KPATKA XAPAKTEPHCTHKA HA MPOAYKTA

o1 BIHWTESHA ATERLMS 10 NEKAPCTBATA

1. AME HA JEKAPCTBEHWS IPOAYKT

Xuppacek 100 mg TRBpAH KalcCy/H
Hidrasec 100 mg capsules, hard ‘ PazpewssHe N

' 3G/MA/MP - 6 242 oo eeseeeeneone

2 KAYECTBEH 4 KO JIAYECTBEH CHCTAB OGOBLEMUE N .ovveereirarrrasreressanes orressiassssssssarannnassesanse

Besika kancyna chabpika 100 mg pauekagoTpun (racecadotril).
TToMOLLHM BELECTBa ¢ H3BecTHO AelicTere: Beaka KancyJia CeabpAkKa 41 mg 1aKTO3a MOHOXHAPAT.

3a ITRIHUA CITHCEK Ha MOMOIIIHHUTE BelLeCTBa BIOKTC TOYKA 6.1

3. JJEKAPCTBEHA ®OPMA

Tebpaa xancyna.

Kancyny ¢ IIBST CAIOHOBA KOCT. PasMmep 2, chabpxkally Osu1 npax ¢ MHPHC Ha CApA.
4. KJIAHNMYHHA JAHHHA

4.1 TepaneBTHYHH IOKAZAHAS

Xujpacek TBEPAM KalCyJIi € NoKa3aH 33 CHMITTOMATHHHO JieyeHue Ha OCTpa AMapHs NpH Bb3pacTHH,
KOraTo €THOJIOTHUHO JIeYeHHE HE € Bh3MOXKHO.

AKO eTHOJIOTHYHO JICUEHME Ha OCTpa JHapui € BB3MOXKHO, Xuppacek MOXe Jla ¢e NpHIOXKH
e JHOBPEMEHHO C HETO.

4.2 Jlo3upoBKA H HAYHH HA NPHJIOKEHAE

CamMo 34 BBH3pacTHM:

TILpROHAYAIIHO E€AHA KarCyna, HE3aBHCHMO IO KOe BpeMe Ha JEHOHOLIHETO. Cnen ToBa - MO eAHA
Kancyna TpM TMHTH Ha ACH, 33 NpEeANOYMTAHE — TPefH OCHOBHO XPAHCHE. Jleuenuero TpsOBa Ia
MPOXLIDKH JOKATO HE Ca HANHLE ABE HOPMAITHH mxosknanus. JleueHuero He TpAdsa fa NPOAL/DKABA
rmosede OT 7 AHH.

CriefHa/THH NOTIYNAIHH
[lamMeHTH B cTapuecka Be3pactT: He e HeoBXONMMO KOPHTHpaHe Ha J103aTa (BX, TOUKa 5.2). TlpenoppuBa

ce NOBHILCHO BHUMaHHWe NPH MAlHEHTH C yepHoAPoGHO WK 6BOPEUHO HAPYIICHUE.
4.3 IIpoTHBONOKAIAHHS

CBpBXYyBCTBHTETHOCT KBM KTMBHOTO BEILECTBO WIH KbM HAKOE OT NOMOUTHHTE BelliecTBa, M30pOCHH B
Touka 6.1.

4.4 CuenHANEA OpeRyNpeAkicHHs H NPEINAsHH MEPKH HpH ynmorpeda

Pe Tauus (BKIIOYHATEAHO MOBPBILAHE H NHADHA
[Ipunarasero Ha XuApacex HE MPOMEHA OBHUAiHUA PEXKHM HA PEXHAPATHD
HaiHyueTo Ha XphB WIM THOH B W3MPAXHCHHATA H TIOBHILIEHA TEMIL

HANMUMETO HA HHBAZMBeH GakTepHii, KaTo MPHYHHA 32 AHAPUATA HIH OpyTo




Ynorpebara Ha XuJipacek Npu QHapUsd NPUUMHEHA OT aHTHOHOTHLM HE C€ NPENnopbhYBa, ThH KATO HE €
611 M3MUTBAH NpPH TE3U YCNOBHUA.

ChilleCTBYBa BR3MOXHOCT 3a HaMajicHa OHOHAITHYHOCT NPH MAMHEHTH C NPOABIIKATEHO NOBPBIIAHE.
IMpunoxkeHneTo Ha TO3H MPOAYKT MPH XPOHUYHA AHAPHS HE € JOCTATHYHO MPOYHEHO.

