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ASTTLITHVYELEA ATERLIA NO NEKAPCTBATA
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Xunppacek 10 mg rpany/n 3a nepopaiHa CyCNCH3HA Kot POE. e v B IDIOLDD .
Hidrasec® 10 mg granules for oral suspension — T
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1. HME HA JIEKAPCTBEHMS MTPOAYKT
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Beako cante enappika 10 mg pauekagorpun (racecadotril)
3a reAHMA CITHCHK Ha NMOMOIIHHTE BelnecTBa, BIDKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

I'panynu 3a nepopanHa CyCleH3UA.,
ban npax ¢ xapakrepeH apoMaT Ha KaHcHA.

4. KJIMHNUYHHU TAHHHA
4.1 TepaneBTHYHA NOKAIARASA

XHapacek MPaHyITH 3a NepopaiiHa CYCTIeHIMs € NIOKA3aH NpH KEpMaueTa (Haf 3 Mecena) M Aelia, KaTo
JOIIBIHUTETHO CHMITTOMATHYHO JICYEHHE HA OCTpa JHapUs 3a€4HO ¢ MEPOPATHOTO peXHUApaTHpaHe.

AKO €THOJIOTHYHO JIEUSHHE Ha OCTpa ABapHs € Bb3MOXKHO, XHIPaceK MOXe [ ¢ IMPUIOoKH
eTHOBPEMEHHO C HETO.

4.2 Jo3HpOBKA H HAYHH HA YHOTpeba

Xuapacek rpaHyIH 32 IICPOPANIHA CYCTICH3HA Ce MpIiara NepopaiHO ChC CHIIBTCTBAINA ICPOpaNHa
pexugpaTauMa (BK. Touka 4.4).

[IpenoprpunATENnHaTA 034 C& ONMPEAC/IS B 3aBHCHMOCT OT TeyiecHoTo Terno: 1,5 mg/kg 3a eana mola
(cpoTBercTBala Ha | Ao 2 caliera), 3 MbTA AHEBHO HA PABHH HHTEPBAJIH.

I[Tpu kppMaueta nox 9 kg: 1 cawe ot 10 mg 3 TpTH JHEBHO.

ITpu xspmadeta ot 9 kg o 13 kg: 2 camera ot 10 mg 3 meTH AHEBHO.
ITpu neua ot 13 kg ao 27 kg: 1 came or 30 mg 3 obTH AHEBHO.

ITpu neua noseue ot 27 kg: 2 camera ot 30 mg 3 WbTH AHEBHO.

Jlewenuero TpAOBa Aa NpoXB/DKH AOKATO HE Ca HAIMIIE JB¢ HOPMAIHH H3XO0KIAHMA.
ITpoaBDKHTEITHOCTTA HA JICICHUETO He TpsOBa Aa Obae Han 7 AHU.
JABITOCPOYHO JIeYeHHe ¢ XHAPACEK He ¢e Mpenopnyea.

HaMa JaHHM OT KIHMHAYHY OPOYYBAHKA NIPH KBpMadeTa Ha BB3PACT MIO-MAIKH OT 3 Mecena.

CoeudanHy NomnyJjaanuu
Hama npoy4Bannsa nNpu KbpMadeTa WK felia ¢ 660pevHo HiH 4epHOAPOOHO YBpEKIaH

4.4).

I'panynuTe MOrar ja ce JoOaBAT KbM XpaHATA WIH Ja C€ pa3TBOPAT C MAIKO KO
YyacHa JTEKHAYKA), CMeCeHH 100pe H TpAOBa J1a ce nmpHeMaT He3abaBHoO.



