

CBPBXYYBCTBHTEIHOCT

Crobiana ce 3a rmosBa Ha KOXKHHK peaklMH npu yrorpedara Ha mpoaykra. B moesedeTo ciaydau Te ¢a neku
H HE M3HCKBAT JIEYeHHE, HO B HAKOHM CIy4ad morat jaa OBOaT TEXKKH, JOPH HKUBOTO3ACTpallIaBalllH.
Bpb3kara ¢ panekagoTpHI He MOXe O3 Oplie HaIThJIHO W3KMo4YeHa. [Ipu mosgBa Ha TEXKH KOXHM PEaKIHU
JedeHHETO TpAOBa aa ce crnpe He3abaBHO.

AHTHOEAEM
Ilo Bpeme Ha fCUEHHMETO ¢ paLlEKAAOTPUNI MOXKE Aa C€ MOABM AHTHOCAEM HAa JIHUCTO, KPaWHULIHTE,
YCTHHUTE, NTUFaBULMTe. To3H aHTHoeAeM MOXe Ja Ohle alepruuceH (MHAYLHPaH OT MAacTOLIHTER MEHATOP
aHruoeAeM) WIK HeanepruyeH (OpaguKHHUH-MeauupaH aHrnoeaeM). KombuHanmATa Ha paiekajgoTpun ¢
HAKOU JICKApCTBEHH MPOJYKTH, KOHTO NMOBHIIABAT KOHUSHTpAUMAT2 HAa OpagMKHUHHH, MO-CHELHATIHO
HHEXMOMTOpH Ha AaHIHOTEH3WH-KOHBepTHpaumms cH3WM (ACE), norumaea pucka oT 6GpanukUHHH-
Me¢auHpaH aHruoegeM (Bx. Touka 4.5). Ilopagn ToBa € HeoOXoAMMa BHHMATENIHA OLEHKA Ha
CHOTHOMEHHETO PHCK/NON3a Npeay 3aloYBaHe HA JICYEHHETO C paleKagoTpHn npH naiveHTH Ha ACE
HHXHOHTOpH (BXK. TOUKA 4.5).

Korato uMa cBbp3aHa oOCTpYKIMSA Ha IOpHHTE AMXATEAHM ITETHINA, CIICIIHATA Tepamus TpAOBa na ce
IIPHUIOKH He3a0aBHO, HE3aBHCHMO OT €THOJIOMMATA HA aHrvoeaeMa, ThH KaTO H3XOOBT OT TOBa
CBCTOSHUE MOXe Ja 6bac neraleH.

AKO ce ITOSBH aHTHOEIEM, IMPHEMBT Ha paleKaJoTpUa TpabBa Oa ce NMPeyCTaHOBU H NAUMEHTHT Tpabsa
Ja Obae 1noJ CTPHKTHO MEAUIHHCKO HAOMIOAEHHE M0 MBLJIHOTO H TPaHHO OT3BY4YaBaHE Ha CUMITTOMMTE,
PantexagoTpun He TpabBa a ce IMpunara oTHOBO. -

Texku KOXKHH HEXCNAHH H (SCARs

BBB BpB3Ka C JICHEHHE C paleKagoTpun ca choOIMaBaHM TEXKH KOXKHH HEX
cutaneous adverse reactions, SCARS), BKIIOYHTEIHO IEKAPCTBEHA peakius ¢ €03
cumntoMu {(drug reaction with eosinophilia and systemic symptoms, DRESS),
XHBOTO3acTpallaBalyd WK jJeTanHu. Ilampentute tpabsa aa 6vaatr uHpoOpMHUp
CUMIOTOMMTE H Aa ObaaT HaOmoaaBaHH BHUMATENHO 332 KOXKHH peakilHH. AKO ce



CHUMITOMH, noacka3zsamy 3a DRESS, pauexaporpun TpabBa na ce cnpe He3abaBHO M na ce oOMHCIIH
aNTEPHAaTUBHO JledeHUe, Ako MauMeHTHT € noiydun DRESS mpu ynorpebara Ha pauekagotpui,
NCYEHUETO ¢ pallekaJoTpul He TpsbBa ga ce MOIHORABA HMKOra II0BeYe IPH TE3H NALHEHTH.

br6peuHo uau yenBoaApoHHO HAPYIICHHE

JlexapcTBeHHAT NpOAYKT HE TpAOBA A2 ce npunara npu aeua ¢ Gp0peurn HiIM YepHOAPOOHH HapYIICHHUA,
He3aBHCHMO OT CTENEHTa Ha TAXHATa CEPHO3HOCT, MOPAdH JUIICa HAa MHPOpMALIMS 334 TE3H MOIyNALMH OT
NAIHCHTH.

