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Bceska punmupada tabnerka csaspxa 180 mg aedepasupoke (deferas:rox).

fIoMOUIHH BELIECTBA C H3BECTHO JEeHCTBHE
3a nBJIHHA COUCHK Ha NMOMOIIHUTE BelleCTBa BHOKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana rabnerka

3nanekc 180 mg ¢punamupanu Tabnerku
CHuH, NBOHHON3ITBEKHANH, EIMNICOBHAHA GHIMHPAHH TAONETKHK, OT eJHATA CTpaHa ¢ BUTROHATO
penedHo obosznauenne “180” , a ot aApyrara ¢ noroto ,,Nobel”.

4. KIMHHYHH JAHHH

4.1 TepaneBTHYHH MOKA3IAHUSA

3ualeKc € MOKa3aH 3a IUeHUe Ha XpOHHYHO CBPBXHATPYIIBAHE Ha XENA30 [opajy YECTH
KpbBonpeauBaHua (=7 ml/kg/Meceny epuTpOLIMTHA MAca) NpH NaLMEHTH ¢ OeTa TanaceMuA Malop Ha
BB3pAcT HA M HaJ| 6 FOAWHHU.

3HaieKC € MoKa3aH ChILQ 3a JIEYCHHE HA XPOHUYHO CBpbXHATPYNBaHE Ha XKeNd30 Nnopaau

KPbBOIPEIHBAHKA, KOTaTO JIe4eHHETO ¢ AePEepOKCAMHH € TPOTHBOMOKA3AHO UK HEAOCTATHYHO NPH

CIE€AHHUTE IPYNH NAUHEHTH:

- [IpH NEAHATPHYHH NauMeHTH ¢ 6eTa TanaceMud Maliop CbC CBPBXHATPYNBAHE Ha XKeEJF30
nopajaM YecTH KpbpBonpenupanus (=7 ml/kg/mecen epuTpouMTHa Maca) Ha BB3pacT
OT 2 10 5 roaHuHH,

- TIIpH BB3PACTHU W NEAXATPHYHH NALHEHTH ¢ OeTa TanaceMHd MaHOp CbC CBPbXHATPYMBaHe Ha
Keng30 nopaay HeuecTy KpbBonpenubanus (<7 ml/kg/mecel] epUTPOLINTHA Maca) Ha Bb3pacT
2 TOJVMHHY U TIOBeYe,

- IIPH Bb3PACTHH M MeHATPUYHH NMALMEHTH C APYTH BUAOBE aHEMHH Ha Bh3PACT 2 rOJMHH H
IIOBEYE.

3uazexc € nokazaH ChIIO 34 JleYeHHE HA XPOHUYHO CBPbXHATPYNIBAHE Ha XKEJIA30, HIUCKBALLO
XeJlaTHpPALla Tepanus MPH NalMEeHTH ChC CHHAPOMH Ha HETpaHC(Y3HOHHO-3aBUCHMA TalaCcEMHUS Ha
Bb3pacT 10 roauHm U noBeue, KOraro JICIEHHETO ¢ AedepOKCaMHH € NPOTHBOMIOKA3AHO MIH
He3aJ0BOJIHUTEHO.

4.2 [o3MpOBKA H HAMHH HA NPHJIOKEHHE

JleueHHeTo CBC 3Wagekc TpAOBa Aa ce 3ano4yBa H MOATBPXAa OT JIEKapH ¢ OMHT B JICUEHHETO Ha
XPOHHYHOTO CBPbXHATPYINBaHE Ha KeNA30.

ﬂOEHMBKH

Cepvxnampyngane Ha JCeAR30 Nopadu mpanc@ysun

[Tpenopbuba ce NeyeHHETo Aa ce 3an04He ciel TpaHchy3ua Ha npronu3uTento 20 CAHHHUY,

3a XpOHHMMHO CBPBXHATpYNBaHe Ha Xena3o (Hanp. cepyMmeH ¢epuTHH >1 000 p
mg/kg) TpaOBa Aa ce H3UUCIABAT M 3aKPBIJIAT KbM Hait-Onu3kaTa pasdacoBka Ha
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[Tpy BCHUKY NALMEHTH € HEOOXOAMMO OBHIIEHO BHHMaHHe MO BpeME Ha XenaTdpallaTa Teparnus, 3a Aa ce
cBele 10 MHHHMYM PHCKBT OT CBPBhX0Opa3yBaHe Ha xenatH (BxX. Touxa 4.4).

3uaaekc punMUpaHH TAONETKH ASMOHCTPHPAT NO-BUCOKAa OMOHAIMYHOCT CIPAMO AUCIEPrupalliH ce
TabneTkH, chabpXkKalk Adedepasupoke (Bx. Touka 5.2). [lpu npeMuHaBaHe OT AHCIIEprHpalllf ce
TabnetTkn KbM PHuIMHpaHu TabneTxu, A03aTa Ha ¢uaMupanute Tabrnetku Tpabea pa 6wae ¢ 30% mno-
HUCKA OT I03aTa Ha AUCTIEprupaliMTe ¢e TabaeTKn, KaTo ¢¢ 3aKpbIii KbM Hal-OnH3KaTa 1iana TadneTka.

CHOTBETCTBALIMTE IO3M MEXKIY pa3zTHyHUTe GOpMH ca Moka3aHH B Tabnuiiata no-nomy.

Tabnuua 1 [TpenopkYUTENHHA J03M IPH CBPBXHATPYMBAHE Ha XKENA30
PuIMHpPaHH Hucneprupamiy  TpaHcdysuun Cepymen
TabJeTKR/TpaHyJdH  ce TabJeTKH pepuTny

Hagaana go3za 14 mg/kg/nen 20 mg/kg/nen Cnen 20 una >1,000 pg
eAHHHILA

(oKoONo
100 ml/kg) EM

AnrepuatuBHa 21 mg/kg/aeH 30 mg/kg/nen >14 ml/kg/meceuno

HaYAAHA 1034 EM (npubnnusurenHo
>4 eqMHMLM/
MECEYHO MpH
Bh3PACTEH)

7 mg/kg/nen 10 mg/kg/neH <7 ml/kg/Meceuno

EM
(npubnn3uTENHO
<2 eIUHHULIH/
MECEYHO NpH

BB3pPAaCcTEH)
[Ipu naimestn, EpaHa Tpera oT ITonoBuHaTa OT
MOBJIMANH CE no3ara no3ara
godpe oT nedepoKkcaMHH AeepoOKCaMHH
nedepokcaMHH
IIpochensBaHe Beexn
Mecel

[Ipuuenen 500-1 000
HHTEPBAaN ug/l
CThnku npu IMoBumapane >2 500 pg/l
kopurupate Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/neH
RO3aTa no 28 mg/kg/nen no 40 mg/kg/nen
(BCExM IMonmxaBaHe
3-6 Mecena) 3,5 -7 mg/kg/nen 5-10 mg/kg/nen <2 500 pg/l

[lpu mauueHTy, [Ipn nauueHTH,

JIeKYBaHHU ¢ R03H JEKYBaHH € JO3H

>21 mg/kg/neu >30 mg/kg/nex

- HPH IMMOCTRIaAHC Ha LETa

MaxcumaitHa 28 mg/kg/nen
A032

Ja ce obmMucan

NpeKbhCBaAHE




Havanna dosa
[TpenopruKTeNHaTa Ha4alHa AHEBHA /1032 Ha 3uajekc punmupanu tabnetku e 14 mg/kg TenecHo
TEro.

[Ipn nanueHTHTE, KOUTO C€ HYKAAAT OT MOHIKEHHME Ha MOBHIICHUTE HHBA Ha JKeNIS30TO B OpraHH3Ma
M KOHTO MOIyvYaBat cbillo nopeue ot 14 ml/kg/Mecen epurpoliTHa Maca (MpHONHU3UTETHO
>4 eMHHIK/MECE]] 3a Bb3PACTHH), MOXeE ZIa ce MMa NpeABU HaYanHa JHEBHa A03a oT 2] mg/kg.

[Tpu nauyeHTHTE, KOHTO HE C€ HYKAAAT OT NOHHXXEHHE HA NOBHUIEHUTE HHBA Ha XEA30TO B
opraHu3Ma H KOHTO NOJy4daBaT ChLUo no-Manko oT 7 ml/kg/mMecel epuTpouMTHa Maca
(npubauzKTeNnHO <2 eAHHHLA/MECEL] 3a Bb3PACTHH), MOXE [1a C€ MMa NpeR BUA HayanHa JHEBHA 1032

ot 7 mg/kg. TpsbBa fa ce nMpocneassa KIMHHYHUA OTroBOp ¥ TpAOBa na ce COMHCIH NOBHINEHHE HA
n03aTa, ako He ce MOMy4H A0CTaTh4YHa ePUKACHOCT (BX. TOUYKA 3.1).

