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1. HME HA JIEKAPCTBEHHA MPOAYKT

3uanexc 180 mg dmnmupann Tabnerku
Ziadex 180 mg film-coated tablets

2. KAYECTBEH H KOJIHYMECTBEH ChCTAB

Beaka ¢wimapana Tabierka chabpxa 180 mg aedepasupoxc (deferasirox).

U3MBAHWUTENHA ATEHUWA NO IIEKAPCTBATA

ITomomuHH BeiecTBa ¢ H3BECTHO AcHCTBHE Kpamia Ty —
3a MBJIHKA CIHCEHK HA TIOMO! BeIIEeCTRa BIDKTE TOYKA 6.
e o W iy

3. JEKAPCTBEHA ®0OPMA . &Ag/hﬁ/ff/@,&r%;j

dunmMupana TabneTka 04 06, 2021

3uanexc 180 mg punvnpans tabnetkn
CHHH, NBOHHOM3MEKHANK, ENMIICOBHAHH (UIMHUpaHH TablleTKH, OT efHATa CTpaHa C BANLOHATO
penedno ofioznavenne “180” , a or gpyrara ¢ soroto ,.Nobel”.

4. KIMAVYHHA JAHHAW

4.1 TepaneBTHYHH DOKAIAHHL

3!‘18.!161(0 € ITOKAa24aH 33 JIeMEHHEe Ha XPOHAYHO CBP’BXHH'IP)’IIBM{C Ha XCIA30 NopaaH YeCTH
KpbBOnpesuBauns (>7 mi/kg/mecen epHTPOLIHTHA Maca) NpH nallHeHTH ¢ Oera TanaceMus Makiop Ha
BB3pacT HA H Haj 6 TOAMHH.

3HaleKe € NMOoKa3aH CHIIO 32 JIEYeHHE Ha XPOHHYHO CBPHXHATPYTNRAHE Ha XKEIA30 NOpaaH

KPLBONIPEIHBAHHA, KOTaTO JIEYeHHETO ¢ AedepOKCAMHH € NPOTHBOIIOKA3aHO HIH HEAOCTATLYHO NPH

CJICTHHTE rpYITH NALHCHTH:

- NpH HEIHATPHYHH NalKeHTH ¢ 6eTa TasiaceMus Malfop ¢bC CBPBXHATPYNBAHE HA HKEA30
TIOpaJH 4ecTH Kpbeonpennsanns (>7 ml/kg/Mecell epRTPOIATHA Maca) Ha BE3PACT
OT 2 10 5 ronuuy,

- ApH BB3PACTHH H NEQHATPHYHH NAlHEHTH ¢ OeTa TanaceMus MAHOp CbC CBPLXHATPYIBAHE HA
KENA30 NOPafH HEUeCTH KphBonpeHBanus (<7 ml/kg/Mecen epuTpOLHTHA Maca) Ha BB3pacT
2 rOIMHYU ¥ NOBeYe,

- NpH BLIPACTHH M NEAHATPHYHH NALMEHTH C APYTH BHIOBE dHEMUM Ha BB3pacT 2 rOAWHH H
noBeye.

3HazeKC € NMOKA3aH CHINO 33 JICUEHHE HA XPOHHYHO CEPBbXHATPYNBAaHE HA JKeEA30, H3HCKBALIO
X€JIATHPAUIA TepanHa MPH NAHEHTH CBC CHHAPOMM HA HeTpaHc(y3HOHHO-3aBHCHMA TATACEMHY HA
BB3pacT 10 rogHHE M NOBEYE, KOTATO NEUESHHETO ¢ AetepokcaMHH € TPOTHBOTIOKA3AHO HITH
HE3aTOBONUTEIIHO.

42 /lo3BpOBKA R HAYHH HA OPHIOKEHHE

Jleuenuero cbc 3uagexc TpaOpa O3 Ce 3aM04BA H MOATBPXKA OT JIEKAPDH C OMHT B JICUEHHETO Ha
XPOHMYHOTO CBPBEXHATPYIIBAHE HA XKeNA30.

HOSEP_OBKa

Cepwxnampynsane na ceanzo nopadu mparcdysus




[Tpy BCHYKM MalMeHTH ¢ HeOOXOMHMO MOBHIICHO BHHMAHKE MO BpEMe Ha XE/IaTHpallaTa Tepanmud, 3a Aa ce

CBEAE 10 MHHHMYM PHCKBT OT CBPEX00pa3yBaHe Ha XenaTH (Bx. Touka 4.4).

3uanexc ¢unMupani TabieTKH DEMOHCTPHPAT MO-BHCOKA GHOHATHYHOCT CIIPAMO JHCIEPrHpailH ce
TabneTky, ceaspxaum aedepasupokc (BX. Touka 5.2). [Ipu npemunasase OT AMCTIEPTHPAIH Ce
Tabnerku xeM (uIMHpanu TabneTkH, Ho3aTa Ha dunmupanuTe Tabnerku Tpabea aa 6wvae ¢ 30% no-
HHCKA OT I03aTa Ha JHCIIEprUpamuTe ce TabIeTKH, KaTo ce 3aKPhIH KbM Hali-GiisKara uana tabnerka.

CroTBeTCTBAIMTE AO3H MEXKAY PauTHIHATE GOPMH ¢a MOKa3zaHH B TabliullaTa no-IoIy.
Tabmma 1 [MpenopbunTeNnHy A03H MIPH CBPBXHATPYNBAHE HA HKEAA30

PunMHpann Hucneprupamn  Tpancgysun Cepymen
TAGMEeTKI/rpanyaE  ce TAGAETKH $epHTHA
Hawanma no3a 14 mg/kg/nen 20 mg/kg/nen Cnen 20 wm >1,000 pg/l
€THHHIM
(oxono
100 ml/’kg) EM
AnrepnaTeBaa 21 mg/kg/nen 30 mg/kg/nen >14 ml/kg/Mecedno
HAYAJHA 7032 EM (mpubmiureano
>4 equHAUN/
MEeCEe9IHO TIpH
BB3PacTeH)
7 mg/kg/nen 10 mg/kg/nen <7 ml/kg/meceuHo
EM
{npuGIM3HTEITHO
<2 emuHRIN/
MeceTHO NpH
BE3PACTEH)
IIpn namyentn, Ensxa Tpera ot Ilonoeunara or
TMIORTHAJIH C& A03aTa Ao3ata
nobpe or JedeporcaMun JedeporcaMuH
nedepokcaMuH
Ipocnenasane Beexn
Mecen
panenen 500-1 000
HHTEPBAJ ng/l
CroIke BpH Ioprmanane >2 500 pg/l
Kopurapage Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
A03aTA 1o 28 mg/kg/nen a0 40 mg/kg/nen
(Beekn Tonmxkanane
3-6 meceua) 3,5 -7 mg/kg/nen 5-10 mg/kg/nen <2 500 pg/
Ipu namwenTH, IIpn nanpeHTH,
TIEeKYBaHH C JO3H JIEKYBaHH ¢ JI03H
>21 mg/kg/nen >30 mg/kg/nen
- Ilpwn nocruraHe Ha neTa
Maxkcamanna 28 mg/kg/nen
AO3R

Ja ce obMuEcIR
mpeKLCBaARE




Havanna dosa

IpenoprunTenHaTa HauaNHA JHEBHA A03a HA 3uanexc Gpunmupans Tabnerku e 14 mg/kg Tenecuo
Teruo.

TIipn naAeATHTE, KOHTO Ce HYXKIaAT OT MOHIDKEHHE Ha NOBHINCHATE HHBA HA JKEJII30TO B OpraHH3Ma
H KOHTO NOMy4aBar chilo noeve ot 14 ml/kg/Mecen epurpowTHa Maca (TIpHOIM3HTENHO
>4 eqMHHITA/MECEI] 3a BB3PAacTHH), MOXKE Aa C& HMa NpeJBK/] HauanHa JHeBHa fo3a ot 21 mg/kg.

[Ipy nanHeHTHTE, KOUTO HE C& HYXKAAAT OT NOHKEHHE Ha MIOBHIIEHATE HMBA HAa XEJIA30TO B
OpraHH3Ma M KOHTO [MOJIy9aBaT ChINo No-Manko oT 7 ml/kg/Mecen epHTPOITHTHA Maca
(npubnu3HTeTHO <2 SAMHHMIH/MeceL] 32 BE3PacTHH), MOXKE JIa ¢ HMa [Pe/l BH/L HaYallHa THEBHA /1034

ot 7 mg/kg. Tpadea na ce mpocneasBa KIMHHYHHAA OTrOBOP H TpA0Ba Aa ce OOMHCIIH NOBHINIEHHE Ha
J03aTa, ako He Ce NONYYH HOCTATEYHA e)NKACHOCT (BK. To4Ka 5.1).

Ipu nanmeHTHTE, KOMTO Bede UMaT ACOBP TEPANEETHYEH OTTOBOP Ha AedepoKcaMHH, MOXKE J1a Ce
¥Ma NpeABHA Ha9aiHa [03a Ha 3uafiexc ¢uimMupany TabieTkH, KOATO YHCICHO € ¢/JHA TpeTa OT
nosara Ha gedepokcaMeH (Hamp. NauMenT, noxyyasai 40 mg/kg/nen oT AehepoKCaAMHH 5 THH B
ceaMMIaTA (MM eKBHBANICHTHA 103a) MOTAT J]a MPEMHHAT Ha HaYANTHA AHeBHA K03a oT 14 mg/kg/nen
ot 3uagexc ¢uMupaHn Tabnerxu). Korato ToBa Bosu 1o auesHa ao3a nof 14 mg'kg Tenecwo Terno,
TpabGBa Aa ce npocneassa OTTOBOPa HA MALMEHTA U AA ¢e OOMHCIIH MOBHINEHHE HA 103aTa, aKo He e
MOMYYH AOCTaThYHA edMKACHOCT (BX. To4Ka 5.1).

Kopuzupane na oozama

[lpenopsyea ce cepyMHHMAT (EPHTHH Ja C¢ MPOCHENABA BCEKH MECETl H A03aTa HA 3HAJEKC A ce
OPOMEH#A, 4KO € He0OXOAHMO, Ha BCEKH 3 A0 6 Mecena BL3 OCHOBA Ha TCHACHIMATA B CEPYMHHA
deparuH. [IpoMeHuTe B 103aTa MOTAT A4 CE IPABAT Ha CcTHIKH oT 3,5 no 7 mg/kg u Tpabea ma ca
cBOOpa3eHH ¢ OTTOBOPA Ha NallMEHTa H TepaneBTHYHATE LielH (OAXLPAKAHE HIH NOHIKSHHE Ha
KOJIMYECTBOTO Ha Kesir3oro). IIpH nanMeHTH, NpH KOHTO HE € NOCTHTHAT 3aJ0BOJTMTE/IEH KOHTPOI ¢
Aoz ot 21 mg/kg (1.e. HuBaTa Ha cepymuns GepuTHH ca Tpaiino Han 2 500 pg/l 1 He noka3par
TeHICHLMA KBM MOHMKEHHE ¢ TeYeHHE Ha BPEMETO) MOTaT Aa ¢ce oOMHCIAT Jo3u ot 28 mg/kg.
HamranocTTa Ha TBITOCPOYHM AaHHH, CRBP3aHH ¢ eQHUKACHOCTTA B 6e30MacHOCTTa OT NPOBEICHUTE
KITHHHYHH TIPOYYBAHHS C UCTIEPTHPAIH Ce TabNeTKH, ChIbpxKaly acdepasHpokce, IpY 1034 Hax 30
mg/kg NoOHACTOALIEM € orpaHn4eHa (264 naumeHTH, NPocieAIBaHH CPEOHO 3a |1 roauHa cien
NIOBHIABAHE HA 103aTa). AKO € OCTHTHAT MHOTO ¢1a0 KOHTPOJ Ha XEMOCH/IEPO3aTa ¢ JIO3H OT

21 mg/kg, ¢ AOMBIHMTENHO NOBKHINABAHE HA [03aTa (0 MaKCHManHa 1032 oT 28 mg/kg) Moxke na He
CE MMOCTHTHE 3aT0BOJIMTENIeH KORTPON H a ce Hanoxn oOMHCIgHe Ha ANTEPHATHBHH METOH Ha
JiedeHHE. AKO He ce NMOCTHTHE 3a40BOJIHTEIEH KOHTPOJ ¢ A034 Haf 21 mg/kg, neYeHHeTo ¢ TaKHBa
A03H He TpsOBa Na ce NpOALDKaBa, a TpAOBA 1a ce OOMMCIIAT ATTEPHATHBHY BAPHAHTH 34 JICUeHUE,
Koraro ¢ BpaMoxHo. Jlo3u Han 28 mg/kg He ce npenopuyUBaT, Thi KATO HMA OrpaHHYeH ONHT C
AO3WTE HAJl TOBA HHBO (BXK. TOUKa 5.1).

IIpy naumeHTHTE, JIEKYBAHH C J03H NO-BHCOKM OT 21 mg/kg, IpH MOCTHraHe HA KOHTPON (T.€. HHBA HA
cepyMeH (epHTHH TpaiiHo noa 2 500 pg/l 1 noxassamy TeHACHIMA KbM NOHWKEHHE ¢ TEYEHHE Ha
BpeMeTO) TpAGBa 1a ce OOMHCIIM CTHIATOBRAHO HAMANABAHE Ha f03aTa ¢ 3,5 no 7 mg/kg. ITpu
NAITHEHTHTE, TIPH KOHTO HUBATA Ha cepyMHUA GepUTHH ca AOCTHIHATH NPHLICAHHTE CTORHOCTH
(obuxHOBEeHO MexkAy 500 1 1 000 pg/l) Tpabaa xa ce OOMHCIN CTHNIATOBHAHO HAMANABAHE Ha J03aTa
¢ 3,5 xo 7 mg/kg c uen 3ana3saHe Ha HUBATa HA CepyMHHUA GEPHUTHH B PAMKHTE HA NPHLETHHA
AHAna3oH. AKO CCpYMHHAT (hepHTHH TpaiiHo cnaja noa 500 pg/l Tpabea na ce oOMMCIH NpeKbCBaHE
HAa NiedeHHeTo (BX. Touka 4.4),

Cundpomu na uempauc@yauonHo-308UCUMA MATACEMUA

Xenatupama Tepanus TpaGBa Aa ce 3aNOYHE CAMO AKO MMA JOKA3aTENICTBA 34 CBPE el
XKeJIA30 (KOHLCHTPAIHA Ha xKesa30 B yephud apob [LIC] =5 mg Fe/g cyxo Terno [c .
teputin Tpaiino >800 pg/l). LIC e npeanounTan METO 3a ONpee/IAHE HA CBPbXHE ang-Ha
KEJIA30 H TPA6BA 1A ce HIMO/3a, KOTaTo ¢ HaxrgeH. IIpy BCHUKH NAalHeHTH e HeobXx R0 BHtie
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BHHMAaHHE II0 BPCMC Ha XCJIaTHpalllaTa Tepalti, 3a Aa ¢¢ HaMald pHCKa OT csp'hxoﬁpasyaaﬂe Ha
XCJIaTH.

