KPATKA XAPAKTEPHCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHHWSA ITPOAYKT

3uanekc 180 mg ¢puamupanun tabierku
Ziadex 180 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika punmupana tabnetka chabpxka 180 mg nedepasupoke (deferasirox).

[ToMOLLHHM BEleCcTBa C U3BECTHO JICHCTRHE - .
3a MbJIHKSA CIIMCHK HA MOMOIIHHTE BELIECTBA BHKTE TOYKA {i.lﬂ'ﬁn b iHUTENHA AFEHUNA O NEKAPCTBATA

[Eamxe XapaKImepUCTIIUKA HE NPOGYKTNE - [IpusoXeHue |

3. JEKAPCTBEHA ®OPMA :
dunmupana Tabnerka | Paspewerue Ne 5 o ARG
semame- .. XAXES |, 10706 NI

3uanekc 180 mg duamupanu Tabnerku
CuHu, 1BOHHOM3MbKHAIH, €JIHNCOBW/IHH (HIMHpaHH Tabn
penedHo obozHauenune “180” , a ot apyrara ¢ noroto ,Nobel”.

OQOBPEHUE Ne ... HitssapssrenirssriapensasERisy

4. KJIUMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHIA

3uajieKc e NokKasaH 3a JiedeHHe Ha XPOHHYHO CBPbXHATPYNBAHE Ha JKeJA30 NOPaay 4eCTH
KpbBOnpeausanus (=7 ml/kg/mecel epuTpoLTHa Maca) npy nauMenTy ¢ Oera TajlacemMus Maiop Ha
Bb3pPACT HA U HaJ 6 rOAMHH.

3MajieKe € NMoKas3aH ChLIO 3a JIeYEHHE HA XPOHHYHO CBPbXHATPYNBAHE Ha XKeJIS30 Nopajiu

KPBLBOMPEJIHBAHUSA, KOTaToO JIEYEHHETO ¢ Ae(epPOKCaMHH € NPOTHBOMNOKA3aHO HITH HEJIOCTATBYHO MPH

CJIEJIHUTE FPYIH NAlHEHTH:

- MpH NeHAaTPUYHKU NAaLMEeHTH ¢ OeTa TallaceMHis Malop ChC CBPbXHATPYIIBAHE Ha JKEIA30
Mopajii 4ecTH KpbBonpenuBanua (=7 ml/kg/mecen epuTpolMTHA Maca) Ha Bb3pacT
OT 2 J10 5 ro/IuHH,

- NpPH Bb3PaCcTHH M MEAHATPUYHKM NalLKeHTH ¢ OeTa TanaceMus Malop ChC CBPbXHATPYNBAHE Ha
JKEJA30 MN0pajiv HeYeCTH KpbBonpenausanus (<7 ml/kg/mMecell epUTpoLIMTHA Maca) Ha BL3pacT
2 roJ\MHH M noseye,

- MPH Bb3PACTHH U NMEIMATPHUYHH MALIMEHTH C JPYTH BH/IOBE aHEMHH Ha Bb3pacT 2 rOJMHH H
noseye.

3uanekc e nokasaH ChbIIO 3a JICHEHHE Ha XPOHHYHO CBPBXHATPYINBAHE Ha KEJA30, H3HCKBALLO
XejlaTHpalila Teparus I1npy rnalMeHTH ¢bC CHHAPOMH Ha HeTpaHC¢y3HOHHO-3aBHCHMa TallaCCMHA Ha
Bb3pacT 10 roAMHK ¥ NoBeYe, KOraTo JICUEHHUETO ¢ ,[led'.)epOKCEIMHH € I[NPOTHBOIIOKA3aHO HITH
HE3a10BOJIMTCJTHO.

4.2 /lo3MpOBKA H HAYMHH HA NPHJIOKEHHE

JleyeHueto cbe BHHﬂQKC TpFIGBa Aa Ce 3anodBa H noaAbpxKa OT JICKApH C OINMT B JIEHCHUETO Ha
XPOHHYHOTO CBPBLXHATPYIBAHC HA JKECJIA30.

HO?MQOBKH

C(fpbxuampvneane HA XHCesd30 nopaou mpuucgby:mﬂ

[Ipenopbusa ce neuenneTo j1a ce 3anouHe ciej TpaHedysus Ha npubanzurenno 20 eaunu
100 ml/kg) epurpoumTa Maca (EM), MK ako OT KIMHMYHOTO MPOC/IEAaBaHe UMa /10
32 XPOHMYHO CBPBXHATPYIBAHE Ha »ean30 (Hanp. cepymeH deputun >1 000 pg/l)
mg/kg) Tpsabpa 1a ce M3UMCIIABAT M 3aKPBIJIAT KbM Hal-Gin3kata pasdacoska Ha TabJl
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an BCHYKH MAUMEHTH € HEOOXOJIHMO MOBUILEHO BHUMAHUE MO BpEMC Ha XE€NaTHpallaTa T€panysd, 3a 1a CE

CBejle N0 MHHMMYM PHUCKBT OT CBpbXo0pa3yBaHe Ha XeaTH (BiK. Touka 4.4).

3uagexc ¢unMupadu TabneTkH NEMOHCTPUpAT NO-BHCOKA GUOHATHYHOCT CIPAMO NHCIEPrHPALLH Ce
TabneTky, cbabpxkawy aedepazHpokc (k. Touka 5.2). IIpu npemuHaBane oT AMCNEPrHpallH ce
tabneTku koM unmupanu Tabnetku, Ao3ara Ha puamupanuTe Tabnerku Tpabea na 6bvae ¢ 30% no-
HHCKa OT 03aTa Ha AUCNeprupaluTe ce TabneTkH, KaTo ce 3aKpbriaM KbM Hail-Dau3kara tana TabneTka.

ChOTBeTCTRALIMTE JIO3H MEKIY pPa3jIHHHHTE (bOpMH ¢a NnoKa3aHHh B Taﬁnuua"ra no-aoJry.

Tabnuua 1 IpenopbynTeHH 103K NPH CBPbXHATPYMBAHE HA KENH3O0

POHIMHPAHH Jucneprupamn  Tpanchyinu Cepymen
TA0JETKH/TPAHYJIH  ce TAOJETKH depuTHH
Hauanna noza 14 mg/kg/nen 20 mg/kg/nen Cnen 20 wid >1,000 pg/l
eMHHLIH
(oxono
100 ml/kg) EM
AatepHatueHa 21 mg/kg/nen 30 mg/kg/nen >14 ml/kg/meceuno
HAYMA/IHA 1032 EM (npubnusurenno
>4 enUHHLH/
MECEH4HO NpH
BBLIPACTEH)
7 mg/kg/nen 10 mg/kg/nen <7 ml/kg/mecexHo
EM
(npubnusurenHo
<2 eAMHHuM/
MECEUHO MpH
BbL3pacTeH)
IIpu naumeHTH, Enana tpeta ot ITonosuHaTa oT
NOBUANM Ce no3aTta Jo3ara
nobpe ot aedepokcaMHH JedepokcaMiH
AedepokcaMHH
IpociennBane Beekn
mecell
Hpruesen 500-1 0600
HHTEPBAJ pg/l
CTbnka npu Iopumasane >2 500 pg/l
kopurapane Ha 3.5 - 7 mg/kg/nen 5-10 mg/kg/nen
xo3aTa no 28 mg/kg/nen 1o 40 mg/kg/nen
(BcekH Iounxasane
3-6 meceua) 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen <2 500 pg/l
Ilpu naumenTy, Ipu naumenTH,
JIEKYBaHH C 103K JIEKYBaHH ¢ I03M
>21 mg/kg/nen >30 mg/kg/nex
- Tlpmn noctHrane Ha uenrta
Maxcumaana 28 mg/kg/aen
3033
Ja ce oOMHCIH
npeKLCBAHE




Havyanna dosa
IIpenopbuKMTenHaTa HauyanHa AHEBHa 1033 Ha 3uanekc GunmMupany Tabnetku e 14 mg/kg TenecHo
Tero.

I[1pu nauMeHTHTE, KOUTO CE HYIKAAST OT NOHWXKEHHE HA MOBHILEHHTE HHBA HA XKENA30TO B OPTaHH3Ma
H KOHTO nonyu4asat cbuio noseve ot 14 mli/kg/Mecel epuTpounTHa Maca (MPUEAUIUTENHO
>4 enMHMLK/MecEL 3a BB3PACTHH ), MOJKE Ja c€ WMa NpeABHI HavalHa JHeBHa Ao3a oT 21 mg/kg.

ITpn naumeHTHTE, KOKUTO HE CE€ HYXKIAAT OT NOHUKEHHE HA TTOBULIEHHTE HHBA Ha JKENIN30TO B
OpraHH3Ma M KOMTO MOJy4aBaT cbuio Mo-Manko ot 7 ml/kg/mMecew eputpounTHa Maca
(npubnuantenHo <2 eqMHHLIKW/MeceL] 3a Bb3PACTHH), MOXKE [Ia C& MMA Mpex BUI HAYATHA AHEBHA 1034

ot 7 mg/kg. Tpabea na ce npocnenssa KIMHHYHHA OTFOBOP ¥ TPAORa Na ce 0OMMCNM NOBULLICHHE Ha
J103aTa, aKo He ce MoNy4H JocTaTbyHa edpuKacHoCT (Bxk. Touka 5.1).

I1py naumenTUTE, KOUTO Beye HMaT NOOLP TEpaneBTHYEH OTTOROP Ha AethepoKCaMHH, MOXKeE 11a ce
HMa MpeaBH] HauaiHa 103a Ha 3uaaekc puAMHpaHu TablIeTKH, KOATO YHCIIEHO € eiHA TpeTa OT
no3aTa Ha AedepokcaMHH (Hanp. naudedT, nonyyaeaw 40 mg/kg/nen ot aedepokcaMuH 5 164 B
ceMHLIATA (HIIH EeKBHBAJIEHTHA 103a) MOTaT J1a MPEeMHHAT Ha HavallHa AHeBHa no03a or 14 mg/kg/neH
ot 3uanekc puaMHpaHu TabneTku). Korato Toa Boau Ao axesHa go3a noa 14 mg/kg Tenecho terno,
TpAabBa 1a ce npocnesRa OTTOBOPA HA NallHEHTa U 1a ce OOMMCIIM NOBHILIECHHE HA JO3aTa, aKO HE Ce
noNy4yH AOCTaTh4HA ehUKacHOCT (BK. Touka 5.1).

Kopuzupane na oozama

[penopbuBa ce cepyMHHAT GEPHTHH a ce NpociieABa BCEKU Mecel] M J103aTa Ha 3HAJIeKS Ja ¢ce
NpoOMEHs, ako € HeoOX0MMO, Ha BCeKH 3 10 6 Mecella Bb3 OCHOBA Ha TEHACHLUMWATA B CEPYMHMUA
teputin. [IpomeHHTE B 103aTa MOraT Jja Ce NPABAT Ha CThLNKH OT 3,5 go 7 mg/kg u Tpsbea na ca
c10Opa3eHH ¢ OTFOBOPA Ha MAUHEeHTa W TepaneBTHYHHTE LenH (MoAabpXKaHe WK MOHHWKEHHE Ha
KOJIMYECTBOTO Ha XenA30T0). [IpH maleHTy, MpH KOUTO He € NOCTUTHAT 3aJ0BOJIUTENEH KOHTPON ©
Ao3H ot 21 mg/kg (T.e. HUBaTa Ha CepYMHHWS HEPHTHH ca TpaiiHo Han 2 500 pg/l n He nokassar
TEHACHLUMA KbM MOHHKEHHUE C TEUEHHE HA BpeMeTo) MoraT aa ce obmucnar j1o3u ot 28 mg/kg.
HanuunocTTa Ha ABITOCPOMHH JaHHH, CBBP3aHH ¢ epHKACHOCTTA H 6€30MaCHOCTTA OT NPOBEACHHTE
KIMHHYHH [TPOYYBAHHUA C AUCMEPryUpallld ce TabneTkH, ChabPXALIM AeepasupoKe, NpH 1034 Hal 30
mg/kg noHacroawemM e orpaHuteHa (264 nauMeHTH, NPOCieaaBaHy cpeaHo 3a | roanHa cnen
NOBHLUABAHE HA 103aTa). AKO € NOCTUIHAT MHOro cab KOHTPON Ha XeMOCHAEPO3arta ¢ A03M OT

21 mg/kg, ¢ DOITBAHUTEIHO NOBHIIABAHE HA 103aTd (40 MaKcHManHa ao2a ot 28 mg/kg) Moxe na He
€€ [OCTHrHE 3a0BOJIMTENEH KOHTPOS M Aa C& HATIOMKH OOMMCISHE HA ANTEPHATHBHH METOIM HA
Jleuetive. AKO He Ce MOCTUIHE 2a10BOJIMTENEH KOHTPO ¢ A03W Hax 21 mg/kg, neueHHero ¢ TakHBa
N03H He TpAbBa na ce NpoAbL/IKaBa, a TpAOBa na ce OOMMCNAT aITEPHATHBHY BAPHAHTH 3a NlEYeHHE,
Korato e sb3moxHo. Jlos3n Hag 28 mg/kg He ce npenopb4BaT, ThH KaTO HMa OTPaHHYEH OMMT ¢
NO3HTE HA/ TOBA HMBO {BX. Touka 5.1 ).

[Ipy nauneHTHTE, NEKYBAHH ¢ 1034 No-BucokH ot 21 mg/kg, npu nocTHraHe Ha kKOHTpoA (T.e. HHEa Ha
cepyMeH tdepuTHH Tpaitto nog 2 500 pg/l v nokasBaluyM TCHASHLHSA KbM MOHHXEHHE C TEHSHHE HA
BpeMeTo) Tpabea ga ce o6MHCIH CTBAANOBMAHO HaManaBaHe Ha fo3ara ¢ 3,5 1o 7 mg/kg. Tpu
MaLMEHTHTE, TIPH KOMTO HMBATA HAa CEPYMHUA (ePHTHH Ca AOCTHTHANH NPHLIENHHTE CTOHHOCTH
{obuxHoBeHO Mexcay 500 n 1 000 pg/l) Tpabea na ce OGMHCIH CTHNANOBMAHO HAMAIABAHE HA J034Ta
¢ 3,5 no 7 mg/kg ¢ uen 3ana3pase Ha HABATA HA CEPYMHMA HEPUTHH B PAMKUTE Ha NIPULIENHHS
AHanasoH. AKO CepyMHHUAT pepuTHH Tpakino cnaaa noa 500 pg/l Tpabea na ce obMucnu npexbcBane
Ha JleyeHueTo (BxK. Touka 4.4).