[Tpy maumMeHTHTE, KOMTO Beue HMaT Jo0bp TepaneBTHYCH OTTOBOp Ha AedepokcaMuH, MOXKe 1a ce
HMa NpeJBH/l HayalHa 103a Ha 3uajJexc GUIMHpaHH TabNeTKH, KOATO YHCHEHO € €1Ha TpeTa OT
Ao3aTa Ha AedepokcaMiH (Hamp. nauuexT, noxy4aeain 40 mg/kg/nen ot gedpepokcaMuH 5 1HHU B
ceaMHIIaTa (MITH eKBHBAJIEHTHA A03a) MOrar Aa [peMUHAT Ha HayajlHa AHERHaA fo3a o1 14 mg/kg/nex
oT 3nanexc punmupanu tabnerku). Koraro Tosa Boau g0 AHeBHa fo3a noA 14 mg/kg tenecHo Terno,
TpAOBA Aa ce npocieaaBa OTTOBOpa Ha NMalueHTa U Aa ce 0OMHCIIH MOBHILIEHHE HA 103aTa, aKO He ce
NOMydH AOCTaThuHa ePUKacHOCT (BXK. Touka 5.1).

Kopuzupane na dozama

[TpenopbuBa ce cepyMHHUAT GEPUTHH a Ce npocneasBa BCEKU MECELl H A03aTa Ha 3Mafiekc aa ce
NPOMEH, aKO € HeoDX0oAUMO, Ha BCEKH 3 10 6 Mecella Bb3 OCHOBA Ha TEHACHLHATA B CEPYMHHUS
¢eputH. [IpoMeHKTE B 103aTa MOFAT Jla Ce NPaBAT Ha CTBIKH oT 3,5 A0 7 mg/kg v Tp:AOBa Aa ca
ChOOpa3eHn C OTroBopa Ha NaLHMEHTa H TEpaneBTHYHHUTE LM (MOAAbPKAHE HIH MOHKWKEHHE Ha
KOJIMYECTBOTO Ha keA30T0). [IpH NMalHeHTH, [IPH KOUTO HE € MTOCTHUTHAT 33/10BONHTENEH KOHTPO €
no3u oT 21 mg/kg (.. HABaTa Ha cepyMHus epuTHH ca TpaiiHo Haa 2 500 pg/l n He mokassar
TEeHJEHLIHI KbM [IOHWXEHHE C TeUeHHE Ha BpeMeTo) Morar Ja ce obMucaaT aosm or 28 mg/kg.
HannyHocTTa Ha ThIArOCPOYHH JaHHH, CBBLP3aHM ¢ ePHKacHOCTTA M H€30IacCHOCTTa OT NPOBEACHHTE
KNHHHYHH NpoyUBaHHA ¢ JUCNIEprupailu ce TabieTky, chabpkallld Aedepa3supokc, Npu 1034 Ha 30
mg/Kkg noHacTodlleM € orpaHiHueHa (264 nauMeHTH, MpocneasBaHu cpeHo 3a 1 roanHa cien
[MOBHIlLIABAHE Ha J03aTa). AKO € MOCTUIHAT MHOI'O cliad KOHTPOA Ha XeMOCHAEpo3aTa ¢ JO3H OT

21 mg/kg, ¢ JOMBbIHUTENHO NOBHILABAHE Ha Ao3aTa (40 MakCHMaJTHa N03a oT 28 mg/kg) Moxe aAa He
ce IOCTHIHE 3aA0BONUTENIEH KOHTPON H J1a C€ HanoXu oOMHCIISHE Ha anTepHATHBHH METOIH Ha
neyeHre. AKO He ce NOCTHIHE 3aA0BOJIMTENEH KOHTPO ¢ 103K Haja 21 mg/kg, neyeHUHeTo ¢ TakuBa
1034 He TpadBa Aa ce npoAb/kaea, a TpaOBa Ja ce COMUMCNAT ANTEPHATUBHH BAPHAHTH 34 JICYEHHE,
KOraTo e Bb3MOXHO. Jlo3u Han 28 mg/kg He ce npenophuBaT, ThH KaTO HMa OrpaHHYueH OIMT C
JO3UTe HaJ TOBA HHBO (BX, TOUka 5.1).

[Tpu nauMeHTHTE, TEKYBaHHK ¢ AO3H MO-BUCOKH OT 21 mg/Kg, npy mocThrase Ha KOHTPOJ (T.€. HHBA Ha
cepyMen ¢pepuTHH TpaitHo oA 2 500 ug/l ¥ nokaspaluy TeHASHUUA KbM NOHIKEHNE ¢ TeYEHHE Ha
BpeMeTo) Tpabpa ga ce 0OMMCIM CTHIIAIOBUAHO HamanABaHe Ha ao3arta ¢ 3,5 no 7 mg/kg. Ilpu
NaLHeHTHTE, IPH KOUTO HUBATA Ha CEPYMHHA (PEePUTHH ca JOCTHTHAIIM NMPHULIENHUTE CTORHOCTH
(obukHOBeHO Mexay 500 u 1 000 ug/l) Tpabea na ce oOMHUCIH CTHNANOBHAHO HAMaNABAHE Ha 03aTa
¢ 3,5 po 7 mg/kg c uen 3ana3pale Ha HUBATA HA CEpYMHHA (pepUTHH B paMKHTE Ha NPHLIEITHHR
AHana3oH. AKO CEpYMHUAT pepuTHH Tpadino cnaga nox 500 pg/l Tpabsa aa ce obMucnu npekncBaHe
Ha edeHHeTo {BX. TouKa 4.4).

Cundpomu na Hemparnc@y3zuoHKRO-3a8UCUMA MAACEMUR
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BHHMAaHH{E N0 BpeMe Ha XeJlaTHpalllaTa Tepanii, 3a 4a ce HaMall¥ pMcka OT cBpbXxoOpasyBaHe Ha
XenartH.

3Hanekc GUIMHpaHH TAOJETKY AEeMOHCTPHUPAT NO-BUCOKA OMOHANTHYHOCT CNPAMO AUCNEPIrUpally ce
TabneTkH, chabpxauy gedepazupoke (Bx. Touka 5.2). IIpH npeMHHaBaHe OT JHCNEPrHPAILH CE
TabNeTKH kbM DuIMupaHHK TallleTKH, Jo3aTa Ha punMHpaHuTe TabneTku Tpadea aa obvae ¢ 30% no-
HHCKa OT J03aTa Ha AUCMEPrUpalluTe ce TabJeTKH, KaTo Ce 3aKphIiH KbM Hail-Onu3karta udna

TabneTka.

CHOTBETCTBAILHTE JO3H MEXIY pasnnuuute (PopMH ca rroxasaHH B Tabnuuara no-aoiy.

Tabauua 2 [IpenopbuUTENHH 03U NTPH CHHAPOMH Ha HeTpaHCy3HOHHO-3aBHCHMA TalaceMus

PuIMHpaHH Aucneprupa KoxueHTpauus CepyMeH
TabaeTKH/TPAHYAH 1M C€ HA K€eJA30 B depHTHH
TabaeTkn yepHHSA Apob
LIC)*
Hauanna go3a 7 mg/kg/nen 10 mg/kg/ >5 mg Fe/g c.1. une  >800 ug/l
AeH
IIpocheaaBane Bcexn
Mecell
CThOku npu IloBHIIABaHE >7 mg Fe/g c.T. unn  >2 000 pg/l
xopurupase Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
a03aTa [Honmkapane
(Bceku <7 mg Fe/g c.T. i S2 000 pg/l
3-6 Meceua) 3,5 - 7 mg/kg/nen 35-10 mg/kg/
JACH
MaxcHmanHa 14 mg/kg/nen 20 mg/kg/nen
3 e eerererrrererreeerroneneeesuatraemnenesadasisesiensonnessensnanERnaR e bR anRR Lo annana s e asonseroannanren
7 mg/kg/nen 10 mg/kg/nen
IIpu BB3pacTHH He e oueHapana win  S2 000 pg/l
[Ipy nearaTpUYHH NallUeHTH
IlpexkncBaHe <3 mg Fe/g ¢.T. wii <300 pg/
IHoaHOBABAHE HA He ce npenopbupa
JNEYCHHETO
*LIC e npeAlouMMTAHHAT METOJ 3a ONpeeisHe Ha HaTPYNIBaHETO HA XKena3o -‘




Hawanna doza
[MpenopbunTenHaTa HauaHa JHEBHA 032 Ha 3uajekc QUIMHpaHH TabNeTKN NPH NaUHEHTH ChbC
CHHAPOMH Ha HeTpaHC(y3HOHHO-3aBHCHMA TanaceMus ¢ 7 mg/Kg TeNecHO Tero.