4.3 IIpoTEBONOKA3AHHA

CBpEXYYBCTBUTENTHOCT KbM AaKTHBHOTO BEIIECTBO MM KM HAKOE OT MOMOIIHHTE BEIIECTRA,
H36pOeHH B TOUKA 6.1,

[Topagu HanH4YHETO HA 3aXapo3a, XHApaceK IpaHy Iy 3a NepopaiiHa CycrieH3Hd € NPOTUBOIIOKA3AH TIpH
NALMEHTH ¢ PEJKH Hac/IeICTBEHM NpodiieMH KaTO HENOHOCHMOCT KBM (PPYKTO34, INIHOK030-
rajjakTo3Ha MaaaOcopOLus WIH 3aXap03a-H30MAITa3HA HeAOCTaTbYHOCT.

4.4 Coennangn npenynmeﬂnn H MpeaANa3HHA MEpPKH NPH ynorpeba

Ipunaranero Ha Xuapacek rpaHyIIH 34 NePOPATHA CYCTICH3UA He ITPOMeHS OOHYAHHMA peXXHM Ha
peEXHApPATHPAHE.

PexuzpaTaliiATa € MHOIO BayKHA 4acT OT JICYCHHUETO HA OCTPA AHapusa [IpH KbpMadeTa. H3ucKBaHHATA
3a peXHApATalla H HAYHHA HA MPHIoKeHHe TpaAOBa xa 6BNaT afanTHPaHH CIPIMO BB3pacTTa U
TErJIOTO HA MALIHEHTA, CTAOHA H TEXECTTa Ha ChCTOAHHETO, 0COOSHO B CITyYaHTe HA TEXKA H
NPOAL/DKHTEIHA JHAPHS ChC 3HAYMTENHO NOBPhLIaHE WK TMNCa Ha aneTHT. B foIrbiiHeHHe, BAXKHO €
pPeNOBHOTO XpaHeHe {BKJ. KbpMEHE) J1a He ¢ IPEeKbCRa U Aa ¢ HabmoaBa 3a aAeKBATEH NMPHEM HA
TCUHOCTH.

HannuueTo Ha KpLB HIH FHOM B H3NpaKHEHUATA H TIOBHIICHA TEMIIEpaTypa MOXE a HACOYBA KbM
HAJTHYMETO HA HHBAZHBEH DaKTepHii, KATO IPHYHHA 33 JUAPHATA HIIU JAPYTO TEXKO 3a00/MABaHE, KOSTO
H3ACKBA €THOJIOTHYHO (HAIP. AHTHOHOTHIIH) ICUEHHE WIH NOITBIHHTENIHH H3CHACABAHUA.
CnenoarenHo, Xugpacek He TpaGBa Aa ce MPHIara npH Te3u CECTOAHUA. XHOPaceK MOXKE Ja Ce
npuiara ¢AHORPEMEHHO ¢ AHTHOHOTHIM B CiIy9ali Ha OCTpa Avapus OT aKTepHAICH NPHMMMHMTEN,
KaTo JOITBJIBAUIO JISUEHHE.

Ynorpebara Ha Xuapacek NPy AMapHA [pUMHHEHA OT aHTHOMOTHIM H IPH XPOHHYHA JHApHUS HE CC
npenopp4Ba Nopajy HeAOCTaThYHO ARHHH.

[Tpu manmenTH ¢ Auaber TpabBa Aa ce Ma NpeaBH, 4e BeAko came Xuapacek 10 mg rpanynH 3a
nepopaiHa CYCNicH3HA Cpabpxa (3,966 g 3axapoza. AKo KOIHYECTBOTO Ha 3axXapos3ara (M3TOYHHK Ha
IIIFOK03a H PPYKT033) B AHEBHATA 1033 Ha XHApacex HAAXBBHPIA 5 g JHEBHO, TO TOBa TpAOBa 1a ce
B3€M¢ NpEeABH NIPH ONpeAcIiHe Ha ZHEBHOTO KOJIMUECTRO MPHEM HA 3axap.

JlekapCTBEHMAT NPOAYKT HE TPAOBA fa ce npriiara npy KbpMayeta rnon 3 Mecela, Thid Karo HAMa
KNUHAYHHA AAHHH OT MPOYYBaHUA CPEJ Ta3H NOMyals.

