KPATKA XAPAKTEPACTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHMS IPOAYKT
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TomMowHO({H) BemecTBO(a) ¢ HIBECTHO OeHCTBHE
Beako chille ChAbpXKa 2,9 g 3aXapo3a.

3a [TEJTHMA CIHCHK HA TIOMOILHHTE BELIECTBA, BHKTC TOYKA 6.1.

3. JIJEKAPCTBEHA ®OPMA

['paHyaH 3a NiepopaiHa CyClIeH3uA.
Bt mpax ¢ XapaKTepeH apoMaT Ha Kaficud.

4. KJMHHAYHHA JAHHH
4.1 TepaneBTHYHH NOKAIAHHSA

Xuapacek rpaHy/H 3a NepopatHa CYCNeH3Ud € TIOKA3aH TIpH xbpMauera (Han 3 Mecena) H Jiena, Kato
NOITBJIHHTEHO CHMITTOMATHYHO JICUEHHE HA OCTpa AMapHd 3aCAHO © NEepOpAaNHOTO PEXHAPATHPAHE H
obuualiHiTe MOANBPKAUIH MEPKH, KOTaro Te3d MEpKH CaMOCTOATEIHO He ca JOCTATBYHM 3a
KOHTPONUPaHE Ha KIMHHYHOTO CHCTOAHHE M KOraTo €THONIOTHHHO nedeHmne He € Bh3MOXKHO.

AKO ETHOJIOTHYHO JiedeHMe Ha OCTpa Auapus € BB3MOXKHO, Xuapacek Moxe fAa ce IpPHIOoKH
e JHOBPEMEHHO C Hero.

4.2 N03EpOBKA H HAYHH HA ynoTpebda

Xuapacek rpaHynd 3a MNepopaiHa CyCNeH3HA c¢ Mpuiara MepopasHO ChC CHITHTCTBAINA NEPOPATHA
pexuapaTauus (BX. TOUKa 4.4). Xunpacek 30 mg e npeHAIHACH 33 ICLA >13 kg.

IIpenopbuuTeiHaTa 1038 C€ ONpeic/id B 2aBHCHMOCT OT TeJiecHoTo Terno: 1,5 mg/kg 3a eaHa Ao3a
(cvoTBETCTBAWA Ha 1 Jio 2 caleTa), 3 ITHTH AHEBHO Ha paBHH HHTEPBAJIH. -

[1pu neua ot 13 kg no 27 kg: 1 came oT 30 mg 3 WBTH JIHEBHO.
Ipy geua noseve ot 27 kg: 2 camera oT 30 mg 3 IThTH AHCBHO.

TIpoaB/IDKUTENHOCTTA HA JIEHCHHETO MpH CIMHHYHHTE NpOydBaHK4 ¢ Jeua ¢ Ouna 5 HM. JleueHUeTO
Tps6Ba Jia MPOABIDKM JOKATO HE Ca HATHIE ABE HOPMATHH M3XOXKIAHHS.
[IpoABLKATETHOCTTA Ha ICUCHUCTO HO Tpsa6sa aa 6pae Hag 7 AHH.

[lequarpuuHa OOMyIaLNA
Hsma npoyuBaHMs NpH KbpMaueTa HiM Aena ¢ 6B6peuHo WK YEepHOAPOOHO

4.4).




Meros Ha TPUITOKEHUE
["panymure MoraT na ce JoOaBAT KbM XpaHara, B Yallla BOJa HIM B UIHINETO 33 XpaHEHe, CMECEHH fobdpe
1 TpabBa na ce npueMat HezabaBHO.

4.3 IIpoTHBONOKA3AHASA

CBpBXYYBCTBUTENHOCT KbM aKTHBHOTO BEMIECTBO WIH KbM HAKOE OT IIOMOIIHMTE BEILECTBA, H30OpOEHH B
TOouKa 6.1.

To3u nexapcTBeH MPOAYKT ChABPXKA 3axaposa. [TalMeHTH ¢ pefkH HACNEACTBEHH MpoOieMH KaTo
HEIIOHOCHMOCT KbM (PpyKTO3a, TIIIOKO30-TalakTo3Ha Manabcopbuuis unM  3axapo3a-H3oMalTa3Ha
HEIOCTATBYHOCT.

4.4 CnenHaauu npeaynpexIeHus H NpeIna3diy MepKH NpH ynorTpeba

Pex a BKJIIOYHTEIHO OB aHe U auapud
[Ipunaranero Ha Xwuapacek rpaHyjJu 3a NepopalHa CYCIIeH3UA He NpPOMEHA obH4aiiHusg pexXuM Ha
pexuapaTupade. Pexuapatanuara € MHOTO BaXHa 4acT OT JICYCHHETO Ha OCTpa JAHapHi [IpH KbpMadera.