3uanexc pwIMMpaHH TableTKH AEMOHCTPHPAT ITO-BHCOKA OHOHAIIYHOCT CIIPAMO AHCIICPTrHPAIIM ce
TalNeTKH, ChIbpHxamH Aedepasupoke (Bx. Touka 5.2). IIpu npeMusHaBaHe OT AHCTICPrHPAITH Ce
TabneTkn keM GuIMHpaHn TabneTkH, Fo3aTa Ha duIMHpanuTe TabneTkn Tpabea Aa 66ae ¢ 30% mo-
HHCKA OT 103aT4 HA JHCTICprHpamuTe ce Ta(/IeTKH, KATO Ce 3aKphIUIM KbM Hali-OH3kara 1sia
TabreTka.

CroTBeTCTBAIMTE A03H MEKAY PA3IHUHHTE (OPMH ca MOKa3aHH B TabNHLIATA M0-10TY.

Ta6maiia 2 TIpenopLYHTEHH 03K NPH CHHAPOMH HA HETPaHCY3HOHHO-3aBACHMA TANIACEMUs

POraMHpann Juacneprapa Konnemrpanma Cepymen
Tabnerxu/Tpanynm M ce HA KeJIfI30 B ¢epuTHH
TabIeTKR gepHEL Apod
(LIC)*
Hauanua aoza 7 mg/kg/nen 10 mg/kg/ >5mgFe/gc.T. unn  >800 pg/l
OeH
TIpocnenaBane Beexn
MeCen
CThuke upa ITosamasane >7 mg Fe/gc.T. win  >2 000 pg/l
Koparupane 8a 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
A03aTA MonmxaBane
{(Bceku <7 mg Fe/g c.1. wmH  $2 000 pg/l
3-6 mecerna) 3,5 - 7 mg/kg/nen 5-10 mg/kg/
AeH
MaxkcHEMAaAEA 14 mg/kg/nen 20 mg/kg/nen
3 e rae e et e ettt srassre
7 mg/kg/nen 10 mg/kg/nen
Ilpwn BB3pacTHH Heeonenssana  wiH  S2 000 pg/l
IIpH neARATPHIHH NALHIEHTH
Ipexnceane <3mgFe/ger.  wm <300 pg/l
IoguonuBane Ha He ce npenopnusa
JIeueHHETO

*LIC e npeAnOMHTAHHMAT METO/ 33 ONpEAE/IAHE HA HATPYIBAHETO HA JXKEJA3O




Havanna dosa
[IpenoprupTenHaTa HaYaNHa JHEBHA 034 HA 3uajekc QWIMHpaHH TableTKH NPK MAIMEHTH CBC
CHHIPOMH Ha HeTpaHchy3HOHHO-3aBUCHMA TanaceMus € 7 mg/kg TenecHo Termo.

Kopuzupane na dozama

[penopbuBa ce HHIBOTO Ha CEpPYMHHS (epHTHEH Aa ce MOHHTOPHpPa BCEKH MECeIl, 3a [1a Ce OLICHH OTTOBOPBT
Ha NalMEHTHTE KbM TEpanuATa H Aa ¢ CBEAC A0 MHHHMYM PHCKBT OT CBPhXo0pasysaHe Ha XenatH (Bx.
Touka 4.4). Ha Bcekn 3 no 6 Mecella neueHue, TpaOea Ja ce 0GMHCITH NOBHIIABAHE Ha no3ara ¢ 3,5 1o 7
mg/kg npu nanpenTure ¢ LIC >7 mg Fe/g c.T. win cbe cepymen deprtuH Tpaitno >2 000 pg/l, nenokazsamny
TEHACHIMA 33 IOHHXKABAHE, TIOHACAIH J00pe JiekapcTBeHHA NPoAyKT. He ce npenophusar A03H Hap 14
mg/kg nopaay JIMNCATA HA ONHT ¢ [O-BHCOKH NO3H NPH HNAUMEHTH ChC CHHAPOMH Ha HETPaHCQY3HOHHO-
3aBHCHMA TATACEMHA.,

TIpu naumeHTH, IPH KOMTO He € npaeBeHa ouenka Ha LIC u cepymunat depurun e <2 000 pg/l, nosara
He Tpabpa Aa npesumasa 7 mg/kg.

Ipn naupeHTH, IPH KOUTO Jio3aTa ¢ 6Wia nopumena o >7 mg/kg, Tpabea aa ce oOMHCAH
HAMAIABAHe Ha /03aTa Ha 7 mg/kg wm no-manxo npu LIC <7 mg Fe/g c.T. wim cepyMeH depuTHH
<2 000 pg/l.

IIpexpamasane na nevenuemo

IIpn nocTHraHe Ha 3aOBOJIHTEIIHA HHBA Ha eA30 B opranmsma (LIC <3 mg Fe/g ¢.T. WiH cepymeH
beprrun <300 pg/l), nevenuero TpsOea na ce crpe. JIMNCBAT AaHHH OTHOCHO NMOBTOPHOTO JICUEHHE
Ha MaIHEHTH, NPH KOHTO OTHORO ¢¢ HabMOZapa HATPYNBAHE Ha KeIA30 ClIe/| IOCTHraHe Ha
3a70BOJIMTENHH HHUBA HA XKENA30TO B OPraHM3Ma H [0paH Ta3H NPHYHHA HE MOXeE Ja C€ MPEenoprya
MOBTapsAHe HA JCUCHHETO.

Cneyuannu nonyaayuy

Ilayuenmu ¢ cmapuecxa év3pacm (>65 200wuuna ev3pacm)

IIpenopukHTE 3a AC3HpaHE MPH MALHEHTH B HANPSAHANA PH3PACT ¢4 CHIMUTE KATO ONHCAHKTE NoO-
rope. B Xo1a Ha KIHHHYHHTE POYYBAHHA TIALMEHTHTE B CTAPYECKA Bh3pacT NMOAy4aBar no-4ecTo
HEXEJIaHH PEaKIIHHA, OTKOJIKOTO NMO-MNANMTE NAUKCHTH (MO-CHEIHANHO Juapud) H Tpabpa Ja 6naar
BHHMATE/IHO NMPOCICASBAHH 33 NOABA HA HEJKEJIAHH PEaKi[HH, KOHTO MOTAT A3 H3HCKBAT KODHIHPaHe
Ha J03aTa.

Heduampuna nonynayun

CBpbXHATPYTIBAHE Ha XKENA30 MOPAIH TPAHCHY3HA:

IIpenopekuTe 3a fO3HpaHe NPH NEAHATPHYHH NALMEHTH Ha BB3pacT 2 Ao 17 roaMHAM ¢hbe
CBPBXHATPYNBAHE HA KeJ430 NopaaM TpaHchy3Ha ca ChIMMTE, KAKTO NMPH BB3PACcTHH MAllHEHTH
(Bx. Touka 4.2). [IpenopbuBa ce HHBOTO Ha CepyMHHA QEPHTHH Jia € MOHHTOPHPA BCEKH MECEL,
3a /1a ¢€ OLCHH OTTOBOPBT HA NALMEHTHTE KbM TEPAITHATA M 12 C€ CBEAE 10 MHHUMYM PHCKET OT
cBpHX06pa3yBaHe Ha XenatH (Bx. Touka 4.4).

IIpomMeHHTE B TETNOTO Ha AENaTa ¢ BpeMETO TPAOBA Aa Ce HMAT MPEBH/, KOTATO C€ H3UHCIABA
J03aTa.

1lpH nerta CBe CRPEXHATPYNBAHE Ha JKEJA30 NOPaJH TPaHCPY3HA, HA BB3PACT MEXAY 2 H 5 TOAHHH,
SKCIO3HIMATA € [0-HHCKA, OTKOJIKOTO PH BE3PAcTHH (BiK. ToUKa 5.2). TasH Be3pacToBa rpyma Moxe
CIACAOBATCITHO Ja Halara rno-BHCOKH NO3H, OTKOJNKOTO <a HGOGXO,IU{MPI IIpH BL3PACTHH. B’bﬂpem TOBa,

HavjanHaTa ao3a 'rpxﬁna Aa ¢ CBIIATA KaTo IIPH Bb3PAacTHH, NOCTICABAHA OT HHAHBHAYATHO

CHHAPOMH Ha HeTpakchy3HOHHO-3aBHCHMA TATACEMHEA:
TIpu meauaTpHYHHTE NAIMEHTH CHC CHHAPOMH Ha HETPaHC(Y3HOHHO-3aBHCHMA TANAgEM
Tpa6Ba 2 npesnmara 7 mg/kg. TIpy Teau NammeHTH BHUMATENHOTO clenene Ha LIC # &
(hepuTHH € OT ChIIECTREHA BAXKHOCT, 34 4 ce H30erHe cBpbXxo0pazyBaHe HA XeNaTH:
KBM MECCHHOTO OMNPEACIIHE Ha CEPyMAHA (DSPHTHH € HeOOXOAMMO Ha BCEKH TPH M
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npocneaasane Ha LIC, xorato cepymuuar depurns e <800 pg/l.

Jena ot paxpanero 1o 23 Mecena:
Be3onacHoCTTa H edHKacHOCTTa Ha 3HANISKC NPH ASHA OT PAXKAAHETO A0 23-MeceyHa BB3pacT He ca
ycTaHoOBeHH. JIMncBaT qaHHM,

Tlayuenmu c 6vbpeuno yapexcoane
3HaneKc He e Mpoy4saH NPH NauyeHTH ¢ 6p0peTHe YBpeXKAaHE H € IPOTHBOINOKA3AH NPH NALUHECHTH ¢
H3YHCJICH KPSaTHHHHOB KIHPBHC <60 ml/min (Bx. Touku 4.3 1 4.4).

Ilayuenmu c yeprodpobno yepexcoare

3uazeKc He ce Npenopr4Ba NPH MALHEHTH ¢ TEXKO YepHOApobHO yepexaate (Knac C no Child-
Pugh). Ilpu naumerTH ¢ ymepeno yepHonpobuo yepexaane (Knac B o Child-Pugh) aosara tpa6sa
Aa e HAMAIH 3HAYHTEIHO, CHEA KOETO TIOCTENeHHO Aa ce yBesH 1o 50% (Bx. rouku 44 1 5.2) u
3Haaekc TpAGBa Na ce M3MON3BA NPena3HBo IPH Takuea nanueHTH. YepuoapobHara GyHKims npH
BCHYKH NAIMEHTH TpAOBa /1a c& MpocnensBa MPe/y ICYCHHETO, Ha BCEKH 2 CEIMME [1PE3 MEPEUA
Mecell H cJie]] TOBa BeeKu Mecell (Bx. Touka 4.4),

HauuH na opunoxenne
3a mepopanHO NPHIOKEHHE,

Ounmupanure TabieTkn TPAOBA Oa ce NOTBINAT LEIH ¢ MAIKO KonuyecTso Boaa. IIpn nauueHTHTe,
KOHTO HE MOTAT A3 NOTHJIHAT LCIHTE TabNeTKH, briMupaHuTe TabNeTKH MOMaT Ja Ce IMPUIOKAT
HATPOLIEHH M 9YPe3 MOPBCBAHE HA IAJIATA 1034 BhPXY MEKa XpaHa, Hanp. KHCENO MIAKO HAH A011KkoBo
ntope. fosara Tpabea Aa ce npHeMe HezabaBHO M H3LIAIO, H J]a He Ce CHXpaHABA 34 CIeABalla

ynorpeba.

OunmupannTe TabneTku TPAOBA Aa C& MPHEMAT BEANEXK JHEBHO, 34 MPEANOTHTAHE MO €HO H CHIND
BpeMe OT ACHOHOIHETO, KATO MOTAT JIa C€ IPHEMAT HA IMANHO HIH C JieKa XpaHa (Bi. ToukH 4.5 U
5.2).

43 IIporHBOmOKA3ARAS

CBpPBXYYBCTBHTEIHOCT KbM AKTHBHOTO BEIIECTBO WIH KbM HAKOE OT IOMOIIHHTE BEILECTBa,
u30poeHn B Touka 6.1,

Kom06HnHaIHaTa ¢ Apyra BHAOBE XeaTHPAIla TEpanHs 3a KeJI30, ThH KaTo (e30IacHOCTTa Ha TaKHBA
KOMOHHALIMH He € yCTaHOBEHA (BX. TOUKa 4.5).

TNaumeHTH ¢ H34HCIeH KPEATHHHHOR KITHPBHC <60 m1/min.

44 CpennaJHn NpexynpeA/AcHHS H OpeNA3HE MePKH HpPH ynoTpeta

Bn6pevna pyHkmma

Hebepasnpokce e npoyypaH camo NpH TALHEHTH ¢ H3X0JieH CEPYMEH KPeaTHHMH B PAMKHTE Ha
pedepeHTHHTE TPaHHIH 32 BB3PACTTA.