JlekapCTBEHHAT NPOAYKT He TPAOBA Ja ce npHiara npH aena ¢ 6x0pedHn Hin YepHOApOoOHH
YBpEKJAHUA, HE3ABHCHMO OT CTEIICHTA HA TAXHATA CEPHO3HOCT, MOPaaH JIMNCA HAa HHGOPMAaLWUs 3a
TAKMBA TOMY/AallH} OT MALMCHTH.

[Topanu BBE3MOMKHA HaMajlcHa GHOHATUYHOCT, JISKAPCTBSHHAT NMPOAYKT He OuBa Ja Obae nmpusarad B
CJIyYaH Ha MAlLMEeHTH C NPOAbLKMTEIHO WIH HEKOHTPONHUPAHO IOBPbINAHE.

4.5 BiarMozeiicTBHe ¢ APYTH JeKAPCTBCHHE NPOAYKTH H Apyra dopMHE Ha BIaHMOAcHCTBHE

Jlo MOMeHTa He ¢a OIHCaHK B3aUMOACHCTBHA C APYTH NCKapCTBEHH NPOAYKTH MPH XOopa.
EXHOBpeMeHHOTC NIPUIOKEeHHe Ha XHIpacek ¢ JIonepaMu WIH HUQYPOKCasHi He IPOMEHS
KMHCTAKATA Ha XHAPACEK TIPH Xopa.

4.6 DepTHARTET, OpeMEHHOCT H KbPMEHE

bpemennoct
Hama pocraTe4HH JaHHH 33 ynoTpeOa Ha Xuapacek NMpH OpeMeHuH keuu. [Ipoyus

HE MOKA3BAT JUPEKTEH WM MHIWPEKTEH YBpexkaall edekT Mo OTHOIEHHe Ha 6peme
eMOpHOHATHO/ (heTaTHO pasBUTHE, PaKaHe HIH TIOCTHATATHO pa3BuTHe. Bripeky 1¢




HAMa HATMYHH CHEIH(HUIHH KIHHUAYTHH NpOoYYBaHKsA, XHOpaceKk He TpaOBa Ja ce mpuiara npy
OpeMEHHM JKEHH.

KnpMeHe
IMopann numicata Ha HHDOpMaLHA, 3a OTAEIAHEeTO HA XHApaceK B MAHUMHOTO MISKO, IPOAYKTHT HE

TpsAbBa [a ce MpHIara NpH KbpPMEIIH XKEeHH.
4.7 EdexTH BbpXY cnocodnocrra 3a modupane ¥ pabora ¢ MAMAHH

Xuapacek He MORJIMARA WK [TOBIHABA [TPeHEOpeRMMO cIoCOOHOCTTA 32 1opupaHe ¥ padora ¢
MALITHHH.

4.8 HesxxenalH NEKAPCTBEHH PeAKNHE

ClieqHMTE HEXEIAHH JIEKAPCTBCHH PEAKIIHH, OITUCAHH NO-10JTY, ¢4 Bh3HHKBAIIH NO-4ECTO ¢ XHAPaceK
B CPaBHEHHE ¢ IUIaLe00 M ca OMITH JOKIaIBaHH [10 BpeMe Ha NIOCTMAPKETHHIOBOTO MPOCeAsBAHE.
YecTOTaTa Ha HEXEJIAHATE PeaKLMH C€ ONpEAEsA BE3 OCHOBA Ha ClICAHATa Knacku(HKaLUs: MHOTO
yecTH (=1/10), wectt (=1/100 mo <1/10), neuectn (=1/1 000 no <1/100), peaxu (=1/10 000 oo

<1/1 000), Muoro peaku (<1/10 000), ¢ Hen3BecTHa YecToTa (OT HATHYHMTE JaHHHU HE MOKe Oa 6bae
HalpaBeHa OLICHKaA.