Kopueupane na doszama

[Ipenopbusa ce RUBOTO Ha CEPpYMHHA QEpHUTHH Ja c€ MOHHTOPHpPa BCEKH MECEIL, 32 14 C€ OLIEHH OTTOBOPBT
Ha NMALMEHTHTE KbM TEpPANUATA U 13 C€ CBEJAEC A0 MMHHMYM PHCKBT OT CBpBbX0Opa3yBane Ha XenaTH (BX.
Touka 4.4). Ha Bceku 3 g0 6 Mecena nevuenue, Tpabsa ga ce oOMUCTH NMOBULIABAHE Ha Alo3aTa ¢ 3,5 10 7
mg/kg npu naunenTHre ¢ LIC >7 mg Fe/g c.1. unu cbe cepymeH eputuH tpaitno >2 000 pg/l, Hemoxaspaiil
TeHAeHLMA 3a MOHHXKaBaHe, NOHAcALM Jo0pe ekapcTBeHuA npoaykT. He ce nmpenopbusar ao3x Han 14
mg/kg nopaaM JHICAaTa Ha OMUT ¢ [10-BUCOKH J03H NMPH MALIMEHTH ChC CHHAPOMH Ha HETPAHC(Y3HOHHO-
3aBHCHMA TanaceMUs.

TIpyn naiMeHTH, NPH KOKUTO HE € NpaBeHa oueHka Ha LIC u cepymuuar dgeputus e <2 000 ug/l, nosara
He TpabBa 1a npesHluasa 7 mg/kg.

[Tpu naumeHTH, NpH KOUTO Ao3aTa € Ouna nopuiueHa a0 >7 mg/kg, Tpabpa Aa ce odbmMucnu
HaMansBaHe Ha no3ara Ha 7 mg/kg unu no-manko npu LIC <7 mg Fe/g ¢.T. uin cepyMed deputux

<2 000 pg/l.

IIpexpamsaeane na neveruemo

[1py nocTHraHe Ha 33JOBOIMTENHM HUBA Ha »kena30 B oprannima (LIC <3 mg Fe/g c.1. unu cepyMen
depuTun <300 pg/l), neuenuero Tpadea aa ce cnpe. Jinncsar RaHHN OTHOCHO NTIOBTOPHOTO JIEYEHHE
Ha NalHeHTH, MPH KOHTO OTHORO ce HabMoAaBa HaTpyNBaHE HA XKEIA30 clie]l MOCTHraHe Ha
3aJ10BOJIMTEIHH HUBA Ha XEJIA30TO B OpraHu3Ma M Nopaay Tasy IpUYHMHA HE MOXE Aa Ce Npenoppya
NOBTapAHE HA JICYEHHETO.

Cneyuaniu nonyrayuu

Ilayuenmu & cmapyecka ev3pacm (>65 2oduwira svipacm)

[MpenopbkuTe 3a AO3HpaHe NIPH NMAalHEHTH B HANIpEeAHANA Bb3PacT Ca ChIHTE KaTO ONMHCAHHUTE MO-
rope. B xona Ha KNHHHYHATE NPOYYBaAHHUA NALMEHTHTE B CTapYeCcKa Bb3pacT NTOJy4YaBar No-4yecTo
He)KeJlaHM peakliMK, OTKOJIKOTO NO-MAAAUTE NalHeHTH (no-CclelManTno Auapua) U Tpadra ga 6vaar
BHHMATE/THO IIPOCIEAIBAHH 3a [T0ABA HA HE)XXENaHH peakliii, KOMTO MOTar Aa H3NCKBAT KOpHrupaHe
Ha Jo3ara.

Ileouampuyuna nonynrayus

CBphXHATpYNBaHe Ha JKeJiA30 Nopaay Tparchy3us:

[IpenopbkuTe 3a AO3MpaHE NIPU NNEJHATPUYHH NALMEHTH Ha Bb3pacT 2 10 17 roauHy cbe
CBPBLXHATPYINBAHE HA XKEMA30 MOPaaK TPaHC(Py3ns_ca ChLIMTE, KAKTO NPH Bb3PAcTHH NallHEHTH
(BX. Touka 4.2). [IpenopbiBa ce HUBOTO Ha CepyMHHA PEPHTHH Ja c€ MOHHTOpHpA BCEKH Mecell,
3a Jia C€ OlleHH OTTOBOPLT Ha [TALIMEHTHTE KbM TEpanuaTa U Aa ce CBeE 10 MRHUMYM PHCKBT OT
cBpbX00Opa3yBaHe Ha xeJlaTH (BX. ToYKa 4.4).

[TpoMenuTe B TErNOTO HA AcLiaTa C BpeMeTo TpabBa fa ce uMar npeaBMA, KOraTo ce H3UHCABa
Jo3ara.

[Ipu pelta cbe CBPBHXHATPYIIBaHE HA XKENA30 nNopaau TpaHcdys3Hs, Ha Bb3pacT MexAy 2 H 5 FTOJHHH,
eKCIO3ULIHATA € [TO-HHCKa, OTKOMIKOTO NPH Bb3pacTHH (BXK. TO4Ka 5.2). Ta3n Bb3pacToBa Irpyna Moxe
Cle/IOBATENHO Jla Halara lno-BUCOKHK A03M, OTKOJIKOTO ca HeoOXoAuMH NPH Bb3PaCTHH. B'bnpelm TOBA,

CHHAPOMH Ha HeTpaHCc(Y3UOHHO-3aBUCKMA TANACEMUA: 5‘1’5 e e TP
ITpx nea¥aTPHUHHTE NALMEHTH ChC CHHAPOMHE Ha HeTpaHC(y3UOHHO-3aBHCHMA TFHagemu mﬁl‘i ﬁé’ '{:c:
TpAOBa aa npesumana 7 mg/kg. [Ipu Te3n nauHeHTH BHHMATENHOTO CIEAEHE HA épynﬁmﬂ 5
¢epuTHH € OT CBHIIECTBEHA BAXHOCT, 32 Ja ce n3berne cepexodbpasyBaHe Ha xena i

KbM MECEYHOTO OMpeaeiiiHe HAa CepyMHNA PepHUTHH € HEOOX0aAMMO Ha BCEKH TPH
re: N
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npocaeassaHe Ha LIC, xorato cepyMHusT deputun e <800 ng/l.

Hena ot paxaaHeTo A0 23 Mecella:
Be3onackocTTa 1 e(pMKACHOCTTA Ha 3HACKC ITPH Aela OT PAKAAHETO A0 23-MecevHa Bb3pacT He ca
yCTaHOBeHH. JIUNCBAT AaHHH.

Hayuenwmu ¢ 6v6peuro yspexcoane
3HafieKc He € Npoy4BaH [pH NaLMeHTH ¢ O6b0peyHo yBpeXKaaHe U € MPOTHBONOKA3aH NpPH NAIHEHTH ¢
H3YHCIIEH KpeaTHHHHOB KIUMPBHC <60 ml/min (BX. Touku 4.3 u 4.4).

Hayuenmu ¢ yepnodpobro yspescoane

3HajieKC He ce npenophuBa MpH MALMEHTH ¢ TeXKOo YyepHoapobHo yrpexaane (Knac C no Child-
Pugh). I1pu naunenTr ¢ ymepeHo yepHoapodno yepexaane (Knac B no Child-Pugh) nosara tpadsa
0a ce HaMaly 3HAYHTEIHO, CIe]l KOETO NOCTEeNeHHo Ja ce yBeanyn Ao 50% (Bx. ToukH 4.4 u 5.2) »
3uazekc TpaOBa Aa ce U3MON3Ba NPeANnasinBo NPpH TakuBa NauHeHTH. YepHoapobHaTa QyHKIMA TIpH
BCHYKH MaLHEHTH TpAOBa J1a e NMPOCIEAABa [IpeH IEUEHHETO, HA BCeKH 2 CeAMULIM NTpe3 TbpBHA
Mecell ¥ cel TOBa BceKH Mecell (Bk. TouKka 4.4),

HauuH Ha NpHAOKEHHE
3a nepopanHo NPHIOKEHHE.

dunmupanuTe TabneTku TpabBa Aa ce NOMTBILAT LN ¢ MaJKO KONMYecTBO Boja. ITpn nauueHTHre,
KOHTO HE MOTaT JIa MOrbJIHAT HeauTe Tabnerku, GuIMHpannTe TabNeTKH MOraT Ja ce NpHUiIoXar
HATPOLLIEHH H Ype3 NMOPBCBAHE Ha IAJIATa 033 BbPXY MEKa XpaHa, Halp. KHCENo MISKO KM S0BIKOBO
mope. Jo3ara Tpabpa na ce npuemMe He3abaBHO U H3LANO, K A HE CE ChXPaHABA 3a Clie[Ballla

ynorpeda.

dunmupanuTe TabneTky TpabBa na ce npueMar BeJHBX AHEBHO, 32 NIPEANOYUTAHE MO €THO H CBIIO
BpeMe OT JIEHOHOLIIUETO, KATO MOTraT Ja c¢ NpUeMaT Ha IIaiHO HJIH € JieKa XpaHa (BX. TOUKH 4.5 H

35.2).