CBpBLXYYBCTBHTEIHOCT
CpobimaBa ce 3a ofBa Ha KOXKHH peakUMH Npu ynoTpebara Ha npoaykra. B mosedero cirydau Te ca NekH

H HE H3HCKBAT JICYCHHE, HO B HAKOM CITydau Morar Aa Omaar Texku, AOpH KHBOTO3ACTPallaBaLlH.
Bpb3kara ¢ pauekajoTpua He Moxke Jla 6bae HarreIHO H3KToueHa. [IpH nossa Ha TeXKKH KOXHH peakuHH
JedeHHETO TpAORa Jla ce chpe HezabaBHO.

AHTHOEeIeM
[To BpeMe Ha IEYSHHETO C PaHEKAZOTPHI MOXE 2 C¢ NMOABH AMTHOCAEM Ha JIHIIETO, KPaWHHLMTE,

YCTHHTE, THTaBuLnTe. TO34 aHrnoeaeM Moxe Ja Owpae anepruyeH (WHAYLMpPAaH OT MACTOLIMTEH MEIHATOD
aHrHOeAEeM) UM HeallepruucH (OpaIHKHHHH-MeNMHpaH aarnoeneM). KoMOuHaimaTa Ha panexagoTpHi ¢
HAKOH JICKAPCTBEHH MPOAYKTH, KOHTO MOBMIIABAT KOHLIEHTPALMATA Ha OpajMKUHHH, NMO-CIELHATHO
MHXHOHTOPY Ha aHrHOTEeH3WH-KOHBepTHpamma eH3uM (ACE), nosmmasa pucka oT OpaluKHHHH-
MeAMMpaH aHrHoedeM (BX. Touka 4.5). Ilopagu ToOBa € HeoOXoaMMa BHHMMATE/IHA OLICHKa Ha
CHOTHOILICHHETO PHCK/NION3a NPEAH 3aM0YBAHE HA JICICHHETO C palexagoTpun npH naimMeHTH Ha ACE
HHXHOUTOPH (BXK. TOUYKa 4.5).

Korato uMa csbp3aHa oOCTpyKUKs HAa TOPHHTE AMXATENHH IIbTHINA, CICIIHATA Tepanud TpAOBa Aa ce
OpWIOKH He3abaBHO, HE3aBHCHMO OT CTHONOTMATa Ha aHrHoenema, ThH KaTo H3XOABT OT TOBA
CBhCTOSHME MOXe Aa ObJc NeTajIeH.

AKO ce NMOSBH aHTHOedeM, MPHEMBT Ha PALIEKANOTPW TpAOBa Aa ce MPEYCTAaHOBH K MAIMEHTHT TpiOBa
na 6Bae Noa CTPUKTHO MEIHLIMHCKO HAaOMOACHHE N0 ITBIHOTO H TPaiiHO OT3BYYaBaHE HA CHMIITOMMTE.
PanekagoTpui He TpaOBa ga ce mpuiiara OTHOBO.

Texxn KOXHH Hexkenand peakuun (SCARSs)

Bbe BphiKa C Jie9eHHE C paleKafoTpun ca choOMaBaHM TeXKH KOXKHH HeXellaHW peakuud (severe
cutaneous adverse reactions, SCARS), BKIIIOYHTETHO NEKAPCTBEHA PEAKITHA ¢ CO3MHOPHITHA H CHCTEMHH
cumnroMH (drug reaction with eosinophilia and systemic symptoms, DRESS), xouto morar xa 6naar
)KMBOTO3aCTpaInaBai Wi jaetanHu. [laupenrutre Tpg2bpa na 6bAaT MHGOPMHpaHH 3a NPH3HALMTE H
CUMNTOMHTE M Ja 6baar HabmofaBaHM BHHMATEIHO 33 KOXHM PEaKiMH. AKO €€ MOABAT MPHU3HALM H
CUMNTOMH, nojckassamu 3a DRESS, panexagorpun tpatea na ce cripe He3abaBHO M fa ce odmucau
ANTEPHATHBHO JiedeHHe. AKO mauueHtsT e nomydun DRESS npu ynorpebara Ha paniekanoTpu,
JIE4EHHETO € paleKadoTpuI He Tpa6Ba na ce MOAHOBABA HUKOTa ITOBEYE NPU TE3M MALUCHTH.,

brbpeuno Wax YenHoApoOHO HapYIIEHUE
HMa orpaHudeHM JaHHM NpH NauueHTH ¢ OB0pedHo MnM depHOoApoOHO HapymeHue. Te3uw malMEeHTH

TpsAbBa Aa ce NEKYBAaT ¢ MOBHILCHO BHHMAaHKE (BXK. TOYKa 5.2).