[IpH KIHHWYHKHYE NPOYYBAHHA NOBUHICHHS HA CEPYMHMA KpEaTHHHH C >33% B 22
NOCHENO0BATENHH ONpPEACIAHHA, IOHAKOTA HAJ FOPHATA pedepeHTHA IPAHHLIA, Bh3HUKBAT NPH
oko10 36% ot naupenTure. Te3n moBHIIEHHA ¢a 10303aBHCHMH, I1pH OKOJIO ABE TPETH OT .
NAIHEHTHTE, TIOKA3BAIITH NOBHIIEHHE HA CEPYMHHS KPEaTHHHH € HabmoaasaH obpaten o
33% muBoTO O3 amanTupane Ha ao3ara. [Ipy ocraHanaTa TpeTa NOBHIIABAHMATA H& CE i
KpeaTHHHH HC¢ BHHATH OTTOBAPAT Ha NOHFDKEHWE Ha 034Ta WAM Ha CTiMpaHeTo H. B K
CIle/i IOHWXKABaHe Ha 2103aTa ce Habmopasa crabusnpate Ha CTOMHOCTHTE Ha CEpYMAR
KpeaTHH#H, CydaH Ha ocTpa Ob6peuHa HeJOCTATEYHOCT ¢a CHOOIIEHH NPH YTIOTpedy
Aedepasupoke cien myckaHeTo Ha nasapa (BX. Touka 4.8). Ilpu gacT ot choOLIeHHTE
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MOCTMAPKCTHHIOBHA NIEPHOL CITy4aH, BIOMAaBaHeTo Ha 6x6pevnaTa GyHKIHA € JOBENIO 10
6B0pedHa HEIOCTATHYHOCT, H3HCKBAILA BPEMEHHA H/IM [OCTOSHHA JHATTH3A.

[IpyunAKTE 33 NOKAYBaHHATA HAa CEPYMHHS KPCaTHHHH He ca wscHeHH. CiexosarenHo Tpabea aa
ce 00pBina ocobeno BHUMANHE HA NIPOCICAABAHETO Ha CCPYMHHS KPEaTHHHH TIPH TALMCHTHTE,
KOHTO HOJTY94BAT KATO CHITFTCTBAIA TEPAIHS JICKAPCTBA, KOWTO HOTHCKAT On6pedHaTa gynxums
H NIPH NalMEeHTHTE, KOUTO MOMYJaBaT BUCOKH ZI03H AedepasHpoke H/KITH No-peikH
KpbBolpeuBaHuA {<7ml/kg/Mecel] epHTPOLIHTHA Maca HIM <2 eJMHHIW/ MeCel] IIPH Bb3PAaCTHH).
Bropeky 4 B X012 Ha KIYHHHYHHTE NPOYYBaHHUA NPH yBeMYaBaHe Ha JO38Ta JHCIIEPrUpallH ¢e
TabneTku,crappxamy gedepacupoxe Hax 30 mg/kg He ce HaGmonapa HapacTBaHe Ha
6B0pednnTe Heskenanu cLOHTHA, NOBMIIABANE HA PHCKA OT Bh3HHKBaHe Ha OLOpeuHn Hexenanu
cHOMTHS IpH ipHeM Ha (IMHpaHH TabneTku npy ao3u Hag 21 mg/kg He MOXE Aa CE HIKMIOUH.

IIpenoprypa ce cepyMHRAT KpeaTHHHH fa (be OLleHEH ABYKPATHO TIpe/iH 3aIl0YBaHe Ha
TepanuATa. CepyMEHAT KPeATHHHH, KPEATHAHHOBHST KAHPHEC (H3UHCICHH N0 GOPMYJIATA HA
Cockroft-Gault wii no MDRD dopMynara npu pb3pacTHy wik o dopmynara Ha Schwart npu
Niella) W/FITH Ta3sMeHHTe HMBA Ha nucTatHH C TpubBa Aa ce mpocaeauBaT Npen 3aN09BARE HA
TepANHITA,

exceceIMETHO NPe3 NHPBHE Mecel ¢Jiel 3aN0YBAHe H/IH NPOMAHA HA TEPANHATA Che 3AaAeKC
(BK/IOMETENHO NPEeMHEBABARE KbM APYTA JeKAPCTBeHR GopMa) H exxeMeCeTHO CJIe/l TOBA.
flammenTiTre ¢ anamuesa 3a 6u0pewn 3a00/9BaHNA H NALHEHTHTE, KOUTO NOMYYABAT JIEKADCTBCHH
NPOAYKTH, KOUTO NOTHCKAT OnOpevnaTa GyHKIMA, MOXe Ja ca H3JIOKCHH BHUMaHUe 3a
NOANEPAKAHE HA aICKBATHA XHIAPATAIMA HA MALHCHTHTE, KOHTO Pa3BHAT AHapHA WIH NIOEPHINAHE. HA
NO-TO/ISM PHCK OT ycnoxHeHHA. Tpabsa na ce oOnpHe

HMa nocTMapkeTHHroBH chOOLICHHS 33 CITyyuaH Ha MeTabONHTHA alHA03a, BEIHHKHANA 110 BpeMe
Ha JICYEHHETO ¢ Nedepasupokc. BOMIMHCTBOTO OT NaUBEHTHTE ca HMATH ObOpeyHH HapyLIeHHS,
OnOpeuna TyGynonaTia (CHHApOM Ha Fanconi) MK AHAPHA, WIH HAKAKEH JPYTH CHCTOAHHS, IPH
KOHTO HapyIleHHETO Ha KHCEIIMHHO-AIKATHOTO PABHOBECHE € H3BECTHO YCIOXKHEHHE, B Te3u
[ONyNallMH KHCETHHHO-AITKATTHOTO PABHOBECHE TPAORA Aa C¢ MPOCNEAABA ChITIACHO KITHHHYHHATE
nokasanua. Ilpu nauuenTHTe, NIpH KOUTO ce paszeHe MeTaboNHTHA aHa03a, TpAGBa Aa ce oOMHUCTH

MPpEKECBAHE HA JICYEHHETO CBbC 3uanexc.

B nocTMapKeTHHTOBHS NEPHOT HMa ChOOLIEHHA 3a clyyaH Ha Texka dopma Ha 6r6peqna Tybynonarus
{(xaro cunpom Ha Fanconi) 1 6L6peuHa HeJOCTATEIHOCT , CBBP3aHH C IIPOMEHH B CH3HAHHETO B
KOHTEKCTa Ha XMIIEpAMOHHEHHHA eHLICAIONATH MpPH ALMEHTH, JeKyBaHH ¢ Aeepasspokc,
npeaUMHO IIpH Aena. IIpenopbuBa ce Aa ce HMA NPENBHA, BE3MOMKHOCTTA 33 BE3HHKBAHE HA
XHIEPaMOHHEHHIHA eHIledanonaTHs | [a ce H3IMEPBAT HHBATa HA aMOHAKA NPH NAlIHEHTH, Pa3BHBALOH
HeoOICHHMH NPOMEHH B CHXMYHUA CTATYC AOKATO C4 Ha JIeYeHHE ¢ AehepasHpOKC.

Tabmua 3  Kopurhpase Ha 103aTa M MPEKLCBAHE Ha JIEYECHHETO TIPH IPOCHIEAIBAHE HA
61.0peynara byHKma
CepyMen KpeaATREHH KpeaTHEHHOB KJIHPBLAC
Ilpenn 3anousame ma | JIBykparno (2x) H EnnokparHo (1x)
TepanHATA
IIpoTRBOROKAIAH <60 ml/min
IlpocnensBane
- Ilspeus mecen BenHex ceiMHYHO H

CIIeA 3aMOYBAHE Ha
TEpPAITHATA HJIH NPH
OpOMsHA HA A03aTa
{BKIIOYHTEITHO
[peMUHABAHE KBM
Apyra NeKapcTBeHa
Jopma)

- CnexTosa Bennsk MeceqHo H




Hamanupane Ha THEBHATA 4034 cbe 7 mg/kg/nen (puimupana tabierka),

aKo credrume nokazameny 3a oyexka na 6vopeunama gyuxyus ce Habmooaeam npu Oée

NOCe006AMENRY GUBUMI U HE MO2am 04 Ce CEBPICAM C Opyel NPUYUHY

Bw3pacTHH NauHeHTH >33% Haj cpenHuTe H Tlonmwxenue <JITH*
CTOHHOCTH NpeaM (<90 ml/min)
3afoMBaHe Ha JICUEHHETO

TeanaTpuasu >ITH** 3a croTBeTHaTa | HW/HIH Honmxerne </ITH*

TIAIMHEHTH BB3PACT (<90 ml/min)

Caex BamansBane Ha J03ATa, JeIHHETO Ce NPEKHCBA, AK0

BrapacTan 1 Octapa >33% Hag w/unu Monmxenne <JJI'H*

1Ie THATPHYHA CPEAHMTE CTOHHOCTH (<90 ml/min)

MALHEHTH npeaH 3aNoYBaHe HA
JEYEHHETO

*IT'H: aonsa rpaHKANA HA HOpMaTa

**I'TH: ropHa rpaHHIa Ha HOpMAaTa

JleueHreTO MOXKE A ¢ MONHOBH B 3ABHCHMOCT OT KNTHHHUYHHTE 0OCTOATENCTRA.

HamansBase Ha 103aTa WIH IPEKECBaHE HA IEYEHHETO MOXKE CHILIO Aa Ce MMa Npe/IBH, KO Ce
YCTAHOBAT OTKIIOHEHHS B MOKA3ATE/IHTE 34 OLEHKA Ha GnOpeunara TyGynna dyskung B/uiM npH
KJIHHHYHH [T0Ka3aHAA:

. IIporennypHs (i3crieaBaHeTo TPAOEa Ja ce HanpaBy NpeH 3aN04BaHe HA JICYCHHETO H
BCEKH Mecel Clie] ToBa)

. I'moko3ypHs npa naienTh G6e3 qHabeT H HUCKM HHBa Ha Kanwii, ¢ocdaru, MarHe3ui

HITH YPaTH B cepyMa, docdaTypus, aAMHHORLHIY pHA (IPOC/eAABaHE NPH HYXMa).

Br6peuna TyOynonaTtasa ce ¢hobuiasa IpeIHMHO MpH ACNa K I0HOITH ¢ 0eTa TanaceMu, JIEKyBaHH
che 3uagexc.

[NaipenTrre TpaGBa Ja 6baaT HaCOYEHH KBM He)POJIOT H AOITBIIHHTEHH CICHHATHIHPAHH

H3cneaBaHuA (kato OxOpedHa Guoncus), ako ONMCAHHTE MO-AOTY CHMITTOMH C€ TIOSABAT BBIIPEKH
HAMAJIABAHETO HA A03aTa H MPEKLCBAHETO HA TeUeHHUETO!
. CEepYMHHAT KPEaTHHHH OCTaBa 3Ha4YMO NOBHIICH H
. HMa TpaliHH OTKIOHEHHS B JpYT MOKA3aTEN 34 OLUCHKA Ha 6u0peunaTa dynkipa
(nanp. nporeHHypHi, cuaapoM Ha Fanconi).

YepHonpoGua pyHkums

Habmionasar ce noBHImeHHA Ha 4epHOAPOGHHTE GYHKUMOHATAH TECTOBE NPH NALMEHTH, JICKYBaHH
¢ nedepazupokc. B nocTMapkeTHHroBHA NEpHO HMa CHOGIIEHHS 3a CITydal Ha uepHoApoGHa
HENOCTATEMHOCT, IOHAKOTA ¢ (haTaneH Kpaif, Npu naumeHTH, IeKyBaHH ¢ gedepazupokc. [losedero
OT ChOOIIEHHATA 32 PE3HUKHANIA YepHOOPOSHA HEAOCTATHYHOCT Ca CBEP3aHH C NAlHEHTH ChC
3HaunTeneH 6poii 3a6onAranNd, BKIIOYATENHO MpelIecTRala YepHOApoOHa Hposa. Bernpeku
TOBA, HE MOXKE /14 C€ OTXBBP/IH 3HAYEHHETO Ha JedepasHpoke KaTO AOTIPHHACHIL HITH BIOINABAILLL
cuCcTOAHHETO dakTop (Bk. Touka 4.8). Morar na BE3HHKHAT TeXKH (HOPMH, CBLP3aHH C IIPOMEHH B
Ch3HAHHETO B KOHTEKCTa Ha XHMTIEpaMOHHEHWYHA eHLC(AIONAaTHA NIPH NALHCHTH, ICKYBaHH C
aedepasnpoke, ocobeHo npH aeua. Hpenopsyuea ce fa c¢ HMa NPENBH] BEAMOKHOCTTA 34
BBIHHKBAHE HA XMMNECPAMOHHEHHYHA eHIEe(DANONATHA H Aa Ce H3IMEPBAT HHBATA HA AMOHAKA NPH
MALHCHTH, Pa3BHBAIIH HEOOACHHMM IMPOMEHH B ICHXHYHHA CTATYC NIOKATO ca Ha JISYCHHE C
aebepasupokc. Tpadba Jia ce BHMMaBa Ja ce NOANBPKA AACKBATHA XHADATAIHMA TIPH NALUHCHTHTE,
NpH KOHTO HACTHIAT CHOMTHA, CRBP3aHU ¢ HAMANABAHE HA LMPKYIATOPHUA 00eM (KaTo AMapua win
NOBpHINaHe), 0coDEHO IMPH Jeua ¢ ocTpo 3abonasane. =

IlpenopruBa ce H3CIe/BaHE HA CepYMHHTE TpaHcaMuHasy, GuupyGura 1 ankafiaty Oogbarasa "y .-
NpPEOH 3aOYBAHE Hi JICYCHHETO, Ha BCOKH 2 CeAMMLIM Npe3 MEPBHS Mecell OT b
Mecell Cliel ToBA. AKO HMa NEPCHCTHPAIIC H TIPOTPECHPAIO NOBHINCHHE Ha




Cnen xaTo ce H3SCHH NPHYMHATA 33 IATONOIHYHHTE TPOMEHH B 4ePHOAPOSHHTE (HYHKITHOHANHH
TECTOBE HJIH Clleji BpBINAHE KbM HOPMAIHHTE HHBA, MOXKE Aa C€ HMa NPEABH/L NPEATIAVIHBO
HIOBTOPHO 3aN04BaHe Ha JICHCHHETO C TI0-HHUCKA 1033, TIOCAEABAHO OT NOCTENEHHO MOBHIICHHE HA
ao3ara,

3HafieKc He ce MPenophYBA NPH NAlMEHTH C TeXKO YepHOApoOHO yBpexkaane (Knac C o

Child- Pugh) (mx. Touxa 5.2).

Tabarua 4 O6obimenre Ha NIPENOPLKKTE 3a NpociesBaHe Ha GesonacHocTTa

Hicnenpane

YecToTa

CepymeH KpeaTuHHH

JIByKkpaTHO npeIH 3aN0YBAHE HA TEPAIHATA.
Besnka ceMula [Ipe3 MEPRHS Mecel] OT
TEpAIHATA WIH clIe]] IPOMAHA Ha 103aTa
(BKIIOYHTENHO NNPEMHHABAHE KBM ApYyra
nexapcTeeHa (popma). Exxemeceuto cien
TOBA.