CundpomMu Ha HempancgyuoHHO-3g8UCUMA MARGCEMUA

Xenatupaila Tepanus TpsOBa a ce 3aMOYHe CaMO aKO MMa I0KA3aTe/ICTBA 3a CB
KeNA30 (KOHUEHTpaLH4 Ha xena30 B uepHua apo0 [LIC] =5 mg Fe/g cyxo Terno
¢eputH Tpatino >800 pg/l). LIC e npeanountaH MeToA 3a OnpeaesHe Ha CBPb

KeJA30o H TpAdBa fa ce M3Mon3a, Korato e HandueH. [1pu BCUYKH MaLHEHTH € He
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BHHMAHHE MO BPEME Ha XE€/laTHpaLWara Tepalia, 3a 1a €€ HaMajllh pHCKa OT CBphxo6pasyBaHe Ha
XenarTH.

3uasekc puimupasn TabNeTKH AEMOHCTPUPAT NO-BHCOKA GHOHANMYHOCT CPAMO JHCMEPTHPALIIK ce
TabneTkH, chALpxaly AedepasHpoke (k. Touka 5.2). [Ipu npeMiHaBade oT aucneprupallH ce
TabieTku KbM GHaMHpanH TabiaeTkH, 103aTa Ha pUIMHpaHuTe TabneTku TpaGea aa 6vae ¢ 30% no-
HHCKA OT [103&Ta Ha JAUCMEpTrHpalLnTe ce TabIeTKH, KaTo ce 3aKpLIIIM KbM Hali-Onn3kara uana
TabneTka.

CpOTBETCTBAIMTE JO3M MEKAY pPas/IHYHHTEC CbOpMPI ca noka3zaHW B TabnuMuara no-aoay.

Tabauua 2 IpenopbUMTENHH A03H NPH CHHAPOMH Ha HETpaHC(Y3MOHHO-3aBHCHMa TalaceMHa

PuaAMHpPAHH Jucneprapa KoHnenrpanns Cepymen
TabneTkn/rpanyas  wm ce HA KeJA30 B depurTun
TabneTkn qyepHus Apob
(LIC)*
Hauanua g03a 7 mg/kg/nen 10 mg/kg/ >5mg Fe/gc.1. wi  >800 pg/l
AeH
IlpocnensiBane Beexkn
Mecen
CThnkH npu Hosnmasane >7 mg Fe/gc.1. win  >2 000 pg/l
Kopurupane Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/neH
A03aTA Honwxapane
{Bcekn <7 mg Fe/gc.T. w52 000 pg/l
3-6 mMeceua) 3,5 - 7 mg/kg/nen 5-10 mg/kg/
NeH
Makcamanna 14 mg/kg/nen 20 mg/kg/nen
OB i
7 mg/kg/nen 10 mg/kg/nen
[p#u BBb3pacTHH He e ouensisana <2 000 pg/l
IIpH neaMaTpUYHK MAaLIHEHTH
IIpexbcBane <3 mg Fe/g c.71. win <300 pgfl
IHoanoBapaHe Ha He ce npenopbuBa
JIeeHHEeTO

*LIC e npeanovHTaHUAT METO 3a OTpeAeNAHe Ha HATPYTIBAHETO Ha XKEeNA30




Hauanna doza
[IpenopbuMTeIHaTa HayanHa AHEBHA 0033 Ha 3Hagekc GUIMHPaHH TabNeTKH NMPH NALKEHTH ChbC
CHHIPOMH Ha HeTpaHcdy3HOHHO-3aBHCUMa TanaceMus € 7 mg/kg TejiecHo Terno.

Kopuzupane na dozama

IIpenopbuBa ce HUBOTO Ha CEPYMHHS (DEPHUTHH 1a C& MOHHTOPHPA BCEKH MECELL, 3a 12 C& OLIEHH OTTOBOPLT
Ha MaLMEHTHTE KbM TEpanusTa U Aa ce CBele 40 MHHUMYM PHCKBT OT CBpbX0Opa3yBaHe HA XenatH (BiK.
Touka 4.4). Ha Bceku 3 no 6 Meceua neueHue, TpabBa na ce 0OMMCIH NOBHILIaBaHe Ha no3ata ¢ 3,5 no 7
mg/kg npu naunenTute ¢ LIC >7 mg Fe/g c.T. uin cbe cepymen deputun Tpaiino >2 000 pg/l, nenokazeaiy
TEHICHUMA 33 NOHHKAaBaHe, NOHacAM no0pe NexapcTeeHus npoaykr. He ce npenopwsuBar no3m nan 14
mg/kg nopagy AMICaTa Ha OMUT C MO-BUCOKH JIO3H MPH MALMEHTH ChC CHHAPOMM HA HETPAHC(Y3HOHHO-
3aBHCHMA TANACEMHS.

IIpy nauxeHTH, Npy KOKTO HE € npareHa oueHka Ha LIC # cepyMHuaT dpeputrH e <2 000 pg/l, nosara
He TpsAGBa Aa npesviuasa 7 mgkg.

ITpu nauueHTH, NpH KOBTO Ao3aTa e O1na nosullcHa 1o >7 mg/kg, Tpabea na ce ocdMucau
HaMaJIsBaHe Ha no3ata Ha 7 mg/kg winun no-manko npu LIC <7 mg Fe/g ¢.1. unu cepymen deputun
<2 000 pg/l.

Hpexpamagane na aevenuemo

IIp1 nocTyrane Ha 3aJ0BOMMTESHM HHBA Ha xena3o B opranusma (LIC <3 mg Fe/g c.T. nian cepymeH
depurun <300 pg/1), nevennero Tpadea na ce crpe. JIMNCBAT AaHHH OTHOCHO NOBTOPHOTO JIeYeHHE
Ha NIALHEHTH, TIPY KOUTO OTHOBO c¢ HAOMOAABa HATPYNIBAHE HA WKENA30 Chel NOCTHTaHe Ha
38/10BOJIUTETHH HUBA HA 5KEN930TO B OPraHu3Ma ¥ Mopaju Ta3y NPUUKMHA HE MOXE [Ia Ce NPenopLya
MIOBTApAHE Ha JIEHEHHETO.

Creyuannu nonyiayuu

[layuenmu 6 cmapiecka év3pacm (05 200uuna ev3pacm)

IIpenopbkuTe 3a RO3HpaHe NPH NALUKEHTH B CTAPYECKA BB3PACT Ca CBIIHTE KATO OTTHCAHHUTE NO- FOpe.
B xo4a Ha WIHHHYHKUTE NPOYU4BAHHS NALMEHTUTE B CTAP4ECKA BB3PACT MOMYYARAT MO-YECTO
HEXCNAHH PeaKLIMH, OTKONKOTO MO-MaNTE NALMEHTH (TTO-CNeLKaHe AMapusa) u Tpabea aa Ovaar
BHUMATENHO TIPOCNEAABAHM 33 NOABA HA HEXKEJIAHH PEAKLIHH, KOHTO MOraT [a H3MCKBAT KOPUIHpaHe
Ha po3ara.

Heouampuuna nonyiayus

CBpLXHATPYINIBaHe Ha KeNA30 nopand TpaHchys3us:

IIpenopbkuUTe 3a A03MpaHe MPH NEAHATPHYHH MALMEHTH Ha Bb3pacT 2 10 17 roamHu cue
CBPbXHATPYNBAHE HA JKENA30 NOPaaH TpaKcdy3Ha Ca ChUIMTE, KAKTO MPH Bb3PACTHH MALHEHTH
(Bx. Touka 4.2). [Ipenopsusa ce HHBOTO Ha cepyMHHMA (DEPHUTHH A C€ MOHMTOPHPA BCEKH Mecell,
3a /1a € OLUEHH OTTOBOPBT HA MAlLMEHTHTE KbM TEPaNMATa M 1a Ce CBEE 10 MUHHMYM PHCKBT OT
cBpbXx0oOpa3yBaHe Ha xenatH (Bx. ToUka 4.4).

[IpomeHuTE B TErNOTO Ha neuaTa ¢ BpeMeTo TpAOBa 1a e MMAT NPeABHU/I, KOTATO C& M3UHCIIBA
Jo3ara.

I[Ipu neua cbe CBpbLXHATPYIIBAHE HA XKENA30 Nopaau TpaHcdy3Hs, Ha BBIPACT MEXKIY 2 M 5 TOAMHM,
€KCNO3ULIMATA € MO-HUCKA, OTKOJIKOTO MPH BB3PAcTHH (BXK. Touka 5.2). Tasy Bb3pacToBa rpyna MOXe
CNIEI0BAaTENHO Aa Hanara rno-BUCOKH 103K, OTKOJIKOTO €a HeoDX0AMMHM MpH Bb3pacTHH. Bunpeku

CHHAPOMH Ha HeTpaHc(y3HOHHO-3aBUCHMA TalaCeMHs:

I[1py neauaTpUHHHTE NALAEHTH ChC CHHAPOMH Ha HETpaHCQy3MOHHO-3aBHCHMa TATaCeEM
TpabBa aa npernwana 7 mg/kg. ITpu Te3u naueHTH BHUMaTenHOTO cnesede Ha LIC 1 ce
thepHTHH € OT CBIIECTREHA BaXKHOCT, 32 Aa ce uzberne cBpbxobpasyBaHe HA XENaTH: B 10
KbM MECEYHOTO ONpeAeNsaHe Ha CEPYMHHA (epHTHH € HeoOXOoaHMOo Ha BCEKH TPH Mecela

6



npocneaasane Ha L1C, korato cepyMuuaT peputu e <800 pg/l.

Heua ot paxkaaneto 1o 23 Meceua:
BesonacuoctTa U edMKacHOCTTa Ha 3MajeKc MpH Jela OT paXxaaHeTo A0 23-MeceuHa Bb3pacT He ca
ycTanoseHu. Jluncear gaHHM,

THayuenmu c 6vbpeuno yepexcoane
3uafeKc He € NPOYUBaH NpH NaLMeHTH ¢ OBOPEUHO YBPEKIAHE H € MPOTUBONOKA3ZAH MPH ALIMEHTH C
H3YHC/IEH KPEATHHHHOB KIHpbHC <60 ml/min (Bx. Touku 4.3 u 4.4).

Hayuenmu c veprodpobHo yepesicoane

3uaziekc He ce MPenopbYBa MPU MALIMEHTH C TexkKO YepHoapobHo yBpexaane (Knac C no Child-
Pugh). [1pu naumenTH ¢ ymepeHo uepHoapobHo yspexaane (Knac B no Child-Pugh) nosata tpatea
Jla ce Hama/lH 3HaYMTENHO, C/IeA KOETO NOCTENEHHO Aa ¢e YBennWuH Ao 50% (Bx. Toukn 4.4 u 5.2}
3uanexc TpabBa Na ce W3M0N3BA NPEANATHBO NIPH TAKMBA MalMeHTH. YepHoapoGuara dbyHnkuus npu
BCHUKH NAaLMEeHTH TpA6Ba na ce NpocieasBa NPEaH JEYEHHETO, Ha BCEKH 2 CEAMKHLIM Npe3 IbPBUs
MECEel M Ciea TOBa BCEKH Mecel (Bx. Touka 4.4).

Hauud Ha npunoxeHue
3a nepopaitHO NPHIOKEHHKE.

OunmitpannTe TabaeTkH TpAOBa Aa ce NONTBILAT LIENH € MaJIKO KollidyecTBo Boza. [Ipu natMeHTHTE,
KOHTO HE MOr&T [1a NOTBJIHAT LeSuTe TabneTky, punmupaHuTe Tab/eTKH MOTaT Aa ce NIPUIoKaT
HATPOLIEHH M Upe3 NOPbCBAHE HA LiANaTa 1034 BbpXY MEKa XpaHa, HaNp. KMCEJI0 MITAKO WITH A0bJIKOBO
mope. Jlosata TpabGea na ce npuemMe He3abaBHO M H3LANO, H Aa HE Ce ChXpaHsBa 3a CieABallla
yuotpeba.

@unMupannTe TabneTkH TpAOBa Aa Ce NPHEMAT BeHbX AHEBHO, 3a NPEANOUUTAHE MO €IHO H CHILO

BpeMe€ OT JI€HOHOLLHETO, KATO MOraT Aa C€ NMPUEeMaT Ha MIaJHO MM ¢ neka XpaHa (BXK. ToukH 4.5 ¥
3.2).

4.3 IIpoTHBONOKAa3AHHSN

CBpBbXUYBCTBHTETHOCT KbM aKTHBHOTO BELECTRBO HIIH KbM HAKOE OT NOMOUIHHTE BELLECTRA,
H30poeHH B TouKa 6.1.

KoMOHHauusTa ¢ Apyru BUIOBE XeNatupalila Tepanys 3a sKenda3o, Thil KaTo 6e30MacHOCTTA Ha TAKUBA
KOMOMWHaLWK He e ycTaHoBeHa (BXK. Touka 4.5).

[aupeHTH ¢ H3UUCNEH KpeaTHHHHOB KIHpBHC <60 ml/min.

44 CrennaiHn npeaynpexkIcHHA H NPeIna3HH MEPKH NPH ynoTpeba

BErbpeuna dvukuusg

HedepasHpokc e npoy4ypaH camo NPH NALMEHTH ¢ H3XOICH CEPYMEH KPEATHHHH B PAMKHTE Ha
pedepeHTHHTE rpaHHLM 22 BL3PAcTTa.