4.3 IIpoTHBONOKA3AHHS

CBpBLXUYBCTBATENHOCT KbM aKTHBHOTO BELIECTBO HIIM KbM HAKOE OT NMOMOLIHHUTE BELUECTBA,
H30pOeHH B Touxa 6.1.

KoMOHHauuaTa ¢ Apyru BUAOBE XeJlaTHpAlla Tepanus 3a Xens30, Thi kaTo 6e30I1acHOCTTa Ha TaKHBa
KOMOHWHAIIMM He € YCTaHOBeHa (BXK. TO4Ka 4.5).

[TanueHTH ¢ M3YHCIIEH KPEATHHUHOB KINUPBHC <60 ml/min,

4.4 Cneunannu npeaynpexacHHs H NpeiNna3HH MEPKH NpH ynoTpeba

b1OpeuHa dbvH A

Hedepasnpoke e npoyuBaH CaMo NpHU MAIMEHTH € U3XO/IEH CepYMEH KpeaTHHHH B paMKMTE Ha
pedepeHTHHTE I'PAaHULIHA 32 BB3pacTTa.

[Tpu KNHHAYHUTE NPOYYBAHHA MOBHIICHHA HA CEPYMHHA KPEaTHHHH ¢ >33% B >2

MoCNeNOBaTENIHY ONpee/AHHA, IOHAKOra HaJl ropHaTa pedepeHTHa rpaHiLa, Bb3HHKBAT MIpY
okoJIo 36% oT nanueHTHTE. Te3H NOBHINEHHA ¢a A0303aBUCHMA. [IpH OKOJIO ABE TpeT
MaiydeHTHTEe, MOKa3Baly NOBHIICHHE HA CEPYMHUA KpeaTHHHH € HabmonaeaH obp
33% uneoto Oe3 ananTHpaHe Ha ao3ata. [1pH ocTaHanaTta TpeTa NoOBHILARAHHATA
KpeaTHUHHH He BHHArd OTrOBApPAT HA NOHIDKEHHE Ha J03aTa WIH Ha CIIHPaHeTo M.
cnej NMoHMWkKaBaHe Ha Jo3aTta ce Habnogapa ctTabnnusnpaHe Ha CTOHHOCTHTE Ha
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MOCTMAPKETHHTOBHA NEepHOJ CNTy4Yay, BNoMIaBaHETo Ha 6b0peyHara QyHKUHS e JoBENO 10
OBpOpeuHa HeJOCTAaTHYHOCT, H3UCKBAlllA BpEMEHHA HITH MTOCTOSHHA AHAJIH3A.

[TpurHHATE 32 MOKAYBAHHATA HA CEPYMHMS KpEaTHHHH He ca u3AcHeHH. CrenoparenHo Tpabsa Aa
ce obprila 0cobeHO BHUMaHHe Ha NPOCIeAABaHEeTO HA CEPYMHMA KPEaTHHHH NPH NAllHEHTHTE,
KOMTO MONYYaBaT KATO CHITLTCTBALLA TepaITH JIEKapCTBa, KOWTO IOTHCKAT ObOpeunara pyHkuMs
H [IpH MAUMEHTHTe, KOUTO NOMY4aBaT BUCOKH JO3M Jedepasdpoke W/HIH NO-pelaxH
KpBBonpenBaHu (<7ml/kg/Mecel] epUTPOLMTHA Maca UIH <2 eIHHHIK/Mecell IPH Bb3PacTHH).
Brnpeky ue B X04a Ha KIHHHYHUTE NMPOYYBAHHUS [IPH YBENTHUABAHE HA J[03aTa JHCTICPIrHpallH ce
Tabnerxy,chbabpxalli Aedepacupokc Haa 30 mg/kg He ce HabnoAaBa HapacTBaHe Ha
O0B0peuHnTE HEeXenaHd ChbOMTHA, MOBHIIABAHE HA PHCKA OT Bb3HHKBaHe Ha OBOpedHH HeXenaHH
crOUTHA IpH TpHEeM Ha GUIMHpPaHu TabneTkn npn Ao3u HaA 21 mg/kg He MOXeE J1a ce H3KITIOYH.

[IpenopbuBa ce CEpYMHMAT KPEaTHHHUH Aa 0Bb1€ OLCHEH ABYKPATHO Npeay 3anoYBaHe Ha
TepaniaTa. CepyMHHET KPeATHHHH, KPEATHHHHOBHST KJHPBHC (M34YHCIIEHH O GOpMYJIaTa Ha
Cockroft-Gault unu no MDRD ¢dopmynara npH Be3pacTHH HIH no popMynata Ha Schwart npu
nena) ¥/ masMesuTe HUpa Ha uMctatie C Tpabsa na ce NpocieaAsBaT NPeaH 3a04YBaHe HA
TEpPaANHATA,

exkeceAMHYHO IIpe3 MbPBHA Mecell ¢Jied 3ano4YBaHe HJIH NIPOMSAHA Ha TepanuaTa ¢be 3najexc
(BKJIIUYHTEAHO NPeMHHABAHE KbM /IPYTa JieKapcTBeHa opMa) H eXXeMecedHo cJIel TOBA.
[MTauueHTHTE ¢ aHaMHe3a 3a 6b0peyHH 3a00n9BaAHNSA U TALMEHTHTE, KOUTO MOJTY4YaRaT JIEKAPCTBEHH
NPOAYKTH, KOMTO MOTHCKAT ObpOpeuHaTa QyHKLMA, MOXKe [a ca H3INOXKEHH BHUMaHHE 33
noAgLpKaHe Ha alcKBAaTHa XHAPaTalMs Ha NIALUHEHTHTE, KOUTO Pa3BHAT AUApHi WM NMOBpBINAHE. Ha
o-roJIAM PUCK OT ychnoxHeHHA. Tpabea aa ce obbpHe

HMa nocTMapkeTHHIOBH CHODIIIEHHA 32 CiTyYyad Ha METaDONMHTHA allH03a, Bb3HHKHANA 110 BpeMe
Ha fleyeHHeTo ¢ AedepasHpoKc. bONHHCTBOTO OT NALMEHTHTE ca HManu 6b0pedHH HapylIeHHs,
O6b6peuna Ty6ynonarusa (CHHApoOM Ha Fanconi) Hiu AWapHs, UM HAKAKBH OPYTH CECTOSHUA, NpH
KOHTO HAPYIICHHETO Ha KUCETHHHO-ANKANTHOTO PABHOBECHE € U3BECTHO YCIOXHEeHHe. B Tesn
MOMyNalMi KHCENNHHO-ANKAITHOTO paBHOBecHe TpsAOBa Ja ce npocneAsBa CbIIacHO KIHHHYHHATE
nokazanua. [Ipu nauueHTyre, Npy KOKUTO ce pa3BHe MeTaboIMTHA alli103a, TpsAbBa na ce oOMHUCH

NpEKBCBAHC HA JICHCHUCTO CBC 3uajeKxc.

B nocTMapKeTHHrOBHS MepHOA HMa ChOOINEeHNA 3a ciyyad Ha TexKa ¢opMa Ha 6n6peuna TyOynonaTus
(xaTo cuHApoM Ha Fanconi) n 666peyHa HeAOCTATHUHOCT , CBbP3aHH C IPOMEHH B Ch3HAHHMETO B
KOHTEKCTa Ha XHIEepaMCHHEHHYHA eHledalonaTHs Npd NaUMEHTH, NeKyBaHH ¢ Aedepa3upokc,
[pCAHNMHO NMPH ACla. HPEHOP'I:‘IBﬂ Ce 1a c€ HMa NMpEABHUA BB3MOXHOCTTZ 332 Bb3IHHKBAHC Ha
XHIICpaMOHHCHHYHA EHI.[E(b&JIOHaTHH H Na C€ HIMEPBAT HHBAaTa Ha aMOHAKa IIPH MMALlHCHTH, Pa3BHBalilH

HeoOGACHMMH NMPOMEHH B NCHXMYHHUA CTATYC AOKATO ca Ha NeueHue ¢ aedepasupoxc.