M3nckBaHBATA 3a peXuApaTalMa ¥ HauWHA Ha MpUIoKEHUe TpAOBa na OLAaT afganTHpaHH CHPSMO
BBL3PACTTA M TErNIOTO HA MAIHEHTA, CTAMA M TEXKECTTa HA ChCTOSHHUETO, 0COOEHO B CIIYYaHTE Ha TEXKa U
NPOXB/DKHTENHA JMAPKA ChC 3HAYMTENHO MMOBPBIIAHE MITH JIXIICA HA allETHT.

B cay4auTe Ha TEXKKAa H MPOABIDKHTE/IHA AHAPHA ChC 3HAYMTENHO MOBPBI[AHE HIH JIMIICA Ha ANCTHT
TpsA6Ba Xa ce OOMHUCIIH HHTPaBEHO3HA PEXHPATALINA.

Hanuunero Ha KpBB HIH FHOW B U3MPAXHCHUATA M IOBHIICHA TEMIICPATYPA MOXE lla HACOYBA KbM
HAJTHIHETO HAa WHBasHBEH Oaxrepuii, karo NMpUdMHA 33 AHAPHATA HIM ApYTO Texko 3abonssane. OcseH
TOBA PalCKANOTPHII HE € TECTBaH [PH AHApHA, CBbp3aHa ¢ aHTHOMoTHUM. [Iopagy TOBa palleKagOTpHI HE
TpaOBa Aa ce MpHUIara IIpH T€3H CLCTOSHHS.

[TpuroxeHnero Ha 103U NPOAYKT NPH XPOHHYHA JUAPHA HE € AOCTAaTHYHO NPOYYCHO.

CBpBLXYYBCTBHTERHOCT

CrobniaBa ce 3a nosiBa Ha KOXXHYW PeakHH NpH ynorpebaTta Ha MpoaykTa. B nopedero ciydad Te ca JEKH
H HE H3HUCKBAT JICUCHHE, HO B HAKOM Cly4au MOrat Aa OBIar TEXKH, AOPH XKHBOTO3ACTpallaBali(H.
Bpr3karta ¢ panekagoTpia He MoXe Aa 6bae HambaHo M3kIoucHa. [Ipy mosBa Ha TEXKKHM KOXKHH peaKLHH
nedeHHeTO TpAOBaA Ja ce crpe He3abaBHO.

AHTHOENEM
[Io BpeMe Ha JICUCHHETO C PAUCKAZOTPHI MOXE Ja c€ [OABH aHIHOCAEM Ha JIMLIETO, KpaHHHUMTE,

YCTHHTE, TUTABHIIMTE. T03H aHTHOSAEM MOXKe Aa Onie anepruueH (WHAYLUHpPaH OT MacTOLUMTEH MEAHATOP
aHrKHoeneM) UIH HeanepriicH (OpaluKHHHH-MeIHHpaH aHrnoeaem). KoMOHHaLmATa Ha panexagoTpuiI ¢
HAKOH JICKAPCTBEHH MPOJYKTH, KOMTO IOBHILABAT KOHICHTpaUusaTa Ha OpaJHMKHHHH, [I0-CHELHATHO
HHXHOMTOPH HA aHTHOTeH3WH-KoHBepTHpamma eH3uM (ACE), moBumasa pucka oOT OpaJvKHHUH-
MenuupaH aHrumoeaeM (Bx. rtouka 4.5). Ilopanu ToBa e HeobxXxoaMMa BHUMATENHA OLEHKA Ha
CHOTHOIIECHHETO PUCK/TION3a TIpeJH 3all0YBAHE HA JEYEHHETO ¢ PAalieKaJoTpuia NnpH nauueHTH Ha ACE
WHXHOKHTOpH (BX. TOuKka 4.5).

Koraro uMa cBbp3aHa oOCTpyKIMA Ha TOPHUTE AMXATEIHM THTHINA, CIEIIHATA Tepanus TpsabBa na ce
NPHI0XKH He3a0arHO, HE3aBHCUMO OT ETHONMOTHMATA HAa aHrHoeldeMa, ThbH KAaTO H3XOABT OT TOBa
CBCTOSHHE MOXE Aa OBe NneTaleH.

AKO ce NOSBH aHTHOEHEeM, MPHEMBT Ha palekatoTpun Tpsbsa qa ce MpeycTaHOBH K NauWEH a0Ba
Ja 6bJie MO CTPHKTHO MEAWUMHCKO HabMioJeHe 0 MBIHOTO W TpaWHO OT3BYYaBaH |
PanekanoTpHn He TpaOBa ga ce MpHiara OTHOBO.