TloMoOmM BemecTBa
To3u nexapcTBeH NPOAYKT ChAbpka 3axapo3a. IlanMeHTH ¢ peaxku HacHeACTBEHH npobieMH KaTo

ranakTO3Ha HENOHOCHMOCT, ITHJIEH NlaKTa3eH AcHIMT WIM TIIIIOKO30-ranakTo3Ha Manabcopbims He
TpAOBa Aa npueMaT TO3M JIEKapCTBEH MTPOTYKT.

4.5 B3anMo/elicTBHe ¢ APYTH JeKapcTBEHN NPOAYKTH H ApYrW ¢opMH Ha Bl3auMoJeiicTBHE

BpaIukHHHH-MeOUHpPaH aHrHoeaeMHAKou NekapCcTBEHH MPOAYKTH HIIM KNacoBe NEKApPCTBEHH IPOAYKTH
MOTAT 3 MPHYUHAT CHAOBA peaKi(Ud KaTo aHTHOEAEM Ha JTHULETO H LIHATa, B pe3yNTaT Ha HHXHOMpaHe Ha
pasrpaxpaaHero Ha 6panukuruH. Haii-uecto 3aMeceHHTe NIEKapCTBEHH MPOAYKTH a4 A

B mo-Manka crencH: anruwoteHsud Il anraronuctd, mTORI1I uMynoCynpecopH, 3 A .
OT KJIaca Ha TJIHITTHH, PaleKaJoTPHI, eCTPaMYyCTHH, CAKYOHTPHII H peKOMOHH2 ’ (TR, fé K
CwneTcTBamara ynorpeda Ha panekaJJOTPHIH M APYTH JIEKAPCTBEHH NPOL .3 1.5_. ; mctﬂg, e
NPHYUHABOT OpaJUKHHUH-MEAMMPAH aHIMOEHEM, MOXE Jla MOBUIIH DPHUCK: % gl ) ;H';: Jce
enopb4Ba (BXK. Touka 4.4). S g F /
» R
;fﬂyﬁrmﬁhg} 2



4.6 PepTRINTET, OpEMEHHOCT H KbpPMEHe

bpeMeHHOCT
Hsama pocrarpann faHHU 33 ynorpeda Ha Xuapacek npu 6pemenHM xeHH. [Ipoy4BaHus npH XHBOTHH

HE IOKa3BaT JUPEKTEH MIM HHIUPEKTEH YBpexaanml e(eKT M0 OTHOIIEHHE Ha OpEMEHHOCT,
eMOpuoHanRo/¢deTaHO pa3BUTHE, paXJaHe WM MTOCTHATAIHO pa3BUTHe. BhIpeky ToBa, Thil kaTo RAMa
HAMMYHH CTieMOUYHK KIHHUYHH MpOoYy4YBaHud, Xujapacek He TpaOsBa na ce npuinara npr OpeMeHHM
AKECHHU.

KnpMmene
Mopamu nuncara Ha HHPOPMALKA, 32 OTACNAHETO Ha XHApAaceX B MAMIHMHOTO MIIAKO, NPOAYKTHT HE

TpAOBA 2 Ce IpHIara Npyu KbpMEIIH XKEHH.

QepTrnuter
[IpoyuBaHus 32 (pepTHIHTET, NPOBCIACHH C PANEKAJOTPU BBPXY ILTEXOBE, HE NMOKA3BAT BIHAHHE BBDPXY

peprunmuTeTa.