KpeaTHHHHOB KITHPEHC WHIH TDIa3MeH
umcratin C

IIpeny 3anodpase Ha TEPAITHATA.

Begka cemMHIa Npe3 MHPBHA Mecell OT
TEPAnMATa WM CJIE/l NPOMAHA Ha 103aTa
{BIIIOYHTETHO IPEMHHABAHE KBM Jpyra

nexapcTBeHa dopma).
ExemeceuHo el TOBA.

IMporeunypus [peau 3ano4BaHe Ha TEpaNHATA.
ExeMecedHo ciel| TOBa.

Jpyru Mapkepu 3a OlieHKa Ha Cnopen HyxOHTE.

6B0peunara TyOynna dyHKImHA (kaTo

HAPHMEP MIHOKOIYPKA TIPH NAIHEHTH

6e3 muaber H HUCKM HHBA Ha CEPYMHHA

kamnii, gocdar, marteszmii unu ypar,

docdarypus, amuHcaLHIYPHS)

CepyMHH TpancaMHHa3H, GHIApYGHH, Ipenu 3ano4BaHe Ha TCPANMATA.

ankanHa docdataza Ha BcekH 2 ceaAMHLIM Npe3 MbPBHA MECEI] OT
TepanmaTa.
ExxeMece4no cnell TOBa.

Hacrnenpane Ha ciryxa ¥ o4HTe [Npeau 3anmovysaHe Ha TEpaIMAATA.
Exxeroano cnex ToBa.

Tenecno Terno, pecT H CEKCYaNHoO
pa3BUTHE

IIpenu zamousane Ha TEpanHAaTa.
Exeroano npy NEAHATPHYHH [TALMEHTH.

IpH ManHeHTH, NPH KOHTO OYAKEAHATA NPOXBIDKHTETHOCT HA MBOTA HE € roiaMa (Hamp. npH
BHCOKOPHCKOB MHEJIOAUCIUTACTHYEH CHHAPOM), 0COOSHO KOTaTO CHITRTCTBAINH 3a60/14BaHHA MOraT Aa
MOBHIIAT PHCKa OT MOABA Ha HeeNaHy CHORTHS, TION3UTE oT 3uaneke MoraT fa ObAaT orpanHueHH B 1a
He NIPEBB3XOK/AT pHCKOBeTe, BerleACTRHE Ha TOBA, He Ce MPENophaBa ACYEHNE CLC 3HAMIEKC IIPH TAKHBA
MalHeHTH,

HeobxomnMo € NoBHLIEHO BHHMAHHE NPH MALHEHTHTE B CTap4ecKa Bb3pacT MopaiH Mo-BHCOKATa
YeCTOTa Ha HeXe/laHH peakiyy ([0-CICHHATHO JHapHs). e

JlaHHHTE [IPH Jiela ¢ HeTpaHC(Y3HOHHO-3aBHCHMA TaJJACEMHS C4 MHOIO OrpaHH4YeHH
B caencreHe Ha TOBa, Tepanuata chC 3Hajexc TpAGBa Aa 6bae BHUMATEIIHO MOHHTODH
YCTAHOBABAHE HA HEXKEJIAHH PEAKIHH H NPOCeAsBaHe HA HATOBAPBAHETO C KENA3Z0 {
nomynanss. OCBEH TOBa, Npeay 3anouBaHe HA ieveHHe 3HafeKc IIPH Aella ¢ TEXKO
HKENA30, ¢ TpaHGYIHOHHO-HE3ABHCHMA TAJTACEMHA, IEKAPAT TpA0Ba 13 € HAACHO, Ye

10



ABATOCPOYHATA CKCIO3HIHA IIPH TAKHBA MMALHCHTH KbM MOMEHTA €A HeH3BECTHH.

CroManHo-YpeRHH HAPYINEHHS

Crofinasa ce 3a MoABA Ha A3BH H KbPBEHE OT FTOPHHTE OTAC/IH Ha TaCTPOHHTECTHHAIHHA TPAKT NPH
MALHEHTH, BKIOMHTENHO AENA H NOAPacTBAINY, MoMydaBamy aepepasnpokc. [Ipy gact ot
NAlHEHTHTE ce HabMoAABaT MHOKECTREHH M3BH (BX. TouKa 4.8). HMa cbobmeHud 3a 1384,
YCIIOKHEHH C FACTPOHHTECTHHANHA nepdopannd. CHiIo Taxa HMa cHOOIIEHNA 33 CITydal Ha gaTanHu
FACTPOHHTECTHHAIIHA XeMOparuH, 0co0eHo NpH MALMEHTH B CTAPYECKa BH3PACT ChC JOKAYECTBEHH

xeMaTonordunu 3abonamanng 1w HECEK Opoii Ha TpoMGomuTHTe. o Bpeme Ha NieucHHeTOo Che
3napeKc NeKyBalyTe JEKapH M NaliMeHTHTe Tpa6Ba na OpaT ¢ NOBHIICHO BHHMAHKE 34 NPH3HALM H
CHMIITOMH Ha CTOMAIIHO-YPERHA A3Ba HIH KbPBEHE H IIPH ChbMHEHHE 33 CEPHO3HA HelKenaHa peakiya
OT CTpaHa Ha rACTPOMHTECTHHATIHAA TPAaKT BEAHAra Ja 3an0YHAT NO-HATATHITHO H3C/IEABAHE WITH
nevenre. HeoOXoauMO € MOBMINIEHO BHUMAHWE NIPH MAITHEHTH, KOWTO NPHEMAT 3HaAeKC
€IHOBPEMCHHO C BEIIECTBA ¢ MisiBeH ynueporeHeH noreHuman, kato HCIIBC, kopTHkocTeporan HiH
nepopaHH 6udochoHaTH, IPH MALMEHTH, NOMYYABAINY AHTHKOATYJIAHTH, KAKTO M NPH MALHECHTH C
TpoMGOLHTH NOJX

50 000/mm? (50 x 10°/1) (8. Touxa 4.5).

Hapymenys Ha KoxaTa

ITo BpeMe Ha JIeYEHHETO Che 3HAEKC MOXKe Aa Ce MOABAT KOXKHH OOpHBH. B nopevero ciyyan
o6puBHTE OT3BYYABAT CIIOHTaHHO. KoraTo ce Hajara npeKbcBaHe Ha JIEHEHHETO, c/ell OTINyMABaHe Ha
oOpuBa, TO MOXe Jia ce Bp300HOBH C HO-HHCKA J1034, TIOCeABaHa OT MOCTENEHHO NIOBHIIABAHE Ha
nosara. ITpu TexxxuTe cnydan, ToBa Bb300HOBABAHE MOXKeE [ia ¢€ MPOBEE B KOMOMHAIIHA C KPaTbhK
NEepHOA Ha MPUNOKEHHE HA TIEPOPANHH KOPTHKOCTeporaM. ChobIaBaT ce CIyyan Ha TEXKH KOXHH
HexesnaHn peakuud (SCARs), sBxnoanrenno cuHapoM Ha Stevens-Johnson (SJS), TokcHuna
emuaepMarHa Hekponnza (TEN) H nexapcTeeHa peakuys ¢ €03HHO(HNNA M CHCTEMHH CHMITOMH
(DRESS), koHTO MOraT ia 6T )MBOTO3ACTpALIABALIM HTH JETAMHH. Ako ce noao3upa SCAR,
3uanekc TpAOBa Ja ce cnipe He3a0aBHO H a HE ce MPWIATa OTHOBO. IIpH NpeANHcBaHe Ha TEKAPCTBOTO
naiMeHTHTe TpA6Ba Ja GHAaT 3aN03HATH C NPH3HALATE H CHMATOMHTE Ha TEXKHTE KOXKHH PeakiHH H
Jia GbAaT BHAMATEITHO HaO/HOAABAHM. '

Peaxuy# Ha CBPLXIVBCTBHTEIHOCT

Cryd9aH Ha CepHO3HH PEaxi{MH Ha CBPBXUYBCTBHTENHOCT (KaTO aHADHITAKTHYEH UIOK H AHIHOCIEM) Ca
CHOOIEHH MPH [TALMEHTH, NOMy4aBainH AeepasHpoKe, KATO HAYATOTO HA PeaKIMaTa NPH MOBEYETO
OT cJydaHTe, HACTBIIBA Tpe3 WHPBHA MECEI] OT NeYeHHeTo (BK. ToUKa 4.8). Ako BE3HHKHAT TaKMBa
peaxkiH, MPHEMET Ha 3HajieKc TpsaOpa oa Obae npeycTaHOBEH H Ja C€ OCHTYPH a/IEKBAaTHa
MepuumHeKka nomom. JledenneTo ¢ aedepaznpoke He TpAOBa Na ce NOAHOBABA NPH NMAUHEHTH, KOHTO
ca HMaJI} PeaKiiia Ha CBPBXYYBCTBHTENHOCT, FOPaAH PHCK OT aHadWiaKTHYeH mok (BkK. Touka 4.3).

3purenny u OBH HapyINeHWa

CrobmaBar ce cmyxoBu (orcimabeH ciyx) v o4HE (NOMLTHABAHE Ha JiIaTa) HapylIeHHA (BX.

Touxa 4.8). [Ipenopnusa ce mpernea Ha cyxa H 3peHHETO (BKTIOYHTENHO (yHAOCKONHA) Npek
3afo4YBaHe Ha JICUCHHETO H HA PEAOBHH MHTEPBAIH cliell ToBa (BeekH 12 Mecena). AKO Mo BpeMe Ha
JICYCHHETO Ce 3a0eneKaT HapyILeHHs, MOKe Ja Ce TIPHCTBIH KbM MOHHKEHHE WIH CIIHpPase Ha 103aTa.

Hapyiniennd Ha KPBBTa

ITo BpeMe Ha MOCTMAPKETHHTOBHA TEpHOL ¢€ ChOOmABA 3a NOABA Ha JIEBKOIIEHHA, TPOMOOUHTONEHHS
HIH NaHUHTONEHHA (M1 arpaBHpaHe HA TE3H LHTOMCHUH) H arpaBUpaHa aHEMMA ITPH [TALMEHTH Ha
nevenue ¢ Aedepasupokc. IIoBedeTo OT NALMCHTHTE ¢a HMANH NPEAXOXKAAINM XEMATOJIOTHIHH
3a00nABaHMA, KOMTO YecTo ca OHIH CBBP3aHH ¢ KOCTHOMO3BYHA HelocTaThuHoCT. He3aBHcHMO OT
TOBa, NONPHUHACALIATA WIH ArPaBHPAIA PONA He MOXke fa ce m3kmoyn. Heobxomumo e na ce oOmucIH
NPEKBECBAHE HA JIEYEHHETO NPH MALMEHTH, KOHTO Pa3sBHAT HEOOACHHMa LIMTONCHHA. PS8

Opyrn
IIpenoppusa ce exeMeceuHo NpochesBaHe Ha CepyYMHHA (EePHTHH, 34 Aa Ce OLE
NalMeHTa KbM TEPAIHATa K 3a H30ATBaHe Ha CBpBXXenupaHe (B, Touka 4.2), [Ip
AO3H H KOTATO CEPYMHMTE HMBA Ha epuTHHA ca ONI3K IO TAPreTHATE CE MPeTo
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Ha A03aTa WIH 0O-CTPUKTHO MpOCCAsBaHe Ha 6h0OpeuHaTa 1 uepHOAPOOHATa PYHKIHA H CEPYMHHTE
¥R HA PEpHTHH.

Axo cepyMHHAT (epHTHE criama Tpaino noa S00 pg/l (ipH cBpBEXHATPYNBAHE Ha XKENA30 NOPaIH
Tpancdysna) wix nox 300 pg/l (npu cHHAPOMH Ha HeTpaHC(Y3HOHHO-3ABHCHMA TalTaceMHs), TpsOBa
Ja ce oOMHCIM CIIHpaHe Ha JIEYeHHETO.

Peay/TaTHTe OT H3CNIEIBAHHATA HA CEPYMHHS KPEaTHHWH, CEpYMHHA ()EpHTHH H CEPYMHHTE
TpaHCaMHHA3H TPAOBa a ce 3aIHCBAT H PEAOBHO Jia CE OLCHIBAT 33 HAIMYME HA TEHACHLIMH.

B Be KIHHHYHH NPOYYBAaHHA PAcTEXKBT H NONOBOTO PA3BHTHE Ha ACLIATA, IEKYBaHH ¢ Nedepa3supoke
B MPOABJDKEHHE HA 5 FOMHHMK, He ce MOBMHMABAT (BXK. Touka 4.8). Bripeks ToBa kato obma npeanaiHa
MApKA NPH JICYCHHETO HA ASHA Che CBPHXHATPYTIBAHE Ha JKENA30 NOPAAN TpaHchysHs, TenecHoTo
Terno, PbCTa H NONOBOTO pa3BHTHE TPAORA Aa ce mpocneasBaT peaH 3aN0YBaHE HA TEpaNHiTa H Ha
peaoBHH HATEPBAIH (Beexkn 12 Mecela).

ChpraevHaTa JHCPYHKIMA € H3BECTHO YCIOKHEHHE HA TEXKOTO CBPBXHATPYNBaHE Ha xenaso. [To
BpeME Ha ILINOCPOYHOTO JIeUeHHe Che 3uafiekc Tpabea Aa ce npociendsa chpaeiHaTa GyHKIus npe
NIALMEHTHTE C TEKKO CBPHXHATPYIBAHE HA JKENA30,

4.5 BsaumoaelicTBHE ¢ JPYIA JEeK2PCTEEHE HPOIYKTH B APYTH GOpME HA B3aHMOAciHcTERE

BeszonacHocTTa Ha Acdepasupokc B KOMOHHALIHA ¢ APYTH XeJIaTOpH Ha JES30TO HE € YCTAHOBEHA.
3arosa To# He TpaOBa A2 ce KOMOMHNMpA ¢ APYTM BUAOBE XenaTvpaila Tepands (Bk. Touka 4.3).