Texky KOxHH HexenaHy peakuHH (SCARs

BLB Bph3Kka C Je4eHHe C paleKajoTpHa ca choOINaBaHH TEXKH KOXHM HExe
cutaneous adverse reactions, SCAR)s, BKIIIOYHTEITHO JIEKAPCTBEHA PEAKLIHA € €03
cuMnToMH {(drug reaction with eosinophilia and systemic symptoms, DRESS), xo




XHBOTO3ACTpAIIABAIIK WM jeTanHu, [lammenture Tpabea na 6BAaT MHGOPMHPAHH 33 NPU3HALMKTE H
CHMIITOMHTE H J1a 6baT HaOMOJaBaHH BHMMATEIHO 32 KOXHH PCAKIIMH. AKO C€ IOSBAT MPH3HALM H
cuMriromMy, noackaszpamy 3a DRESS, pauexkagorpun Tpsabsa na ce cripe HezabasHO M 1a ce oOMuHCIH
ATTEPHATHBHO JieueHHe. AKo mauMeHTsT ¢ nomyuyun DRESS npu ynorpebara Ha pauexagorpui,
JIEYEeHHETO ¢ paleKaJoTpHiI He TpAGBa Ja ce TOAHOBABA HHKOra ITOBEYE [IPH TE3H IIallHeHTH.

b10OpedHo Wi 4enHORPOOHO HapyIneHHe
JlexapCTBEHHAT MPOAYKT He TpAOBa Aa ce npunara npH acua ¢ 6p0pedHr WK 4epHOAPOOHH HapyIIeHHS,

HC3AaBUCHMO OT CTCIICHTA HA TAXHATA CEPHO3HOCT, NMOPpaaH JTHIICA HA HH(‘JOPM&HH’[ 34 TC3H ITONYJIALIHH OT
TIIAIIHCHTH.

IloMoIIHY BeLecTBa
ITpyr mammenTy ¢ auaber rpabBa ga ce HMa npeaBul, 4e BCako came XuApacek 30 mg rpaHynH 3a

NEpoOpallHa CYCNEH3HA ChIbpka 2,899 g 3axapo3a. AKO KOJHYECTBOTO Ha 3axapo3ara (M3TOYHHK Ha
roko3a U Gpykro3a) B JHEBHATA A03a Ha Xuapacek 30 mg HaIXBBLpJA 5 g ZHEBHO, TO TOBa TpAOBa Ia
ce B3eMe NPCABK NPH ONpelensaHe Ha JHEBHOTO KOJIHYESCTBO MPUEM Ha 3axap.

4.5 B3anmopeilicrBHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYIrH GOpME HA B3aHMOAeHCTBHE

BpaIuKMHUH-MeIUHpaH aHrHoeaeMHIKOH JiekapCTBEHH TPOAYKTH WIH KIIACOBE JIEKAPCTBEHH NMPOXYKTH
MOTAT A3 NPUYHHAT ChJOBA PEAKLIHA KaTO AaHFHOECAEM Ha NULETO U LIMATA, B pe3ylITaT Ha HHXHOHpaHe Ha
pasrpaxpanero Ha GpanukunuH. Haii-uecto 3aMecenuTe nexapctsenn npoAykTu ca ACE unxuburopu u
B mmo-MaJka crenen: auruorensuH I antaronuct, mTORI uMyHOCYTIpEcOpH, anTHaMaOeTHH NekapcTBa
OT KJIaca Ha IITHIITHH, PalleKaJoTPHN, eCTPAMYCTHH, CAaKyOHTpHI U peKOMOMHARTEHM anTelnasa.
CBNBTCTBAINATA YNIOTPEDa HA PALICKAJOTPHIM M IPYTH JEKapCTBEHH NPOAYKTH, 338 KOMTO € H3BECTHO, Ye
[IPHYUHABOT OpaJIUKMHHH-MEAMHPAH AHTHOCHCM, MOXC [Ja IIOBHIIM PHCKA OT aHIHOEAEM M HE C€
MPEeNopbIRa (BX. TOYKa 4.4).

4.6 @epTHINTET, 6PpEMEHHOCT H KbpMEHe

bpeMmeHHOCT

Hsama gocTaTsh4HE JaHHH 33 yrioTpeba Ha Xuapacek npu 6peMCcHHHM kcHHU. [IpoydBaHHs NpK XHBOTHH HE
MOKA3BaT JAMPEKTEH WIH WHIWPEKTEH YBpexzam e¢gexkT o oOoTHomIeHHe Ha OpeMeHHoCT,
eMOpHOHATHO/(PETATHO pa3BUTHE, paXJIaHe MIH MMOCTHATATHO pa3BHTHE. BBIIPEKH TOBA, ThH KaTO HAMA
HAaIH9HH CICUHPHYHHM KIMHHYHUA NpoyuBaHuda, Xuapacek He Tpsabsa ma ce npunara npd OpeMEeHHH
WEHHU.