Hadekimm 1 paPECcTalHA

HeuecTs - TOHSWIHNT.

Hapyluenns Ha KOXAaTa ¥ NOAKOKHATA ThKaH
HeuectH - 06pHB, epHTEeMa.

C HEH3BECTHA YECTOTA - epuTeMa MYNTH(HOPME, OTOK HA €3HKA, OTOK Ha JIMIETO, OTOK HA YCTHHTE,
OTOK Ha KJISTIA4HTe, aHTHOEASMA, YPTHKAPHA, EPHTEMA HOAO3YM, NanmyIapeH oOpHB, NPYPHIO,

IpYPHTYC.

CrobliiaBarHe Ha NOTO3MPAHH HEXEIAHN PEAKLHH
Cro01IaBaHeTo Ha IOAOSHPAHHA HEXKEJIAHH PEAKLHH ClieN pa3pelIaraHe 34 yrnorpeba Ha JIeKapcTBeHHA

APOOYKT € BaykHO. ToBa MO3BO/ABA Aa MPOABDKH HabIOAeHHETO Ha CHOTHOIICHHETO MOJI3a/PHCK 38
JAeKapcTBeHHA NPORYKT. OT MEAMIMHCKHTE CTICLIHANIMCTH c¢ H3HCKBa Ja ChoOIIaBaT BeaKa
NOAC3WPAHA HEKENAaHa peakius 9pe3 HAHOHAIHA CHCTeMa 3a Chobmasane:

H3npaHUATENHA areHIHs [0 JeKapcTBaTa

yiI. ,,JlamsH ['pyeB” Ne 8

1303 Codmus

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 IIpexoznpane
He ca noxnaaeany ciyvau Ha npegosvpane. [Ipa Bp3pacTHH ¢a NMPHIAraHH eIMHHYHH JO3H OT HAaA
2 g, KoeTo OTroBapa Ha 20 mbTH TepaneBTHYHATA 034 U He ¢a OWIH OIHcaHU YBpEsKAalIM e(exTH.

5. ®APMAKOJOIHYHHU CBOUCTBA

3.1 PapMaKOANHAMHAIHH CBOHCTRBA

(dapmaxoTepaneBTHYHa rpyna: JApyru npoTHBoaHapUdHHM JeKapcTBeHH npoaykTu; ATC
A07XA04,

MexaHHIEM Ha JeHCTBHE ;
PaniekanoTpun e npexypeop, Koito Tpsadsa ga 6bae XuApoNH3HpaH N0 aKTHBHHS CH



HaMHpPa B Pa3iIMYHH THKAHN ¥ Hal-BEYC B €MHTENIA Ha THHKMTE uepBa. TO3H €H3HM HONPHHACA KaKTO
3a XWAPOJIH3aTa Ha €K30I'€HHUTE NIENTHAM, TaKa H 3a PasrpakIaHeTo Ha €HAOT€HHHTE NEeNTHIH, KaTo
eHKedanuHuTe. ClIeJOBATEHO, PALICKANOTPI IPEANA3Ba €HAOICHHHTe eHKe(anHi, KOUTO ca
(PH3NOJIOTHMHO aKTHBHY Ha HUBOTO HA XPAHOCMWIATETHHA TPAKT, KATO YAB/DKABA TEXHUS
AHTHCEKPETOPEH eeKT.

PanexanoTprn npuTeXKaBsa 1HCT YpeBeH aHTHCEKpeTopeH edekt. HaMansaea YpeRHATA XHIIEPCEKPEIHUA
Ha BOAA H €JIEKTPOJIHTH, [IPpEAW3BHKAHA OT XOJI€PEeH TOKCHH HJIM BB3NAJICHHE, H HEe OKA3Ba BIIHAHME
BBbpXY OazaiHaTa ceKperopHa akTUBHOCT. Panexkafnorpun yrnpasksaea 05p30 aHTHIHAPHYHO ASHCTBHE,
0e3 A2 NpoMeHa NPOIBIDKHTEIHOCTTZ HA NMPEMHHABAHE NPE3 YPEBHUA TPAKT.