4.7 EdexTn BLpXYy cniocobaocTTa 33 ModHpane H paboTa ¢ MAIIHHH
XHIpacex He NOBIMABRA WK [IOBIHABA NPeHEOpEeXMO criocoOHOCTTa 338 modHpaHe ¥ padoTa ¢ MAaIIKHHH.
4.8 Hexel1aHH JIeKapcTBEHH PeaKknuH

HMMa paHHM OT KIHHHYHHM NPOYYBAaHHA 3a ocTpa quapuA npH 2193 BB3pacTHH NAUWCHTH, JIEKYBaHH C
patiekagoTpui H 282 seKyBanH ¢ ianebo.

BbB BpBh3Ka ¢ JIEIEHHETO C paleKaJOTPHA ca choOIaBaHH TeXKM KOXKHM HexenaHu peakuuu (SCAR),
BIUTIOYMTEIHO ICKAPCTBCHA peakia ¢ eo3HHopuIUa U cucTeMun cuMitoMu (DRESS) (Bx Touka 4.4).
ClnegauTe HEeXENaHy JIEKAPCTBEHH PEAaKIIWK, OITUCAHW TO-J0NTY, Ca BL3HHKBAH I10-4€CTO ¢ XApaceK B
cpaBHeHWe ¢ ruranebo win ca OWiM JOKNaABAHH MO BpeME Ha MMOCTMAPKETHHTOBOTO NPOCICAABAHE.
HecToTaTa Ha HEXETAHUTE PCAKI[MM CE ONPEICId B3 OCHOBA Ha CleAHATa KiIacH(HMKaLHMA: MHOTO YECTH
(=1/10), wectu (=21/100 no <1/10), newectu (=1/1 000 go <1/100), peaxn (=1/10 000 mo <1/1 000}, muOTO
peaxu (<1/10 000), ¢ Heu3BecTHA YecToTa (OT HAUIMYHHTE JAHHH HE MOXe J1a Obie HampaBeHa OLCHKA.

HapyiieHusa Ha HEpBHATa CHCTEMA

YecTH - rnapobonue.

H&QYECHI{H Hd HMYHHATa CHCTEMA

C Hen3BEeCTHA YECTOTA - aHaleHaKTH‘ICH OIOK.

HapvyriieHHs Ha K0XaTa H MOJK0XHATa ThKaH
HeuectH - 06puB, epurema.

C HEH3BECTHA 4ECTOTA - EpUTEMa MYITH(HOPME, OTOK HA €3HKA, OTOK Ha JIMIICTO, OTOK HA YCTHHTE, OTOK
Ha KJEMayWTe, aHTHOeAeMa, YPTHKapHi, ¢pUTEMa HOMAO3YM, namyinapeH oOpuB, npypHuro, chpdex,
TOKCHYHO KOXHA €PYINLMSA, TeKapCTBEHA peakiuda ¢ eo3uHoPmwma u cucreMan cuMmnromu (DRESS).

[TeuaTpyiHa NOMy/alHA
[Ipun kppMadeTa H Jeua, JeKyBaHd ¢ XHIpaceK MOABATa HAa TOH3MIWT € JOK/IagBaHa Karo HeYecra
HEXKENaHa NEKapCTBEHA peakiiHA. 3a Ta3H Bh3pacTOBa Ipylia Ma cnedidpuIHH JIeKapCTBEHU (QOPMH.

C'BOﬁlII&BaHC Ha NoA03HPaHH HEXKCIIAHH PCAKITHH
C'bOﬁ]].IaBaHeT 0 Ha MOOO3UPAHN HECXKCIIAHH PCAKIHUHU CIICH pa3pfllaBaHE 3a YI'IOTPE m
t“

IMMPOAYKT € BAXHO. Tora no3sonsea 1a IMpOABJIXKH HaOIIOAEHHETO HAa C’bOTHOIIIﬁ
JICKAPCTBCHHWA TIPOAYKT. OT MeIUIIHHCKHTE CNEHaIMCTH Ce H3HCKBA Ja chodmiay
HCKCIIAHa PCAKIIHA 9IpC3 HAMHOHAJIHA CHCTCMA 34 cpoOImaBane:

H3menHHTEMHa areHIUs 1o JIeKapcTBaTa
yn. ,,JJaman I'pyes” Ne 8




1303 Codusn
Ten.: +35 928903417
yebcaiiT: www.bda.bg

4.9 Ilpeno3apane

He ca noknaasanu crydau Ha npeno3vpase.
IIpu BB3paCTHH Ca NPHIAraHd €AMHUYHH JO03H OT HaJ 2 £, KOeTO OTroBapA Ha 20 ITbTH TepalneBTHYHATA
JI03a ¥ He ¢a OUIH ONMHCAHH YBPEXJAIH eQeKTH.