IToMONIHM BENISCTBA

ITpn nmanuenTH ¢ auaber TpabGBa na ce MMa npeaBHi, 4e BCAKO came Xuapacek 10 mg rpanymu 3a
nepopanHa cycrneHsus cpabpka 0,966 g 3axaposa. AKO KOJIMYECTBOTO Ha 3axapos3aTta (M3TOYHHMK Ha
IIIOK03a U PpyKTO3a) B AHEBHaTa 4032 Ha Xuapacek 10 mg HaaxBwupias 5 g AHEBHO, TO ToBa TpaAOBa Aa
C€ B3EME NPCABHI ITPH ONpEIEAHe HAa JHEBHOTO KOMMYECTBO MPHEM Ha 3axap.

4.5 B3anmoaelicTBHE ¢ APYIH JEKapCTBCHH OPOAYKTH H APYTH OPMH HA BIAHMOAEHCTBHE

bpagHkaHUH-MEUUPAH aHTHOEAEM

Hsaxkon neKapcTBEHM NPOAYKTH HIM KIAacOBE JIEKAPCTBEHHM MNPOOYKTH MOrar jJa IpHYHHAT ChAOBA
peakiii KaTo aHIHOEdeM Ha AHUETO W UIMATa, B PEe3yNTaT Ha WHXHOMpaHe Ha pas3rpaxIaHeTo Ha
OpanuknauH. Haii-yecto 3aMmeceHuTe nexapcreenu npoayktH ca ACE uBxuOuropy H B mo-manka
cTeneH: anrmoTeH3uH Il anrarourctd , mTOR1 HMyHOCYTIpecopH, aHTHIHAOETHH JIEKapCcTBa OT Kitaca Ha
IJTANITHH, PaUueKafOTPHNI, ECTPAMYCTHH, CAKYOMTPIA H peKOMOHHAHTHH anTerasa.

CerpTeTBaIIATa YIIOTpeba Ha pauekaloOTPHIIM B APYTHA NEKapCTBEHH MIPOAYKTH, 3a KOMTO € M3BECTHO, Y€
MPHYMHABOT OpaJUKHHMH-MEOWHPAH aHTHOEAEM, MOXE Oa MOBHINM PHCKA OT aHCHOCHEM M HE ce
IIpenopbYBa (BXK, To4ka 4.4).

4.6 OepTHANTET, 6peMenHOCT U KbpMeHe

bpemenHoCT

HsiMa mocTaThyHH JaHHM 3a ynoTpeba Ha Xuapacek npu OpemeHEHN xeHH. [IpoydBaHHA MpH XXMBOTHH HE
NOKAa3BaT JMPEKTEH MWIM HHIMPEKTEH VyBpexaam e(ekT 10 OTHOomeHWe Ha OpeMeHHOoCT,
eMOpHOHANHO/deTaNHO Pa3sBUTHE, PAXAAHEe HIH NMOCTHATATHO pa3BUTHE. BuOpekH TOBa, Thil KaTO HAMA
HANMYHH CIEIMOUYHM KIMHHYHH [IPOYYBAaHHA, XHApaceK He TpaOBa na ce rpurara npu OpeMeHHH
ACHH.

KbpMeRne
ITopams muncara Ha HHGOPMALNA, 32 OTAENAHETO HAa XMApaceK B MaHUYMHOTO MIAKO, IPOAYKTBT HE

TpaAOBa Aa ce MpUiara Npy KbpMEIIH KEHH.

depTHIHTET
poyuBanusg 3a GEPTHIMTET, MPOBEACHH C PAalleKaTOTPUN BBPXY IUTBXOBE, HE MOKA3BAT BINAHUE BBPXY

dbepTHINTETA.

4.7 EdexTH BLpPIY cnocofHocTTa 32 INodupane 4 paboTa c MamIAEA

Henpunoxumo.
Xuapacek He MOBIHABA HIHK MOBIUABA NpeHEOpexXUMO criocobHOCTTA 32 modHpaHe ¥ pabora ¢ MAIIHHM.