KnunuvHa eUKacHOCT H fe3omacHocT
B ape WIMHMYHM IPOYYBAHMA NIPH Aena, pauekanoTpun ¢ Hamamaa ¢ 40% u 46%, croTBETHO, TErNOTO

Ha H3NpaXHeHHATa B mbpBHUTe 48 yaca. Couio Taka € HabnmogapaHO 3HAYMMO HaAMaIeHHE Ha
NpOARDKHTEIHOCTTA Ha JHAPHATA H HEOOXOAMMOCTTA OT PpEXMJIpaTaLyA.

Mera-aHaH3 OT HHAMBHIYAIHHA AAHHH Ha NalHEHTa (9 paHIOMH3HPaHH KIHHAYHH H3MTHTBAHHA
crpAMO Miauebo, B AOBIHEHHE KbM MEpOopajieH peXHApaTHpalll pa3Teop) € chOpasl HHIUBHAYaNHH
NALMEHTCKH JaHHK OT 1 384 MoMueTa U MOMHYETA, CTPAJAIIH OT OCTPa JHAPHA C PA3THYHA TEKECT U
NeKyBaHH KakTo B O0NHHLA, Taka W amOynaTopHo. MeauaHHaTa Be3pacT € 6mna 12 Mecena
(uHTEpKBapTWIEH 00XBaT: 6 10 39 Mecerna). O6mo 714 pauueHTH ca Oman < 1 rogusa u 670
rmauueHTH ca Ounu > 1 roauinna Bu3pact. Cpeanoto Terno ¢ 0uno mexay 7,4 kg no 12,2 kg »
npoyuBaHuaTa. O6maTa MeTHAHHA MIPOABDKHTEIHOCT HA AMAPHA CJiel BKIoYBaHeTo ¢ Ouna 2,81 aHu
3a ranebo v 1,75 aHu 3a pauekaaoTpui. YacTra BE3CTAHOBCHHTE NALMEHTH € O1iIa [TO-BHCOKA B
TPynaTa Ha paileKaJoTpii cpaBHeHo ¢ anebo [Hazard Ratio (HR): 2,04; 95%Cl: 1,85 no 2,32; p <
0.001; Cox Proportional Hazards Regression]. Pesyararure ca 6w cxoaun npH kepMaueta (<1
rogusa) (HR: 2,01; 95%CI: 1,71 no 2,36; p < 0.001) u manku geua (>1 roauna) (HR: 2,16; 95%CI:
1,83 00 2,57; p < 0.001). B xnHHMYHHTE H3NMUTBAHHA C XOCTIHTATH3HpaHH NauMeHTH (n=637
MalieHTH), OTHOLIEHHETO HA CPESIHOTO KOMMYECTBO H3APaKHEHHA paLiekazoTpun/miancbo e 6uno
0,59 (95%CI: 0,51 no 0,74); p < 0.001). B xnuanuHNTE H3NUTBAHUA ¢ aMOynaTopHH naupenTure (n =
695 MAUMEHTH), OTHOUICHHUETO HA CpeIHUA Opol MHAPHitHH HWIMPAXHEHAA paueKkagoTpw/maanedo €
6uno 0,63(95%CI: 0,47 no 0,85; p < 0.001).

Pauekanoapwi He npeaM3BHKBa abnomMuuanaa AucTeHcH. [1o Bpeme Ha KITHHHYHATE H3THTBAHMY,
panieKANOTPHA € NPEAH3BHKBAN BTOPHYHA KOHCTHIIALHA B YECTOTA CpaBHHMA ¢ rUianebo.