S. GAPMAKOJOIHYHH CBOMCTBA

S.1 PapMaKOARHAMHEYHA CBOHCTBA

PapMakoTepaneBTH4YHA rpyna: JIpyri npoTHBOAMAPHUYHH JIEKAPCTBEHH IIPOAYKTH.
ATC xomx: AOTXAN

MexaHH3BM Ha JEUCTBHE
PanekagoTpui € Mpexkypcop, KoWTo Tpabsa na 6Bpae XWIOponM3MpaH 0 aKTHBHHA cH MeTabonur,

THOp(DaH, KOHTO ¢ HHXHOHTOp HA eHKke(aIuHa3aTa — KICThYHO-MecMOpaHHa NENTHAAa3a, KOATO C& HaMHpa
B pa3HdHH ThKaHH M Hali-Beye B €MUTENa Ha ThHKUTE 4YepBa. T03M €HIMM JROMPHHACK KAaKTO 3a
XHApOJH3aTa HAa C€K30TCHHHTE MCMTHAM, TAaKa H 32 Pa3rpaXAaHETO HA CHIAONCHHHWTE NENTHAH, KATO
eHxepanunure. CleqoBaTeNHO, paleKaJOTpHI MNpelana3Ba C€HAOTCHHUTE EHKeQalMHM, KOMTO ca
$H3HONOrHIHO aKTUBHH Ha HHBOTO Ha XpaHOCMHNATENHMA TPAaKT, KaTo YIWDKaBa TEXHMA
AHTHCEKPETOpPEH edexT.

PanexkaqoTpHi NpATEXKaBa THCT YPEBEH aHTHCEKpeTOpeH edexT. HamangBa upeBHaTa XHNEpCceKpenus Ha
BOAZ M eNEeKTPONIUTH, MPeAH3BUKAHA OT XOJIepeH TOKCHH WIM Bb3NAlIeHHEe U HE 0Ka3pa BIIHAHUE BLPXY
Oasanmnara cekpeTopHa akTHBHOCT. Pamekagorpun ympaxHaBa Obp30 aHTHAHAPHYHO AeiicTBHe Oe3 Aa
IIPOMCHS NPOXB/DKUTEHOCTTA Ha IPEMHHABAHE IIPE3 YPEBHHUA TPaKT.

Pauexagoapun He nNpeAusBHKBa abOgomuHanHa aucteHcud. Ilo BpeMe Ha KIHHWIHHMTE H3IMMTBAHMA,
palleKagOAPHA € NMPEAN3BHKBANT BTOPUYHA KOHCTHITAIUA B YECTOTA CpaBHHMA C TU1aneho.

Koraro ce npunara nepopajlHo, ReACTBUETO My € OCHOBHO nepudepHo, 6e3 edekT BupXy LHEeHTpanHaTa
HEpPBHA CHCTEMA.

PaHOMH3MpAHO KPBCTOCAHO IIPOYYBAaHE MOKa3Ba, 4e¢ paunckajorpun 100 mg kancyna B TepaleBTHYHA
o3a (1 kancyna) win B CylpaTepancBTH4UHA 1033 (4 Kancynu) He npeAn3BHKBa yabkaBale Ha QT/QTc
HHTEpBana MpH 56 3apasu qo6poBoIUM (32 pasnHKa OT MOKCH(IOKCALIMH, H3ITOJI3BAH KaTo IIOJI0KUTEITHA

KOHTpOINa).

5.2 PapMaKOKHHETHYHHE CBOHCTBA

Abcopbuus
Panekagotpun ce pesopbupa 665p30 IpH NepopanHo NPIIOKEHHE.

Excriospumara B CTaLMOHAPHO CHCTOAHHE € CPABHUMA C EKCIIO3UIUATA clell eAHOKPAaTHA 1034.
BuoHanu4yHOCTTa Ha palleKaJoApUi HE ce BiuAe OT IpHeMa Ha XpaHa, HO TIMKOBATAa MY aKTHMBHOCT C€
3a0aBA ¢ OKOJIO 9aC ¥ IIOJIOBUHA.