[Ipy KNHHHUYHUTE NPOY4BAHHA NOBHIIEHUSA HA CEPYMHHS KPEATHHHH C >33% B >2
NOCNAEA0BATEHH ONPEACNSHHA, TTOHAKOra Hajl TOpHaTa ped)epeHTHA rpaHHLA, Bb3HHKBAT NpH
0k0710 36% or naunenture. Te3n noBHIIEHHS ca 10303aBHCHMHA. TIpH OKONO ABE TPETH OT
NAUKWEHTHTE, IIOKA3RAIH NOBHIICHHE HA CEPYMHMS KpeaTHHHMH € HabnoaaBaH oGpaTeH ¢
33% umpoTo Ge3 ananTipaHe Ha fozarta. [Tpu ocTananata TpeTa NOBHILABAHHMATA HA Cep
KpeaTHHHH HE BHHArH OTTOBAPAT HA NOHHXXEHHE HA 103aTa HJTH HA CTIMpaHeTo i. B Ha
CA¢/ MOHHKABAHE Ha o3aTa ce Habmonasa cTabUAH3MpaHe Ha CTORHOCTHTE Ha CEpyM
KpeaTHHHH. Ciyyan Ha ocTpa 6b6peuHa HeIOCTaTBYHOCT ¢a chobLIeHH npy ynoTpeba
Aedepaz’upoke clied nycKaHeTo Ha nasapa (Bx. Touka 4.8). Ipu uact ot cbobueHnTe no




MOCTMAPKETHHIOBYS NIEPHOJ CIYHaH, BIOILABAHETO Ha ObOpeuHaTa dyHKIHMA € JI0BENO 10
On6peuHa He1OCTaTLYHOCT, H3HCKBAILAa BPEMEHHA MIIH MOCTOAHHA HANU3a.

IIpyuKHHTE 32 NOKAYBAHHATA HAa CEPYMHHA KPEaTHHHH He ca u3acHeHu. CregosatenHo Tpabea ga
ce oOpba ocobeHo BHUMAHHE Ha NPOC/EAABAHETO HAa CEPYMHHS KPEATHHHH NIPH NALMEHTHTE,
KOHTO MOy4aBaT KaTo ChNBLTCTBAILA Tepanks JIEKapcTBa, KOHTO rnoTuckar 6vbpeunara ¢yHkuus
H NPH MALHMEHTHTE, KOUTO NOJMY4aBaT BUCOKH [03H Ae(epasHpOKC H/UNH N0-peaKH
kpbBONpennBanua (<7ml/kg/mMecen epuTpouTHa Maca WNH <2 eAMHULK/MeCel] TIPH BB3PACTHH).
Bbnpeku ue B Xo1a Ha KNHHMYHUTE [IPOYH4BAHHA NPH YBEIHYABAHE HA A03ATA AUCMEPTHPALIH CE
TabneTku,cbabpkaliv aedepacupoke Haa 30 mg/kg He ce HabnloaaBa HapacTBaHe Ha
OnOpeuntTe HexenaHu cEOMTHA, MOBHINABAHE HA PUCKA OT Bb3HMKBaHe Ha OLOpeUHH HexenaHu
CBOMTHA NpH npuem Ha punmupanu TabneTku npy o34 Haa 21 mg/kg He MOXke 1@ ce M3KITIOUH.

[Ipenopbusa ce cepyMHMAT KpeaTMHHH Aa 6be OLieHeH ABYKPATHO Npel 3amouBaHe HA TepanusTa.
CepyMHHAT KPEaTHHHH, KPEaTHHHHOBHAT KJIHPBHC (M3uucnenn no ¢opmynata Ha Cockrofi-
Gault wiu no MDRD dopMmynara npu Be3pacTHM WM no $opMynara Ha Schwart npu feua) w/uim
nna3MeHuTe HHBA HA UMCTaTHH C Tpabsa Aa ce Npoc/eIABaT NPeaH 3aNo4YBaHe HA TEPaNHATA,
€KECEAMHYHO Npe3 IMbPBHA MECEL, CNe]l 3aMoyvBaHE WIIH NPOMSAHA Ha TepanuaTa ¢bC 3uanekc
(BK/IIOUMTENHO NPEMHHABAHE KbM JpPYTa JleKapcTBeHa opMa) U eXKEMECEYHO CeA TOBA.
[TauneHTHTE ¢ aHaMHeza 3a 61LOpeuHH 3ab0NABAHKA M MALUEHTHUTE, KOWUTO MOTYYaRaT JIEKAPCTREHH
NpoAYKTH, KOWTO NOTHCKAT 6bOpeuHaTa §yHKLMS, MOXKE Aa ca HANOKEHH HA NO-TONAM PHUCK OT
ycnoxknenua. Tpabea ga ce ofbpHe BHMMaHHE 3a NMOAIbPXKAHE HA AfAEKBATHA XWApPaTALMsA Ha
NALHCHTHTE, KOMTO PAa3BHAT AHaPH WIIH NOBPbLUAHE.

HMa nocTMapkeTHHroBH ChoOGILEHHA 32 Clydyau Ha MeTabONHTHA alWA033, Bb3HHKHANA MO BPEME Ha
nedeHHeTo ¢ aedepasupokc. bonmuHcTBOTO OT nMauMeHTHTE ca MManu GbOpevHM HapyiueHud,
6n6peura Tybynonatua (cuHapoM Ha Fanconi) unu auapusa, WiM HAKAKBH APYrH CbCTOSHHMA, PH
KOMTO HApYIICHHETO HA KHCEJMHHO-AIKANHOTO pPaBHOBECHE € M3BECTHO YCIIOXKHeHue. B Tezn
NOIyJIaltHH KMCEJIHHHO-ATKATHOTO paBHOBecHe TpAGBa /a ce MpOCieasBs CbINAcHO KIHHWYHWTE
noxazaHud. T1pH nallHeHTHTE, NPX KOMTO ce pa3BHe MeTaDoNMTHa auuao3a, Tpabea Ja ce obMucan

MPECKBCBAHE Ha JICYEHHETO CBL 3uanekc.

B nocrMapKeTHHrOBUS NepHOA MMa cbOOLLIEHHS 3a ciyuyaw Ha Texxka ¢opma Ha GBOpeuna TyOynonatHs
(xaTo cunapom Ha Fanconi) ¥ 6b0peyuHa HEAOCTaTbHHOCT , CBbP3aHH C IPOMEHH B Cb3HAHHETO B KOHTEKCTa
Ha XHNEpaMOHHEHHYHA eHLie(anonaTus NpH NMaUMEHTH, IEKYBaHH ¢ Aedepasupoke, NpeIdMHO pH Aeua.
[Npenopbusa ce Ja ce HMa NMpPeiBH/ Bb3MOKHOCTTA 38 Bb3HHMKBAHE HA XHNEPAMOHHEHHYHA eHLedanionaTHs
H 3 ce W3MepBaT HHBATA HA AMOHAKA NpPH NALHEHTH, Pa3BUBALLM HEOOACHHMMH NPOMEHH B NMCHXHYHUS
CTaTyC JOKAaTO ca Ha JieueHHe ¢ Aedepasupokc.

Tabauua 3  KopurupaHe Ha 103aTa H NPEKbCBAHE HA ICUCHUETO NPH NPOCNCAABAHE HA
6bOpeuHaTa PyHKUHSA

CepyMeH KpeaTHHHH KpeaTHHHHOB KJIHPBHC
IIpenn 3anouBane Ha | JIBykpatHo (2x) H Ennokpatho (1x)
TEPANHATA
IlpornBonokazan <60 ml/min
IIpocneassane
- ITvpBua Mecel Bennbix ceamuuHo 7 BenHbxk ceamuuHo

ciel 3ano4BaHe Ha
TEPANHATA HIIH NPH
MPOMAHA HA a03aTa
(BKAKOUUTENHO
NIPEMHHABAHE KbM
Jpyra NeKapcTBeHa
dopma)

- Cnen toBa Beanwk MeceyHo H BeIHBbkK MeceyH




HamansBane na queBHaTa Ao3a cbe 7 mg/kg/nen (dpunmupana tabnerka),

aKo CAEOHUMe NoKazameny 3a OYeHKa na 6vopeynama gynxyus ce nabrodasam npu dee

ROCACO0BAMENHY GUIUMU U He Mo2am 0d Ce CEbPICaAM C Opy2u NPUNUHY

Bb3pacTHH nauyeHTH >33% Han cpeHHTe " MoumkeHue <J[FH*
CTOHHOCTH NMpeaH (<90 ml/min)
3arno4paHe Ha NeHeHHeTo

[eanatpuyunu > I'TH** za choTBeTHaTa | W/HIH INouuxenne <JJFH*

MaLMeHTH BB3pacT (<90 mb/min)

Cnen HamansiBane Ha 103aTa, JIEYEHHETO Ce NPEKbCBA, AKO

Be3pacTHH Ocrapa >33% nan Wunn TMoumxenune <JIFTH*

neAHaTPHuHH CpeAHHMTE CTOHHOCTH (<90 ml/min)

NaLUHEHTH npeay 3arnoyeaHe Ha
NeYEeHHETO

*JI'H: nonna rpaHKia Ha HOpMAaTa

**['TH: ropHa rpaHiLia Ha HOpMaTa

JleueHUeTo MoKe 114 ce NMOAHOBH B 3aBHCHMOCT OT KIIMHHYHUTE 00CTOATENCTBRA.

Hamanssane Ha no3aTa MM NpeKbCBaHE HA JICUSHUETO MOXE CBILO Aa CE MMa MpeABHA, ako ce
YCTZHOBAT OTK/IOHEHHA B NOXA3aTEIUTE 3a OlieHKa Ha ObOpeyHaTa TyOy/1Ha GYHKUHA W/HIH NpH
KIHHHYHH [OKa3aHUA:

. [poTenHypus (M3cneasanero TpabBa 1a ce HANPABH MpPeIH 3aNI04BAHE Ha JIEYEHHETO H
BCEKM MeceL, Cle] TOBa)
. I'moko3ypHs npu nauueHTH 63 1nabeT U HUCKU HUBA Ha Kauuii, dhocdaTti, MarHe3mii

HIIK ypaTh B cepyMa, docdaTypus, aMHHOAUMIYPHS (MpocieasBaHe TIPH HYKAa).
br6peuna Tybynonarus ce crobmaea npeIMMHO MPH AEUA H OHOWM ¢ GeTa TanaceMus, IeKyBaHu
obe 3HaneKc.

[TauueHTHTe TPaGBa Na 6BLAAT HACOYEHH KbM HEQPONOr H JOMBAHHTEIHH CNEUHATH3HPAHH

u3cnensands (karo 6u0peyHa HHOMCHA), ako ONUCAHUTE NMO-A0JY CHMIITOMHU CE MOABSAT BLIIPEKU
HaMansaBaHETO HA /103aTa W NPEKBCBAHETO Ha JICUEHHETO:
. CEPYMHMAT KpEaTHHHUH OCTaBa 3HAYMMO MOBHUILEH K
. WMa TpallHH OTKJIOHEHHS B ApYT MOKAa3aTeN 3a oueHKa Ha 6b0peuHaTta dyHKUMS
(Hanp. npoTenHypus, cuaapoM Ha Fanconi).

YepHoapobHa dyHKIIMA

Habnloaasar ce noBuileHHa Ha HepHOAPOOHHTE GYHKLIMOHATHH TECTOBE MPH NALMEHTH, JIEKYBaHH
¢ Aedepasmupoke. B nocTMapkeTHHroBHA nepuoa HMa cboOLLEHHA 3a CITyHan Ha YepHoApobHa
HE0CTaThYHOCT, NoHAKOra ¢ dartaneH Kpa#, NpH NalUMeHTH, JeKyBaHH ¢ Aedepazupokc. [loreuero
OT ChOOLIEHHATA 33 Bh3HHKHANA YepHOAPOOHa HENOCTATEYHOCT Ca CBLP3aHU C NALHEHTH ChC
3Ha4YHTENEH Opoii 3abonaBaHHs, BIUTIOUHTENHO NIPEALIIECTRALLA YepHOapoOHa uMposa. Benpeku
TOBA, HE MOXE Ja C€ OTXBbPIIM 3HAYEHHETO HA Je(epazupoKe KaTo NONPHHACALLL HIH BJIOLUABALL
CbCTOSHHETO hakTOp (BK. TouKa 4.8). Morar fa BL3HHKHAT TeXKKH (OPMH, CBBP3aHH ¢ MPOMEHH B
Ch3HAHHETO B KOHTEKCT2 HA XHIEPAMOHHEHMYHA eHLedanonaTus MpH NAUKHEHTH, TEKYBaHH ¢
neepasupokc, ocobeHo npu aeua. [penopsusa ce na ce HMa NpeJBHA Bb3MOXKHOCTTA 3a
Bb3HHKBAHE HA XMNEPAMOHHEHHYHA ¢HLehaIONAaTHA H A4 C€ H3MEPBAT HUBaTa HAa AMOHSAKA MpU
NalLMEHTH, Pa3BHBALLK HEOOACHUMHU MPOMEHH B NCHXHUHMS CTATYC JAOKATO Ca Ha JIeYeHHE C
netepasupoic. Tpadbea na ce BHHMaBa Ja ce MOAIbPIKA AAEKBATHA XHUAPATALMS [PH NaLUEHTHTE,
NPH KOHTO HACTBNAT CbOHTHSA, CBBP3aHH C HAMANABAHE HA LHPKYAATOPHMA 00eM (KaTo Anapua HiH
noBpbLlate), ocodeHo npu aela ¢ ocTpo 3abonssaHe.

[IpenopbuBa ce H3caAeNBaHE HA CepyMHHTE TPaHCaAMKHa3H, GUIMPYOUHa K ankanHaTa
NPEAH 3aNOYBAHE HA NEYEHHETO, HA BCEKH 2 CEAMMLIH Mpe3 NbPBHSA MeCell OT JEYEHH
Mecell Cliesl TOBA. AKO MMa MEPCHCTHPALLO M MPOrPeECHpallio MOBHUILEHHE HA HHBATa




C.ﬂe,[l KaTo C€ U3ACHH NpHYKHAaTA 3a NAaTOTOrHYHHUTE NPOMEHH B '-ICpHO,ElpOGHHTC Cl)YHKLlHOHaJ'IHH
TECTOBE HITH CJ1€] BpPRILAHE KbM HOpPMaAJTHKUTC HHBA, MOKE [1a C€ UMd NpEABHI NPEANa3inBO
MOBTOPHO 2aM04BaHE Ha IEYCHHETO € NO-HHUCKA 0034, NOCACABAHC OT NOCTENCHHO MOBHLICHHE HA

ao3ara.