Tabauua 3l Kopurupase Ha go3aTa M IIpeKbCBaHe Ha JICUEHHETO NPH MpociedaBaHe Ha

OpOpeuHara GyHKUMA
| CepyMeH KpeaTHHHH | KpeaTHHHHOB KJIHPBHC

IIpean 3anouBsane Ha | J[ByKpaTHO (2X) " EanokpaTHo (1x)
TepanHATa _ ]
[IpoTHBONOKA3aAH l | <60 ml/min
IIpocneaaBane
- IIepeus Mecen BeaHbX ceIMUUHO H BeaHbx ceAMH4HO

clej 3anoypaHe Ha

TepanuiaTa WiIN MpH

IIpoMsHa Ha Jo3aTa
(BKJINOYUTENTHO
[IpEMUHABAHE KbM
ApYyra JeKapcTBeHa

(opma)
- Cnen ToBa BeaHB)X MecedHO | ¥




HamanspaHe Ha AHEBHATA 7033 cb¢ 7 mg/kg/aen (punmupana Tabnetka),
axko creoHume noxasamenu 3a oyenka Ha 6vbpeynama yrnxyusn ce nabrniooaeam npu 0ée
nocne008amennu GUIUMU U He M02am 04 ce cabpicam ¢ opy2u npUNUHY _
B3pacTHH MallMEHTH >33% Han cpeaHUTE H [MTonmwxenue <J[[H*
CTORHOCTH Mpean (<90 ml/min)
3al104YBaHEe Ha JIeYEHHETO
[TeanaTpHuHH >[TH?** 3a choTBeTHATA | /MK [lonmxenne <J[I'H*
MalHeHTH BB3pacT . (<90 ml/min) _
Cie HaMaIABaHe Ha J032TA, JEUEHHETO Ce IPEKbCBA, AKO0
Bw3pacTHH H OcraBa >33% Hap H/nnu [Tonuxenune <J[[H*
NeAUaTPHHH CpeaAHHTE CTOMHOCTH (<90 ml/min)
NaLUHeHTH nIpeaH 3aloypaHe Ha
JIEYEHHETO
*JII'H: nonHa rpaHyila Ha HOpMaTa
**I'TH: ropHa rpaHuIia Ha HOpMaTa _

JleveHHeTO MOXe Ja ce NOJHOBH B 3aBHCKMOCT OT KIIHHHYHHTE obcTofATENCTBA.

HamanspaHe Ha J03aTa WM IPEKLCBAHE HA IEYEHUETO MOXKE CBILO Ja c€ MMA MpeIBULA, ako ce
YCTAHOBAT OTKJIOHEHHA B MOKa3aTe/NIMTe 3a olieHKa Ha 6b0peuHaTa TyOynHa dyHKus W/ MU rnpu

KNHHHYRH NNOKa3ilaHHA.

. [Tporennypusa (M3cnensaHeTo TpAOBA fla c€ HAMPABH [PEM 3aMoYBaHE Ha NEYEHHUETO H
BCEKHM Mecell cliel TOBa)
. I"moKo3ypus NpH nauueHTH 6e3 aualbeT U HHCKM HHBA Ha Kanui, pocdary, Mardesui

WM ypaTH B cepyMa, focharypHs, aMHHOALIMAYpHA ([TpocneaBaHe MpH HyXAa).
br6peuna Tybynonarua ce choblaBa NIpeAMMHO NpPH J€Ua U IOHOLIM ¢ OeTa TalaceMus, JTeKyBaHH
¢bC 3HaZeKC.

[Mauuentute Tpabsa ga 6BAAT HACOMEHH KbM HEGPOIOr 1 JONBAHUTENHY CNeUHalIM3upaln

nicneaBaHus (Kato 6b0peuna buoncug), ako ONUCAHKHTE NMO-A0TY CHMIITOMH C€ NOABAT BBIIPEKH
HaMAIABAHETO HA J1034aTa U NIPEKBCBAHETO Ha JICYCHHUETO!
. CEPYMHHAT KPEATHHHH OCTaBa 3HauYMO MOBHUILEH U

. HMa TpafHH OTKJIOHEHHS B JPYT NMoKa3saTen 3a olieHKa Ha O10peuHata pyHKuus
(Hanp. NpoTeHHYpHA, CHHAPOM Ha Fanconi).

HepHonpobHa ¢yHKuA

Habnionapat ce noBrlileHMs Ha YEPHOAPOOHHTE (PYHKIIMOHATIHY TECTOBE NPH NMALHEHTH, JIeKyBaHH
¢ aedepasupoxc. B nocTMapKETHHIOBIA NMepHOa HMa ChoOLIIEeHHS 22 CTy4aH Ha YepHoApobHa
HEeAOCTAaTBYHOCT, MOHAKOTa ¢ (aTaseH Kpail, Mpy NalHeHTH, JIeKYBaHH ¢ aedepasnpoke. [loseuero
OT CBOOLIEHUATA 3a Bh3HHKHAA YEPHOAPOOHA HEAOCTATEUHOCT €4 CBBP3aHH C NAUUMEHTH ChC
3HayHTeNeH Opoit 3abonaBanus, BKIIOYUTEIHO MpeAliecThallla YepHOApoOHa LiMpo3a. Benpeku
TOBQ, HE MOXeE J1a ce OTXRBPJH 3HAYCHUETO Ha AedepasHpoKe KaTo AONPHHACALL MITH BIOLIABAILL
CbCTOAHRETO akTop (BXK. Touka 4.8). Morar Ja Fb3HUKHAT TeXKH (POPMH, CBbpP3aHH C IIPOMEHH B
CB3HAHHETO B KOHTEKCTA Ha XMIIEpaMOHHEeHHYHa eHUedanonaTus npy NaluWeHTH, NEKYBaHH ¢
negepasupokc, ocobero npu Aena. Ilpenopwpyba ce Aa ce UMa npeaBrU]l Bb3MOXKHOCTTA 34
Bb3HMKBAHE HA XMIEpaMOHHEHHYHa ¢HUedanonaTus ¥ Ja ce M3MEpBAaT HUBAaTa HA aMOHAKA NPH
NALKEeHTH, pa3BHBalIN HEOOACHHMH NMPOMEHH B IICHXHYHHUA CTATYC JOKATO Ca Ha JIc9eHue C
nedepazupoxc. Tpiabea fa ce BHUMaBa a ce MoAAbPXKA aJIeKBaTHA XHApaTalHd NpH NAUMEHTHTE,
Np# KOUTO HACTHNAT CHOMTHA, CBEP3aHH ¢ HaMANMABaHe Ha LUPKYJIAaTOpHKA 00eM (KaTo
noBpbllaHe), ocobeHo MpH Aela ¢ ocTpo 3abonABaHe.

[IpenopbuBa ce M3CACABAHE HA CEPYMHNTE TpaHCaAMHHa3H, OUNNpybuHa ¥ ank
npeay 3ano4uBaHe Ha NIeYeHHETO, Ha BCEKK 2 ceAMMLIU Npe3 MbPBUS MECELl OT JI
Mecel] cniell TOBA. AKO HMa IEPCHCTHPALLIO U NPOrpecHpalio NOBHIICHAE Ha HH
TpaHCAMUHA3M, KOUTO HE MOraT Aa C€ MPUITUIIAT HA APYTH NPUYHHH, 3HAAEKC




Crnes kaTo ce H3ACHH MPHUYKMHATA 3a ATOJIOTHYHHTE NPOMEHH B YEPHOAPOOHHTE QYHKIHOHANHH
TECTOBE WM CJie] BpbIlaHe KbM HOPMAJIHUTE HUBA, MOXKE Ja C€ HMa NpEIBH/L IIPeANA3IHBO
NOBTOPHO 3alI0YBAHE HA JICUEHUETO C MO-HHUCKA 71033, NOCIeABaHO OT NOCTENEHHO NIOBHUIEHHE Ha
A03arta.

3uaZeKc He ce npenopbyuBa NpU NALMEHTH ¢ TexKko YepHoApobHo yBpexaane (Kiac C no
Child- Pugh) (Bx. To4ka 5.2).