Kupmene
[Topaau nuicata HAa HHGOPMALIMA, 332 OTACIAHETO Ha XHJApaceK B MaKYMHOTO MIIAKO, MPOIYKTBHT HE

TpAOBa a ce npunara Npu KbPMELIH JKCHH.
De UTET
[poyusanus 3a GEPTHINHTET, IPOBEACHH C PALIEKAZOTPUI BBPXY ILTHXOBE, He MOKA3BAT BIHAHHE BBPXY

(hEpPTUINTETA.

4.7 EdexTn BLpXy cnocobnocrTa 32 modHpane H pabora ¢ MAIIHAR

Henpunoxumo.
XHapacex He MOBJMABA HITH NOBIHABA NMpeHeOpexkuMo cnocobHOCTTA 3a Wodrpane U paboTa ¢ MalIMHH.

4.8 HexeTaHH JeKAPCTBEHK PeaKkilnH

HMMa naHHM OT KIHHWYHH MPOYy9YBaHMA 3a OCTpa AWapus npu 860 neamatpudnu ma
paniekaaoTpuiI, H 441, meKyBanu ¢ nnaueoo.
BB BpB3Ka ¢ AedEHHETO C pPaleKaZOTPHN ¢a Cb0oOmaBaHH TEXKKH KOXHU HeXen ]

BKJIIOYHTEITHO JIEKAPCTBEHA PEAKIHA ¢ €03HHOQHIMA B cCHCTeMHH cumniToMu (DRESS @ wtnca 4)
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CnenHuTe HEXEIIaHH JIEKApCTBEHH pPEeaklUWH, OMUCAaHK MO-J0Ty, Ca Bh3HUKBAIH N0-4€CTO ¢ XHApaceK B
cpaBHEHHE ¢ Iaiefo MIH ca OMIM AOKIAABaHH 0 BPEME HA MOCTMAPKETMHIOBOTO IPOCIECAABAHE.
YecToTaTa Ha HEXEIAHHWTE PEAKIIMK CE ONMpEAEa Bb3 OCHOBA Ha CIIEAHATA KIacH(PHKALMA: MHOIO YE€CTH
(=1/10), uectu (=1/100 go <1/10), newects (=1/1 000 mo <1/100), peaxu (=1/10 000 ao <1/t 000), Muoro
penxu (<1/10 000), ¢ HensBecTHa YecTOTa (OT HANMYMHUTE JAHHU HE MOXe Ja Ob/i€ HalpaBeHa OLIeHKa.

Huedexupn 1 undecTauuu:

HeuecTu - TOH3HIIMT.

Ha €HHMA Ha aTa CUCTEMA
C HeH3BECTHA Y€CTOTA - aHAQHIAKTUYEH IIOK.

HapyitieHus Ha KoXKara ¥ HOAKOXKHATA ThKaH
HeuecTt - 06puB, epureMa.

C HeH3BECTHA Y€CTOTa - EpPUTEMA MYITH(HOPME, OTOK Ha €3HKa, OTOK Ha JIMIIETO, OTOK Ha YCTHHTE, OTOK
Ha KJIENa4HTe, aHrTHOEAEMa, YPTHKApHS, EpUTEMa HOAO3YM, NalysaapeH oOpuB, pypHuro, Npypuryc,
JIeKapCTBEHA PEAKIMA ¢ CO3HHOPHIHA U CHCTEMHN cHMIITOMH (DRESS).

Crobniapaxe Ha OJO3HPAHH HEXCIAHHN PEAKIIHHA

Cro0i1aBaHeTo Ha MOAO3HPAHH HEXKEJAaHH PEaklMH clel pa3peloaBaHe 3a ynorpeba Ha nekapcTBEHHA
NpoAYKT € BaxHO. ToBa no3BosdBa Aa NMPOABIDKH HaOMOACHHETO HAa ChOTHOLICHHETO IOI3a/pHCK 3a
JeKapcTBeHUA MPOAYKT. OT MEIUUMHCKUTE CIIEMATUCTH ce H3UCKBA J1a choOmaBaT BCAKA MOJO3HpaHa
HEXKeJIaHA peaKIliA Ype3 HAMOHAIHA CUCTEMA 32 ChoOLIaBaHe:

HNanmeannTENHA aredius Mo JeKapcTBaTa
yn. ,Jlaman I'pye” Ne 8
1303 Copus

Ten.: +35 928903417
yebcaiit; www.bda.bg

4.9 IIpenosnpane

He ca poknaasany ciydau Ha npexosupaHe. [Ipu 8u3pacTHH ca NMpUIaraHd 6AMHUYHH AO3M OT Hax 2 g,
KoeTo oTroBaps Ha 20 MbTH TepaneBTHYHATA 1032 H HE ca OMIM OIHMCAHM YBpEXKAallH eQEeKTH.