Koraro ce mpunara nepopaiHo, ASHCTBHETO MY € OCHOBHO nepudepHo, 6e3 edexT BEpXy HEHTpaIHaTa
HEPBHA CHCTEMA.

3.2 PapMAKOKHHETHYHH CBOHCTRBA

AGcopbrms
Panexagorpui ce pesopOupa Obp30 NpH NepopajiHo NpwiockeHue. BpeMeTo 3a HaYaTHO HEXHOHpAHE

Ha TyTa3sMeHaTta eHkedanunaza e 30 MuHyTH,

BHOHATMYHOCTTA HA PALISKANOAPHI HE CE BJIMAE OT MPHEMa HA XpaHa, HO IIMKOBATa MY AKTHBHOCT C€
3a0aB4 C OKOJIO YaC H TIOJIORHHA.

PasnpenencHue
B nrasMa cnen nepopanysa aosza Ha 14C-MapkHapaH paleKkafgoTpHI, H3MEPEHATa KCIO3HIHA Ha

paguokapOOH ¢ 6una ¢ roneMuHAa, MHOrO ITETH NMO-BUCOKA OTKOAKOTO B KPBBHUTE KJICTKM H 3 ITTH
NO-BUCOKA OTKOJIKOTO B 1AnaTa KphE. CleaoBaTeHo, JIEKaPCTBOTO HE ¢ CBEP3Ba ¢ KPbBHUTE KIETKU
B HAKAKBA 3HAYHMAa CTeneH. PasnpeaenenyeTo Ha panHoxapOOH B PpYruTe TEIECHH Th -GUTIP -
yMepeHO, KaKTo ce NOKA3ka OT cpeAHHA 0beM Ha pasnpeze/ieHHe B IazMa ot 66,4 kg.
OPOUSHTA OT AKTHEHWA MeTabonuT Ha panexanotpun, THopdan (= (RS)-N-(1-okco-2+ S
(MepKANTTOMETHN )-3 -(PEHANNIPOIIIIT) ITHLHH, ¢ CBBP3aH ¢ MNA3MSHUTE MPOTEHHH, O
DapMaKOKHHETHIHHTE CBOHCTBA Ha palleKaOTPHII HE €& POMEHAT IPH MHOTOKpan
IIpH MPHJIaraHe Ha NALUHEHTH B CTAp4YecKa BE3PAaCT. |




[IponbJDKUTENHOCTTA H CTENICHTa HA €)eKTa Ha palieKaJoTPHI ca H030-3aBHCHMH.

[Ipu nena BpeMeTo 10 MUKOBATa aKTUBHOCT Ha MHXUOHIIHA Ha eHKe(anuHa3aTa B IUIa3Mara €
NpubIM3MTENHO 2 Yaca ¥ OTroRapA Ha uHxuOHupaHero Ha 90 % OT eH3UMHATA AKTHBHOCT 1IPW 4033 OT
1,5 mg/kg TenecHo Termo.

Ipoaw/DKMTEIHOCTTa HA HHXHOMLMA Ha NIa3MeHaTa eHkedaliHa3aTa € okono 8 uaca.

buoTpaHchopManys

BHAONOrHYHHAT NOXYKHABOT HA PALICKaAOTPHI, H3MEPEeH KaT0 MHXMOHLMA Ha [U1a3MeHaTa
eHKkedaTHHa3aTa , ¢ MpUOMH3UTENHO 3 Yaca.

Pauekanorpmn ce xugaponusupa 06p30 10 THOp(gaH, akTHBHUAT METabONIMT, KOATO Ha cBO#M pea ce
TpaHcdopMHpa B HEAKTHBHH METaOOJTHUTH.