Tabnuna 4 O6obineHre Ha MPENOPBKATE 33 MPOCHEABane Ha 6e30nacHOCTTa

HichenBaHe ‘-Iec'ro'ra
I .
CepyMeH KpeaTUHHH JIBpraTHu NMpeau 3anoyBaHe Ha Tepanﬂa'ra.

Bceaka ceaMuLa nipe3 NbpBHA Mecel OT

TepanuaTa Wiy ciea NpoMaHa Ha Jo3aTa
(BIUTIOUMTENIHO NpeMHHaBaHe KbM Apyra
neKapcTBeHa popma). ExxemeceuHo cnep

TOBA.
KpeaTHHHHOB KNHPBHC W/HJIH TINA3MEH [Ipenu 3ano4yBaHe Ha TepanMUATA.
uucTaTHH C Bcaka ceMulLia Ipe3 MbpBUSA MeceL] OT

TEpANHATA UK CNEA NPOMAHa Ha N03aTa
{BKJIIOYHTENTHO NPpeMUHAaBaHE KBM JIpyra
nexapcteeHa GopMma).

ExxeMeceyHo cnej| ToBa.

[IporeuHypu4 [Ipenau 3zanoyusaHe Ha TepanHATa.
ExeMeceyHo cnen TORa.
Hpyru MapkepH 3a OlIcHKa Ha Cnopen Hy>XauTe.

on06peunara TybynHa ¢yHxuus (kato
HANPHUMEP FITFOKO3YPHA NPH NALHEHTH
Oe3 nuabeT U HUCKH HHUBA HA CEPYMHUSA
kanu#i, pocdar, Marsesuit WM ypar,

_docharypHs, aMHHOALHIYPHA)

CepyMHH TpaHcaMUHa3Hd, SunupyOuH, IIpenu sanoyBaHe Ha TepanuATa.

ankanHa gocdarasa Ha Bcexu 2 ceXMHLIM NIPE3 MbPBHA MECEL] OT
TEPAIHUATA.
ExeMeceyHo cnep ToBaA.

HMicneasane Ha Cnyxa U OUHTE [Ipenu 3anovBaHe HA TEpaNUATA.
ExerofHo ciell ToBa. _

TenecHo Terno, peCT U CEKCYAIHO [Ipeau 3anoyBaHe Ha TepanuATa.

pa3BHTHE Exxeronso npu neavaTpiyHyi NaLHEHTH.

IMpy nauneHTH, NP KOUTO OYAKBAHATA NMPOAB/DKUTEITHOCT Ha )XHUBOTA HE € TonaMa (Hanp. IpH
BHCOKOPHCKOB MHENOANCIUTACTHYEH CHHAPOM), 0c0beHO koraTo CbMBbTCTRALLM 3a00NABaHHA MOTAT J1a
MOBUIIAT PUCKA OT MOABA HA HeXKeNaHH ChOHTHS, MOI3UTE OT 3HAACKC MOraT Ja ObJaT orpaHHueHH U Ja
He MPEBBL3X0XKAAT PUCKOBETE. BeleACTBHE Ha TOBA, HE ce NpenopbyBa JEHEHHE CbC 3MAAEKe NpY TakuBa
MalHeHTH.

Heo0xoauMo € NOBHILIEHO BHUMAHHE NIPH NTAUMEHTHTE B CTapuecKa Bb3pacT Nnopan /yﬁ-m@%aﬁ}”
YeCTOTa Ha HEeXXENaHH peaKuuy (Mo-CneLHantHo AMapH,). / ;7.

f-;m‘.E- . :. ¥
JlaHHHTE NpH Aeua ¢ HeTpaHchY3HOHHO-3aBUCHMA TajlaCeMHA Ca MHOTO OIpaHH }ﬁ) *'E'M!ca 5
B cneacTBre Ha TOBa, TEpaNHATA ¢bC 3uagekc TpAdBa Aa 6bae BHUMATETHO MOH cﬂlﬁp]aua, sa
YCTaHOBABaHE HAa HeXkeNaHH pPeaklMH H NpocieiBaHe Ha HATOBAPBAHETO C XKE B,
nomynaiui. OcBeH ToBa, NpeJH 3anoyYyBaHe Ha NeuyeHHe 3UafeKc NMPH Jela ¢ TEXK

A ot
AKEJIA30, C Tp&HﬂJYBHGHHO-HEB&BHCHM& TaJaCCMHA, JICKAPAT TpHﬁBa Ad € HAACHO, ¥C }%WW”O}’
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ALITroCpOYHATa CKCNIO3MIHUA IIPpH TAKHBa NMallUEHTH KbM MOMCHTA Ca HCH3IBCCTHH.

CTOMaIIHO-YPEBHY HAPYILIEHHS

Cpo01aBa ce 3a [osBa Ha A3BH M KbPBEHE OT FOPHUTE OTAENH Ha FaCTPOMHTECTHHAJIRNA TPAKT NpH
NAUMEHTH, BKIIOYHTEHO ACLa U IoJpacTBally, nomyvyaBaum gedepasnpoke. [Ipn yacr or
NalMeHTUTE ce HaOMoaaBaT MHOXKECTBEHH A3BH (BXK. TouKa 4.8). FIMa choblierus 3a aA3BH,
YCJIOXXHEHH C raCTpOMHTeCTHHANHA Nepdopauua. Coilo Taka MMa cboOIIEeHH 3a cyvan Ha datanHu
raCTPOMHTECTHHAITHM XeMOparuy, 0Co0€HO NPy NalMeHTH B CTapYe€CcKa Bb3PacT ChC 3M0KAYECTBEHN

XEMAaToJIOrH4YHY 3a00napaHus W/HAK HUCHK Opo#t Ha TpoMbouuTuTe. [10 BpeMe Ha IeUeHRETO Che
3HaieKC JeKyBaLMTE ieKapH W nauHeHTHTe TpaOBa Ja 6baT ¢ NOBHIIEHO BHUMAHHKE 34 IPH3HALH H
CHMIITOMH Ha CTOMALIHO-YPEBHA A3Ba KNH KLPBEHE H NIPH CHMHEHHE 3a CEPHO3HA HEXeNlaHa peakuya
OT CTpPaHa HA raCTPOMHTCCTHHANHUA TPAKT BEAHAra Aa 3ar0YHaAT NO-HATATBHIUHO H3CJIEABAHE HIIH
neyeHue. Heobxoaumo € NOBULIEHO BHUMaHUE NIPM NalMEHTH, KOMTO NIpHeMaT 3uagexc
e¢JHOBPEMEHHO C BelnecTBa ¢ M3ABEH yaueporeHeH norenuwan, kato HCIIBC, xopTukocTepouan uny
nepopansu dudocdonaTy, npy NaUMEHTH, NOTYYABALM AHTHKOATYJIAHTH, KAKTO M ITPH TALIHEHTH ¢
TpOMOOLIMTH O]

50 000/mm? (50 x 10°/1) (Bx. Touka 4.5).

HapyiieHus Ha KoxaTa
ITo BpeMe Ha JTle4eHHETO CBC 3NaJCKC MOXe Aa Ce MOABAT KOKHHK o0OpHBH. B nmoBeveTo cnyyau

oOpHuBHTE OT3BYYaBaT CNOHTAHHO. Korato ce Hanara npeKbCBaHe Ha JIeUeHHETO, clle]l OTIIYyMABaHEe Ha
0OpHBa, TO MOXE a ce Bb30OHOBH C MMO-HHUCKA 1034, NOCIeIBaHa OT MOCTENIEHHO NOBKHILIABAHE HA
no3ara. IIpu TeXKHTE Cy4yal, TOBa Bb30OHOBABAHE MOXKe a Ce NMPOBeAe B KOMOHHALMA ¢ KpaThK
NEPHO Ha IPUIOKEHHE HA MEpOpaiHA KopTUKocTepouad. ChobLIABAT Ce CNYUYaH Ha TEXKH KOXHHU
HexxenaHW peakuu (SCARs), BxmouynTeIHO CHHApPOM Ha Stevens-Johnson (S)S), Toxcnyna
enuaepmanta Hexkponusa (TEN) UM nekapcTBeHa peakuus ¢ €03MHOOUIMA H CHCTEMHH CUMITTOMM
(DRESS), xouto Morart fia 6paT »KHBOTO3acTpaliaBalilM WK NETATHH. AKo ce nogosupa SCAR,
3uagexc TpadBa Aa ce cnpe He3abaBHO U Ja He ce Ipuiara oTHOBO. I1pH mpeanucsade Ha JIEKAPCTROTO
naiMeHTHTe TPAOBa Aa ObAAT 3aM03HATH C NMPU3HALIMTE K CHMNTOMMUTE HAa TEXKHNTE KOXKHM peakLUHH U
Ja ObaaT BHUMATENHO HabmoaaBaHH.