5. GAPMAKOJIOTHYHHU CBOUCTBA

5.1 dapmakoaAHHAMHAYHA cBOHCTBA

dapmakoTepaneBTHYHA rpyna: Jpyru npoTusouapH4Hy nekapctBeHH npoAaykTH; ATC koa: A07XA04

MexaHu3sM Ha JeHCTBHE
Panekanorpun e mpekypcop, Koiito TpabBa na Obae XHAPONH3HPAH A0 AKTHBHUA CH MeETabOIMT

THOp(daH, KOHTO ¢ HHXUOUTOp Ha eHKedalnHazaTa — KIEThIHO-MeMOpaHHa enTiAasa, KosTo ce HaMupa
B pa3iIM4HH THKAHM M Hal-Bede B CIMHTENa Ha TBHKATE YepBa. TO3M C€H3HM JONMPHHACA KakTo 3a
XHIPONH3aTa HA CK3ON¢HHHTE MCNTHAH, TAKa H 32 pa3srpaxaaHeTO Ha CHAOINCHHHUTE MENTHAH, KaTo
enkepanuaure. ClnefoBareNlHO, paUEKaAOTPHI TNpPEANasBa EHAOTCHHUTE eHKe(panWHW, KOHTO Ca
GU3HONOrUMHO AKTHBHM HAa HHMBOTO Ha XpPaHOCMMIATEIIHMA TpakT, KaTO YyAL/DKaBa TEXHHUA
aHTHCEKPETOPEH edeEKT.

BOAA W E€NMEKTPOINTH, MPEeAN3BHKAHA OT XOJIEPEH TOKCHH WITH BB3MalicHHE, H HE OK
OasanHaTa CEKpeTOpHAa aKTHBHOCT. PallekaJloTpui yNpakHABa OLp30 aHTHAMAPHYH
TIPOMEHA MPOIBIAXHUTETHOCTTa HA NPEMUHABAHE Tpe3 YPEBHHUA TPAKT.

KiminyHa epHUkacHOCT U 6e30macHoCT
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B ABe KIMHUYHM NPOYYRAHUA IPH Acla, paueckagoTpun € HaManun ¢ 40% u 46%, ChOTBETHO, TErNIOTO HA
HanpaxxHeHusTa B IbpBUTE 48 dyaca. Cnino Taka ¢ HaOmoaaBaHO 3HAYHMO HAaMajICHHME Ha
MPOALDKMTEIHOCTTA HA UapuaTa ¥ HeoOX0AUMOCTTa OT peXHOPaTaLHA.

Mera-ananu3 OT MHIWBUAYANHH AAHHH Ha NalHcHTa (9 paHIOMH3UpAHH KIMHUYHK HU3IUTBAHUA CIPAMO
mwanebo, B AOMBIHCHHE KbM NMEPOPANICH PEXHAPAaTHpAIl pa3TBop) € chOpal HHANBHAYATHH MALHEHTCKH
nanHH oT 1 384 MOMUeTa ¥ MOMHUYETA, CTPAJIalli OT OCTPa AUAPHA C Pa3IMIHA TEKECT U JIEKYBaHH KaKTO
B Oonanna, taka H amOynaropno. MeananHara Bu3pacT ¢ Ouna 12 Mecena (HHTEpKBapTHIEH cbxBat: 6
oo 39 mecena). O6mo 714 manmentH ca 6maH < | roguHa 4 670 manuveHTH ca OunuM > | roaumHa
BB3pacT. CpenHoro Terto e 6uno Mmexay 7,4kg no 12,2 kg B npoyusaxuara. Obmara MeanaHHa
NPOABIDKUTEIHOCT Ha Juapus Ciel BKmouBadero ¢ Ouna 2,81 gum 3a mmamebo u 1,75 auu 3a
pauekagoTpun. Yactra BBH3CTAHOBEHHUTE TMAlMEHTH ¢ OHia mo-BHcOKa B IpylaTta Ha panexkagoTpun
cpaBHeHo ¢ rwianebo [Hazard Ratio (HR): 2,04; 95%CI: 1,85 no 2,32; p < 0.001; Cox Proportional
Hazards Regression]. Pe3yrrarure ca 6wim cxomuu npu kppMadera (<1 roauna) (HR: 2,01; 95%CI: 1,71
ao 2,36; p < 0.001) v manxu zmena (>1 romuna) (HR: 2,16; 95%CI: 1,83 mo 2,57; p < 0.001). B
KITHHAIHUTE H3MUTBAHUA ¢ XOCITHTAM3UPAHH MNALMEHTH (n=637 nanueHTH), OTHOLUICHUETO HA CPEAHOTO
KOJIM9ECTBO M3IpaxKHEeHHA paluexagorpuwi/mranedo e 6uwro 0,59 (95%CI: 0,51 no 0,74); p < 0.001). B
KIMHHYHATE HU3NUTBAHUA ¢ aMOynaTOpHH mauyeHTHTE (1 = 695 mailHeHTH), OTHOIMICHHETO HA CPERHUA
Opoit anapuitHi M3npaxHeHus pauekagorpui/miauedo € 6mno 0,63(95%CI: 0,47 mo 0,85; p < 0.001).