Pasnpenenenue
Cnen nepopanno npunoxkenue Ha 14C-6eng3an  pauckagoTpHin IpH  3ApaBH
KOHIIEHTPALUMATA Ha pauekagorpun e nosede ot 200 IreTH MO-BHCOKA B IIa3BaTa, OTKOIREARS
KIeTKH M 3 OBTH M0-BHCOKA OTKOIKOTO B 1AaTa KpbB. CleA0BaTEIHO, JIEKAPCTBO i o
KPLBHHTE KJIETKH B 3Ha9MMa cTerneH. PasnpenenedneTo Ha pagHOaKTHREH BBITIEPO]
TeEKaHH € OHI0 yMepeHo, KaKTO C€ ITOKa3Ba OT CpeAHHA 00eM Ha pa3npeaciicHHE B
JeBeTneceT MpoLEHTa OT aKTUBHHA METalOMHT Ha paleKafoTpui, TpHopdaH =

(MepkanToMeTu)-3-PEHHUNTTIPOITHI) TIIWIMH ), € CBbP3aH C IUTa3MEHHUTE IIPOTEHHH, OC




TTpOABIKHTENHOCTTA U CTENEHTA Ha ¢(EKTa HA PAlCKAJ0TPUI ¢a J030-3aBHCHMH.

BpemeTo 3a JOCTHraHe Ha MaKCHMAJIHO HHXHOHpaHe Ha IU1a3MeHaTa ¢HKejalnHasata ¢ npubIH3HTENHO
2 vaca # o1ToBaps Ha 75% uHxubupane npu no3a or 100 mg.

Hponmxcn'renﬂocrra Ha HHXHOHIIMA Ha [1a3MeHaTa GHKCdJﬂJIHHaSaTa e oKkono 8 yaca.

buoTpaHchopMalns

BUONOrHYHHAT MNOMY)KHBOT Ha pallcKagoTPWI, H3MEpEH KaTro HHXMOHpaHe Ha IUIa3MeHaTa
eHKkedannHa3a, € npubim3urenHo 3 yaca.

PanekagoTpun ce xujpoiausupa OBp30 OO0 akTHBHMA MeTabOJMT THOpQaH, KOMTO Ha CBOH pex ce
TpaHCGOPMHPA B HEAKTHBHU METaOOJIMTH, HACHTHPULIHMPAHH KaTO CYJN(OKCHA Ha S-MeTHNTHOpdaH, S-
MeTHI1 THOphaH, 2-METAHCYN(DHHUIMETHI NpPOMHOHOBA KHCEIMHA H  2-METHICYN(aHWIMETHI
NPOIIHOHOBA KUCEIHHA, KOUTO BCHUKM ce obpasyBar npu noeeue oT 10% OT cucTeMHaTa eKCIIO3UIUA Ha
OCHOBHOTO NI€KapCTBO.

JOmbIHWTETHY BTOPOCTENEHHM METAO0NUTH CBHIIO €2 OTKPUTH M KOMHYECTBEHO OIpeie/ieHH B ypUHATa
H pexamnTe.

[10BTOPHOTO NPUIIOXKEHHE HA PalleKaZOTPHI HE MPUIHHABA HaTPYTBAHETO MY B TAIOTO.

WUH BUTPO AaHHHK MOKa3BaT 4Ye paleKaJoTpHI/THOPPaH H 9ETHPHATE OCHOBHH HEAKTUBHH METabOIIMTH HE
HHXUOUpaT ocHOBHUTE ¢H3UMHM H3o¢gopMu Ha CYP en3zuma, 3A4, 2D6, 2C9, 1A2 u 2C19 1o crenen,

KOATO OM MOrna 1a e KI¥HUYHO 3HAYUMa.

WH BUTPO AaHHEY NTOKA3BaT Y€ paLeKagoTpua/THopdaH U HeTHPUTE OCHOBHM HEAKTUBHH METalONUTH He
HHIYLMpaT eH3uMHuTe u3odpopmu Ha CYP enzuma (3A rpyna, 2A6, 2B6, 2C9/2C19, 1A rpyna, 2E1) u

UGTs KOHIOTHpalllH CH3INMH 10 CTCIICH, KOATO OH Morna na € KIMHHTHO 3HaYHMa.