BsaumojieiicTBHe ¢ XpaHa

Cumax Ha Aetepasupoxc Gpunmupann TabneTku ce noenmasa (¢ 29%), ako ce NpHEMAT ¢ XpaHa, 6oraTta
Ha masuuMHA. CrefiopaTenHo 3uanexc GHwIMHMpaHH TabneTku TpA6Ba Aa ce pHEMa HIIH HA TTIALHO,
WIH C JieKa XpaHa, 33 NPeNIOYHTAHE MO €HO H CHIIO BpeMe Ha JeHOHOIMMETo, (BXK. ToukH 4.2 u 5.2).

CpeAcTRA, KOWTO MOTAT A2 IOHWKAT CHCTEMHATA EKCTIO3HIMMA Ha 3HaZIeKC

MeTabomusmsT Ha dedepasupoke 3apucH o1 UGT ensumure. B npoy9saHe npH 3ApaBH Jo6poBoILH
€IHOBPEMEHHOTO NpHIaraHe Ha Aedepasupoke (eAHOKpPATHO NpuIokeHa Ko3a ot 30 mg/kg moa
dopmara Ha aucneprupanH ce Tabnerkn) n MomHuA UGT unaykrop, pHpaMnuipH, (MHOTOKpaTHO
npuwioKkena fo3a or 600 mg/nen) soau A0 HaMangBaHe HAa eKCIIO3HLNATA Ha AedepasHpokc ¢ 44%
(90% CI: 37% - 51%). CaenosarenHo, eAHOBPEMEHHOTO TIpIiIaraie Ha 3uagexc ¢ momeH UGT
HHAYKTOp (T.¢. puammenmn, kapbamazemuH, dennronn, deHobapOHTaN, PHTOHABHD) MOXE Aa
IOBEME N0 TIOHIKABAHe Ha eduKkacHOCTTa Ha 3uanekc. CepyMmumaT $epHTHH Ha malHeHTa Tpabpa aa
Ce MPOCHENBA IO BPEME H clie KoMOHHAIATA 1 103aTa Ha 3uagekc TpaGea Ja ce OpoMeHH, ako ¢
HeoOXoAMMO.

ITo BpeMe Ha MEXaHHCTHYHO MPOYYBaHe 33 ONPEACNAHE HAa CTENEHTA HA CHTEPOXENaTaAleH KPBroBpar
€ YCTAHOBEHO, 9¢ XOJIECTHPAMHH 3HAUMMO HAMAILBA €KCIIO3HIIHATA HAa AedepasHpokc (Bixk.
Touka 5.2).

BsanMonelicTBHE ¢ MHAA30TaM U c KOHTC ce MeTabomzupar ot CYP3A4

B npoyusaHe cpes| 3apaBH A0GpOBONIH €AHOBPEMEHHOTO NPHIIOXKEHHE Ha AedepasHpOKC HO
tdopmMaTa Ha AHCTIepripamy ce TabneTku H MHAaz0naM (cyOerpar Ha CYP3A4) Boau no HaMaisBaHe
Ha eKCTIOZHLMATA Ha Mupaasonam ¢ 17% (90% CI: 8% - 26%). B kauHMuHa o6CTaHOBKA € B3MOXKHO
ediekTbT na 6bae no-1BHO H3paseH. CeNOBATENHO, MOPaAH Bb3MOXKHOCTTA OT MOHIKABAHE Ha
eHKaCHOCTTa ¢ HEOOXOIHMMO A c¢ BHHMABA NPH NPHIAraHe Ha AedepasHpokc B Komﬁuﬂaum che

B npoymﬂe CPeA 3/paBH noﬁpononml emionpeme}moro NpuaraHe Ha necbepa3
CYP2C8 umxuburop (30 mg/kg/nen noa dopmara Ha AucneprHpainy ce TabneTkn) ¥ PRI
CYP2C8 cyberpat, npunaran B eaHokpatHa 03a ot 0,5 mg, noprinasa AUC H Crex B¢
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CBOTBETHO ¢ 0kono 2,3 muTH (90% CI [2,03-2,63]) 1 1,6 o (90% CI [1,42-1,84]). Tii kato
JeKapcTBCHOTO B3aHMOICHCTRHE NPH 032 NO-BHCOKA oT 0,5 mg penarnHHuy He € YCTaHOBEHO,
€AHOBPCMEHHaTa ynorpeba Ha iediepasHpoKe M penarnueny TpAOBa a ce H36ArBa. AKO
KOMOMHAITHATA € HATOKHTENHA, TPAOBA J1a CC NMPOBEHIA BHUMATEITHO KIHHHYHO HAOMIONEHUE U
npocne/idBaHe Ha KPbBHATA 3axap (K. TouKa 4.4). He Moke Aa ce H3KIIOYH B3IAHMOACHCTBHE MEKIY
Aedepasnpoxc H ApyrH cyOctparu na CYP2C8 kato makaurakces.

BiaumonekicTere ¢ H/IMH U c KOHTO ce MeTah T or CYP1A2

B npoyuBane npH 3ApaBH JOOGPOBOIIH €AHOBPEMEHHOTO NpHiiarane Ha aedepasHPOKC KaTo
HHxHOuTOp Ha CYP1A2 (MHOrokpaTHO npHnarase B nosa ot 30 mg/'kg/nen nedepasupoxc nox
¢opmMara Ha Auciepriapamm ce Tabnerkn) u cybctpara Ha CYP1A2 Teodpunus (eaHoKpaTHa A03a OT
120 mg) somu no nopmnasane na AUC Ha Teodwwmmn ¢ 84% (90% CI: ot 73% no 95%). Cunax Ha
SIHOKPAaTHATA [03a HE C& NMOBIMABA, HO C€ 0MAKBA ]2 HACTHITA NOBHIBABaHE Ha Crax HA TEO(PHIHH NPH
MHOTOKPaTHO npunaraHe. ITopany Tass npHuHa He e MPENOPHUBA eAHOBPEMEHHATa ynioTpeba Ha
nedepasupoxc u Teodnnus. [Ipu ceeMecTHO npunokenue Ha AedepasHpoke M Teodunnn Tpa6aa 1a
€€ HMa NIPCABHA NMPOCTIeIABaHe HA KOHUIEHTPAaUMsTa Ha TeodIHH H HAMaIABaHe Ha no3ara my. He
MOraT [ja c¢ H3KIIIoYaT B3auMoieiicTera Mexay Aedepasupoxc H apyrH cyberparn Ha CYP1A2. 3a
cybctpatare, kouro ce Metabonuzupar npemuMHo oT CYP1A2 H HMaT TeceH TepalleBTHYEH HHIEKC
(Hanp. WIO3AMMH, TW3AHHIMH) BAKAT CHIMTE NPENOPHEN, KAKTO NPH TeOh NN,

HomrpnnuTtenna uHdopManms

EnHoBpeMeHHOTO NpHOKEeHHE Ha AedepasHpOKC H ATyMHHHH-ChABPXKAITH aHTHALMAHH NPOAYKTH
He ¢ opHIMAIHO Mpoy4BaHo. Brnpexu ue fAedepazHpokc uma NO-HHCBHK aHHHTET KbM ATyMHHHA
OTKOJIKOTO KbM XeNIR30T0, HE CE NPeNnophyBa fa ce npHeMat Tabnerku nedepasHpoKe Che

ATYMHHHH-CBHABPKALH AHTHALIHIHH NPOIYKTH.

EnHoBpeMeHHOTO MpHAaraHe Ha zed)epasHpOKC ¢ BEIIECTEA ¢ M3BECTEH YILICPOreHEH MOTEHIHAN,
kato HCTIBC (BKIOYHMTENHO AeTHICATMIIOBA KHCEIMHA BB BUCOKH JIO3H), KOPTHKOCTEPOHIH
WIH nepopaniy 6udrochoHaTH, MOKe Ia IOBHMIIM PHCKA OT FACTPOMHTECTHHAMHA TOKCHUHOCT (BXK.
TOUKa 4.4). ETHOBpeMEHHOTO NpHIarale Ha AeepasHpoKe ¢ AHTHKOATYIaHTH MOJKE CBIIO Taka Aa
TTOBHMHIH PHCKA OT raCTPOHHTECTHHAJICH KPHBOH3MHE, HeoOX0HHMO ¢ BHHMATENHO KIHHHYHO
npocnengrane Npyu KOMOHHEMpaHe Ha nedepa3HpoKe ¢ TE3H BelleCTBa.

EnHoBpeMeHHOTO npuiarane Ha Aedepa3Hpoke W OycyndaH BOAH A0 NOBHIIABAHE HA EKCTIO3HLMATA Ha
6ycyndan (AUC), Ho MeXaHH3MET Ha B3AMMOJECHCTBHE OCTaBa HeACeH. AKO € BB3MOXKHO, TpabBa ja ce
H3BBPINM olleHKa Ha (papMakoknHeTuka (AUC, kiHpsHc) Ha TecT no3a Ha OycyndaH, 3a 1a M3BBPIIH
KOPEKIfA Ha JI038Ta.

4.6 ©@eprEauTeT, GpEeMeHHOCT ¥ KbPMEHE

BpemeHHOCT

3a nedepasnpokc HAMA KITHHHYHH JaHHW 33 €KCIIO3HpaHH OpemeHHOCTH. ITpoydBaHHATA IPH
AHMBOTHH NOKA3BAT PENPOAYKTHEHA TOKCHYIHOCT NPH TOKCHYHH 34 MaiikaTa 1o3u (BXK. TouKa 5.3).
IToTeHuuanHusT PHCK NPH X0pa HE ¢ H3BECTEH.

IIpenoprunTenso e 3nanexc ja He ce H3MON3EA IO BpeMe Ha OpeMeHHOCT, KaTo npeanasHa MApKa,
OCBSH B CJTy4aHTE HAa KATETOPHYHA HEOOXOAUMOCT.

3HaneKc MOKe 22 HAMAaTH e(pHKaCHOCTT2 Ha XOPMOHAIHHTE KOHTPAUENITHBH (BK. TOUKa 4.5).
[lpenoprusa ce HeHHTE C AETEPOAECH NOTEHIHAN Ja W3IIO/I3BAT MOITLIHUTECHH HIH AJITCPHATHBHH
HEXOPMOHAIHH METO/IH 32 KOHTPAalCILMA, KOTaTO NPHEMAT 3HAAEKS.

KnpMmene
[Ipu npoyuBanusTa BBPXY KHUBOTHH € AOKA3aHO, Y¢ AedepasHpoKc ce exckpeTupa 66 ; AN
3HAYMTEIIHA CTEeneH B KbpMaTa Ha Maiixara. He ce HaOmoaaBa HAKaKEB e(eKT BBPXY y \“ fﬂ\‘-.

He ¢ u3BecTHO fann AedepasHpoKc ce ekcKpeTHpa B YoBeLIKaTa Kepma. He ce npern
AOKATO ce MpHEMa 3HAACKS.
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Deprinurer
JIuncsaT naHHH 3a ¢epTriMTeTa MPH X0pa. IIpH XHMBOTHH HE C¢ OTKPHBAT HEXEIAHH PEAKLIAH BLPXY
(epTinUTETa HA MBKKHTE H HKEHCKHTE HHIHBHAH (BXK. To4UKa 5.3).

4.7 EdexTH BLpxy cnocoGnocTTa 32 modEpane H pabora c MANIAHA

3uajieKc NORIHABA B MANIKA CTENEH CNocOOHOCTTA 3a Wodupane H pabora ¢ ManmHH. [TaumenTure,
HMAIIH HEYeCTaTa HekKellaHa Peakitis Ha 3aMasHOCT TpAOBa fla NOMXOXKAAT MPEeANa3Iugo H ¢ HY)KHOTO
BHHMaHMe NTPH modupane # paora ¢ MaIIHHH (BXK. TOUKa 4.8).

48 Hexenann JeKapCTBeHH PEAKNEH

Obobmenne Ha npoduna Ha 6e30MaCHOCT

Haii-gectuTe peakuyy, cpo0IasaHy 110 BpeMe Ha XPOHHYHO JICYCHHE B NPOBCACHHTE KTHHHYHH
npoy4saHii ¢ Aedepasupokc noa GopMaTa Ha AUCHeprupalny ce TabNCTKH TPH BL3PACTHH NMALMEHTH
H Jlella, BKAIOYBAT CTOMAUTHO-YPEEHH HApyIeHus ([IaBHO rajieHe, NOBPBUIAHE, IHAPHA WIH KOPEMHH
Gonkn) ¥ koxeH o6pue. JHapusra ce ¢ro0Imasa Mo-4ecTo HpH Aelia Ha BE3PACT OT 2 10 5 TOAMHH H
NPH MAUHEeHTH B CTAPYEcKa BEIPACT. Te3u peakiMH ca X0303aBHCHMH, NPEIHMHO JIEKH 10 yMEPEHO
TEKKH, O IIPABHIIO NPEXOIHA B NOBEYETO OT3BYYABAT AOPH, 8KO JICUCHHETO CE MPOABIDKH.

ITo BpeMe Ha KIIMHMYHHTE MPOYYBAHAS FO303aBHCHMO MOBUINIABAHE HA CEPYMHHS KPCATHHHH
BLE3HMKBA MPY OKONO 36% 0T NauMeHTHTe, BBIIPEKH Y€ B TIOBSYETO CJIYUAH OCTABA B MPAHMIIATE Ha
HopMara. [ToHmkeHHe B cpefiHHA KPEaTHHHHOB KIHPBHC ce HabNMIoAaBa KaKTo IIpH HeHaTpHYHH,
Taka M NPH FB3PAcTHH NALHEHTH ¢ OeTa TanaceMHs H CBPhXHATPYNBAHE HA JKeJA30 Npe3 NbpBaTa
TOAHHA OT ISYEHHCTO, HO HMa NaHHH, 9¢ HC IMpOAbILKABRA Ja €€ MOHHKABA NMPe3 CACNBAINNTC roJHHH
ot negdernero. Crobinasa ce 3a NOBMHIABAHE HA CEPYMHHTE TpaHcamMHHa3H. [Ipenopbyusa ce peAOBHO
npocnenssate Ha OpOpeynnTe B YepHOAPOOHMTE NOKa3aTeNH. CyXoBHTE (IIOHIDKEH CITyX) H
3pHTENHHTE (IOMLTHABAHE Ha JielNaTa) HapYIICHHA HE Ca 9ECTH H e NPETophUBaT eXeroaHH
npernaemu (Bx. Touka 4.4).