PeakilH¥ Ha CBPBbXYYBCTBUTENHOCT

Cryyad Ha CepHO3HH peakUMH Ha CBPBXYYBCTBUTENHOCT (KAaTO aHaQMAAKTUYEH WOK W aHTHOEAEM) ca
ChOOLUEHM NPH NALMEHTH, NOyUuaBalld AcdepazupoKc, KaTO HA4aJlOTO Ha peakLUMATa NPH NOBEYeTO
OT CTy4auTe, HACTBIIBA Mpe3 MbPBUA MECELL OT JICYEHHETO (BXK. TOUKA 4.8). AKC Bb3HHKHAT TakKMBa
peakuMH, NpueMbT Ha 3uanekc TpadBa ga 6bAe NpeycTaHOBER M Aa €€ OCUTYPH aleKBaTHa
MeAHUMHCKA noMolll. Jleuenunero ¢ aedepasupokc He Tpabsa na ce NOAHOBABA MPH MALIHEHTH, KOHTO
Ca UMaNy peaklins Ha CBPbXYYBCTBUTENHOCT, MOPA/M PHCK OT aHAQUNAKTHYEH LIOK (BXK. TOuKa 4.3).

3pHUTENHH H CIYXOBH HAPYIIEHUA

Crobiasar ce cnyxoBu (oTcnaben cnyx) 4 o4HH (NOMBTHABAHE Ha JI€IATa) HApYLIEHUS (BXK.

Touka 4.8). [IpenopreHBa ce npernes Ha clyxa 1 3peHUETO (BKHOYHTENHO GYHIOCKONKA) NMpeau
3aloYBaHe Ha JICUCHUETO U Ha peJOBHH MHTEpBaNH ciiex ToBa (BCeKH 12 Mecena). AKo 1o BpeMe Ha
NEHYECHHUETO ce 3adenexaT HapYLICHHS, MOXe JIa C€ NPUCTBIIH KbM INIOHH)KEHHE UM ClTHpaHe Ha A03aTa.

HapylileHUs Ha KpBEBTa
[1o BpeMe Ha NOCTMApPKETHHIOBHA NMEPHOJ Ce ChOOIIABA 34 MOABA Ha JIEBKOMEHHSA, TPOMOOLIUTONCHHS

WJIH MAHLUTONEHNA (M/TM arpaBHpaHe Ha TE3M LIUTONEHHHU) ¥ arpaBHpaHa aHeMusA NpH NalHeHTH Ha
neuetne ¢ aedepasupokc. [IopeyeTo OT MALHEHTHTE CA HMAJIH NMPEAXOKAALLHY XeMaTOIOTHYHH
3a00NABaHHA, KOMTO 9ecTo ca GUNAH CBBP3aHH C KOCTHOMO3BYHA HEAOCTAThYHOCT. He3aBHcHMO OT

- e g

3 - > \
[IpenopbuBa ce exeMeceuHo NPocaeiTBaHe Ha CepyMHHS (PEPUTHH, 3a Ja ce olle ;bﬂ“oaoph_ Ha B .
NalHeHTa KbM TepanuaTa U 3a U304ArsaHe Ha CBpbXXenupase (Bxk. Touka 4.2). Ip anb}me & Bﬂcmm !
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Ha A03aTa WIH NO-CTPHUKTHO NpocaeadBaHe Ha 6b0peuHaTa u yepHopobHaTa GYyHKLHUA ¥ CEPYMHHUTE
HUBa Ha epUTHH.

AKO cepyMHMAT (hepuTHH cnaja TpaiHo rmoa 500 pug/l (npu cBpbXHATpyNBaHe Ha XKeNA30 NnopaaH
TpaHcdy3ua) wm noa 300 pg/l (npu cMHAPOMH Ha HeTpaHC(Y3MOHHO-3aBHICHMA TallaceMHs), TpabBa
na ce 0OMHICIIH CTIMpaHe Ha JIEYEHHETO.

Pe3ynTaTuTe OT H3CIEABAHUATA HA CEPYMHHUA KPCAaTHHUH, CEPYMHHA (PEPHTHH H CEpyMHHTE
TpaHcaMKHa34 TpAOBa Aa ce 3anUCBAT M PEJJOBHO 1@ C€ OLIEHABAT 332 HaMMYHe Ha TEHACHLMH.

B z1Be KIMHHYHH MPOYYBAHHA PacTeXhT U MOMOBOTO pa3BHTHE Ha JELIaTa, NEeKYBaHU ¢ Aeepa3sHpoOKC
B NPOABLDKEHHE HA 5 roAHHY, He Ce MOBIKABAT (BXK. Touka 4.8). Brripexu ToBa kato obula npeanasya
MAPKA MPH NIeYSHHETO Ha AeLia CbC CBPBXHATPYIIBAHE Ha XKeNA30 nopaaH TpaHchy3ns, TENECHOTO
TETJI0, PBCTA H MONOBOTO pazBUTHE TPAOBa Jia Ce ITpOCASAABAT IpeAH 3aMnoyYBaHe Ha TepanuaTa ¥ Ha
pPEAOBHH HHTEpBAIH (BcekH 12 Mecena).

Crpaeunara AMcGYHKLINMA € U3BECTHO YCNOXHEHHE HA TEXKOTO CBPBXHATPYNBaHE Ha xeniso. [To
BpeMe Ha IBJIrOCPOYHOTO NIeYeHHe Che 3uaaekc TpadBa fa ce npocieasBa ChbpAcyHaTa PyHKLUHS NPH
NMAIIMEHTHTE C TEXKO CBPLXHATPYNBAHE Ha XKeNA30.

4.5 BiauMojeiicTBHE ¢ APYT'H JeKAPCTBEHH MPOAYKTH H APYrH GOPMH HA B3aHMOAeHCTBHE

BezonacHocTTa Ha AedepasHpokc B KOMOMHALMA ¢ APYTH XeJlaTOPH Ha XKeNq30TO He € YCTaHOBEHA.
3aroBa Tolf He TpAOBa Aa ce KOMOMHHUpA ¢ APYTH BUOBE XenaTHpalla Tepanus (BX. Touka 4.3).

BaauMoaeHCcTBUE ¢ XpaHa

Cmex Ha Aedepazupoxc ¢unMupand TabneTku ce noeuiuasa (¢ 29%), ako ce npueMar ¢ XpaHa, dorarta
Ha MasHHHK. Cnepoatento 3uanexc GunMupanu tabneTku TpadBa 1a ce npueMa WM Ha rMajHo,
HIIH € JIEKA XpaHa, 3a NPCANOYATAHE NO €HO H CHIIO BpeMe Ha AEHOHOIUMETO. (BXK. TOUkd 4.2 1 5.2).

CpencrBa, KOUTO MOraT Ja NOHMXAT CUCTEMHATA EKCMO3NIMA HA JUaeKC
MeTabonusmbT Ha gedepazupokc 3aBucH or UGT ensuMuTe. B npoy4yraHe NpH 3ipaBu 10O6poBoM

eIHOBPEMEHHOTO MpHIarane Ha aedepasupokc (€AHOKpaTHO NpHIoKeHa fo3a ot 30 mg/kg nox
dopmara na aucneprupailny ce Tabnerkn) u Mowiua UGT uHAYKTOpP, pHdaMNULHK, (MHOTOKPaTHO
MpUaoXKeHa fo3a oT 600 mg/nen) BOAM 10 HAMaNABAHE Ha EKCTIO3HLMATA Ha Aedepasupokc ¢ 44%
(90% CI: 37% - 51%). CnenoBarenHo, eZHOBPEMEHHOTO NpHaaraHe Ha 3uanekc ¢ MouteH UGT
AHZOYKTOD (T.¢. pudaMnuiMH, kapbamasenuH, peuutonH, penobapbuTan, puTOHaBHpP) MOXKe Aa
NOBeAe 10 MOHIKaBaHe Ha epHKacHOCTTa Ha 3najgekc. CepyMuuaT GepUTHH Ha nauueHTa Tpa6Ba aa
ce npocaeAaBa nno BpeMe H cnel kKoMOuHauMATa 1 A03aTa Ha 3HaZeKe TpAOBa Ja ce [TPOMEHH, aKo €
HeoOX0AMMO.

[To BpeMe Ha MeXaHHCTHYHO [POYYBaHE 3a ONpeAcNgHe Ha CTENEHTa Ha CHTEPOXENaTaneH Kpbrospar
€ YCTAHOBEHO, Ye XONeCTHPAMMH 3Ha4MMO HaMansBa eKCNO3HLKHATA Ha AedepasHpoke (BiK.
Touka 5.2).