4.8 HekeTanu JIeKapCcTBEHH peakiHH

HWMa ganHM OT KIWHWYHK pOY4YBaHWA 32 ocTpa Avapus npu 860 neauaTpudHH r[a
pauekanorpun, u 441, nexysanu c raneto.

BEB Bph3ka ¢ IEHEHUETO C PalleKafOTPHIT ca chOOIMABaHH TEXKH KOXHM HEXEIl2 s
BKIIOYMTENTHO IEKAPCTBEHA PeaKilid ¢ CO3HHODUWIHA U CHCTEMHH CUMITTOMH (DRE R e’
CreanuTe HEXENaHW JICKaPCTBECHH PEaKLMH, ONMHCAHH NTO-J0Y, cd BE3HHKBAIH MO % '
CpaBHEHHE C TuTanebo MM ca OWnW JOKJIaJBaHH 1O BpEME Ha rrocmapxe‘rm{ron
YectoTaTa Ha HEXEIMAHHTE peaKlLMK ce ONpPeAea Bb3 OCHOBA Ha ClIeAHATa I{JIEICHCI)HK




(21/10), yectu (=1/100 go <1/10), Hewectu (=1/1 000 go <1/100), peaxu (>1/10 000 go <1/1 000), MHOTO
peaxn (<1/10 000), c HeusBecTHa YecToTa (OT HAMYHUTE JAHHH HE MOXe Ja OBbe HanpaBeHa OLIEHKaA.

Wudexunu v uudecrauun

HedecTH - TOH3IWINT.

Ha eHHA HaA | aTa CHCTeMa
C Hen3BECTHA YECTOTA - aHAPHIAKTHYEH MIOK.

H&QEEBHHH Ha KOAKATA H TOAKOXKHATA ThKAH

HeuecTH - o6pus, epureMa.

C Heu3BECTHa YECTOTA - epUTEMA MYITHQOpPME, OTOK Ha €3MKa, OTOK Ha JIKLIETO, OTOK Ha YCTHHTE, OTOK
Ha KIIEMAYUTE, AHTHOEAEMA, YPTUKApHH, EpUTEMA HONO3YM, NamynapeH oOpHs, Npypuro, Npypuryc,
JIEKAPCTBEHA PeaKLKA ¢ co3HHODUNHA H CHCTeMHH cuMITToMH (DRESS).

CwobulaBane Ha NOJZO3UPAHHE HEXKENAHH DCAKIIHY
Crobmasarero Ha NMOJO3UpPAHU HEKENAHH peakilMU CNel paspellaBaHe 3a yioTpeba Ha 1eKapCTBEHUS

NPOAYKT € BaXHO. 10Ba MO3BOJIABA Ja MMPOABIDKH HAOIIOAEHHMETO HAa CHhOTHOLICHHMETO MON3a/pHCK 32
TIeKapcTBeHUA NPoAYKT. OT MEULIMHCKHTE CTICHMANMCTH CE H3MCKBA A2 ChOOMIABaT BCAKa MOJO3HpaHA
HexXelnaHa peakiusa Ype3 HAMOHAIHA CHCTEMA 3a ChoOlnaBaHe:

M3mbaHUTENHA areH1Ms 1Mo JeKapCcTBaTa
yi1. ,,JdaMaH ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiitT: www.bda.bg

4.9 IIpenosnpane

He ca poxraneanu cnydan Ha npego3npane. [Ipu Bp3pacTHH ca nNpunarald eqWHAYHW J03H OT Han 2 g,
KOETO OTrOBaps Ha 20 NbTH TEpaneBTHYHATA 1032 H HE ca OWIM OMMHCAHM YBPEXIAIIM €PEKTH.