Pauexagoapun He npeausBHKBa abpomHHaIHA AucTeHCHA. Ilo BpeMe Ha KIMHHYHWTE H3IIMTBAHUA,
pauexagopui € NpeAH3BHKBAl BTOPHYHA KOHCTHIIAIMA B Y€CTOTA CpaBHHMa C IulaLeto.

Koraro ce npuiara nepopajiHo, ZeHCTBHETO MYy € OCHOBHO nepHdepHo, 6e3 edexT BBPXY HCHTPANHATA
HEpBHA CUCTEMA.

PaHa0oMH3HpaHO KPBCTOCAHO NPOYYBaHe NoOKa3Ba, 4e€ paueckagorpun 100 mg kancyna B TepaleBTHYHA
no3a (1 Kamcyna) MIIH B CyIpaTepaneBTHYHA J03a (4 KallCy/H) He npean3BHKEa yabibkasane Ha QT/QTe
WHTepBana npu 56 3apasu 10O6poBoONUM (32 pa3znuka oT MOKCH(IOKCALWH, H3MTOM3BAH KATO MTONOXKHTENHA

KOHTpOIIA).

5.2 PapMaKOKHHETHIHH CROHCTBA

Abcopbims
PauekagoTpui ce pesopbupa 65p30 npu nepopaIHo MIPUIOKEHUE.

Exkcrnio3uimiara B CTAHHOHAPHO CBCTOAHHME € CpaBHMMA € CKCITO3HIIMATA CIICH CAHOKpAaTHa 1034,

Pasnpenenenne
Cnen nepopanHo npuroxeHde Ha 14C-0emsa3zaH paueKagoTpWin IIpH  34paBH  10OpOBOJILIH,

KOHIIEHTpalLUATa Ha paleKafoTpun € nosede ot 200 msTH NO-BHCOKA B MIa3BaTa, OTKOJKOTO B KPBBHHUTE
KIETKH H 3 NbTH MO-BHCOKA OTKOJKOTO B 1snara KpbB. ClI€AOBATENHO, JIEKAPCTBOTO HE CE CBBP3Ba C
KpBBHUTE KICTKH B 3HauuMa cremneH. PasnpeaeneHuero Ha paguokapOOH B APYIHTE TEACCHH TBKAHH €
61no ymepeHo, KakTo ce 110Ka3Ba OT cpeAHus obeM Ha pasnpeneneHue B mwiasMa ot 66,4 kg. llerermecer
MPOLICHTA OT AKTUBHHA MeTA0OIHT Ha pauekanoTpui, THopdan = (RS)-N-(1-okco-2-(MepkanToMeTa)-3-
$EHWIMPONWI) ITHLIMH, € CBBP3aH C IJIa3MEHHTE ITPOTEHHH, OCHOBHO ¢ anbyMHH.

INpoaBIXUTETHOCTTa M CTENECHTA Ha €(EKTa Ha paleKadOTPIWI ca X030-3aBHCHMH.

[Mpu nmema BpeMeTO A0 THMKOBaTa AKTHBHOCT Ha HWHXMOMIMA Ha eHkedanMHa3aTa B ILnasMara ¢
MpUONTM3HUTENHO 2 Yaca ¥ OTTOBapA Ha uHXuOupanero Ha 90 % OT eH3sUMHATa aKTUBHOCT MpH jA03a oT 1,5
mg/kg TenecHo Terno.

HPOIIBH}KHTEJIHOC'ITE Ha HHXHOWIIHA Ha IM1a3MeHara CHKC(I)&IIHHMTE € OKOJIO 8 gaca.

buorpaschopManms

BHOIIOrHYHHMAT MNONYKHMBOT Ha paUCKafOTPHI, H3MEPEH KaTo HHXHOULHA
eHkedannHazarTa, ¢ mpuOIM3UTEITHO 3 Maca.