CrobImaBaT ce ciry4as Ha TeXKH KOKHH HexellaHH peakinH (SCARs), BRIIOUHTEHO CHHAPOM Ha
Stevens-Johnson (SJS), Tokcudana enuaepmanna Hexpormusa (TEN) u lekapcTena peakius ©
co3HHOBIIHS U cucTemuH cumrrromu {DRESS), npu ynotpe6ara na SHAJIEKC (. Touka 4.4).

TabnuuHo NMpeACTABIHE HA HEIKENAHWTE PEAKIIHH

HexenaHnTe peakiiH ca noapeaeHH No-Aony choOPasHo CReAHHI IPHHLMIT: MHOTO YecTd (=1/10);
uecTH (=1/100 no <1/10); mewectn (>1/1 000 go <1/100); peaxu (>1/10 000 no <1/1 000); muoro
penxa (<1/10 000), ¢ HeHsBecTHA YeCTOTa (OT HATHYHHTE NaHHH He MOXe fia Ob/ie HanpaBeHa
otieHka). IIpH BCAKO rpynupane B 3aBHCHMOCT OT 4€CTOTATA, HEXENIAHHTE JICKAPCTBEHH PEAKLIHH CE
136poABaT B HMEXOMAIN peAl O OTHOMIEHHE HA TAXHATA CEPHO3HOCT.

Ta6mmua 5
HapymeHHs HA KPLBTA B JAM(HATA CHCTEMA
C newsBeCTHa Manmmronenna’, Tpombouuronenna', arpaBupana aHewmws',
YeCcTOTa:! HEYTpOTeHHs'
Hapymendas HA HMYHHATA CECTEM2
C HeusBecTHA PeakiMe Ha CBPEXYYBCTBHTEHOCT (BEJHOYHTENHO aHa(DHIAKTHYHH
4ecToTa: PeaKiUK U aHTHoeIeM)'

Hapymenns Ba MeTa001H3MA H XPAHEHETO
C Hew3BecTHa MeTtaGoHTHa arpao3a’
YecToTa:

[cuxRYHE HAPYMEeHHS

Heuectn: TpeBOoXKHOCT, HAPYLICHMA HA CHHA
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HapymieHHd Ha HEPBHATA CHCTEMA

Yectn: I'napobonme
Heuectn: 3aMasaHOCT

HapymuieHas Ba OFATE
Hevectn: Karapakra, MaKyaonaTus
Penxu: OrrTHueH HeBpHT
Hapymienns Ha yxoto A 1aGHpEATA

Heuectn: I'nyxora
PecnmpaTopHH, rpLAHE H MEIRACTHHAINA HAPYIICHASN
Hevectn: Jlapunreansa 6onka

CToMamHo-9IpeBAN BAPYIMICHHSA

YecTn: Juapus, 3anex, NOBpHIIAHE, FAICHe, KOPEMHH GONIKH, MOLYBaHe
Ha KOpeMa, NHCNICNICHA
Heuectn: TacTpOHHTECTHHANCH K[YEBOWINKE, CTOMAIIHA X384

(BKNFOMHTETHO MHOXKECTBESHH S3BH ), 1382 HA
JABaHAECETONPBCTHHKA, TACTPHT

Penxu: Esodarur
C HeH3BecTHA FacTpoMHTeCTHHATHA TieppopamKs’, OCTHp MAHKPeATHT'
9eCTOoTA:

XenaTobuaBapHE HapyMIeHHN

Yecru: [NobumaBaxe Ha TPAHCAMHHAZHUTE
Heuectn: XenaTtHT, X0NeNHTHA3A
C HeH3BecTHA YepronpobGua neaoctareanoct” 2
qecToTa:
Hapymenns Ba x0XaTa H HOAKOAKHATA THKAH
Yecr: O6puB, cepbex
Hegectu: Hapymena narMenTamus
Peaxm: JlexapcTBeHa peakiiia ¢ o3HHOMUIHA H CHCTEMHH CHMIFTOMH
(DRESS)
C HeWsBecTHa CHHOpoM Ha Stevens-Johnson!, xunepcensuTuBen packynur',
4ecToTa: ypTHXapua', epareMa MyrHdopMe', anonemus’, TokecHIHa

enuaepmanaa Hekpomusa (TEN)!
Hapymenng A2 K0KaTa B NOJKOXKHBATA ThKAH

Mmuoro yecTn: IToBHieH KPEATHHHH B KPBBTa

Yecrn: Iporeunypus
Heuectu: BrGpeuna TyGynonaras’ (npunobur carapom Ha Fanconi),
THIOKO3YpHs
C HeuseecTHa Ocrtpa 656peuna HeIOCTATHYHOCT ' 2, TYOYIOHHTEPCTHLIHANCH
qecToTa: HedpuT!, HeppomuTHasa', peHatHa TyGyHa Hexposa'
O0mu BapymieHhy H e(eKTH Ha MICTOTO HE NPRIGCKEHHE
HedgecTu: ITupekcns, ook, ymopa

1 Hexenanu peakums, ChOSINECHH 10 BPEME Ha TIOCTMApKETHHIoBHs orMT. Te ca 0600
CTIOHTaHHH CHOOMEHHAA, 32 KOMTO He BUHATH € BE3MOMKHO HaJIeXKIHO Ja ¢ Y
HITH [IPHYHHHO-CJIEACTBEHATA BPb3Ka C EKCIIO3HI[HATA Ha ISKApPCTBEHMA 11PO,

2 Crobmasa ce 3a TeKKH (GopMH, B KOHTEKCTa HA XHIICPAMOHHEMHYHA eHIed)
MPOMEHH B CB3HAHWETO.

Omucanre Ha M3OpAHH HeXEAaHHW PeaKlid
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Fre9HH KAMBHH H CBBp3aHH CHIHapHH HapyuieHns ce choOImaBaT npH okoso 2% OT NalMEHTHTE.
IlopHICHAS Ha cepyMHHTE TPAHCAMMHA3H ¢ CHODIABAT KATO HEXEIaHa JICKAPCTBEHA PEAKIMS

npH 2% ot naumeHTHTE, TlOBHIIEHHATA HA TpaHCaMMHa3HTe noBeue ot 10 MhTH HaJl ropHaTa
pedepeHTHA IrpaHHUa, KOHTO IIPEATIONAraT XENaTHT, He ca yectH (0,3%). ITo Bpeme Ha
MOCTMapKETHHIOBHA ONNT ¢ Aedepasupokc noa GopMaTa Ha AHCTICPrHpPAINH ce TablieTkH ce
c1o0maBa 3a cnyyau Ha YepHOIPOOHA HeJOCTATHYHOCT, MoHAKora (aranHa, 0coGeHO NMPH NALKEHTH C
npeAwecTBANA YepHOAPoGHA IHpo3a (BX. Touka 4.4). MMa nocTMapKeTHHTOBH ChOOIICHAA 32
CJlydaH Ha MeTabONUTHA auM03a. BOMIMHCTBOTO OT DalHeHTHTE ca HMATH OBOpeYHn HapylieHus,
616peuna TyGynonatus (cuHApoM Ha Fanconi) wix aMapus, 1M HAKAKBH APYTH CHCTOSHHS, TIPH
KOHTO HAPYUICHACTO HA KHCEITHHHO-AJIKATHOTO PABHOBECHE € H3BECTHO YCIIOKHEHHE (BXK. TO4Ka 4.4).
Habmopasanu ca cepHO3HH CTyuad Ha OCTHP NaHKpeaTHT, (e3 JOKYMEHTHPaHH MOUIEKAITH
OrnmapHH Hapywenns. Kakro npu ocTaHanMTe BHAOBE XeNATHpAINa Tepallid 38 XKeJia30, 3aryba Ha
CITyX 32 BHCOKHTE eCTOTH H NOMBTHABAHE HA NTeaTa {PaHHA KATApaKTa) ce HabmoaaBaT HeuecTo
IIPH NalHEHTHTE, JEKYBaHH ¢ AedepasHpokc (BxK. ToMKa 4.4),

KpeaTHHHHOB KAMPEHC IPH CBPLXHATPYNBAHE Ha XeNA30 Nopaan TpaHcdysHs
B peTpocnieKTHBEH MeTa-aHANH3, NpoBeaeH npd 2 102 BB3pacTHH | NEAMATPHYHH NAHEHTH ¢ feTa

TANAaceMHA H CBPLXHATPYIBAHE Ha JKEAA30 Mopam Tpacdy3uH (BKmo4palll MAlHEeHTH ¢ pa3jIHiHH
XAPAKTEPUCTHKH, KATO HAMPHMEP HHTCH3HBHOCT HA TpaHC)y3HATE, IO3HPOBKA H MPOTBIDKHTEIHOCT
Ha JICYCHHETO), IEKYBaHH ¢ Aedepasupokc noa GopMara Ha AHCNIEprUpaly ce TabaeTky B Abe
PAHAOMHZHPAHH KIIHHHYHH MPOYYBAHHA H HETHPH OTBOPSHH NPOYIBAHNS, ¢ TIPOALIDKATENIHOCT A0
NeT FOIHHM, ce Habmoaaea CPeHO NOHHKEHHE HA KPEATHHUHOBMA KIHPEHC ¢ 13,2% npn
BB3pacTHHTE naupeHTH (95% CI: -14,4% g0 -12,1%; n=935) u ¢ 9,9% (95% CI: -11,1% a0 -8,6%;
n=1 142) npH neAuaTpHuHMTe NALMEHTH, IPE3 MBPBATA roquHa ot AedeHAeTo, I1pu 250 naupenty,
NpocleNgBaHH 3a epHo AC TIET FOHHH, He ce HabMmoAaBa NO-HATATHIIHO NOHKEHHE B CPEHHA
KPEaTHHHHOB KIIHPHHC.

Knusyaso € IIpH EHTH Che ¢ MH Ha H HOHHO-3BHCHMA TAIACEMHS

B 1-rognmmo npoy4sate Ha Aedepasupokc (noa ¢dopmata Ha AHUCTIEpPTHpaK ce TabaeTky B 1032

10 mg/kg/neH) npu nanyesTH ChC CHHAPOMH Ha HETPAHC)Y3HOHHO-3aBHCHMA TAIACEMHSA M
CBPBXHATPYIIBAHE Ha skena3o, Hapui (9,1%), obpus (9,1%) u ragesne (7,3%) ca Haii-zecTo
cpofInaBaHiTe HexkeNlaHH PeakliiK, CEHP3aHH ¢ PoyuBaHnA MpoaykT. OTKIOHEHHS B HHEATA Ha
CepYMHHA KPEaTHHHH H CTOHHOCTHTE HA KPEATHHHHOBHUS KITHPBHC Ce CLOOIABAT CHOTBETHO MPH
5,5% u 1,8% ot naumenTyTe. [loBMmiuapaHe Ha “epHOAPOGHHTE TPaHCAMHHA3M 2 ITHTH HAJl H3XOAHHTE
H 5 ITBTH Hajl rOpHa IPaHKLA Ha HOpMaTa ce chobmaea npu 1,8% ot nanmenTHTE.

Heouampuuna nonyrauus
B JBe KNMHWYHH NPOYYBAHHA PACTEKET H MONOBOTO Pa3BHTHE HA MEAMATPHYHHTE NAlHEHTH,

JeKyBaHU ¢ AehepasHpokc B MPOTBIDKEHHE HAa 5 FOAHMHM, He ce NoBNHIBaT (XK. Touka 4.4).

IIpH neaMaTpHYHY MAIMEHTH HA BB3PACT 2 A0 5 rOAHHHM ¢ Cho01IaBa MO-YECTO 32 I0SBA Ha HApHA,
OTKOJKOTO NPH [0-BH3PACTHHTE NALAEHTH.

Ciryuan Ha 6B6peyna TyOynonaris ce cpo0ImMaBaT NPeAMMHO NPH ACLA H IOHOIIH ¢ §eTa TalnaceMus,
MPOBEKMAANIH NeYeHHE ¢ fehepasHpokc. B mocTMapkeTHHTOBHTE CHOOIEHHA BHCOK IPOLEHT OT
CITyJanTe Ha MeTaboNHTHa aUM03a, BH3HMKBAT NPH [l B KOHTEKCTa Ha CHHApoM Ha Fanconi.

Crobmasa ce 3a ciyuas Ha OCTHP NAHKPEATHT, 0CODEHO NMPH Aea H IOHOIIH.

CrobimaBane Ha NOAO3HPAHM HEXKENAHH PEAKIIHKA 5

e

CrobmaBanero Ha NOJO3HPAHH HEKEAHH PeaKilMH ClIeJl paspelaBaHe 3a ynorpeba Ha 11
OPOAYKT € BaxkHO, ToBa nozBoJABa ia NPOAIKH HabMoAeHHeTO Ha CHOTHOIEHHETO
NeKapcTBeHHa MPOAYKT. OT MEAULIMHCKHTE CTISHHATHCTH Ce M3HCKBA J1a cho0bImapar
He)KeNaHa peakiia AHpekTHo Ha amuanurenna areHuAA no aekapersara (MAJI:
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4.9 [Ilpenozapane

CamMuoTomn

PanHMTE NPH3HAILA Ha OCTPO NpeJio3APaHe Ca CTOMAIHO-YPEBHH PEeaKiiH KaTo 60/IKH B 06nacTTa
Ha KOpeMa, IMapHA, rajieHe H nosprmane. Cho0IiaBa ce 3a uepHOAPOOHHH 6B0peyH HapyIIeHHS,
BKJIIOYHMTENHO CTy4aH Ha TIOBHINEHHCTOHHOCTH HA YepHOAPOOHHTE EHIHMH H KPEaTHHHUHA, KOHTO ce
BB3CTAHOBABAT CliEH NpeKpaTABane Ha JiedeHreTo. JlorpelnHo npanoXkeHa eHOKpaTHa J03a o1 90
mg/kg € noBena 1o cuHApoMa Ha Fanconi, koifTo € oT3Byuan cnefi IE9CHHETO.

Jleuenne .
Hama cnemmbmdeH anmaor 3a nedepasnpoke. Moxe na € mokasaHo TPAIArAHETO HA CTAHAAPTHHTE
MpoLeAyPH TIPH NPeAO3HpaHe, KAKTO H Ha CHMITTOMATHYO JISYEHUE CITOPEA MEJHLIMHCKHTE HYK/H.