PauexanoTpun He MOIHOHIIMPa CBLP3BAHETO C IJIA3MEHHUTE MPOTEHHH HAa aKTUBHY CYOCTaHIGH, KOHTO
ca CHITHO CBBP3aHH C IPOTEHHUTE KaTo TONOyTaMuz, BapgapuH, HUGIIYMHHOBA KHCETHHA, JUTOKCHH HITH
¢deHUTOUH.

Ilpu naumMeHTH c YepHOAPOOHA HEAOCTAaTHYHOCT (UMpOo3a, cTeneH B nmo wiacudukannsara Ha Child-Pugh),
npodHiIa Ha KHHETHKA Ha aKTHBRHA MEeTaboIHUT Ha paueKaaoTpu nokassa nogooau Tmax u T2 n nmo-
HrcKH Cmax (-65%) u AUC (-29%) B cpaBHEHHE CHC 3APABY WHIHBHM.

ITpu mauneHTH ¢ TexKa 0L0pedHa HelOCTATBIHOCT {KPEATHHHHOB KIMPBHC 11-39 ml/min), npoduna Ha
KUHETHKA Ha aKTUBHUS METabOIUT Ha paniekaJoTpun nokassa no-Markd Cmax (-49%) H no-sBHcoku
AUC (+16%) u T2 B cpaBHEHUE ¢ 3ApaBH HHAHBHIM (KPEaTHHMHOB KaupbHC >70 ml/min).

B nemmatpudHara nonynauus, GpapMakOKHHETUYHUTE pe3yITaTH ca NoA0OHH Ha Te3H MpH BL3pPACTHH,
KaTo ce qocTHra Cmax Ha 2 gaca H 30 MHHYTH cnel npuiokeHue. HaMma akyMynupaHe MpH IpUIOXKEHH
MHOI'OKPaTHH JO3H Ha BCEKH 8 Jaca, 3a 7 OHH.

EnuMHHHpAHE
PaijekaoTpHN Ce eIMMMHHHpA 1oA gopMaTa Ha aKTMBHH M HEakTHBHH MeTabonutu.EnmuMuHMpanero e

npeauMHo npe3 6nbpenmre (81,4%) M B MHOro mo-Manka cTeneH — ype3 dekanuure (okono 8%).
benoapoOHHAT ITET Ha CIIMMWHHPAHE € HECHIMECTBER (MOo-Mako oT 1% oT fo3zara).

53 [IpeaKIHHHYHH TaHHH 32 6e3omacHoOCT

[Ipoy4BaHHS ¢ NPOABIDKUTETHOCT YCTHPH CEMHIH 32 TOKCHIHOCT NIPH MaHMYHH H KFuce
KBM MPOAB/DKUTENHOCTTA Ha JICUSHUe MpH MalMEeHTH, HE TOoKa3Ba HUKaKBU ede / qo
mg/kg/nHeBHo u 200 mg/kg/aHeBHO, CHOTBETHO OTTOBAPALIN HA IPaHUIM Ha OejpuqHog

(cmpaMo xopa). PanekagoTpun He € NOKaszal WMYHOTOKCHYHOCT IPH MMIIKE §
MpoaAL/DKeHHE Ha Ao |1 mecen.



XponuuHara ¢kcno3unms (lroguHa) npu ManMyH| ¢ xo3a ot 500 mg/kg/nen, rRoasT A0 reHEpaTH3NPaAHH
MH(PEKINH W HaMajleH OTTOBOP KbM aHTHTENa NPH BAKCHHAUMA, HO HHOEKUHH/HMYHHO MTOTHCKAHE HE Ca
HaOmonaeanu npu 120 mg/kg/nen. [lo mopoben HauumH npu kyuwe, nonydasamo 200 mg/kg/nen B
NPOAB/DKCHUE Ha 20 CeaAMMUM, HSKOH HHQPEKUHH/MMYHHH NOapaMeTpH ca 3acerHatd. KITMHWYHOTO
3HAYEHHUE € HEH3BECTHO, BUXKTE TOYKa 4.8.

B cTranaapTHU MH BHTpPO M MH BHBO TECTOBE € YCTAHOBEHO, Y€ pPalEeKATOTPHI HAIMA MyTarcHeH WiN
KIaCTOTCHEH €(EKT.