PauekagoTpun ce xugponuszupa Oup30 X0 THOpQAH, aKTUBHUAT MeTabOMHT, KOHWT




METHN THOpOdaH, 2-METAHCYN(HUHUIMETHI IPOTTHOHOBA KHCETHHA W 2-METHICYNPaHUIMETHII
IPOITHOHOBA KMCEIHHA, KOUTO BCHYKH ce 00pa3yBat npu nosege oT 10% OT CHCTeMHaTa eKCIO3MIINA Ha
OCHOBHOTO JICKapCTBO.

JIOITBJIHUTEITHH BTOPOCTENECHHU METab0IHTH CBHILIO €2 OTKPHTH H KOITHYECTBEHO ONpEeNIeH! B YPUHATa
¥ deKaTHUTE.

WK suTpo AaHHHM NOKA3BAT, Y€ paleKaAoTPWL/THOP()AH H 9ETHPUTE OCHOBHH HCAKTUBHHU METabONMUTH HE
HHXHOHpaAT OCHOBHHTE €H3MMHM H30¢opmu HAa CYP ensuma, 3A4, 2D6, 2C9, 1A2 u 2C19 no cTenes,
KOoATO OM MOrJIa Ja € KIHHUYHO 3HaYHMa.

W BUTPO AaHHH MOKa3BaT Ye paleKafoTPHI/THOp(AH H IETHPHUTE OCHOBHH HEAKTHBHH METa0OIMTH He
HHIYLHPAT eH3UMHHTE H3ohopMH Ha CYP ensuma (3A rpyma, 2A6, 2B6, 2C9/2C19, 1A rpyna, 2E1) n
UGT's xoHOrupaiiii €H3HMH J0 CTeNneH, KoATo 6 Morna jja € KIHHHYHO 3HaYuMa.

3a neAHaTpUYHATA NOMynaui, GapMaKOKHHETHIHHTE pE3YITATH ¢a noAOOHH Ha Te3u NMpH Bh3PacTHH,
kato ce Jocrura Cmax 3a 2 yaca ¥ 30 MUHYTH caef npuinoxeHne. HaMa akyMmynauMs npH IpHIOXKEHA
MHOT'OKPAaTHH JO3H Ha BCEKH 8 4yaca, 3a 7 JHH.

EmuMuBupane
PanexkanoTpui ce eIHMHHYpPA oA ¢opmara Ha HEAKTHBHM MeTabonHUTH.EIMMUHHpAHETO € NpeauMHO

npe3 6b6pernTe (81,4%) u B MHOro mo-manka creneH — 4pe3 gexanuure (okono 8%). benogpobuuaT
LT Ha CTHMHHEpPAHE € HECBIIECTBEH (ITo-Manko oT 1% oT go3aTta).
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[IpoyMBaHHA € TMPOSBIDKHTEITHOCT YETUPH CEAMHIM 3a TOKCHYHOCT IIpH MalMyHH H KydeTa,
CLOTBETCTBAIIO C NMPOABJDKUTETHOCTTA Ha IEYEHUE NPH NAllMEHTH, HE MOKa3Ba HUKAKBH €EKTH MpH
nosu ao 1 250 mg/kg/nen u 200 mg/kg/nen, CLOTBETHO OTTOBapAIM Ha rpaHULIM Ha 6e3omacHoCT ot 625
u 62 (cnpaMo Xxopa). PauexaaoTpun He € moka3an UMYHOTOKCHYHOCT IIpH MHIIKH, KOTaTo € JaBaH B
NpoIbLKeHKE Ha 1 Mecel.

XponuyHaTta ekcrosuius (lroguua) mpu MaiiMyHH ¢ go3a ot 500 mg/kg/men, BOAAT 10 reHEPaNH3UpaHH
HHQEKUMH H HAMAIICH OTTOBOP KBM aHTHTENA MPH BaKCHHALMA, HO HHQEKUHH/MMYHHO [TOTHCKAHE HE ca
HaOmonasanu npu 120 mg/kg/nen. Ilo momobeH HauuH mpu Kyde, momyuasamio 200 mg/kg/nen B
NMpoIb/DKEHHE Ha 26 ceaMHIM, HAKOM HHPEKUHM/MMYHHH MapaMeTpd ca 3acerHaTH. KIHMHHYHOTO
3HAYECHHE € HEH3BECTHO, BIXKTE TOYKa 4.8.