IloBTOpHOTO NMPHIOXKEHHE HA PALICKAOTPHA HE NPHYHHABA HATPYTIBAHETO MY B TAIOTO,

HWH BHTpO JAaHHH TIOKA3BAT, Y€ PaLEKaZOTPWI/THOPGaH B YETHPUTE OCHOBHH HEAKTHBHH MeTabo/IHTH
He HHXMOHpaT OCHOBHHTE eH3MMHHM u3otdopMu HA CYP enzuMa, 3A4, 2D6, 2C9, 1A2 u 2C19 no
CTEMNeH, KOATO OM MOIJIA Ja ¢ KITHHHYHO 3HA4YHMA.

WH BUTPO JAaHHH NMOKA3BAT Y€ PALCKANOTPHI/THOPdAH H YeTHPUTE OCHOBHH HEAKTMBHH METabOIHTH
He HHAyuHpar em3uMunTe n3odopmu #a CYP ensuma (3A rpyna, 2A6, 2B6, 2C9/2C19, 1A rpyna,
2E1) u UGTs xoHIOrupainH eH3UMH 0 CTeTICH, KOATO OH MOIMIa A4 € KIHHHYHO 3HaYHMA.

PanexanoTpun He MOAHGHIIMPA CBBP3BAHETO ¢ IUIA3MEHHTE IPOTEHHH HA AKTHRHH CYOCTaHLIMHY,
KOMTO ¢& CEUTHO CBBP3aHH ¢ POTEHHHTE KaT0 TONOYTaMu, BapdapuH, HEGIYMHHOBA KHCE/IHHA,
JUrOKCHH HJIH (PEHHUTOMH.

T[1pn nanuenTH ¢ YepHOApoGHa HEAOCTATEYHOCT (LMpo3a, creneH B mo xnacudukaumara Ha Child-
Pugh), npoduna Ha KHHETHK2 Ha AKTHBHEA MeTa0OJIAT Ha paLeKaJOTPHI NOKa3Ba NogoOHH Tmax u
T u no-aicku Cmax (-65%) u AUC (-29%) B cpaBHeHHe ChC 3apaBH HHAHBHIH.

[Tpu naupenTH ¢ Texka 60pevHa HeOCTATBYHOCT (KpeaTHHHHOB KIMPHHC 11-39 mi/min), npoduna
Ha KMHETHKA Ha AKTUBHHA METa0ONHT Ha palekaJOTPII nokasea no-mankd Cmax (-49%) u no-
BHcOKH AUC (+16%) u T B cpaBHeHHe ¢ 32paBH HHAHBHAM (KPEaTHHHHOB KIHpBHC >70 ml/min).

3a neaUaTpHYHATA TToMynanys, PapMaKOKHHETUIHHUTE pe3yIITaTH ca MoXOOHH Ha Te3H MpH Bb3PacTHH,
KaTo ¢e gocTHra Cmax Ha 2 yac, 30 MMHYTH clea npunoxkeHue. Hama akyMynanus 1ipu pHIoKeHH
MHOI'OKpaTHH AO3U Ha BcekH 8 yaca, 32 7 JHM.

EnumunMpaHe
PanekagoTpr ce enNHMUHApA oA (hopMaTa Ha HEAKTUBHH METabOIATH, KOHTO C€ OTACIAT NPEIHMHO
npe3 6s6peLMTE H B MHOI'O NMO-MaJlka CTeneH — upe3 gexanuure. benoapoOHHAT BT Ha eTHMUHMApPAHE

€ HECBIIECCTBCH.