He e npoBexaaHo H3CHEIBAHE 3a KAaHRXEPOreHHOCT C palekaJoTpHi, ThH KaTo JIEKapCTBOTO €
fpEIBUACHO 32 KPAaTKOCPOYHO JIEUCHHE.

PenpoQyKTHBHA TOKCHMYHOCT M TOKCHYHOCT 3a pa3BUTHETO ((QepTWIHMTET U paHHO eMOpHOHANHO
pa3sBUTHE, NMPEHATAIHO M MOCTHATAJIHO Pa3BUTHE, BKIOYUTEAHO QYHKIMA Ha MaikaTa, IPOYYBaHHUA 3a
eMOpHO-(eTaNHO Pa3BUTHE) HE Ca MMOKAa3aJIH HHKAKBH CIICIMAIHH ¢(eKTH Ha palleKagoTPHIL.

Hpyrn npeaknHHHYHH edexTH (Hamp. TeXKa, HaH-BEpOATHO aIyIaCTHYHA aHeMHA, MOBHILEHA IHYpes3a,
KETOHYpHs, AHapHia) ca HaOnroaaBaHH caMO IIPH €KCIIO3MI[MM, CYNTAHM 32 3HAYHTENHO HAJBHIIABALIH
MaKCHMaJIHaTa eKCITO3MIINA [IpH Xopa. TAXHOTO KIMHUMHO 3HAYCHHE HE € H3BECTHO.

Hpyru ¢apMakonormdHyd npoydBaHud 3a 0e30MacHOCT HE NOKa3BaT HHUKAKBH BpEeIHM €(PeKTH Ha
PalleKaflOTPHJI RBPXY LIEHTPAJIHATA HEPBHA CHCTEMA, ChbPACYHO-CHAOBUTE H QUXATEIHUTE PYyHKLINH.

Ilpu XHMBOTHH palleKagoTpHA 3acCHiBa ¢(QeKTHTe Ha OYTMIXHOCHIMH BBPXY YPEBHHA TPAH3UT H BBPXY
aHTHKOHBYJICUBHUTE €(deKTH Ha (PEHUTOMH.

6. PAPMAINEBTHYHH JAHHH

6.1 CnHebK HA NOMOIRIAMTE BellecTBA

[Ipax
- JlakT03a MOHOXHApPAT

- [IpexxenaTHHU3HPAHO LAPEBHYHO HHILECTE
- MarnesuesB cteapat
- CHuIMeB THOKCH]L, KONOUAEH Oe3BOICH

Kancyna

- Xunat xene3en okcua (E172)
- Turanues auokcun (E171)

- Xenathn

6.2 HecLbBMECTHMOCTH

Hempunoxumo.

6.3 Cpok Ha roIHOCT

3 roapHu.

6.4 CneuHa/THR yCJI0BHN 33 cChXpaHeHHe

To3u NPOXYKT HE H3UCKBA CIICIIHANIHH YCIIOBHA HA ChXPaHEHHE.

6.5 BHA H cHABLPKAHKE HA ONAKOBKATA

Kancymu 100 mg 8 6mictep ot PVC-PVDC/Anymununeso ¢pomo, no 10 kancym B 6
1 unu 2 6nucrepa B KyTHS.
He Bcraxu BHIOBE ONMAKOBKY MOTAT Ja OBJaT MyCcHaTH B IMpojaxko6a.

6.6 CnenuaTHH NpeAnasHy MEPKH NPK H3XBLpJASHE



Hsama cneiaiIHe H3HCKBAaHHA 33 H3XBBPJIAHC.

7. IIPUTEXATEJ HA PASPENNIEHHUETO 3A YIIOTPEBA
BIOPROJET PHARMA

9, rue rameau 75002 Paris
DOpaHms

8. HOMEP HA PAZPEINIEHHETO 3A YIIOTPEBA

Perucrpanuoner Homep: 20050197

9. HATA HA ITBPBO PA3PEIIABAHE/TIONJHOBABAHE HA PAZPEIIEHHETO

JlaTa Ha mepBO paspemanane:06 anpun 2005 1.
Jara Ha nocnenHo nogHoBABaHe: 14 Mapt 2011 r,

10. HJATA HA AKTYAJIN3UPAHE HA TEKCTA

03/2025