5. O®APMAKOJOI'HYHH CBOUCTBA

5.1 PapMakoANHAMHAYHH cBOHCTBa
dapMakoTepaneBTHYHA rpyna; Jpyra npoTusoauapuyHu ekapcTBeHU poaykt; ATC kox: A07XA(4.

MexaHu3sM Ha ICHCTRHE

PauekagoTpun e mpekypcop, KoWto Tpabea ga Ovae XMApPONH3HpaH OO AKTHBHHA CH Metrabonut
THOp$aH, KOHTO € HHXHONTOp Ha eHkedanHHa3aTa — KIEThYHO-MEMOPaHHA MenTHAa3a, KOATO C& HaMHUpa
B pa3sM4HM TBKAHM M Hau-Beye B eMUTENa Ha THHKUTE depBa. To3u €H3HM JOMpPUHACH KaKTO 3a
XHAPOIH3aTa HA €K30IC€HHHTE INENTHOH, TaKa M 33 pasrpaXIaHETO HAa CHOOrCHHHMTE IEITHIOH, KaTo
eHkepanuuute. CleIoBaTeNHO, palleKaJOTpHIl IIpelna3sBa CHAOIEHHHTE e€HKedaluHH, KOHTO ca
(H3NONOIHIHO AKTHBHH Ha HHMBOTO HAa XPAHOCMWIATEINHHA TpaKT, KATO YIOBIDKABA TEXHHA
aHTHCEKPETOpPEH e(eKT.

PanexagoTpiI IpHTEKaBa YHCT YpEBEH aHTHCekpeTopeH edekT. HamMandasa dpeBHaTa XHITepcekpeHd Ha

MTPOMEHN NMPOIBIKHTEITHOCTTA Ha NMPEMHHABAHE NMpPE3 SPEeBHAA TPAkKT.

KimHnyHa epHKacHOoCT B 6€30macHOCT

B aB¢ KNHHWYHY MpOYYBaHUA IPH JA¢ila, pauekajgoTpun ¢ Hamanmun ¢ 40% u 469
H3npaxHeHusaTa B mepBure 48 waca. Cwmo Taka ¢ HabmogasaHo 3
MPOIBIKUTEHOCTTa Ha UAPHATA H HE0OXOAUMOCTTA OT PEXUIPATAIHSA.




Merta-aHanu3 OT HHAUBUIYAIHH JAHHH Ha NaiyeHTa (9 paHjAOMH3HpAHU KIHHUYHH U3MHTBAHUA CIPAMO
I1anebo, B JOMMbIHEHHE KBbM NIEPOpAIEH peXHuApaTHpall pasTBOp) € chOpan MHANBUAYATHH NMALMCHTCKH
RaHHH oT | 384 MoM4eTa U MOMHYETA, CTPAJIAIH OT OCTPA AHAPHUSA ¢ PA3THYHA TEXKECT M JIEKYBAHU KAKTO
B OonHuLla, Taka H amMOynaTopHo. Meanannara Bh3pact € Ouna 12 Meceua (MHTEpKBapTHIEH 00XBat: 6
J0 39 mecena). O6mo 714 manuentd ca 6w < | roguHa u 670 mammeHTH ca 6MunH > | roguIHa
Bb3pacT. Cpeanoro terno ¢ 6uno mexngy 7,4kg mo 12,2 kg B npoyuysanusra. O0mara MennaHHa
NPOALDKHTEIHOCT Ha OMApPHA Cleld BKIKOYBaHeTO € Omna 2,81 auum 3a mmanebo u 1,75 aHH 3a
panekagoTpui. Yactra BB3CTAHOBEHHTE MALMEHTH ¢ OMiIa MO-BHCOKA B Ipyllara Ha palekaaoTpui
cpapHcHO ¢ manebo [Hazard Ratio (HR): 2,04; 95%CI: 1,85 mo 2,32; p < 0.001; Cox Proportional
Hazards Regression]. Pesynrature ca 6wm cxoanu npu kppMauera (<1 romuna) (HR: 2,01; 95%CI: 1,71
o 2,36; p < 0.001) u mamxn meua (>1 romura) (HR: 2,16; 95%CI: 1,83 no 2,57; p < 0.001). B
KITHHYAHUTE U3NMTBAHMA C XOCTIHTATM3MPaHH NAUHEHTH (n=6037 MauueHTH), OTHOLICHHUETO HA CPEAHOTO
KOITHYSCTRO H3NpaxkHeHHMA panekajorpui/miauebo ¢ 6uno 0,59 (95%CI: 0,51 o 0,74); p < 0.001). B
KIIMHMYHHMTE W3MUTBAaHUA ¢ aMOyNaTopHH MallMeHTHTE (n = 695 NaleHTH), OTHOLUEHHETO Ha CPEIHHA
Opoit AHapUiHK H3NpaXHEHHA pauekagorpui/itauebo e 6o 0,63(95%Cl: 0,47 no 0,85; p < 0.001).

Pauekagoapun He mnpeau3BHKBa abaoMmuHanHa auctedcud. [lo Bpeme Ha KIMHMYHWTE M3NHUTBAHUA,
paueKagOXpHII € NMPSAN3BHKBANI BTOPHYIHA KOHCTHIIAIMMA B 9ECTOTA CpaBHHMA ¢ muianebo.