IIpu cTaHmapTHM MH BHTPO H HH BHBO TECTOBE € YCTAHOBCHO, U¢ palLCKAaJOTPHN HAMA MYTArc¢HEH WIIH
KJIACTOr€HEH e(eKT.

He e nporexpano H3ciegBaHe 33 KaHIEPOTEHHOCT C paleKafoTpull, TbH KaTo JIEKapCTBOTO €
NPEeIBHICHO 33 KPaTKOCPOYHO JeUeHHUE.

PennpoAyKTHBHA TOKCHYHOCT M TOKCHYHOCT 32 pa3BuTHeTo ((epTHMUTET H paHHO eMOpHOHAIHO
pa3BUTHE, MPEHATAIHO H MOCTHATAIHO pa3BUTHE, BKIIIOUMTETHO QYHKUMS Ha MakKara, MpoyvYBaHUA 3a
eMOpuo-(heTanHo pa3BHTHE) HE €3 MOKAa3aJIH HHKAKBH CIICHHAIHH ¢PEeKTH HA paleKaaoTpHII.

IIpoyusaHe 3a TOKCHYHOCT IpH MIag¥ ILTBXOBE HE Ca MOKa3adIM HAKAKBM 3HAYMMH e(dekTH Ha
panekazorpun mpu go3u xo 160 mg /kg /meH, Koero € 35 nMbTH MO-BUCOKa Mo3a oT oOuualiHaTa
meAMaTpUuHara cxeMa (T1.e. 4,5 mg /kg /nen).

Burpekn Henopa3lsutata 6n0peyHa ¢pyHKUHMA npH Acua noA l-roaMmHa BB3PACT, HE € OYAKBAT MO-
BHCOKH HHBA Ha CKCITO3HIHA ITPH TE3H JTHLIA

Hpyru npeaxnuaugHM edexkrH (Hamp. Texka, HaH-BEepOSTHO arIacTHIHA aHEMUS, ITOBHILIEE
KETOHYPHA, JHAapHA) ¢a HaOmaBaHH caMO MPH €KCHO3UIMH, CYUTAHH 3a 3HAYUTE
MaKCHMAaJTHATA EKCIIO3HLIHMA NMPH Xopa. TAXHOTO KIMHHYHO 3HAYEHHE HE € H3BECTHO.

0% o oo A
Hpyrd ¢apMaKkoJOrHYHH MNpOYyHuBAHMA 3a O€30MACHOCT HE MOKAa3BAaT HHKAKBH RO L H 2 %
paneKajJoTpHJ BbPXY LEHTPATHATA HEPBHA CHCTEMA, CHPACYHO-CBAOBHATE H JHXATE 171 0 s
IIpy *KMBOTHH pallCKaXOTPHI 3acHIBA €PeKTHTE Ha OYTHIXHOCLUHH BLPXY YPEBH g B;f,px A | %
aHTUKOHBYJICHBHUTE €PEKTH Ha PECHHTOHMH. T A
‘bﬁ:- ’



6. PAPMAINEBTHYHH JAHHH

6.1 CuchLk HA NOMOIHHTE BelecTBAa

3axapoza

CuiHiMeB TUOKCHA, KOJIOHAEH Oe3BoieH

INonunakpunatra aucnepcus, 30 %

Apomar Ha Kaicus

6.2 HechLBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

2 TOAUHH.

6.4 CrienmRaJIHR YCIOBHS 32 ChXpaHeHne

Hama

6.5 BRI H ¢chALpKAHHE HA OIAKOBKATA

['panymu 3a nmepopaiHa cycneHn3ud 30 mg B camiera oT XapTHs/aTyMHHUA/TIONHETHNIEH; o 16, 20 u 30
Opos B KyTHAL.

He BcHuky BHOBE ONAKOBKHA MOrar fa 6s1at mycHaTH B npoaaxo6a.

6.6 Coenna/InH Mpeana3sHH MEpKH MPH HIXBLPJIAHE

Hama ciemyanuy U3UCKBaHUA 32 U3XBBPIITHE,

7. INPHTEXATEJI HA PAZPEIIIEHHETO 3A YIIOTPEBA

BIOPROJET PHARMA
9, nue rameau 75002 Paris

PpaHus
8. HOMEP HA PAIPEIHNIEHHETO 3A YIIOTPEBA

Perucrpaimionen nomep: 20050196
9. HAATA HA ITBPBO PAZPEIIABAHEMIOJHOBABAHE HA PASPEHIEHHETO

Jlata Ha mepBO paspetiasane: 06 ampun 2005 r.
JlaTta Ha nocneaHo nmogHossBaHe: 14 mapt 2011 T.

10. HATA HA AKTYAJIMIUPAHE HA TEKCTA

03/2025