3uanekc He ce NpenopbHBa NPH NaLMEHTH ¢ TEXKO depHoapobHo yepexxaane (Knac C no

Child- Pugh) (x. Touka 5.2).

Tabnuua 4 O606meHne Ha NpenopbKUTE 3a Npocieissane Ha 6e30NacHOCTTa

HicaeaBane

YecToTa

CepyMeH kpeaTHHUH

JBYKpaTHO MpejH 3anoyBaHe Ha TEpanHATa,
Beaka ceamuua npes nbpers Mecell 0T
TEPANHATA WK CNIEN NPOMAHA Ha J103aTa
(BIUIIOYHTETHO MPEMHHABAHE KbM Apyra
nexapctBeHa dopma). ExxeMeceuHo cnen
TOBA.

KpeaTHHHHOB KNHPBLHC WHIH MNa3MeH
uuctatiH C

[Ipenu 3anousaHe Ha TepanHATa.

Beska cenmuua npes mbpaus Mecel, T
TEpanuATa WK CNEl NPOMAHA Ha 0341
(BRJIIOYMTEIHO IPEMHHABAHE KbM ApYIra
nekapcraeHa dopma).

Exxemeceuto cnej Tosa.

IlpoTtenHypua

Hpezm 3ano4yeaHc Ha TepanusTa.
ExkemecedHo cnen Toea.

Jpyru mapkepy 3a oLEHKa Ha
6ubpeunaTa TyOynHa dpyHkung (kaTo
HanNpPHMEP TIIKOKO3YPHA NMPH NALMEHTH
Be3 nMabeT H HUCKY HHRA HA CEPYMHHA
Kanuii, pocdar, Marnesuit unu ypar,
tdocharypus, aMHHOALMAYPHA)

Cnopen HyxauTe.

CepyMHH TpaHcaMUHa3n, GUAHpYyOuH,
ankanna dgocdraraza

IIpeau 3ancuBaHe Ha TepanHaTa.

Ha Bceku 2 ceIMHIM Npe3 MBbPBHA MECEL] OT
TEPanHATa.

ExxemeceuHo caef Tosa.

Hscneppane Ha CNYXa H OUYHTE

INpenu 3anousaHe Ha TEpanuATa,
Exeroato cnen Tosa.

TenecHo Terao, PBCT H NONOBO
Pa3BHUTHE

IMpeau 3ano4BaHe Ha TepanuATa.
ExeroaHo npu negMaTpyMyHH NALMEHTH.

IlpH nauMeHTH, NpH KOMTO OMaKBaHATA NPOABLIKHTENTHOCT HA XKHBOTA HE € ronama (Hanp. npH
BHCOKOPHCKOB MHEJIOJHCILIACTHYEH CHHAPOM ), 0cOOEHO KOraTo ChmbTCTBALLH 3aD0NABAHUA MOrar 1a
MOBHLIAT PHUCKA OT N0ABa HA HEXXEeNaHU ChOWTHA, Non3uTe oT 3kaaekc MoraT aa 6baaT orpaHHueHH | Aa
HE NMpPEeRB3XMKIAT pHckoBeTe. BeneacTene Ha ToBa, He ce NpenopbyBa JieueHHe CbC 3Uafeke NpH TaKHBa
MALHEHTH.

H306X011HMO € NOBHUICHO BHHMAHHE NPH NAUHMEHTUTC B CTapYdeCKa Bb3pacT nopain no-BHCOKaTa
YECTOTa Ha HEXETaHH PEakLUHH (No-CneLtHaiHo qHapHi ).

JlannuTe npu aeua ¢ HetpaHchy3HOHHO-3aBHCHMMA TANACEMHS Ca MHOTO OTPaHHUYCHH (B
B cnencteue na ToBa, TepanusaTa che 3uagekce TpaOea na Obae BHUMATEIHO MOHHTOPHP.
YCTAHOBABAHE HA HOXEIAHH PEaKLUH H NPOC/IeAsBaHe Ha HATOBAPBAHETO C XKENA30 B 11
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AKEIA30, € Tpambysnonﬂo-uesasucuma TanaceMhni, NCKapaT TpHGBa JAa € HajACHO, He¢ NOCHIEACTBHATA OT
ALIrocpoyHara eKCno3niHA NpH TaKHea MallkUeHTH KM MOMEHTA Ca HEH3BECTHH,

CromalluHO-YpeBHY HADYLIEHHA

CrobuzaBa ce 3a NoABa Ha A3BH H KbPBEHE OT FOPHUTE OTAENH Ha FACTPOHHTECTHHAHHA TPAKT NpH
MaLKEeHTH, BIUIIOYMTENHO JeLa H NOoApacTBallM, nonyyaeaum aedepasupoke. I1pu yact ot
[ALKXEHTHTE ce HaGNMIDAABAT MHOKECTBEHH A3BH (BX. Touka 4,8). UMa cboblueHHA 3a A3BH,
YCIOXHEHH C racTpOMHTECTHHAIHA nepdopanys. Cbio Taka HMa CLOBIIICHHA 3a cyyaH Ha datanHu
FaCTPOMHTECTHHAJIIHH XEMOpParuH, ocobeHO NP MaLHeHTH B CTAPYECKA BB3PACT ChC 3TOKAYECTBEHH

X€MATOIOrHYHH 3ab0onsBaHua U/ WNH HUCEK Dpoit Ha TpoMGouuTHTe. [0 BpeMe Ha JIEUEHHETO Che
3uanexc nekyBalMTe JeKapH H nauMeHTHTe Tpabea aa 6baT ¢ MOBHINEHO RHUMaHHE 3a MPH3HALM H
CHMIITOMH Ha CTOMALIHO-YPEBHA A3BA WIIH KbPBEHE W MPH CbMHEHHE 33 CEPHO3HA HEXKETaHa peaKLina
OT CTPaHA HA raCTPOMHTECTUHANHMA TPAKT BeAHAra 1A 3aMO4HAT NO-HATATHUIHO H3CAEABAHE WIH
Jgedenne. HeobxoauMo e noBHlLEHO BHUMAHKHE NP NAHEHTH, KOWTO MPHEMAT 3HAAeKC
€QHOBPEMEHHO ¢ BEILECTBA C M3ABEH yaueporeHeH noteHuran, karo HCIIBC, koptukocTeponan uin
nepopainii 6HpocdoHaTH, NPH NALMEHTH, ONYYABAILM AHTHKOATYIAHTH, KAKTO H NMpPH NMaLHeHTH ¢
TpoMBouuTH noa 50 000/mm? (50 x 10%/1) (Bx. Touka 4.5).

Hapyiueuus Ha KoxaTa

o Bpeme Ha neyeHHeTO che JHAAEKC MOXKE 1A ce NOABAT KOxHHU 00pued. B noBeveTo cnyyau
o6puBHTE 0T3BY4aBaT crOHTaHHO. Korato ce Hanara npeKhcBaHe Ha JIEUEHHETO, Clie] OTIIYMABAHE Ha
obpuBa, To MOXe Na ce Bb30OHOBH ¢ MO-HHCKA /103a, MOCEABAHA OT MOCTENEHHO NOBHLIABAHE HA
no3zara. [1pu TexkuTe cnyyan, Tosa BE30OHOBABAHE MOXKE J1a C€ MPOBEIS B KOMOHHALUA ¢ KPaTbK
MEepPHOA Ha NPUICKEHHE Ha NePOpanHyi KOPTHKOCTEpOHAIH. ChOOLIARAT CE CIyYaH HA TEXKKH KOXKHH
uexenanu peakuu (SCARs), BiutlourTenHo cuHapoM Ha Stevens-Johnson (SJS), TokcHuna
enuaepmanina Hekpoausa (TEN) n nekapcTeeHa peakuus ¢ €03MHOPUIHA U CUCTEMHH CHMATOMH
(DRESS), kouTo mMorar Aa 6baat )KMBOTO3aCTpallaBall[H UNK NeTanHu. AKo ce noaosupa SCAR,
3nancke TpaGea 1a ce cnipe He3abaBHO M Aa He ce npinara oTHOBo. [py npeanUceaHe Ha AeKapCTBOTO
nauMeHTHTE TpAGBA Na ObIAT 3aN03HATH C NPH3HALIWTE H CHMITTOMHKTE HA TEXKKHUTE KOXHH PEakUHH H
Aa 6baaT BHAMaTETHO HabntoaapaHn.

Peakuys Ha CBPbXUYBCTBHTENHOCT

Cny4aun Ha CepHO3HH PEAKUMH HA CBPBX4YBCTBHTENHOCT (KAaTO aHA)MIAKTHYEH LIOK M aHTHOEAEM) ca
CBOOIIEHH NPH NALKMEHTH, NOJTy4YaBamiy JegepasHpokce, KaTo HAualoTo Ha PEaKLIMATA NPH NOBEYETO
OT CJIy4aWTe, HaCTLNBA NpPe3 NbPBHA Mecel] OT JeueHHeTo (BiK. Touka 4.8). AKko Bb3HHKHAT TAKMBA
peakLMH, NPHEMBT Ha 3uajekc TpadBa na Obae NpeycTaHOBEH ¥ 1a CE OCHTYPH aeKBAaTHA
MeJHUMHCKa nomoll,. Jleuenueto ¢ aedepasupoke He TpadBa Ja ce NOAHOBABA NMPH NAHHEHTH, KOUTO
€4 MMaJTH peakLHa Ha CBPBXYYBCTBHTEIHOCT, MOPAAH PUCK OT aHaduNakTHueH WoK (B3, Touka 4.3).

3pUTENHH K CRYXOBH HAPYLIEHHS
Crobmasar ce cyxosu (orcnadeH ciyx) 1 0uHH (MOMBTHABAHE HA JIELLATa) HAPYLIEHHSA (BXK.

To4ka 4.8). IIpenopbusa ce nperne Ha ciiyxa H 3peHHETO (BKMIOUYHTENHO (PYHAOCKONHSA) Mpeau
3arnoYBaHE Ha NEYESHHETO H HA PEJOBHK KHTEPBAIM cllen ToBa (BcekH 12 Meceua). Ako mo BpeMe Ha
NeveHHETO ce 3abenexar HapyLIEHHd, MOXKE /14 Ce MPHCTBIH KbM [TOHIDKEHHE MITH CIIHPaHe Ha 103aTa.

Hapyienuna Ha kpbBTa

[1o BpemMe Ha NOCTMapKETHHIOBUA NIEPHOS C¢ CHOGLLABA 3a MOABA HA JEBKOTIEHHA, TPOMBOLMTONEHUA
HJIM MAHLMTONEHKSA (MK arpaBHPAHE HA TE3H LWTONEHHH) W arpasHpaHa aHeMUs NP NALHEHTH Ha
Jedenue ¢ aedepasupokc, [ToBeYETO OT MaUMEHTHTE Ca UMaNH NPeaX0KAAILH XEMATOIOMHYHH
3a00/1ABAHHA, KOUTO YECTO Ca GUIH CBLP3aHH ¢ KOCTHOMO3bYHA HeaocTaTbuHoeT. Heszasncumo ot
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Ha 03aTa HIH NO-CTPHKTHO npocneaspaHe Ha 6uOpeyHaTa W yepHoapoOHaTa QYHKUHUA H CEPYMHUTE
HHEa Ha JEPHTHH.

Ako cepyMHUAT ¢eprTHH cnaaa Tpaiino nmoa 500 pg/l (npu cBpbxHaTpyBaHe Ha JKEJIA30 MopaaH
Tpakcdy3na) unu noa 300 pg/l (npy cCHHAPOMH Ha HeTpaHCchy3UOHHO-3aBHCHMA TajlaceMus ), TpabBa
2a ce 0OMHCIHM cnHpaHe Ha NeYeHHeTo.

PesynraTtuTe OoT M3CneNBAHMATA HA CEPYMHHA KPEATHHHH, CEPYMHHS DEPHTHH H CepyMHHTE
TpaHcaMHHa3K TpAGBa Aa ce 3arnucBaT W PeAOBHO Ja CE OLICHABAT 3a HATHYWE HA TEHIESHLMH.

B nBe KIMHMYHH TIPOYYBAHHE PACTEKBT H MONOBOTO PA3BHTHE HA JIEUATAa, IEKYBaHH ¢ cdepasHpoke
B NPOABLIKEHHE HA 5 rOAMHH, HE e NMOBNHARAT (BK. Touka 4.8). Brnpeku ToBa kaTo ofina npeanasHa
MsIpKa MpH 1e4EHHETO HA JeLa ¢bC CBPbXHATPYNBAaHe Ha KENA30 NOpaaH TpaHCdy3Ke, TENECHOTO
TErno0, pLCTa M NONOBOTO pa3BUTHE TPAOBa na ce MPOCIeAIBAT NPEAM 3aMOUBAHE HA TEPATTUATA H Ha
peaoBHH MHTEpBanu (Beeku |2 Mecena).

CobpaeyHaTa AMCYHKLMS € H3BECTHO YCIIOKHEHHE Ha TeXKOTO CBPbXHATPYNBaHe Ha xens3o. [lo
BpEME Ha ABLJArOCPOYHOTO NieYeHHE che 3Hadekc TpAbBa Na ce npocneasea cbpaeyHaTa GYHKUHA NPy
NAUHEHTHUTE C TEKKO CBPbXHATPYIMBAHE Ha Xea30.

4.5 BlaumoaeiicTBHe ¢ APYIH JIeKAPCTBEHH NPOIYKTH H APYrH GOPMH HA BlaBMoaeHcTBHE

BezonacHocTra Ha aedepasHpoke B KOMOHHALMS C APYTH XENATOPH Ha KENA3OTO HE € YCTAHOBEHA.
3aTtoea Toi He TpAOBa na ce KOMOMHHPA C APYTH BUAOBE XENaTUPallla Tepanus (BX. Touka 4.3).

BzaumoneiicTeHe ¢ xpaHa

Crmax Ha nedepazupoke guaMupanu TabneTku ce nosuinasa (¢ 29%), ako ce NnpHeMar ¢ xpaHa, borata
Ha Ma3HWHK. CnegoBaTtenHo 3uanekc GpunMHpanu TabneTkH TpaOBa 1a ce MpHeMa WITH Ha TNaaHo,
MJIH C jIeKa XpaHa, 33 TIPEANOYHTAHE N0 €HO H CHIIC BPEME Ha IEHOHOIWHETO. (BX. TOUKH 4.2 W 5.2).