Korarto ce npunara nepopaiHo, AeHCTBUETO MY € OCHOBHO fi¢pUdepHO, Oe3 edekT BBEpXY LEHTpaIHATA
HEPBHA CHCTEMA.

PangoMH3UpaHO KPBCTOCAHO MpoyuBaHe NMoKa3sa, ue pauekagorpun 100 mg kancyia B TepaneBTUYHA
Jo3a (1 xarncyna) WIM B CylipaTepalneBTHYHA 033 (4 Kancyid) He npeauM3BukBa yabnkasaHe Ha QT/QTc
MHTEPBaNa NpH 56 31paBH 1oSpOBOMIH (32 pa3NHKa OT MOKCH(IOKCALMH, U3MOI3BaH KaTO NOJTOXKMTEIIHA

KOHTpONA).

5.2 $apMaKOKHHETHYHH CBOHCTBA

Abcopbius
Pauexanotpun ce pezopOupa 6bp30 NpH NEPOpATHO MPHITOKEHHE.

EKCNO3HIMUATE B CTAIMHOHAPHO CBCTORHHUC € CPpaBHHMaA C CKCTIO3HIIMATA CIICA CTHOKpATHA Q03Aa.

PasnpeneneHue
Cnen nepopamHo mpunoxkenue Ha 14C-OenszaH  pauekafoTpHn npH  3apaBH  gobporonuw,

KOHLICHTpaLHATa Ha pauekagoTpun € nosede oT 200 mbTH MO-BHCOKA B M1a3BaTa, OTKOJIKOTO B KDHBHHUTE
KIIETKH H 3 IIbTH MMO-BHCOKA OTKOJKOTO B IAIara KpbB. CleA0oBaTeNnHO, NEKAPCTBOTO HE C€ CBBP3BA C
KPBBHHTE KJICTKH B 3Ha4YuMa cTemneH. PasnpeaencHuero Ha pagnokapOOH B OPYTHTE TEICCHH THKAHH €
6uno yMepeHo, KakTo ce M0Ka3Ba OT CpeAHMA 00cM Ha pasnpeaeneHue B nnasMma ot 66,4 kg. Jeseraecer
MpoOLIeHTa OT aKTHBHUA MeTaboMuT Ha panekaaoTpui, TpHopdaH = (RS)-N-(1-okco-2-(MepkanToMeTH )-
3-(eHUNNMPOITIT) IMIHH, € CBbP3aH C IIa3MCHUTE MPOTEHWHH, OCHOBHO ¢ anOyMuH.
[IpoABLIKUTENNHOCTTA H CTEIICHTA Ha e()eKTa Ha pallekaoTpui ca J030-3aBHCHMH. Bpemero no nmkopara
AKTUBHOCT Ha MHXHOMIIMA Ha eHKkedanmuHazaTa B IIasMara € MpHOMM3MTenHo 2 yaca ¥ OTroBaps Ha
HHXHOUpaHeTO HAa 90 % OT ¢H3MMHaTa aKTHBHOCT npH go3a ot 1,5 mg/kg TemecHo terino.
[TpogLkUTEMHOCTTa Ha HHXUOMIIMA Ha NNa3MeHaTa eHkedamMaa3aTa € okolo 8 Jaca.

buorpascdopmals
BHONOrMYHUAT MNOMYXKMBOT HA paucKkagoTpull, W3MEPEH KaTo HHXHOHMUHMS Ha IUIa3MeHara
cHKedannHa3aTa, ¢ IpHOIM3UTEIHO 3 Yaca.

PauekagoTpun ce xuzponusupa Ovp30o 10 THOpdaH, aKTMBHHAT MeTabolMT, KOHTO Ha CBOH pen ce
TpaHncGopMHpa B HEAKTUBHH METabONHTH, HACHTHPHIHPAHK KAaTO CyNHOKCHA HA S-METHITHO aH, S-
MeTHN1 THOpdaH, 2-METAHCYNPWHHIMETHI IIPOMTHOHOBA KHCEMHHA M 2-M¢ A{H.
MPONMHOHOBA KMCETHHA, KOWTO BCHYKH ce oOpasysar mpu nosede ot 10% ot cucremit . m