5. ®APMAKOJIOTHYHHM CBOHCTBA
5.1 dPDapMakoIEEAMEYHE CBOdicTEA
®dapmaxoTepanesTHuna rpymna; JKemazo xenatupamu cpencrsa, ATC xon: VO3AC03

MexanuseM Ha aelcTRHE

Hetepasnpokc e nepopaneH XexaTop, KOHTo e Bucokocenektuset 3a xennso (II1). Toii e Tpuzsd
JIMTraHf, KOWTO CBBpP3a XKe30To ¢ BHCOK aduHUTeT B orHomenHe 2:1. Jledepasnpokc ypeniuaba
eKCKpelMATa Ha XKea30To npeaumHo ¢ deueca. ledepazupoke nMa HICHK aHHHTET KbM LIMHKA H
ME/Ta H HE MPHYMHABA NNOCTOAHHO HHCKH CEPYMHH HHBA Ha TE3H MCTAH.

DapmakonHHaMHy eexTH

ITpn egro MeTabONHTHO MPpOyYBaHe Ha XKEIAZHOTO PABHOBECHE HA BB3PACTHH NALHEHTH ¢ TaNaceMus
CBC CBPBXHATPYNBaHe Ha xens30, nedepasupokc B auesnn ao3u o1 10, 20 u 40 mg/kg nox dopmara

Ha JHCTICPIrHpallH ce TabneTky HHAYLIMPa CpeHa HETHA €KCKPELHA CHOTBETHO
Ha 0,119, 0,329 1 0,445 mg Fe/kg Tenecuo rerno/aen.

Knuypyna edmkacHocT u Ge3onacHocT
TIpoBeseHM ca H3MUTBAHMA 3a KIMHHYHA e(PHKACHOCT Ha fedepasnpokc noA popmara Ha
AMCNICprHpaly ce TabIeTku.

Hedepazupoke e uacinensan npu 411 ps3pacTai (Ha BB3pact =16 romuHH) U 292 neua (Ha BB3pacT
ot 2 1o <16 roAMHA) ¢ XPOHUYHO CBPBXHATPYTNBAHE Ha XKEA30 NOPAH KpheonpenuBanua. Ot
Jenata 52 ca Ha BB3pactT o1 2 o S roaudu. OCHOBHETE 3a601ABaHHS, HAJATATH NpeHBaHEe,
BK/IOUBAT 0eTa TanaceMusa, ChpIOBHAHO-KICTHYHA aHEMHA M APYTH HACHENCTBEHH H NpUAoOHTH
aHEMHH (MHEIIOIHCIUIACTHYHE CHHAPOMH, cHEApoM Ha Diamond-Blackfan, annactuna anemus H
JPYFH MHOT'O pefKH aHeMHH ).

ExennesHoTo nevenne ¢ nedepasupoke noa GopMara Ha AMCneprupaimy ce TabIeTKH B 403K
or 20 u 30 mg/kg 3a eaHa rogHHa MpH YecTo TpaHcgy3UpaHH BH3PACTHH NALMEHTH H Aela ¢ GeTa
TajlaceMmsl BOJTH 10 OHIDKEHHE Ha [OKA3ATENHTe 33 jKe/430T0 B opranmsma. UepHoapobamre .. ...

(6HONICHYHO CYXO0 TerNIO (C.T.)) CPEAHO, a CEPYMHUAT PePHTHH € NOHHKEH CBC CHOTBE
962 pg/l cpenro. B chmuTe 1031 OTHOLICHKATA Ha SKCKPEUMATA HA KENA30: MPUEME /
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¢epHTHH H HHOYLIHPAT HETEH XKejledeH OanaHC NpH NALHEHTHTE, NOTYYaBalllH PECAKH ITPSTHBAHHA HITH
oOMeHHH npenuBasud. CepyMHUAT GEPHTHH, OLEHEH Upe3 eKeMeceHO MpocieIABaHe, OTPa3Aka
NPOMCHHATE B KOHHIEHTPALMATE Ha YEPHOAPOOHOTO KeNT30, KOETO NOKA3Ba, 3¢ TCH/IEHIIHHMTE B
cepyMHEA GepHTHH MOXKE Aa ce M3TION3BAT 38 MPOCIEASBAHE HA OTTOBOPA KbM TeparnHaTa.
OrpaHHueHHTe KIMHHYHH JAHHH (29 NALHEHTH ¢ HOPMATHA chpAcdHa GYHKIHS B HauanoTo) ¢ MRI
NOKA3BAT, Y€ nedeHHeTo ¢ Aedepasupoxe 10-30 mg/kg/nen nox gopmata Ha AMCNEPTHPALIH Ce
Tabnerxu 3a | rogMHA MOXe CBILO Ja NOHEDKH HEBATA Ha XKeF30TO B epueto (cpeaHo MRI
T2*noeumenue ot 18,3 xo 23,0 MUAHCEKYHIR).

I'MaBHAAT aHANM3 HA OCHOBHOTO CPaBHMTENIHO NPOYIBaHe NpH 586 NAlMEHTH, CTpajaly oT Gera
TAIACEMHA H CBPBXHATPYTIBAHE HA KEJA30, NOPaIH TpaHCy3Ha He IOK23BA HE - HHGEPHOPHOCT Ha
nedepasupoxe nox GopMmara Ha JBCHEPrHpAIH e TAONETKH CpaMo JedepoKCaAMHH B aHaH3a Ha
obwara rpyna nmauneHTH. OT post-hoc aHaNH3a HA TOBA IIPOYYBAHE M3MIEKAA, Y€ B IOArpynara Ha
NAIHEHTHTE ¢ YEPHOAPOOHH KOHLIEHTPALMH Ha xkeya30To >7 mg Fe/g cT, nexyBaHH ¢ fedepasHpokc
non dopMara Ha aucneprupamu ce Tabrerku (20 1 30 mg/kg) win nedepoxcamud (35 no

>50 mg/kg), ca NOCTHrHATH KPHTEPHHTE 3a HE - HH(PEPHOPHOCT. BHIIpeKkH TOBa NMpH NalHeHTHTe ¢
4epHOAPOOHa KOHIGHTpaUKA Ha xena3o <7 mg Fe/g ct, nexysann ¢ AedepasHpokc nox popmara Ha

noucneprapamu ce Tabnerxu (5 u 10 mg/kg) wn nedpepoxcamud (20 no >35 mg/kg), He -
HH(EPHOPHOCT HE € YCTAHOBEHA NOPAIH HEeKBHBATIEHTHOCT B IO3HPAHETO HA IBATA XeaTopa. Tasu
HECKBHBAIEHTHOCT BH3HUKBA, Thii KATO HA NMALMECHTHTE Ha Je()epOKCAMHH ¢ OHIIO NIO3BOTCHO A2
OCTaHAT Ha CBOATA /1032 OT NpeAM NPOYYBAHETO, AOPH aKo T4 € 6iia NO-BHCOKA OT OTIpeieieHaTa oT
OpOTOKONa 03a. B ToBa mMUTOTHO NpOyYBaHe ¢a Y4acTBAJIM NETACCET H LIECT NALMEHTH HA BE3pacT
noL 6 ronuaH, kato 28 ca nonyuapanu fAedepasupoKe noy GOpMATA HA JHCICPrHpalTy ce TabneTKH.

Ot NpeAKNHHHYHATE H KIIHHHIHHTE IIPOYHBAHMA H3INICKAa, Ye JedepasHpoke noA popmara Ha
IUCTIEpTHpaI| ce TabJIeTKH MoXe Ja € TOAKOBA aKTHBEH, KOJIKOTO AepepOKCaMHH, KOFaTo ¢
H3M0/T3Ba B [I030B0 ChoTHomeHHe 2:1 (T.e. A03a Ha AedepasHpoke Noa opMaTa Ha AHCTICPrHPALIH Ce
TabNeTKH, KOATO YHCIIEHO € HaNOMOBHHA OT J103aTa Ha aedepoxcamus). IIpu nedepasupoke
dbuiMupann TabneTks Moxe fa ce 0OMHCIH 203080 choTHomeHHe 3:1 (T.€. A03a Aedepazupokc
bniMapans TabneTkH, KOSTO YHCACHO € ¢IHA TPETa OT Ko3ara Ha aedepokcamut).Brrpexu ToBa Te31
MpENOPBKH 33 AO3IHPAHE HE Ca OLIEHEHH NMPOCTIEKTHRHC IIPH KIHHWYHH NPOYYBAHHA,

OcBeH ToBa, IIPH NALMEHTHTE ¢ YSPHOAPOOHA KOHLEHTpAIA Ha xe/m30To >7 mg Fe/g cr ¢ pasnnubn
BHJOBE PeIKH AaHEMHH WIH CEPIOBHIHO-KIETEIHA aueMus, fedepasupoke noga dopmara na
AMCTIEPrHpaIy ce Tabnerky 8 1o3a Ao 20 u 30 mg/kg BoxH 10 HOHIDKEHHE Ha YepHOApOoOHaTa
KOHLUCHTPAIHA Ha XeNM30TO H HAa CEPYMHHA (PEPHTHH, KOMTO ca CPaBHAMH C ITOMYYESHKTE ITPH
naHeHTH ¢ feTa TanaceMHa.

B 5-roamimHo 06cepBalHOHHO MPOYYBAHE, B PAMKHTe Ha KoeTo 267 Aelia Ha Bb3pacT oT 2 A0

<6 rogMHH (IIpH BKTIOYBAHE B IPOY4BAHETO) ¢ TPAHC(HY3HOHHA XeMOCH/ICPO3a MPHEMAT
BedepasHpOKC, HE C¢ YCTaHOBRBA KIMHAYHO 3HAUHMA PA3TMKA B npotdiia Ha 6e30macHoOCT H
TIOHOCHMOCT Ha 3HaNEKC PH NeAMATPHIHH NALMEHTH HA BE3PACT OT 2 JI0 <6 rofHHH cnipaMo ofuata
NOMTY /Al OT Bb3PACTHH U MO-TOJIEMH TIEAHATPHYHH MALIMEHTH, BIJTIOUHTEHO TIOBHIIABAHE HA
CepYMHHA KPeaTHHHH ¢ >33% H Hajl rOPHATA rPAHHIIA HA HOPMATA B =2 TIOCHCAOBATEIHH Cly4ast
(3,1%) 1 noenmarane Ha anaHuH aMpHoTpaHchepasara (ALT) Hap 3 MLTH ropHaTa rpaHKIa Ha
HopMara (4,3%). Cro0masar ce eaqMHUTHE CTy4aH Ha nosHiasane Ha ALT n acoaprar
aMMHOTpaHcbepasaTa croTBeTHO npH 20,0% 1 §,3% ot 145-Te naimeHTH, 3aPBPITHITH IPOYYBAHETO.

B npoyusane 3a oueHka Ha GesonacHocTTa Ha AedepasHpoke QHIMHPAHH ¥ AHCHEPTHPALIH Ce
TabneTky, 173 BL3pacTHH M eAMATPHIHH NALMEHTH C TPAHC(Y3IHOHHO-3aBHCHMA TATIACEMHS HITH

MHETIOAMCILIACTHYCH CHHIPOM Ca JICKYBaHH B MPOAL/DKeHHe Ha 24 ceamuntn. Habmonas:
npodun Ha 6esonacHocT 3a QUIMHPAHH H JMCTICPrHPALIH ce TabaeTKH.

IIpu naLMeHTH ¢HC CHHAPOMH Ha HETPaHC(Y3HOHHO-3ABICHMA TAIaCEMHS H CBPD
KeJIA30 JICYCHHETO ¢ Aedepasrpoke nox popmaTa Ha AMCHEPrUpamd c¢ TabNeTKH €
Ha |-roMIIIHO, PAHIOME3HPAHO, BOHHOCIATIO, MNALCCO-KOHTPONMPAHO NPOYIRae.
cpaBHABA e(PHKACHOCTTA HA [IBE PAIHMHM CXEMH Ha JIeUeHKe ¢ Aedepazupokc nox ¢
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JHCAEePrupamH ce TabnaeTku (Ha9anHa Ao3a ot 5 ¥ 10 mg/kg/neH, 55 NAIMEHTH BBB BCAKO
TepaneBTHYHO PAMO) H NeyeHue ¢ mianebo (56 maupenTH). B npoy4BaseTo Ca BRIIOYCHH

145 pe3pacTau ¥ 21 neguaTpuyHy nanueHTH. [IhpBHYHHAT NOKA3aTEN 32 ¢(PHKACHOCT € MPOMAHATA B
KOHLCHTPALMATA Ha KeJL30To B YepHuA Apol (LIC) cnpaMo u3xoaHaTa cne 12-MeceqHo JICHEHHE.
Eaun ot BTOpHYHNTE MOKa3aTe/H 33 epHKACHOCT € IIPOMAHATA B HUBOTO Ha CEPYMHHS (PEpUTHH
METY H3XOHO HHBO H YeTBBPTOTO TpHMeceune. IIpn nauanna nosa ot 10 mg/kg/nen nedrepazupokc
noj ropMaTa Ha AHCTIEprapamd ce Tal/ieTkn BOaH J0 MOHICKABAHE HA MOKA3aTeNMTe 2a 0b6moToTo
ChABKAHHE HA XKE/A30 B opraHu3Ma. CpelHO, KOHIIEHTPALHATA Ha JKEJIA30 B YepHHA Apob ce
noHmkaea ¢ 3,80 mg Fe/g c.T. npH naimenTHTe, NeKyBany ¢ gedepasHpokc nox popmara Ha
ABCTICPrHpaumy ce TabnetkH (HayamHa aoza ot 10 mg/kg/nen) u ce nosumasa ¢ 0,38 mg Fe/g c.1. npn
nalHeHTHTE, JIeKyBaHH ¢ ruranebo (p<0,001). Cpenio, HHBOTO HA cepyMHHA (PEPHTHMH € TIOHIDKABA C
222.0 pg/l npu nauMeHTHITE, JIEKYBaHM ¢ Aedepaznpoxc noz ¢popMara HA AHCTICPTHPANLH ce TAONETKH
(uagamua nosa ot 10 mg/kg/nen) 4 ce noeuuasa ¢ 115 pg/l npu naupeHTHTE, NEKYBaHH C Iwianebo

(p<0,001).
5.2 @apMakokEHeTHYHH CBOHCTBA

3nanexc prIMHpanH TablleTKH ASMOHCTPHPAT IO-BHCOKA GHOHANHIHOCT CIIPAMO AedepasHpoKe
noj, ¢opMara Ha AMCTICPrUpalni ¢e TabneTkH. Cnel ananTHpaHe Ha KOAHYECTBOTO HA aKTHBHOTO
BELEECTBO, $UIMHpanITe TabNeTKH (C KONHUECTBO HA aKTHBHOTO BelecTeo 360 mg) ca
€KBHBAJICHTHH Ha Jedepazupokc nof ¢opMaTa Ha AMCIIEprHpaly ce TabneTkH (C KOMMIecTs0 Ha
aKTHBHOTO BemecTeo 500 mg) no oTHOLIEHHE HA CPEAHATA IO O KPHBATA , KOHLICHEPAIMA-
Bpeme” (AUC), Ha mamHo. Cpax € noBumeHa ¢ 30% (90% CI: 20,3% - 40,0%); ananus Ha
KIHHHYHATA EKCAO3HLMA/OTTORCP obave He MoKa3ea 3HAYHMO RITMSHHE Ha TOBA NOBHLICHHE.