CpescTBa, KOMTO MOTAT 13 MIOHWKAT CHCTEMHATA €KCNO3HUNA Ha 3HaJeKe

MeTaGonusmbt Ha nedepaznpoke 3aBucd ot UGT ensumute. B npoyusane npu 3apaeu 1o6poBonum
€/IHOBPEMEHHOTO MNpunaraHe Ha nedepa’upoxe (€AHOKPATHO IpHioxkeHa ao3a ot 30 mg/kg non
thopMaTa Ha AMCTEPTHPaIUH ce TabneTkn) U MoulHHA UGT nHaykTop, pudamMnuunt, (MHOMOKPATHO
npunokeHa no3a or 600 mg/nen) BOaW 10 HAMANABAHE HA EKCNO3ULMATA HA Aedepasupoke ¢ 44%
(90% CI: 37% - 51%). CsienoBaTtenHo, e THOBPEMEHHOTO NpunaraHe Ha 3uanekc ¢ mowed UGT
HHAYKTOP (T.€. pudaMNHUKH, kapbamasennH, GeHUTOUH, GpeHobapOuToIL, pUTOHABUP) MOXKE 1a
J0BEAE A0 MOHWXKABAHE Ha ePUKacHOCTTa Ha 3uaneke. CepyMHHAT depuTHH Ha nalueHTa Tpabea a
ce Npocieansa Mo BpeMe U ciel KOMOHHALMATA M Ao3aTa Ha 3uajekc Tpa0Ba aa ce MpOMEHH, aKo e
HeoOX0aHMO.

[To BpeMe Ha MEXAHMCTHYHO NPOYYBAHE 3a ONpe/Ie/IIHE Ha CTENEHTa Ha eHTepOXenaTaieH Kpbrospar
€ YCTAHOBEHO, Y€ XOIECTHPAMHKHH 3HAYHMO HAMAJIABA EKCNIO3NLMATA Ha Aehepa3sHpoKe {BiK.
To4Ka 5.2).

BaaumoneiicTeMe ¢ MHIa301aM W APYTH CPeAcTBA, KOUTO ce MeTabonuzupar ot CYP3A4
B npoyuBane cpen 3apaeu 100POBOJILA €IHOBPEMEHHOTO NPUAOKEHHE Ha AedepasHPOKE MoA

topmata Ha nucneprupainy ce Tabnetkd v Muaasonam (cyberpar Ha CYP3A4) soau 1o HamanspaHe
Ha eKCro3uuMaTa Ha Mupasonam c 17% (90% Cl: 8% - 26%). B xinnuuHa 06CTaHOBKA € BB3IMOMKHO
edexTsT na Obae no-aBHO w3paseH. CnenosaTesHO, NOPAAH Bh3MOXKHOCTTA OT MOHHKaBaHE HA
€(pHKacCHOCTTA € HEoOX0AMMO Ja ce BHMMaBa MPH NpUaraHe Ha Aedepa3upokc B KOMGHH&uHSl/g];Q
cybcraHumu, kouTo ce MeTabonnsupar upes CYP3A4 (kxato HanpuMep LIMKNOCIOPHH, CUM
XOPMOHAMHH KOHTPALENTHBH, Oenpuaui, eproTaMiH).

B3anmope#cTBrE ¢ penariMHUA U APYTH CPEACTBA, KOHTO ¢¢ MeTaboaH3npaT OT CYP!
B npoyusaHe cpen 3apaBu 100poBONUM €HOBPEMEHHOTO NpHiaraHe Ha fedepazupo
CYP2C8 unxuburop (30 mg/kg/nen noa gopMara Ha gucneprupainy ce TabneTkn) u
CYP2C8 cyberpart, npunarad B eiHokpatHa fo3a ot 0,5 mg, nosuwmaea AUC U Cpax Ha
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CLOTBETHO ¢ 0KO0NO 2,3 nbTH (90% CI [2,03-2,63]) v 1,6 nuth (90% CI [1,42-1,84]). Trii kato
JIEKApCTBEHOTO B3aHMCAEHCTBHE NPY 1033 MO-BHCOKa oT 0,5 mg penarnMHUA HE € YCTAaHOBEHO,
e/IHOBpeMeHHaTa ynoTpeba Ha aedepazupoke W penarndHua Tpadsa aa ce u3bsrea. Axo
koMOHHaLKWATA € HANOXKHTENHA, TPAOBa fla Ce NPOBeXJa BHUMATEIHO KIHHHYHO HabaroIeHHE H
npocnegABaHe Ha KpbBHaTa 3axap (Bx. Touka 4.4). He Moke na ce M3KIII0UM B3aMMOEHCTBHE MEXIY
nedepaznpokc v apyru cyberparn Ha CYP2C8 kato naknurakcen.

BaaumogaeiicTeure ¢ TeodHaMH W ApYrH cpencTBa, kouTo ce Metabonusupar ot CYP1A2

B npoyuBane npu 3apaBn 100pOBONALM €AHOBPEMEHHOTO MpUIaraHe Ha Aedepa3upoke KaTo
nHxHOuTop Ha CYP1A2 {MHorokpaTtHo npuiarane B 0o3a ot 30 mg/kg/nen nedepasupokc noa
thopmara Ha aucneprupaliuu ce Tabnetku) U cybcrpara Ha CYP1A2 teodunuu (eaHokpaTHa 103a OT
120} mg) roau Ao noeumaraHe Ha AUC Ha Teodminun ¢ 84% (90% CI: ot 73% 1o 95%). Chax Ha
©0HOKPATHATA ZI03a HE Ce NOBNUABA, HO Ce OMAKBA 1a HACTHNHU NOoBHAaBaHe Ha Cuex HA TEOQHIIMH NPH
MHOrOKpaTHO npunarade. flopaan Ta3u npu4KHa He ce NpenoprYBa eAHOBpeMeHHaTa ynotpeba Ha
aedepasupoxc u TeodunuH. [pH ChBMECTHO NMpHIOKeHHE Ha Aedepa3npoke U TeopHIuH Tpabaa na
ce UMa MpeaBHA NPOCeIABaHe Ha KOHUEHTPALMATA Ha Teo(UNMH H HaMansBaHe Ha no3aTa My. He
MOTaT [1a Ce U3KITIOUAT B3aMMOoaeHCTBHA Mexay AedepasHpoke u apyru cyberpatn Ha CYP1A2, 3a
cybcTparHTe, KOMTO ce MeTaboausnpaT npeaumHuo oT CYP1A2 u uMaT TeceH TepaneBTHUYEH HHAEKC
(Hanp. K103aMnMH, TH3AHWAWH) BaXKaT CHLIHTE MPENOPbLKYH, KAKTO NPH TEOPHITHH.

Honvanurenna uudopmanus

ExnoBpemenHOTO NpunoxeHHe Ha dedepa3MpoKe U alyMHHHUH-CbAbPIKALEH AHTHALMIHH MPORYKTH
He € oHUKHaATHO NpoyHBaHo. BbnpekH ue nedepa3npokc HMa NMo-HUCHK aQHHUTET KbM ANYMHHHS
OTKOJIKOTO KbM JKEJIA30TO, HE CE NMPenopb4ea Aa ce npHemar tabneTku nedepaznpoke cbe
AMTYMHHHA-CBABPKAIIH aHTHALUMIHE NPOTYKTH.

EnHoBpeMeHHOTO npunaraHe Ha AedepazdpoKe © BEIECTBA ¢ HW3BECTEH YNLEPOreHeH NOTeHIHaN,
karo HCIIBC (BKouMTEIHO aleTUICANYMIMIOBA KHCEJIMHA BBB BHCOKH A03H), KOPTHKOCTEPOHAH
WY nepopaniu 6udochoHaTy, MoKe 13 [IOBUILH PHCKA OT FACTPOMHTECTUHANHA TOKCHYHOCT (BXK.
Touka 4.4). EnHoBpeMeHHOTO npunarade Ha nedepa3HpoKe ¢ aHTHKOAryJIAaHTH MOXE ChILO TaKa Aa
NOBHLIY PHCKA OT raCTPOHHTECTHHAIEH KpLbBOoH3nuB. HeoOX0nMMO e BHUMATENTHO KIHHHYHO
MIPOCAEAABAHE MPH KOMOHHHpaHe Ha OedepasHpOKe ¢ TE3H BEIICCTRA.

EanospemerHoTO npunarane Ha aedepasnupoke U BycyndaH BoAH A0 NOBKHILABAHE HA €KCTIO3HULIMATA Ha
6ycyndan (AUC), Ho MexaHU3IMBT Ha B3aMMOCHCTBHE OCTABa HEACeH. AKO e Bb3MOXKHO, TpAGBRa Na ce
M3BbPLUM oLeHKa Ha dapmakokuHeTHKa (AUC, 1inpbHe) Ha TecT n03a Ha 6ycyndaH, 3a 1a M3BBPLLH
KOPEKLHS Ha 103aTa.

4.6 @eprTHaHTET, GPEMEHHOCT H KhpMeHe

bpemMeHHOCT

3a nedepazMpokc HAMa KIMHWYHH IAaHHM 3a eKcno3upaHH 6pemeHHocTH. [IpoyuBaHuaTa npu
AHMBOTHH {10KA3BAT PENPOIYKTHBHA TOKCHYHOCT NPH TOKCHYHH 3a MakKaTa no3u (BXK. Touka 5.3).
TToTEHUWANHUAT PHCK MPH XOpa HE & H3BECTEH.

TMpenopbYHTENHO ¢ 3MafeKke Aa He Ce M3MO3BA N0 BpeMe Ha OPEMEHHOCT, KaTo NpeAna3Ha MApKa,
OCBEH B CNTYYaHTE HA KATEropuYHa HEOBX0AMMOCT.

3HaaeKkc MOKE J1a HaMany epUKacHOCTTa Ha XOPMOHANHWTE KOHTpauenTHeM (BX. Touka 4.5).
Ilpenoptusa ce KeHUTE ¢ NETEPOAEH NMOTEHLMAN 12 H3NON3BAT AONBAHHTENHH HIH ANTePHATUBHH
HEXOPMOHAJTHK METOAM 32 KOHTPALENLKA, KOTaTo NpyueMar Juanexc.

Knpmene
ITpn npoyuBaHMATA BLPXY XKHBOTHH € JOKa3aHO, e Aedepasnpoke ce ekckperrpa 6bp.
3HAYMTEIIHA CTeMeH B KbpMaTa Ha MaitkaTta. He ce HabnlogaBa HHKAaKbB eekT BbpXy
He e u3BecTHO nanu aedepasnpoke ce ekckpeTHpa B uoBelIKaTa kbpMa. He ce npeno
JOKaTO ce npuema 3uajexc.
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depTHaUTET
Jluncsar nanHu 3a (epTrnuTeTa npH xopa. [1pH XKHUBOTHH He ce OTKPHBAT HEXENAHH PEAKLIMH BbPXY
(GepTHIIMTETa Ha MBLIKKHTE H JKEHCKHTE MHHAWBUAM (BX. TOUKa 5.3).

4.7 EdexTn BEpXy cnoco0HOCTTa 3a WIopHpane n pabora ¢ MAIIHHYA

3uanexc MoRAHABA B MaJKa CTeNeH cnocobHocTTa 3a wodupaHe W pabota ¢ Mawwmuu. IlaupenTure,
MMAlll{ HEYECTaTa HEXENAHA PEakiMA Ha 3amMasHoCT TpabBa 1a NoAXoXAaT NpeanaziHBo H ¢ HYXKHOTO
BHHMaHHE NPH wodpHpaHe ¥ paboTa ¢ MAWKUHK (BX. Touka 4.8).

4.8 Hexenans JeKapcTBeHH PeaKiHH

O6061menne Ha mpodua Ha GezonacHoCT

Haii-uecTure peakuuy, cpoblL1aBaHH MO BpeMe Ha XPOHUYHO JI€UEHHE B MPOBEICHHTE KIHHHUHU
npoyuBaHus ¢ aedepasipoke noa ¢opmarta Ha AUcneprupaiy ce TabNeTkH NpH Bb3PacTHH NAUKHEHTH
H Acla, BIUIIOYBAT CTOMAIIHO-YPEBHY HapyLUEHHs ([IaBHO FrafeHe, MOBPbLUAHE, THAPHA HITH KOPEMHH
BonkH) U KowkeH 0OpuB. Jlnapusara ce cho0luaBa NO-4€CTO NPH A€LA HAa BL3PAcT OT 2 0 5 rOaMHH U
NpH NALMEHTH B CTapyecka Bb3pacT. Tesun peakunu ca 10303aBUCUMH, NPEAUMHO JIEKH 0 YMEPEHO
TEKKH, M0 NPaBHNC NPEXOAHH U NMOBEYETO OT3BYYABAT AOPH, AKO JIEYEHHETO CE NPOIBIIKH.

Ilo BpeMe Ha KWIHHHYHHTE NPOYYBaHUA J0303aBUCHMO MOBHLIABAHE HA CEPYMHHS KPEATHHHH
Bb3HHKBA NNPH 0KOJ0 36% OT NaUMEHTHTE, BEIPEKH e B MOBEYUETO CNYYaK OCTaBa B IPAHHLIMTE Ha
HopmaTa. [loHWskenHe B CpeiHHA KpeaTHHUHOB KIHPBHC ce Habionaega XakTo NpH [eTHaTpHUYHH,
TaKa H NPH BL3PacTHH MTALMEHTH ¢ 6eTa TA1aceMus M CBPbXHATPYTBAHE Ha »KEN30 Mpe3 MbpeaTa
roJ1Ha OT JIEYEHHETO, HO M2 JaHHH, Ye HE NPOAB/DKABA Ja Ce MOHWKaBa Npe3 CleABaliUTe FOAUHH
ot nevenuero. Crobluaga ce 3a NOBHLIABAHE HA CEPYMHHUTE TpaHcaMHHasK. [IpenopruBa ce pe1oBHO
npociaenssase Ha 6L6pedHnTE H UepHOAPOOGHHTE NokazaTenu. CNyXOBHTE (IOHHKEH CIYX) K
3pHTEIHUTE (MOMBTHABAHE Ha JellaTa) HAPYLIEHHS HE Ca YECTH U CE MPenopbYBaT €XeroaHu
uperneny (Bx. Touka 4.4).