OCHOBHOTO JICKAPCTBO. AR
JIONMLIITHATEIHH BTOPOCTENICHHH META00JIMTH CHIIO Ca OTKPHTH K KOMTHYECTBEHO O ( ' 5 neRAMY

H pexammure. i v

Hn suTpO AaHHU MOKa3BaT, de pauckajoTpuIl/THOPDAH U YETUPHUTE OCHOBHH Hea & _, cyachav ,K
WHXHOKpaAT OCHOBHUTE eH3UMHH H3opopMmu Ha CYP enzuma, 3A4, 2D6, 2C9, 1A2N ﬁc o CTEHERS
KoATO OM MOria Ja € KITHHWYHO 3HaTHMa.



HH BHTPO AaHHK MOKA3BAT Y€ pauekaJoTPUI/THOp(AH B YCTHPHTE OCHOBHM HCAKTHBHH METaOOIIUTH HE
wHayuupar ensumauTe usohopmu Ha CYP ensuma (3A rpyna, 2A6, 2B6, 2C9/2C19, 1A rpyna, 2E1) u
UGTSs koHOrHpaH ¢H3HMH J0 CTEIEH, KOATO OM MOTIIa J1a € KIMHHYHO 3HAYHUMa.

3a neaMarpuYHaTa nonynaanua, GapMaKkOKHHETHIHHUTE PE3YITaTH ¢a MoAoOHN Ha TE3H IIPH Bb3PACTHH,
KaTo ce aJoctura Cmax 3a 2 yaca ¥ 30 MUHYTH cnell TpuIoXeHne. HaMa akyMmynanus npy IpHI0XKEHH
MHOT'OKpaTHU 031 Ha BCcekHu 8 waca, 3a 7 1HM.

EmnMuHHpane
PaiiekafaoTpun ce enHMHHHpaA 104 PopMaTa HAa HEAKTHBHH MeTa0onuTy.EnMMMHHMpaHero € npeaMMHO

npe3 6x6peuure (81,4%) u B MHOro no-Manka crenel — uypes gekamuure (okono 8%). benoapobuusar
ITbT HAa eIMMHUHUPAHE € HEChLUECTBEH (r1o-mManko ot 1% or go3ara).

5.3 IMpeaxcnmanaid TAHAH 3a 6esonacrocT

[TpoyuBaHHA C NPOSBDKUTETHOCT YETHPH CEAMMIIM 33 TOKCHYHOCT TIpH MaWMyHM M KydeTa,
CBOTBETCTBANIO ¢ NMPOABDKMTENIHOCTTA HA JICUEHHE NIPU MALMEHTH, HE NOKA3BA HUKAKBM ¢PEKTH NpH
no3u 20 1 250 mg/kg/nen u 200 mg/kg/neH, ChOTBETHO OTTOBapsALIM Ha rpaHMIY Ha Oe30macHoCT oT 625
H 62 (cnpsaMo xopa). PalexagoTpuia HE € NoKa3zal HMYHOTOKCHYHOCT MpPH MMIIIKH, KOraTo ¢ JaBaH B
NpoaB/IDKEHHE Ha 1 Mecel.

XponuyHata excro3Hums (lronuHa) mpu Maiimynu ¢ xo3a ot 500 mg/kg/nen, BOAAT D0 reHepaM3HpaHH
HHQEKIMH M HaMaIeH OTTOBOP KbM AHTHTENIA NPH BAKCHHALKA, HO MHOEKIMW/ MMYHHO NOTHCKAHE HE ¢a
HaOmopaBanu npu 120 mg/kg/nen. Ilo mopoben HauuH npu kyue, momydaraiie 200 mg/kg/nen B
NPOABLIKEHHE Ha 26 ceAMHUH, HAKOH HHOEeKUMW/HMYHHM NapaMeTpH ca 3acerHatd. KIMHHAYHOTO
3HA4YCHHUE € HEU3BECTHO, BUKTE TOUka 4.8.

IIpu ctaHmapTHH HH BHUTPO M HH BHBO TECTOBE € YCTAHOBCHO, H€ palCKaJOTPHJI HAMA MYTarcHEH HUIH
KJIACTOreHEH e(eKT.

He ¢ mpoBexkaaHO H3CHEABAHE 33 KaHLUCPOI€HHOCT € paleKaJOTpHI, Thil KaTo NE€KapcTBOTO &
NpEeABHACHO 332 KPATKOCPOYHO NCYECHHE.