53 IpexqcaHAYNE JAHHH 32 6€300aCHOCT

XpOHHYHATA €KCTIO3ULIMA IMpHA MakiMyHH ¢ ao3a ot 500 mg/kg/neH, BOAAT 10 reHepaTH3upaHH
HH(EKIHA ¥ HAMATIEH OTTOBOP KBM aHTHTE 1A NPU BAKCHHALIHMA, HO HHPEKLHW HMYHHO NTOTUCKaHE He
ca HaOmomasasu npH 120 mg/kg/neH. KnMHAYHOTO 3HaYE€HHE HA TE3H JAHHH € HEH3BECTHO.
ParexagoTpun He € nokasan MMYHOTOKCHYHOCT HMPH MHIIIKH, KOTATO € JaBaH B NPOABILKE
MCCEII. -
[Ipoyusanus ¢ IPOAB/DKMTETHOCT Y4ETHPH CEIMUIIH 332 TOKCHYHOCT IIPY MAHMYHH H K
CBOTBETCTBALLO C MPOTB/DKHTETHOCTTA HA JIeYeHHE ITPH NaLMeHTH, He MOKA3BA HHKA
no3u no 1 250 mg/kg/nen u 200 mg/kg/nen, croTBETHO.




[IpenHHAYHN e¢eKTH (HaNp. TEXKKa, HaH-BEPOATHO aliacTHUHA AHEMHA, MTOBHIIICHA THYpela,
KETOHYPHS, AHAPHA) ca HabmogapaHH caMO NPH SKCTIO3HLHH, KOHTO 3HAYMTEIHO HAOXBBPIIAT
MAKCHMAJIHHTE €KCTIO3HIIMM NP Xopa. KIHHHYHOTO 3HauYeHHE HE € H3BECTHO.

[Tpu CTAHAAPTHH HH BUTPO H HH BHBO TECTOBE € YCTAHOBEHO, Y€ PALICKAJOTPHI HIMA MYTarcHeH HiIH
KJIACTOTeHEH e(eKT.

ITpoyaBaHHATA 33 PENPOAYKTHBHOCT H Pa3BHTHE Ha TOKCHYHOCT HE Ca MOKA3a/IM HAKAKBH CIICI[HAIHH
epeKTH Ha paLeKaoTpHIIA.

[IpoyuBaHe 3a TOKCHYHOCT NPH MJIAIH ILTHXOBE He Ca MOKa3alH HAKAKBH 3HAYMMH e(heKTH Ha

palieKafoTpun IpH Ao034 Ao 160 mg /kg /aeH, koero € 35 mETH NO-BHCOKA A03a OT o0HvaiiHaTa
neaHaTpHyHa cxeMa (t.e. 4,5 mg kg /nen).

6. PAPMAIIEBTHYHHA JAHHH

6.1 CoEchK HA TOMOLHATE BEIIECTBA

3axaposa

CunuuueB JHOKCHA, KONOHAECH 6e3BoaeH

Ilonuakpunataa gucnepens, 30 %

ApoMaT Ha KaiCHA

6.2 HecbBMECTHMOCTH

HenpHIIoKHMo.

6.3 Cpox na rogmoct

2 TOQMHH.

6.4 Caennanng yCAOBHA 34 ChXpanedne

Hama

6.5 Baa B chaABpAAHEE HR OIAKOBKATA

["panynu 3a nepopansa cycnensus 10 mg B cammera ot xapTus/anymunmii/moanetivies; no 10 u no 16
6pos B KyTH.

He BcUUkH BHIOBE ONMAKOBKM MOTaT fa OBAaT IyCHATH B npoAaxda.

6.6 Crnennajnen npeina3’Ey MEPKH NPH H3XBbPAAHE

Hama cnenuandi H3MCKBAHHA 38 H3XBBpPJIFHE.

7. IIPATEXATEJI HA PASPEHIEHHETO 3A YHOTPEDBA

BIOPROJET PHARMA
9, rue rameau 75002 Paris

DpaHiys

8. HOMEP HA PA3ZPEIIEHHUETO 3A YIIOTPEBA

11-12465/14.03.2011




9, JHATA HA ITBPBO PASPEINTABAHEAIOTHOBSABAHE HA PAIPENIEHHUETO 3A
YIIOTPEBA

Hata Ha mepBO paspewmasane: 06 anpun 2005 1.
Jara Ha nocneaHo noaHosaeane: 14 mapt 2011 r.

10. TATA HA AKTYAJIN3HPAHE HA TEKCTA

11/2016