CbobIuaBat ce Cllyuan Ha TEXKH KOXKHH Hexxenany peakuni (SCARS), BTIOUYMTENHO CHHAPOM Ha
Stevens-Johnson (SJS), TokcHuHa ennaepmanta Hekponuza (TEN) v nekapcTeHa peakiug ¢
e03HHOQHIHA U cHcTemun cumntromu (DRESS), npu ynotpe6ata nHa 3MAJIEKC (Bx. Touka 4.4).

TabnauyHo npeacTaBaHe HA HEXKENAHUTE PEAKIIMH

HexenanuTte peakuuu ca noapeaeHu no-aomy csoOpasHO CIeIHWA MPUHLMI: MHOIo yecTH (>1/10);
yecTH (=1/100 no <1/10); HewecTH (>1/1 000 no <1/100); peaxw (>1/10 000 a0 <1/1 000); Muoro
penky (<1/10 000), ¢ HeusBecTHa YecTOTa (OT HANMHMHUTE NaHHH He MOXe a GbJe HanpaBeHa
oueHka). [1pH BCAKO rpynupaHe B 3aBUCHMOCT OT YECTOTATA, HEXKENTAHHTE JIEKAPCTBEHH PEakliY ce
H36pOABAT B HU3XOAALL PEll 110 OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

Tabauua 5

Hapymenua Ha KpbBTA H JHMPHATA CHCTEeMA

C HeuspecTHa Matiumronenns', TpomGouuToneHus', arpaBupaHa aHemus’,
yecToTa: HeyTponeHua'

HapyuieHHS HA HMYHHATA CHCTEMA
C HeusBecTHa Peakuuu Ha CBPBXUYBCTBHTENHOCT (BKITIOYHTEHO aHADUIAKTHYHM
yecToTa: peakuuyn U aHruoeznem)'

Hapymenun Ha MeTa6o.1H3Ma B XpaHeHETO

C HeuseecTHa MerabonutHa auuaosa’
4ecToTa:
IIcHXMYHHE HAPYUICHHA

Heuectu: TpeBoxKHOCT, HAPYLIEHHA HA CBHHA
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Hapymenna Ba HepBHATA CHCTEMA

YecTu: I'nasoGonue
Heuectu: 3amasHoCT

Hapywienns na ounte
HeuecTu: Karapakra, makynonatus
Peaxwu: OnTHuen HeBpHUT

Hapywienns Ha yxo10 H JabupuaTa
Heuectn: I'nyxora

PecnupaTopHH, rpb/IHH H MeIHACTHHAJHH HADYIICHHSA
HeuvecTu: Jlapunreanna Gonka

CToMallHO-4YpEeBHH HAPYIIECHHA

YecTu: Jluapus, 3anek, NOBpPHUIAHE, raieHe, KOPEMHH GOJIKH, NOAYBaHe
Ha KopeMa, AUCTIENCHS
Heuectn: lacTpOMHTECTHHANEH KPBBOWINIMB, CTOMALIHA S3Ba

(BKJ'II'O'-II/ITBJ'IHO MHOXKCCTBEHH ﬂSBH), A3Ba HA
JABAHANCCCTONPLCTHHKA, FTACTPHT

Penku: Ezodarur
C HeuzBecTHa FacTpounTecTHHaHA nepdopauns', ocTbp naHkpeaTHT'
yecToTa:

XenaToOH/IHAPHH HAPYICHHN

Yectn: INoBuinaBane Ha TPaAHCAMUHAIUTE
Heuectu: XenaTuT, Xonen1THasa

C HeM3BecTHa YepuoapoGua neaoctarbynoct’?
yecToTa:

Hapymenml HA KOXKaTa H MOAKOXKHATA ThKaH

YecTu: O6pus, cupbex

HeuecTH: HapylieHa nurMenTaums

Penxu: JlexapcTBeHa peakums ¢ €03HHODHUIHA U CUCTEMHH CHMITOMH
(DRESS)

C HeusBecTHa Cunapom Ha Stevens-Johnson!, xunepceHuTuaeH sackyaut',

yecToTa: ypTHKapHsa', epuTema myamadopme’, anoneumns’, TOKCHUHa

ennaepmanta Hekponuza (TEN)!
HapymieHHsl H2 KOXKATA H NOAKOKHATA ThKAH

MHoro uecTs: [ToBuIEH KpEATHHHH B KPBBTA
HecTtu: [IpoTentypus
HeuecTn: Bu6peuna TyGysonatna’ (npunofHT cunapom Ha Fanconi),
© TITIOKO3YpUs
C HeusBecTHa OcTpa Gu0peuta HeIOCTATBUHOCT 2, TyOYIOMHTEPCTHLHATEH
yecToTA: Heput', HepponuTuaza', penanHa TyGynHa Hekposa'

O0mu HApyIIeHANA H epeKTH HA MACTOTO HA MPHJIOKEHHE
HeuecTu: [Mupekcua, oTOK, yMopa

1 Hesxenanu peakumn, cboOlueHH o BpeMe Ha MOCTMapKETHHFOBHA onuT. Te ca 0GobiueHu.

2 Crobuara ce 3a TeKKH GOPMH, B KOHTEKCTA HA XHNIEPAMOHHEMHYHA eHuedano
NPOMEHH B Cb3HAHHETO.

Onucanue Ha W30paHH HeKENaHW peaklMH
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JKnbuHH KaMBHH W CBBP3aHH OGUIHAPHY HAPYLUEHHS Ce CLODINABAT NPH OKONO 2% OT NAUMEHTHTE.
[loBH1LEHRA HA CEPYMHHUTE TPAHCAMHHA3H ce CbOOLAaBAT KATO HEXKENaHa ieKapcTBeHa peakLus

npy 2% ot naumenTuTe. [ToBULIEHHATA HA TpaHcaMMHasuTe noeeve oT 10 MBTH Hag ropHata
pedepenTHa rpaHuLa, KOMTO NPEANONAraT XenaTuT, He ca yecTy (0,3%). [To Bpeme Ha
NOCTMAPKETHHTORMSA OTIHT ¢ AedepazHpoke noa ¢opmaTa Ha TUCTEPrUpallH c¢ TaGNeTKH ce
choO1IaBa 3a Cly4aH Ha Y4epHOAPODBHA HEAOCTATLYHOCT, NOHAKOra aTanHa, 0coBeHO MPH NALKEHTH ¢
npeauecTania YepHoapodHa LMpo3a (Bx. Touka 4.4). FiMa nocTMapKeTHHroBH chobIIeHH 33
cnyudad Ha MeTaboaMTHa aunzo3a. bonKUHETBOTO OT NauuenTuTe ca uManK GbOpPEeYHH HapylLUEHHUs,
6n6peuHa TyGynronarusa (cHHApOM Ha Fanconi) MM guapua, uiad HAKAKBH APYIH CLCTOAHMSA, MPH
KOMTO HapyLIEHHETO Ha KHCEJTMHHO-ANKATHOTO PaBHOBECHE € H3BECTHO YCJIOKHEeHHe (BXK. Touka 4.4).
Habmionaeanu ca cepHo3HH cyyad Ha OCThpP MaHKPEATHT, 63 NOKYMEHTHPAHH NOLNEKALLH
6unuaphu Hapymenns. Kakro npu octaHanuTe BUAOBE XeNaTHpalla Tepanus 3a Xens3o, 3aryba Ha
C/lyX 3a BUCOKHMTE YECTOTH H NOMLTHABAHE HA NielllaTa {paHHa KaTapakTa) ce HabNKJaBaT HEYECTo
MpH NaUHEHTUTE, eKYBaHH C Aedepaznpokc (Bx. Touka 4.4),

KpeaTHHHHOB KITHPBHC NP CBPLXHATPYNBAHE HA KENA30 MOpaIH TpaHCHY3Hs

B petpocnekTuBeH MeTa-aHanu3, poBeicH NpH 2 102 BL3PacTHH M MeAMaTPHYHH NALMEHTH ¢ Gera
TANaCCMKA H CBPLXHATPYTIBAHE Ha XKENA30 Nnopaan Tpachy3HH (BKIIOUBALL NALHEHTH C PA3THYHH
XapaKTEPHCTHKH, KATO HAMPHMEP HHTEH3UBHOCT Ha TpaHCGy3HHTE, 103HPOBKA H NPOABIKHTENHOCT
Ha JICYEHHETO), JIEKYBaHH ¢ aedepazHpoke noa ¢opMara Ha THCIeprupaniy ce TableTkH B ase
PaHIOMH3HPaHH KIHHHYHH NPOYYBAHHUSA H YETHPH OTBOPEHH MPOY4BaHHS, ¢ POABHKHTETHOCT 10

NEeT roAMHK, ce HabnoaaBa CpeAHO NOHIKEHHE HA KPEATHHHHOBHA KNHPBHC ¢ 13,2% npu
Bb3pacTHuTe nauueHTH (95% Cl: -14,4% no -12,1%; n=935) u ¢ 9,9% (95% CI: -11,1% no -8,6%;
n=1 142) npn neaMaTpuuHNTE MaLKEHTH, MPE3 MbPBATA roAuHa OT neveHrero. [Ipu 250 naumenTy,
NPOCNENsBaHM 3a NepHo A0 MET FOAMHH, He ce HabMoAaBa MO-HATATHIIHO NOHHKEHHE B CPEIHHA
KPEaTHHUHOB KIHPBHC.

Knunuuno npoytBate [pH NauMeHTH ChC CHHAPOMH HAa HETPAHCYIHOHHO-3aBHCHMA TANACEMUSA

B l-roguiuno npoyuBaHe Ha nedepa3upokc (nox ¢opMaTa Ha AUCNEPTHPALLIH ce TabneTk B no3a

10 mg/kg/neH) NpH NauMEeHTH CbC CHHAPOMM Ha HETPaHCY3HOHHO-32BUCHMA TANIACEMMS U
CBpPBLXHATPYNBaHe Ha »xenw3o, Auapus (9,1%), obpue (9,1%) 1 ranexe (7,3%) ca Haii-uecto
choOIABAHHUTE HEXENAHH PEAKUHH, CBLP3aHM C NPOY4BaHus NpoaykT. OTKIOHEHHS B HUBATA Ha
CEPYMHHS KPEAaTHHHH H CTOKHOCTHTE Ha KPEATHHHWHOBHA IJTHPBHC € ChobIIaBaT ChbOTBETHO MPH
5,5% w 1,8% ot naunentute. [loBHimaBaHe Ha YepHOAPOGHHTE TPAHCAMHHA3H 2 BTH HaJ M3XOJHHTE
¥ 5 NBTH Ha/l FOpHa rpaHHLA Ha HOPMaTa ce cbobiuasa npu 1,8% oT nauueHTHTE.

Heduampuuna nonyrayun
B Ape KIMHHYHH MPOYYBAHHSA PACTEXET M [IOJIOBOTO PA3BHTHE Ha NEAHATPHUHHTE MALIMEHTH,
JIEKYBAaHH ¢ AecdepazHpoKe B NPOAB/DKEHHUE HA 5 roAMHH, He ce noBiUABAT (BXK. Touka 4.4).

an NEAHATPHYHH NAUHEHTH Ha BBL3pacT 2 1o 5 roauuu ce C’I:Oﬁll.laBa NO-4€CTO 3a MoABAa Ha AHapHA,
OTKOAKOTO ITPH NO-BB3PACTHHTE MALIUCHTH.

Cayuau Ha 6b6peyHa TyOynonarus ce choGIIABAT MPEIHMHO NIPK Jeua U KOHOIIK ¢ GeTa TanaceMus,
NPOBEKAALIH NeueHHe ¢ Aedepazupokc. B nocTMapkeTHHroBHTe CLOOLIEHHS BHCOK NPOLIEHT OT
Cily4YaHTe Ha MeTafo/IMTHA aLMA03a, BR3HUKBAT MpH AeLia B KOHTEKCTa Ha CHHApOM Ha Fanconi.

Crobmaga ce 3a cNy4an Ha OCTbP MAHKPEATHT, 0COBEHO NPH 1E1a H IOHOIIH,

C'bOGIIIaBaHC Ha 10403 paHH HEXETaHH peakliiu

CrobiaBaneTo Ha MOAC3HUPAHH HEKENAHH PEaKLHH Clel pa3peluasande 3a ynotpeba Ha
NpoayKT € BaxHO. To no3Bonsea Aa NpoabAKH HAOMOAEHHETO Ha CHbOTHOLLEHHETO MO
JIEKapCTBEHHA NpOAYKT. OT MeIHLUMHCKHTE CeLIHAIUCTH Ce H3HCKBA Aa ChoOIaBaT Bgy
MOJI03MPaHa HEXKEeNaHa Peakliua upes:

p
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4.9 Ilpexosupane

CuMnToMn

PaHHKTE Npu3HaLK HA OCTPO NMpeao3HpaHe ca CTOMAIHO-YPeBHH peakLWH KaTto OonkH B obnactra
Ha KopeMa, AHapud, raieHe W noepeilade. Crobuasa ce 3a YepHOAPOOHHH 61bOpedHH HapyLIeHHa,
BEJTIOUHTENHO Clly4YaH Ha NMOBHLUICHUCTOHHOCTH Ha YepHOIPOOHHUTE €H3UMH H KPEaTHHHHA, KOHTO CE
Bb3CTAHOBABAT C/IEA NpeKpaTaBaHe Ha teveHHeTo. IlorpeHo npunoxeHa enHokpaTHa f1o3a ot 90
mg/kg e noeena o cuHapoma Ha Fanconi, koiiTo € 0T3BY4an ciies EYEHHETO.

Jleuenne
Hama cneunduuen aHTuaoT 3a nedepasnpoxkc. Momke n1a e nokazaHo MpHIaraHeTo Ha CTaHIapTHUTE
NpOLEAYPH NMPH NpeAo3dpaHe, KAKTO ¥ Ha CHMITTOMATHYO IEUEHHE CTIOpe] MEAULIMHCKHTE HYXKIH.