Abcopbuma

Hedepasupoke noa ¢opmara Ha Jucneprupainy ce Tabnerku ce abcopOHpaT ciiel NEpoOpanHo
NIPWIOIKEHHE CBC CPEAHO BpeME A0 MAKCHMMAITHATA IUIA3MEHA KOHIEHTPALHS (tmax) OT

okomno 1,5 10 4 yaca. AGcomornara Suonammunoct (AUC) Ha gedepasapoxc noa gopmara sa
AHCAEprHpanH ce Tabnerxn e oxwio 70% B cpaBHeHHe C HHTPaBEHO3HATA X03a. AOComoTHaTa
OHOHaMMYHOCT Ha pUIMHpaHHTe TabNeTky He € ycTaHoBeHa. BuonanwanocTTa Ha Aedepa3sHpokc
trnMupann TabneTky e ¢ 36% no-BHCOKA OT Task OpH AHCHEPrupaliyre ce Tabnerkn.

HamTeane 3a ediekra Ha XpaHaTa, BIJIIOYBAINO NPHIAraHeTo Ha (PWIMHPAHH TAOIETKH IIPH 31paBH
2o6poBoNIM Ha CNATHO K ¢ Gena HA MATHUHM (ChALPKAKNE HA MasHHH <10% OT KanopHMTe) UK
forara Ha Ma3HHMHH (CBABPKaHKHE Ha MasHHHH >50% oT kanopauTe) xpaHa nokasea, 4e¢ AUC ¥ Crnax
¢a JIeKO NOHIDKEHM ClTeZ MpHeMa Ha GexHA Ha MA3HHHH XpaHa (cboTBeTHO ¢ 11% u 16%). Cnen
npHeM Ha 6oraTa na MazHuHH XpaHa, AUC # Cp, ca nosamenn (cworserHo ¢ 18% u 29%).
[Nosumennero Ha Cpax NOpagu CMAHATA HA JIEKAPCTBEHATa (popMa WIH NOpaiH edekTa Ha Oorara Ha
Ma3HHHM XpaHa, MOXe Ja Oble aMTHECH U MOPaIH TA3H NPHIMHA ce NPENophuBa QUIMHMpaHHTe
TalJIeTKH a ce NpreMaT WiH Ha IIAXHO WIM ¢ JieKa XpaHa.

Paznpenecnenne

Hedepasupokc ce cBbp3na BBE BHCOKA cTeneH (99%) ¢ nnasMeHHTe OeNThUM, NOYTH H3LHJIO CBC
CEpYMHHA andyMHH H MMa MaJFBK 00eM Ha pasnpeac/ieHHe oT NpHOM3UTenHO 14 1MTpa pH
BB3PACTHH.

Bu chopm
[miokypoHHpaHeTo € rliaBHHAT MeTaGONMHTEH ITET 3a Ae)epasHpoKe ¢ TIOCKEABalA OWIHApHA
eKCKpeHa. BepoATHO e chIecTBYBaHETO Ha AEKOHIOTMPAaHE Ha MIIOKYPOHHIMTE B YepBaTa H
nocnensama peabeopbuna (eHTepoXenaraneH MKLA): B POYUBaHe TIPH 3ApaBH HoOpOBOT

NIOHIKEHHE Ha eXCIIO3HUHATA Ha Acdepasapoke (AUC).

Hedepasnpokc ce rmokyponupa riasio oT UGT1A1 u B no-manka crenier ot UTI
Karammunpanrar or CYP450 (okcuparneen) MeTaGomu3sM Ha sedepasHpoKe HIT :
npH Xopa (oxono 8%). He ce HabmonaBa HHKaKBO HHXMOHpaHe Ha MeTAOOIH3MA Ha neq:epaa' '
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XHIPOKCHYPEA in vitro.

Emumupmupanc :

Heibepasipoke 1 MeTabOMHUTHTE My Ce eKCKpPETHpAT OCHOBHO BB (enieca (84% ot nozara).
BrOpeunara ekckpennd Ha fedepasupokc u Merabonurure My ¢ MunuManHa (8% or nosara).
CpeasHnaT enHMMHALMOHEH NONYKHBOT (112) BapHpa oT 8 no 16 uaca. B 6unnapHara ekckpeLps Ha
nedepasupoke yuacTsar TpaHcnoprepute MRP2 u MXR (BCRP).

JIuneliHOCT/HeMMHEHROCT

Cumax H AUCo.24n Ha AeepasHpOKC ce NOBHUIABAT NPUOIH3ATENHO JUHEHHO ¢ A03aTa IIPH YCIOBHA HA
CTALMOHAPHO CHCTOAHHE. [IpH MHOTOKpATHO AO3KMpaHe eKCTO3HIAATAa HapacTea ¢ GakTop Ha
akyMymmpase ot 1,3 no 2,3.

XapaKkTepHCTHKH Ha TAITHEHTHTE

Hleduampuunu nayueumu

O6mara excriosmips Ha toHowmre (12 no <17 roguun) 1 aena (2 no <12 roannn) Ha Aedepaspokc
Clien €AHOKPATHH H MHOTOKPATHH A03H € [10-HHCKA OT Ta3H IPH BhE3PacTHH NalHEeHTH. HpH Jena

NOA 6-roJHIIHA BB3PACT SKCIOIHLMATA € OKOAo 50% Mo-HHCKa, OTKOAKOTO NpH Bb3pacTHH. Thi kaTo
J103aTa ce MPOMEHs HHHBHAYAIHO B 3aBHCHMOCT OT OTTOBOpA, He C& 0YaKBa TOBA Ja HMa
NOCNEACTBHA.

Hon

XeHHTe HMaT CpeaHO NO-HECHK OpuBKaeH KIHPEHC (¢ 17,5%) 3a aedepasHpokc, B CpaBHEHHE ©
MBxkeTe. Thil KaTo AO3HPAHETO C¢ MPOMCHS HHAHBHAYAIHO B 3a8BHCHMOCT OT OTTOBOPa, HE Ce 0JaKBa
TOBA J1a HMa KIIMHHYHH NOCICACTBHA.

Hayuenmu 8 cmapyecka évapacm
dapmakokHHeTHKATa Ha AedepasHpoKC HE € MpOoyuBaHa NPH MAlMEHTH B HANpeaHana Bb3pacT (Ha
BE3pAcT Ha H HaA 65 TOMMHM).

bvopeuno wnu weproopobro yepexcoane

(®apmakoKHHETHKaTa Ha JehepasHpPOKC He € MpoyYBaHa NMpH NMAalHeHTH ¢ 60peuHO YBpexaaHe.
DapMaKOKHHETHKATA Ha JedepasHpoke He ce MORMHABA OT HHBA HA CEPYMHHTE TPAHCAMHHA3H
J0 5 TbTH Haj TOpHATA ped)epeHTHA TPAHHALIA.

B ximHuYHO npoy4YBaHe NPH ¢OHOKpATeH NPHEM Ha AedepasHpoke o ¢opmaTa Ha JHCTICPrHpallli
ce TabneTkH B mo3a or 20 mg/kg, cpeaHaTa eKCIO3HLHA ¢ Oiia nopHmeHa ¢ 16%, NpH NaLHeHTH ¢
nexo uepHoApobHo yepexcaate (Knac A no Child-Pugh) i ¢ 76% npu natmeHTHTE ¢ YMEPEHO
gepuoapobuo yepexsane (Kiac B no Child-Pugh), cipsmo nampienTvTe ¢ HOpManHa YepHoApoOHA
dynkupa. Cpeatara Crnax Ha leepasHPOKC IPH MALMEHTH ¢ JICKO HITH YMEpPeHO YepHoapobHo
yBpeknase e Oua nopumena ¢ 22%. TIpH eiHH MALHMERT ¢ Texko yepHoapobHO yepexaane (Knac C
1o Child-Pugh), excnoznumara e 6una nosuimena 2,8 merH (8. Toukn 4.2 1 4.4).

5.3 IlpeaxkNHAHYEH JAHHHE 33 GezomacHoCT

Hexmuau4HHTe AaHHH HE MOKA3BaT 0cO0EH PHCK 3a X0opa Ha 06a3aTa Ha KOHBCHI[MOHATHHTE
(hapMakONOTHYHH IPOYYBAaHHA 38 6€30IMaCHOCT, TOKCHYHOCT IIPH MHOTOKPATHO NMPHJIATraHe,
FeHOTOKCHYHOCT HJIH KaHLCporeHeH noredimain. OcHOBHATE pesyaTaTH ca Op6pedHa TOKCHIHOCT H
NOMETHABAHE Ha Nemara (karapakra). [lonobHu pesynraT ce HabmoAABAT IPH HOBOPOASHH H MJIaH
#uBOTHH. CunTa ce, ue 6rOpeunarTa TOKCHIHOCT € OCHOBHO MIOPAJH OTHEMAHE Ha KEJA30TO NpH
HKHBOTHH, KOHTO MpeIH TOBA He ca 61N Che CBPEXHATPYNBAHE Ha KEA130.

TecToBeTe 33 rTEeHOTOKCHYHOCT in Vifro ¢a OTPHUATEHH (TECT Ha Ames, TECT 33 XPOMO

abepaiun), makap qe fedepasHpokc Npeau3BHKBa 00pazyBaHe HA MHKPOSAPA in Vivo B
MO3BK, HO HC M B UepHHA Apob, Ha UThXoBe 63 HATPYTIBAHE Ha JKENA30 B JICTAIHH JO3K

ethexTi He ce HabmonaRaT NP MWILXOBE, NPH KOHTO HMA NPEABAPHTENHO HATPYTBAHE HY e o
Ty
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JledpepasHpoKe He ce € OKa3all KAHLCPOTEHeH, TIPH NPRIOKEHHE Ha ILTHXOBS MIPH €IHO 2-TOAULIHO
npoy4BaHe H TPaHCTEHHH P53-+/- XeTepO3UTOTHH MHIIKH IIPH €AHO 6-MeceUuHO MpoYYBaHe.

[TOTEHIHANET 32 TOKCHIHOCT KbM PenpoXyKTUBHHTE GYHKLMH € ONEHEH NPH ITBXOBE H safiLm.
Tepepasupokce He € 61 TepaToreHeH NpH IUTXOBE, HO € IOBEN IO [OBHINEHA YeCTOTa Ha NPOMCHH B

CKeJIeTa H IO MBPTEH PAKIaHHA TIPH PHIIAraHE BbB BUCOKH [I03H, OKa3alH C CHIIHO TOKCHYHH 32
JKEHCKHTE [PH KOMTO HE € HMAJIO CBPBXHATPYNBAHE HA XKeA30. Tledepasupokc HIMA APYTH edeKTd

BBpXy (GEPTWIHTETA WIH PEPOAYKTHBHHTE BE3MONKHOCTH.

6. GAPMAIEBTHYHH JAAHHH

6.1 CHouchbk HA NOMOIAHTE BLHIECTBA

Anpo na TabneTka:
Mukpokpucraha uerynosa PH 101
Muxpokpuctansa neiynosa PH 102
Kpocnosugon (Kollidon ®CL)
Foeumon K30

Tlonoxcamep 188

KonoujieH CUITHLMEB AHOKCHA
Marsesnes creapar

QHIMOBO OKDHTHE!

Onappaii Il Cuabo 85F20694 (TTonUBHHHA aNKOXOJ, NOIHETHICH rHKo/MaKporosi, THTaHOB BZHOKCH/L,
tank, FD&C cuspo #2 / MHAWrokapMHH amyMHHHES JIAK)
KpocnoruaoH (Kollidon ®CL-SF)

6.2 HecsBMECTEMOCTH

Henpsiokumo

6.3 Cpok Ha roAHOCT

24 mMecena

6.4 CuenHAIHH YCJIOBHS HA ChXPAHECHHE

Ila ce cEXxpassiBa Ipu TeMneparypa noz 25 °C

Jla ce chXpansABa B OPUTHHA/IHATA OTIAKOBKA.

Jla ce chXpaHABa HA MACTO, HENOCTHITHO 34 JieLia.

6.5 BaaH CLALPKAHHE HA ONAKOBKATA

®umupaHiTe TAONETKH 3@ OTIAKOBAHH B [IPO3PAIHH Gnucrepu ot PVC/PE/PVDC/aryMHHAEBO donHo.

3nanekc 180 mg ce mpeiara B kKapTOHEHa OMAKOBKA, ChABPIKAILA 30 dwimapanH TabneTKH
(3 6rmcTtepa).

6.6 CrennajHA nNpeanAHH MEPKH IPH HIXBLMISEE

HsamMa crielianHH H3HCKBaHUA.

7. TIPMTEXATEJ HA PA3PENNEHHETO 3A YIIOTPEBA
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Hoben Papma EOON
OKONOBPLCTEH ITBT 36

Codus 1415, benrapus

Tex: 02/962 62 80

take: 02/962 90 36

ennoma: info@nobelpharma.bg

8. HOMEP(A) HA PASPEIEHWUETO 3A YIIOTPEBA

Per.Ne

9. JIATA HAIIBPBO PA3PEINIABAHEMIOTHOBABAHE HA PA3SPENIEHHETO 3A
YIIOTPEBA

Jlata Ha ILPBO pa3peiuaBaHe:

JlaTa Ha NIOC/IeAHO NOJHOBJBAHE:

10. JATA HA AKTY AJIM3HUPAHE HA TEKCTA

04/ 2021
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