PenpoaykruBHa TOKCHYHOCT M TOKCHYHOCT 32 Ppa3sBHTHETO ((QepTWIHTET M paHHO eMOpHOHAIIHO
pa3BUTHE, [IPCHATAIHO M MOCTHATANHO pa3BUTHC, BKIIOYUTENHO PYHKIHA Ha MaHKaTa, MpOy4YBaHUA 3a
eMOpuo-deTanHo pa3BUTHE) HE ca MOKA3ATH HEHKAKBH CNICIMATHY ¢(EeKTH HA paneKkaloTpull.

[IpoyuBane 3a TOKCHYHOCT NPH MIaAM IUTBXOBE HE Ca MOKa3ajJH HAKAKBH 3HA4YMMH cdexkTH Ha
pauekagoTpun npu ao3u g0 160 mg /kg /aen, xoero € 35 nhTM Mmo-BuMcOKa Jo3a oT obuuaitnara
neaMaTpudHara cxema (T.e. 4,5 mg /’kg /nen).Bnnpexku HeaopaszsuTara 0u6pedna GyHKUMA IPH gela NojJ
l-roguinHa BB3IpACT, HE C€ OYAKBAT ITO-BHCOKM HHBA HA CKCIIO3HLMS MPU TE3H JIHIIA

Apyr# npeaknuHHYHU €(PeKTH (Hamp. TEXKa, HAH-BEPOATHO aniacTH4YHA aHCMHA, MOBUIICHA AHYDPE3a,
KETOHYpUA, NHapus) ca HaOMI0JaBaHU CaMO NP €KCHO3UIMH, CUMTAHM 32 3HAYUTEIIHO HAJBULIABANIM
MaKCUMAITHATA €KCIIO3ULIMA NPH Xopa. TAXHOTO KIHHHYHO 3HAYEHUE HE € H3BECTHO.

HApyrun ¢dapMakonornyH# MOpOoydBaHMA 3a 0€30MacCHOCT HE MOKA3BAT HHKAKBH BpeAHH edekT Ha
paueKajioTPHI BbpXy LIEHTpaHaTa HEPBHA CHCTEMA, ChPACYHO-ChJAOBATE H JUXATEHUTE (PYHKLIHM.,

[Ipn »MBOTHM palEKaHOTPHI 3acHNBa c(peKTHTE Ha OYTHIXHOCLHH BBPXY 9PCBHHMA TPAH3HT H BBHPXY
aHTHKOHBYICHBHHTE ePexTH Ha GeHUTOUH.

6. ©®PAPMAIIEBTHYHHA JAHHH
6.1 CnHCHK HA HOMOMIHHUTE BelllecTRA

3axapo3a

Cumuimes THOKCH, KOJIOHAEH Oe3BoJIeH
[Tonuakpunaria aucnepeni, 30 %
Apomar Ha KadcHA




6.2 HechBMECTHMOCTH

Hempunoxumo.

6.3 Cpox Ha roaRoCT

2 TOOHHH.

6.4 CrieltinaHH YCJI0BHE 33 ChXpaHeHHE
Hama

6.5 BHI ¥ ¢cLALPXKAHKE HA ONNAKOBKATA

I'panynu 3a nepopanHa cycnersus 10 mg B cameTa oT xapTHa/aryMuaui/nonuerunes; no 10 u no 16
Opod B KyTHA..
He BcHUKH BHIOBE ONAKOBKY MoOrart aa Ouxar rmycHaTtH B nipoaak0a.

6.6 CrnenuaiHH nNpeaAnasHH MEpPKH NPH H3XBLP/JIAdHE

HaMa cnieuantHyl H3HCKBAHHA 33 H3XBLBPJIAHC.

7. IIPHTEXATEJI HA PAIPEINIEHHETO 3A YIIOTPEBA
BIOPROJET PHARMA

9, rue rameau 75002 Pans

DpaHIHA

8. HOMEP HA PAZPEIHIEHHETO 3A YIIOTPEBA

Perucrpaunoner Homep: 20050195

9. JATA HA ITBPBO PABPEINABAHE/IIOAHOBABAHE HA PAZPEIHIEHHETO

Hata Ha mepBO paspemasane; 06 anpun 2005 .
Jara Ha nocnenno nogHoBsBaHe: 14 mapr 2011 r

10. JATA HA AKTYAJIHIAPAHE HA TEKCTA

03/2025