5. ®APMAKOJIOIrHYHH CBOHCTBA
5.1 <dapmakogHEAMHYHH CBOHCTBA
dapmakorepanesruyna rpyna: XKensszo xenatupawy cpenctea, ATC xon: VO3ACO3

MexaHu3bM HA AEHCTBHE

Hedepasnpoke € nepopasieH xenartop, KOHTO e BUcokocenekTuseH 3a xensso (I11). Toii e Tpu3nd
JIHrani, KOHTO CBbP3a KENA30TO C BUCOK apHHHTET B oTHOWeHKe 2:1. Jledpepazupokc yBenHuasa
EKCKPELMATA Ha KEIA30TO rpeanMHo ¢ peueca. Jedepaznpokc MMa HUICHK apHHHTET KbM LIMHKA H
ME/ITa U HE NPUURHABA NOCTOAHHO HHCKH CEPYMHM HHBA Ha TE3H METAJH.

PapMakoJHHAMHYHH edeKTH

Ilpu eaHo MeTaGoMMTHO NpOyYBaHe HA KENAZHOTO PAaBHOBECHE HA BBh3PACTHH MaLMEHTH C TAIaceMUa
ChC CBPBXHATPYNBAHC Ha xKena3o, Aedepasupoke B AHeBHH 103 ot 10, 20 u 40 mg/kg non gopmara
Ha AUcleprupaliy ce TableTkH HHIyLHpa cpe/iHa HETHA eKCKpeLHs ChOTBETHO

Ha 0,119, 0,329 u 0,445 mg Fe/kg TenecHo Terno/aeH.

KnunuuHa edukacHocT 1 Ge30nacHoCT
[IpoBeaeHu ca M3NMTBAHMA 3a KIIMHHYHA ePHKACHOCT Ha aedepasHpoke noa GopMaTa Ha
JAWcneprypaini ce Tabnerky.

Hedepasupoke e uacneasad npu 411 pb3pacTHH (Ha Bb3pacT >16 roaunn) u 292 aeua (Ha BB3pacT
o1 2 10 <16 rogHHH) ¢ XpOHHYHO CBPLXHATPYNBAaHE Ha JKeNA30 nopail KpbBonpenusaHusi. Ot
Aeuara 52 ca Ha BB3pacT oT 2 10 5 roguun. OcHoBHHTE 3a00NABaHNS, HANATALLH [IPEIMBAHE,
BKJIIOYBAT 6eTa TanaceMus, CbPIOBHAHO-KIICTEYHA AHEMHA H APYTH HACNEACTBEHH H MPHAOGHTH
AHEMHH (MHENOAUCILIACTHYHH CHHAPOMH, cHHApoM Ha Diamond-Blackfan, annactuyna anemus u
JIPYrd MHOTO peKH aHeMHH ).

ExenHeBHOTO NedeHHe ¢ Jedepazupoke noa dhopmarta Ha AMCNEPrUpaLIy ce TabNeTKy B 1031

ot 20 v 30 mg/kg 3a enna roarHa NpH 4ecTo TpaHcdy3KpaHH Bb3PaCTHH NaLMEHTH U Jeua c Geta
TajaceMys BOJH /10 TOHMXKEHHE HA MOKA3aTe/INTE 3a HKeNA30To B opraHuzma. Yepnonpobuure
KOHLEHTPALIHK Ha XKEeNA30 ¢a NOHHWKEHU ChC CHOTBETHO oKono -0,4 K -8,9 mg Fe/g uepen n
(6bnoncuyuHo cyxo Terno (€.1.)) CPeaHO, a CePYMHUAT PEPUTHH € MOHHKEH CbC CHOTBETHO
-962 pg/l cpeano. B chinyTe 103H OTHOLIEHHATA HA €KCKPELIWATA Ha SKENA30: MPHEMBT
cwoTBeTHO 1,02 (Noka3gallo HeTHHA xene3eH bananc) v 1,67 (oka3Ballo HETHOTO OTA

HKeJIA30 ¢ ApYrH BUACBE aHemud. JJHeBHUTe A03H oT 10 mg/kg noa gopmata Ha aucnepr
Ta0JeTKH 32 eHa roAWHa MOXE 12 MOIAbPIKAT HUBATA Ha YePHOAPOOHOTO HKENA30 U cep
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06MeHHH npenuBaHdi. CepyMHHAT GEPHTHH, OLIEHEH Ype3 eKEMECEHHO NPOCAEIABaHE, OTPa3aBa
MPOMEHUTE B KOHLIEHTPALIMHTE Ha YepHOAPOOHOTO KeNa30, KOETO NOKa3Ra, Ye TEHICHLIHHTE B
cepyMHHA GepUTHH MOXKE a Ce M3MOM3BAT 3a NPoceAsBaHe Ha OTrOBOPa KbM TepanHAaTa.
OrpanuyeHuTe KIHHHYHH 1aHHK (29 nauueHTH ¢ HOpMaiHa chpaeyHa GyHKLMs B Hauanoro) ¢ MRI
noka3sar, ue neyeHHeTo ¢ aepepasupoke 10-30 mg/kg/nen noa popmara Ha AMcneprupaiy ce
TabneTkH 3a | roJKHA MOXE ChIUO Ja MOHHXH HHBATa Ha KeNA30TO B cbhpueto (cpeaHo MRI
T2*noeunwenre ot 18,3 1o 23,0 MUNTHCEKYHIH).

I'naBHHUAT aHATTH3 Ha OCHOBHOTO CPABHHTEIHO IPOYYBaHe npu 586 nauueHTH, cTpajalM ot Heta
TafaCEMHUA H CBPHXHATPYIBaHE HA XKeJs30, NOPaaH TpaHCdy3HA He NOKa3ea He - MHQepHOPHOCT Ha
netepazupoke noa dopmata Ha aucneprupaiiy ce TabneTku cnpamo aedepoKcaMuH B aHAIM3A Ha
obwara rpyna nauueHTH. OT posi-hoc aHalH3a Ha TOBa NPOyUuBaHE H3rAEKAa, Ye B MOArpynara Ha
NaUUeHTHTE ¢ YEPHOAPOOHH KOHLIEHTPALIHK Ha KeNA30To >7 mg Fe/g cT, nekyBsanu ¢ aedepasmpokce
noz dopmata Ha AMcneprupaiuu ce Tabnerku (20 u 30 mg/kg) win nedepokcamut (35 10

>50 mg/kg), ca NOCTUIHATH KpUTEPUHTE 3a He - WH(epHopHocT. Bhnpeku ToBa NpH NauMeHTHTE ©
uepHOAPOOHA KOHLICHTpALIMA Ha ses3o <7 mg Fe/g cr, nexysanu ¢ aedepasupoke noa popmara Ha

aucneprupaiuy ce tabnerku (5 u 10 mg/kg) wnn nedepoxcamud (20 1o >35 mg/kg), He -
HMHPEPHOPHOCT He € YCTAHOBEHA NOPaAH HEEKBHUBATICHTHOCT B 103HPaHeTo Ha ApaTa xenaropa. Tazu
HEEKBHBANEHTHOCT BL3HHKBA, Thil KATO HA NallMeHTHTE Ha AedrepoKcaMKH € OUII0 NO3BONEHO Aa
OCTaHaT Ha CBOATA A03a OT MpeNy NIPCY4BaHETO, I0PH aKo TA € 6Mna No-BHCOKaA OT OfpeAeneHara oT
npotokona 103a. B ToBa nMNoTHO npoyyBaHe ca y4acTBaAH NeTAeceT W WECT NIALMEHTH Ha Bh3pacT
noa 6 rofivHy, Kato 28 ca nosyuarany aedepaznpoke noa GpopMara Ha JUCneprupamuy ce Tabierku.

OT NpeAKNHHMHYHKTE M KIIHHHYHHTE NPOY4BaHHA H3rNexaa, e nedepasupoke nog gopmara Ha
AMCIEPTypallH ce TabIeTKH MOXKE 1a € TOIKOBA aKTUBEH, KOJIKOTO AedepokcaMuH, KOraTo ce
H3N0M3Ba B 030BO CLOTHOILCHHE 2:1 {(T.€. 103a Ha nedepazHpokc noa GopMaTa Ha NHCNEPrUPaLLH Ce
TabNeTKH, KOATO YHCICHO € HAMOAOBHHA OT J03aTa Ha aedepokcamun). [Ipu nedepazupoke
¢dHunMHpaHH TabneTkn Moxe na ce 0OMHUCITH 103080 CbOTHOLWEHHUE 3:1 (T.€. A03a aedepasuporc
(unamMupaHu TabneTiKn, KOATO YHCIEHO € eHA TPETA OT 103aTa Ha Ie(hepoKcaMHH). BBIIPEKH TOBA Te3u
NPenopbKH 3a JO3HPAHE HE Ca OLEHEHH MPOCNEKTUBHO MPH KNTMHHYHH NPOYYBAHHA.

OcBeH ToBa, NNPH NALIKEHTHTE ¢ YepHOAPOOHA KOHLIEHTpaLHA Ha sens3oTo =7 mg Fe/g cr ¢ paznuunm
BH/0BE PE/IKH aHCMHH HIH CHPIIOBHAHO-KAETHYHA aHEMHA, Aetbepa3upokc noa dopmara Ha
Aucneprupailii ce tabrerku B no3a 1o 20 u 30 mg/kg Boau 1o noHuxkeHHe Ha YepHOapoOHaTa
KOHLEHTPALMS Ha XKENA30TO M HA CEPYMHHA HEPHTHH, KOMTO Ca CPABHUMH C MONTYUYEHHTE NIPH
nauqeHTy ¢ 6eTa TanaceMus.

B 5-roamnwno ofcepBaunoHHO TpoyvBaHe, B pAMKHTE Ha KOeTO 267 aela Ha Bh3pacT oT 2 10

<6 roAMHH (NpH BKJIIOYBAHE B MPOYYBAHETO) ¢ TPAHCPY3HOHHA XeMOCHIEPO3a [IpHeMaT
netepa3npoKc, He ce YCTaHOBSABA KJIMHHYHO 3HAYMMA pa3nivka B npoduna Ha 6e30MacHoCT U
MOHOCHMOCT Ha 3HANEKC MPH NeAHATPHYHH MALMEHTH Ha BB3pacT OT 2 10 <6 roAMHH cnpsaMo obuiaTa
NIOMYAAiMA OT Bh3PACTHH U N0-TOJIEMH E€JHATPHYHH NAaLMEHTH, BKITIOUHTENHO NOBHILABAHE HA
CEpYMHHS KpeaTHHHH ¢ >33% W Haa ropHata rpaHuua Ha HopMarta B >2 NocieI0BaTeHH chay4as
(3,1%) u noeMwnaraHe HA anaH#H aMHHOTpaHchepasata (ALT) Hap 5 mbTH ropHaTa rpaHHua Ha
Hopmata (4,3%). CrobuiaBat ce €AMHMYHH Clly4ad Ha nosHwasare Ha ALT u acnaprar
amMHHoTpaHcdepa3sarta ceoTBeTHO NpH 20,0% u 8,3% oT 145-Te nauMeHTH, 3aBbPLIKIH NPOYYBAHETO.

B npoyusanxe 3a oueHka Ha 6e30nacHOCTTa Ha AetepasHpoKe (GHIMHPAHH U AHCNIEPTHPALIH Ce
Tabnerky, 173 BL3PACTHH U NEAMATPHYHH NALMEHTH C TPAHC(PY3HOHHO-3aBUCHMA TANIACEMHS HIH
MHENOAUCTINIACTHYEH CHH/IPOM Ca IEKYBaHH B NpoAb/ukenHe Ha 24 ceamuun. Habnropasan e cpasy
npodun Ha Ge30nacHOCT 3a GUIMHPAHH W AHCTIEPrUpaLIH ce TabneTkH.

ITpy nauMeHTH CbC CHHAPOMH Ha HETPaHCGhY3HOHHO-3aBUCHMA TAIACEMHS M CBPBXHATPYT
AKENA3O0 IEYEHHETO ¢ ledepasHpokce nox d)opmaTa Ha nucnepmpamu ce TabneTKH € oleHe

CpaBHABa e(buxacnocna Ha JBe pa:mnquu CXEMH Ha JIeueHHe ¢ Jedepasupore nox ¢0pma*r Hg,
AKcneprupaiy ce Tabnerku (HavanHa no3a ot 5 v 10 mg/kg/nen, 55 nalueHTH BLB BCAKO
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TepaneBTHYHO Pamo) U eueHHe ¢ mnauebo (56 maunenTn). B npoy4BaHeTo ca BRIIOUEHH

145 pr3pacThu 1 21 neguaTpUyHH NauHeHTH. [TepBUYHHSAT MOKa3aTeN 3a epPHKACHOCT € NPOMAHATA B
KOHLIEHTPALUMATA HA XeNA30TO B 4epHHA apob (LIC) cnpamo u3xoaHarta cnen 12-MeceqHO ne4eHkme.
EAQuH OT BTOPHYHKTE NOKA3aTENH 32 €(MKACHOCT € MPOMAHATA B HUBOTO HA CEPYMHMSA HEPUTHH
MEXY M3XOJHO HHBO W YeTBBLPTOTO TpuMeceuue. [1pu HavanHa aoza ot 10 mg/kg/nen aedepaznpoke
noa gropmarta Ha aucneprupailH ce TabneTky BOAH 40 NOHIKABAHE HA [I0KA3aTelMTe 33 00IOTOTO
ChABLPKAHHE Ha 3KeNA30 B opraiu3ma. CpenHo, KOHLIEHTPALMATA Ha XKENA30 B YepHHA Apob ce
noxuskasa ¢ 3,80 mg Fe/g c.1. npu nauvenTuTe, Nexyeatin ¢ Aeepasnpoke noj popmarta Ha
aucneprapaiuy ce Tabnetku (Havanua no3a ot 10 mg/kg/aeH) v ce noeumasa ¢ 0,38 mg Fe/g c.1. npu
naiMeHTHTE, Nekysanu ¢ nmnauebo (p<0,001). CpeaHo, HUBOTO Ha CEpYMHHA PEPUTHH CE MOHMKABA C
222,0 ug/l npu naumeHTHTE, NeKyBanH ¢ aedepazupoke noa gopmara Ha AMCNEPrupallyi ce TabneTkm
(navanna noza ot 10 mg/kg/nen) u ce noeuaea c 115 pg/l npu naunenTure, Aekypanu ¢ rnaue6o
(p<0,001).

5.2 @®apmakoKHHETHYHH CBOHCTBA

3uanexc dunrMupany TabneTkn 1eMOHCTPHPAT [10-BHCOKA GHOHAMHYHOCT CAPIMO Jedepasupokc
noa dopmara Ha JUcneprupaliy ce Tabnetku. Cnea aganTHpaHe HAa KOJHYECTBOTO HAa AKTHBHOTO
BewecTso, puaMupaHnTe TabNeTKH (C KOJIMUECTBO HA aKTURHOTO BellecTBo 360 mg) ca
€KBHBAIIEHTHH Ha Aedepa3upokc noja popmara Ha AHCNEPrupauty ce TabneTkH (¢ KONHYeCTBO Ha
aKTHBHOTO BemlecTBO 500 mg) no oTHOLUEHKE Ha cpeaHaTa oLl NOA KPUBaTa ,,KOHLEHTpaLHa-
epeme” (AUC), Ha rnaaHo. Cna € nosuiuena ¢ 30% (90% CI: 20,3% - 40,0%); aHanu3 Ha
KITHHUYHATA €KCMO3MLUA/OTroBop obave He NoKa3sa 3HaUHMO BIHAHHE HA TOBA MOBHUILCHHE.

A6copbuus

Hedepaznpoke noa dopmara Ha gucneprupaiuy ce tTabnetku ce abcopbupar cnen nepopanto
NpUIOKEHHE ChC CPSAHO BpeMe 40 MAKCHMAIHATA MIa3MEHA KOHLUEHTPAUU (tmax) OT

okono 1,5 Ao 4 yaca. AbcontorHara 6noHanuusoct (AUC) Ha nedepaszupoke nox ¢opMara Ha
aucneprupaiuy ce tabnerku e okono 70% B cpaBHeHHe ¢ HHTPaBeHO3HaTa ao3a. AGcomoTHara
OWoHaMHYHOCT Ha GUIMUpaHuTe TabNeTkH He € ycTaHoBeHa. BuoHannuHocTTa Ha nedepasupokc
¢uAMHpaHn TabneTku ¢ ¢ 36% No-BHCcOKa OT Ta3H NIPH JUCNISPrUpatinTe ¢ TabaeTKH.

Hanureane 3a edekra Ha xpaHaTa, BKIFOUBALIO NPUIAraHeTo Ha GUIMHpaHK TabNeTKH MpH 3Apagu
noGpoOBRONLUM Ha rmagHo # ¢ 6eaHa Ha Ma3HHHH (ChAbpKaHHE Ha MazHUHH <10% OT kanopHHTe) WiH
Oorara Ha MasHWHH (CbABLPKAHHE HA Ma3HHHK >50% or kasopuure) xpaHa nokassa, 4e AUC u Crax
Ca JIEKO TIOHKWKEHH cnea nprema Ha Heana Ha MasHHUHM xpaHa (cvoTBeTHO ¢ 11% 1 16%). Cnea
npHeM Ha 6orarta Ha MasHUHH xpaHa, AUC H Cpax €a NoBHLIEHH (CLOTBETHO ¢ 18% u 29%).
[MoBnweHneTo Ha Crax MOpaaM cMAHATA Ha JiekapcTBeHaTa dopMa WiH nopaau edexra Ha Gorata Ha
Ma3HHMHH XpaHa, MoKe 13 6bAc aguTuBeH H NOpalHd TasH MpUUKHA Ce [IpenopbuBa GUAMHpaHUTE
TabNeTKH Aa Ce NPHeMarT WIH Ha [JIAJAHO WIH C JieKa XpaHa.

Pasnpenenenne

Jedepaznpoke ce CBbP3Ba BbB BHCOKA cTeneH (99%) ¢ nnazmenuTe Benrbuy, MOUTH H3LAIC ChC
cepyMHHUA anbyMHH 1 MMa Madbk 00em Ha paznpejeneHHe OT NpHOIU3UTenHo 14 MUTpa npH
BB3PAcTHH.

Buotpancdopmarus
[MOKYpOHHPAHETO & TaBHHAT MeTa0oNHUTEH ThT 33 AcdepasHpoke ¢ NocsieABalna OunnapHa
eKCKpeLMA. BepoaTHO € CHLIECTBYBAHETO HA IEKOHIOTHPAHE HA FIOKYPOHUIMTE B UEpBATa H
nocnejsaila peabcopbuus (€HTEPOXENaTaneH HKb): B MPOYYBaHe NPH 3pasy A00poBon
NPHIaraHeTo Ha KOJECTHPAMUH Cllefl eAHOKPATHO NpuiaraHe Ha AedepasHpokc BOAM
NOHWXXEeHHE Ha eKcno3numaTa Ha dedepasupokc (AUC).

Hedepasupoke ce rmokypoHupa rnasdo or UGTIA] 4 B mo-manka crened ot UT1
Karanuzupanuar or CYP450 (okcuoaruseH) MeTabonHabM Ha nedepasupokc H3rn
npu xopa (okono 8%). He ce nabniogasa Hukakeo nHxubupaHe Ha meTtabonamsma H
XUAPOKCHYPER in vitro.
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Enumunupane

HedepasHpokce 1 MeTaDONHTHTE MY CE€ EKCKPETHPAT OCHOBHO BEB detieca (84% oT mozara).
BrOpeuHaTa ekckpeura Ha AedepasHpoKe U MeTabonuTHTe My e MHHHManHa (8% oT nozara).
CpeaHHAT eTMMHHALIMOHEH MONYXUBOT (t12) Bapupa ot 8 no 16 yaca. B bunuapsara exckpeLs Ha
aedepazupoke yyacTeat Tpancnoprepute MRP2 u MXR (BCRP).

JInHeHHOCT/HeiIMHEHHOCT

Crmax 1 AUC.24n Ha nedepasHpokce ce MOBHILABAT NPUOIH3MTENHO TMHEHHO C 103aTa NMPH YCIOBHA HA
CTALHOHAPHO cheToaHMe. [Tpu MHOrOKpaTHO A03HPaHe €KCIO3MLIMATA HapacTea ¢ (pakTop Ha
akymyhupaue ot 1,3 no 2,3.

XapakTepHCTHKU HA NALMEHTUTE

Heouampuunu nayuenmu

O0bwaTa excno3uumns Ha wHowute {12 no <17 ronuuun) U aeua (2 a0 <12 roaunn) Ha nedepasuporc
cledl e1HOKPaTHU M MHOTOKPATHH 03U € MO-HUCKA OT Ta3H NPH Bb3pacTHU nauMeHTH. [1pu neua

noA 6-roJAMIlIHA Bb3PacT eKCTIO3HLHATA € OKONo 50% no-HHCKa, OTKONKOTO NpH Bh3pacTHH. Thil kaTo
A03aTa ce NpoMeHa MHAMBHAYANHO B 3aBUCUMOCT OT OTTOBOpA, HE CE O4aKBa TOBa 1a HMa
nocneacTByA.

lloa

Kenute uMaT cpeaHO No-HUCHK NpHBHAEH KNUpbHC (¢ 17,5%) 3a nedepasnpokce, B cpasHeHHe ¢
mBxkeTe. Thil kKaTo J03UpaHETO CE NPOMEHA HHAMBHIYATHO B 3aBHCHMOCT OT OTTOBOPA, HE CE 0YaKBa
TOBa Aa HMa KITHHHYHH NOCNCNCTBHA,

Ilayuenmu 6 cmapuecka sv3pacm
(apmakokHHeTHKaTa Ha Jdedepa3HpoKC He € NPOYYBaHa MpH NallMEHTH B CTapyecKka Bb3pacT (Ha
Bb3pAacT Ha ¥ Han 65 rogunn).

Buépevno unu uepnodpobuo yepexcoane

(bapMakoKMHETHKATa Ha Aedepa3zHpOKC He € NPOYHBAaHa NpH NauxeHTH ¢ 60peyHo yBpekaaHe.
dapmMakokHHeTHKaTa Ha Aedepa3zupoKC HE C€ MOBIHABA OT HHBA HAa CEPYMHHTE TpaHCAMHHAE3U
o 5 mbTH Haja ropHata pedepeHTHa rpaHuLa.

B knMHHHYHO Npoy4BaHe ApH eAHOKpATCH NpHEM Ha gedepasupoke noa GopMara Ha AUCMEprupay
ce Tabnerky B no3a ot 20 mg/kg, cpeaHaTa excrnoavumg e 6una nosuieHa ¢ 16%, Npy NaLMEHTH C
neko yepHoapobHo yepexnane (Knac A no Child-Pugh) u ¢ 76% npu naumenTure ¢ ymepeno
yepHoapobHo yepesaade (Knac B no Child-Pugh), cnpaMo nanMeHTHTe ¢ HOpMaiHa uepHOApoGHa
tyHkuua. CpeaHarta Cnax Ha Jedepa3svpoKe NpH MALUKMEHTH C JIEKO WIH YMepeHO YepHOAPOOHO
yBpexaare e Guna nosHineHa ¢ 22%. Ilpu ennn nauneHT ¢ Texkko yepHoapobHo yepexaaHe (Kimac C
no Child-Pugh), ekcnoszuuusira € Ouna nosruwena 2,8 nvtH (8. Toukn 4.2 1 4.4).

5.3 IlpeakinHHYHH JaHHH 3a GezonacHOCT

HexnHHHUuHHUTE JaHHW He noKa3BaT ocobeH PHUCK 3a Xopa Ha 6azaTa HA KOHBEHLIHOHATIHUTE
¢apMaKoNOrHYHH NPOYYBaHHA 3a 6e30NacHOCT, TOKCHYHOCT NPH MHOTOKPATHO NpHJIAraHe,
reHOTOKCHMYHOCT WM KaHLeporeHeH noteHuran. OcHoBHMTE pe3ynTary ca 6x6peuHa TOKCHUHOCT U
nNoMbTHABaHe Ha newara (katapakra). [lono6Hu pesynraTu ce HabmoAaBaT NPH HOBOPOJEHH H MJIagH
KHBOTHH. CunTa ce, ue ObOpeuHaTa TOKCHYHOCT € OCHOBHO N0PaAH OTHEMAHE Ha XeNf30TO IpH
JKHBOTHH, KOHTO MpeAH TOBA HE ca OMIIH cbC CBPLXHATPYNBAaHE Ha HesA30.

TecToBeTe 3a FeHOTOKCHYHOCT in Vilro ca OTpYUAaTe It (TecT Ha Ames, TECT 3a XpOM
abepauum), makap ue AedepasHpoKC NMpeaH3BHKBa o0pasyBaHe Ha MHKpoaapa in viv

edextd He ce HaONOAABAT NPH ILIBXOBE, MPH KOWTO UMa NPEABAPUTENIHO HATPYIEa
Hedepasupokc He ce e OKa3an KaHUEePOreHeH, NPH MPUIIOKEHHE Ha [ITbXOBE NPH enﬂé\

N
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Npoy4YBaHe H TPAHCTEHHH P53+/- XeTEPO3IUIrOTHH MHUILKH TPU €1HO 6-MECEYHO NpPOYUBaHe.

TToTeHUHaNBT 33 TOKCHYHOCT KbM PENPOAYKTHBHUTE (YHKLMH € OLIEHEH TIPH IUTBXOBE U 3aiL,
Hedepazupokce tie € 61N TepaToreHeH NpH MIbXO0BE, HO € IOBEN J0 NOBUILIEHA 4€CTOTa HA NPOMEHH B
CKENETa H A0 MBbPTBH PAXKIAHUS IIPH NPHIAraHe BLB BUCOKH /1I03W, OKA3aJTH CE CHIIHO TOKCHMHM 34
MEHCKHTE TIPH KOMTO HE € HMAJIO CBPBLXHATpYNBaHe Ha kena3o. Jledepasupoke Hama apyr edektr
BbpXY (epTHIMTETA WIH PEnpoLyKTHBHHTE BL3MOXKHOCTH.

6. ®OAPMAIIEBTHYHH JAHHHU
6.1 CroHebK HA NOMOLIHHTE BEIECTBA

Anpo Ha Tabnetka:
Mukpokpuctanda uenynosza PH 101
MukpokpuctanHa uenynosza PH 102
Kpocnoeunon (Kollidon ®CL)
Hosuaon K30

[Honokcamep 188

Konouaen cuniumeB AHOKCHA
Maruezues cTeapar

DunmoBo nokpuTHe:

Onappati 11 Cunbo 85F20694 (Tlonueunun ankoxon, NonueTHIEH rMKoN/MaKkporo, THTAHOB HOKCHA,
Tank, FD&C cunHbo #2 / MHaurokapmud anyMuHues Jak)

Kpocnosuanon (Kollidon ®CL-SF)

6.2 HecbBMecTHMOCTH

Henpunoxumoe

6.3 Cpox Ha roanocr

3 roauHu

6.4 ChneunaaHH yCJi0BHSE HA ChbXPAHEHHE
Ha ce cvxpangra npy Temneparypa noa 25 °C
Ja ce cbxpaHsARa B OPMrHHAJIHATA OMNAKOBKA.

Ha ce chxpaHsaBa Ha MACTO, HEJOCTHITHO 3a Aela.
6.5 Buan chabLpKaHHe HA OMAKOBKATA

@GunmupanuTe TabNeTKH 3a ONAKOBaHH B nNpo3paydHy bactepu ot PVC/PE/PVDC/anymMunuero gonuo.

3uanekc 180 mg ce npeanara B KapToHeHa ONakoBKa, chabpkala 30 GpUIMHpaHH TaGNeTKH
(3 6nucrepa).

6.6 CrnemHansu Npeana3sHH MEPKH NPH H3XBLPJISHE

Hsama cnenpaniy U3MCKBaHHA.

7. IIPHTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEFA

HOBEJI ®PAPMA EOO[
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Oyn. “Brarapus” Ne 109
Codnsa 1404, bunarapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
Per.Ne 20210152

9.  JATA HA ITBPBO PAZPEIIABAHRE/TIOTHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jata Ha mbpso paspeuiasatne: 04.06.2021
Jlata Ha nocnexHo NOAHOBABAHE:

10. JATA HA AKTYAJIN3NPAHE HA TEKCTA

05.2026

22