BiauMoneHicTBHE ¢ MHJIa30/1aM H APYFH CPENCTBA, KOUTO ce MeTabonuinpat ot CYP3A4
B npoy4Bane cpen 3apaBH A00pOBOILM €AHOBPEMEHHOTO NPUIMKEHHE Ha Aedepa3upoke moa
¢dbopMaTa Ha gucneprupaim ce TabneTkd U MuAasonaM (cyoctpar Ha CYP3A4) Boay 10 HaMansBaHe
Ha €eKCNO3MLMATA Ha MBaa3onaM ¢ 17% (90% CI: 8% - 26%). B xiHHHYHa 00CTAHOBKA € Bb3MOXHO
edexTsT A2 ObAe No-2BHO U3paseH. ClieICBATENIHO, NOpaaAH Bb3MOXHOCTTA OT MOHHXKABaHe Ha
e(pHMKacHOCTTa € HeobXxoMMO a ce BHUMAaBa NMpH MpUIaraHe Ha aAedepasupokc B KOMOHHALUA CbC
cyOcTaHIHM, KouTO ce MeTabonusupat upes CYP3 A4 (kaTto HanipuMep HHUKICCTIOPHH, CUMBACTATHH,
XOPMOHAIHY KOHTpaLUENTHBY, SENPUANN, EproTaMHH). \ﬁg_ym 0y n(} N
._ﬁ_\ 7 \

BiauMosieiCTBHE C penarnWHUA ¥ APYTH cCpeACTBa, KOUTO ce MeTabonuiupar J QYP2CE & -;.\. 7y \

B npoyusane cpel 3ApaBH A0OpOBONLM €JHOBPEMEHHOTO NpUiaraHe Ha aedej a;m guc KATO, yquenr
CYP2C8 nuxuburop (30 mg/kg/nen non popmara Ha qARcnieprupaiu ce Tabne | pcnar.rmmm -~
CYP2CS8 cybcrpat, npunaran B €eJHOKpaTHa Ao3a oT 0,5 mg, nosriiasa AUC 0 C[,..x Ha peuarhnunn
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CBHOTBETHO ¢ 0KoJ0 2,3 muTH (90% CI [2,03-2,63]) 1 1,6 meru (90% CI [1,42-1,84)). Tsit xato
NIEKAPCTBEHOTO B3aMMOACHCTBHE NPU A03a NMo-BicoKka oT 0,5 mg penariMHuA He € YCTAaHOBEHO,
e[HOBpeMeHHaTa ynoTpeba Ha Aedepa3sHpoKc 4 penarnuHuA TpA6Ba Aa ce u3barsa. Axo
KoMOHHALMATA € HAaJTOXKHUTENHA, TpAOBa Aa ce MpoBeXKJa BHUMATENHO KIMHUYHO HabnioaeHue u
npocneadaBaHe Ha KpbBHaATa 3axap (BX. Touka 4.4). He Moxe f1a ce H3KMOUYH B3aUMOACHCTRHE MEXITY
nedepazupoke u apyru cydcrpatd Ha CYP2CS8 karo nakiudrakcel.

Baanmozeiictere ¢ Teo¢hHINH H IPYTH CPEACTBA, KOUTO ce MeTabonuaupar or CYP1A2

B npoyuBaHe npu 3ApaBH A0OpOBOILM €AHOBPEMEHHOTO NpANarade Ha aegepasupoKc KaTo
nHxnGHTOp Ha CYP1A2 (MHOroKpaTHO npuiiaraHe B Ao3a ot 30 mg/kg/neH aegepasupokc nox
dopmaTa Ha gucneprupamm ce Tabnetki) n cybcrpata Ha CYP1A2 teopunuH (eAHOKpaTHa 103a OT
120 mg) Boau no nopumapane Ha AUC Ha reodunuH ¢ 84% (90% CI: ot 73% no 95%). Cmax HA
eHOKpaTHaTA 034 HE Ce NOBJHMABA, HO C€ 04YaKBa Aa HACTHIMHU NOBHIUABAHE HA Ciax HA TCOQWIHH MPH
MHOTOKPATHO NnpHiarane. ITopaan Tasu npH4YMHA He ce MpenoprYBa eAHOBpPEMEHHaTa ynoTpedba Ha
nedepasupokc H TeodunuH. [Ipn cbBMECTHO NMpUIOKEHHE HA AcdepasHPOKC H TEOPHAHH TpAOBa na
ce MMa NpeABHA NpocieABaHe Ha KOHLEHTpalMATa Ha TeopHIMH H HaManaBaHe Ha fo3ara My. He
MOTAT Ja Ce H3KJIIOUaT B3auMo/IeACTBHA Mexay Aedepazupokc u apyr cybcrpatu Ha CYP1A2. 3a
cybcTpatnTe, koHTO ce Metabomuzupar npeiMHO 0T CYP1 A2 u HMaT TeCeH TEpaneBTHYEH HHJEKC
(Hamp. KIO3aNHH, TH3AHWANWH) BaXaT CBUIMTE NPENOPbKH, KAKTO NPH TEOPHIHH.

HOH'I:HHHTEHHE HH¢0 pPMalini

EnHOBpeMEHHOTO NIPHIOKEHHE Ha AedepasupoKe U ATy MHHHI-ChABPKALUN AHTHALMAHH NPOIYKTH
He € O(HMLHMANTHO NpOoYy4BaHO. BhIpekH ye gedepasupoxc HMa NMO-HUCHK aPURUTET KbM anyMHHHS
OTKOJIKOTO KBbM XKeJA30TO, HE Ce MpenopbuBa ja ¢e npueMar TabneTku acdepasupokc Cbe
ANyMUHUA-CBOABPAKAIUY aHTHALHAHH TIPOAYKTH.

EnHoBpeMeHHOTO npuiarase Ha AegepaspoKc ¢ BEIMECTBA ¢ H3BECTEH YLEPOreHEH MOTeHLHATN,
xato HCIIBC (BKIIOUHTENHO AUETHICANTHLHAOBA KNCEIHHA BB BUCOKH J103H), KOPTUKOCTEPOUAH
UM nepopanuy 6udocdonaTu, Moxe Aa NOBUIUK PHCKA OT FACTPOMHTECTHHAIHA TOKCHYHOCT (BX.
TouKa 4.4). EAHOBpeMeHHOTO MpUaraHe Ha acgepasdpoke ¢ aHTHKOArynaHTH MOXe CBhIIO Taka Ja
MOBUILIH PHUCKA OT raCTPOUHTECTHHANCH KPbBOM3NUB. Heobxon1uMo € BHHMATENTHO KIHHHYHO
npocieiaBane npu koMOHHKHpaHe Ha AcdepasHpPOKC ¢ TE3H BEILIECTBA.

EnHoBpeMeHHOTO npuiaraHe Ha aedepasupokc H Oycysndan Boay A0 NOBUIIABAHE HA eKCNIO3HIIMATA Ha
6ycyndan (AUC), Ho MeXaHH3MBT Ha B3aUMOAEHCTBHE OCTaRa HEACEH. AKO € BB3MOXHO, TpabBa 1a ce
M3BBLPLIN OLleHKa Ha papMakokuHeTka (AUC, xkanupbHe) Ha TecT J03a Ha Oycyndan, 3a aa d3BbPIIM
KOPEKIIMA Ha 03aTA.

4.6 DepTHIAHTET, OpEeMEHHOCT H KLPMeRe

bpeMeHHOCT
3a gedepasupokc HIMa KIIHHHYHE JAHHH 32 eKCro3upaHu 6peMeHHOCTH. IlpoyuBaHnsTa npH

XHBOTHH MOKA3BAT PEIIPOAYKTHERHA TOKCUYHOCT NPH TOKCUMHHM 33 MaHKaTa Ao3H (BX. Touka 3.3).
IIOTEHLHATIHUAT PHUCK IIPH X0pa HE € H3BECTEH.

[TIpenopbuuTento e 3nanexc Aa He ce U3NO0JI3Ba [10 BpeMe Ha OpeMeHHOCT, KaTo Nnpeana3Ha Mspka,
OCBEH B CJIyMauTe HA KaTeropHyHa HeoOX0oANMOCT.

3uanexc MoXe Ja HamMaini ePUKacHOCTTAa Ha XOPMOHAITHMUTE KOHTPaLEITHBH (BX. Touka 4.5).
[Ipenopbura ce XXeHHTe ¢ AeTEPOAEH MOTEHIUAN Aa U3NOA3BAT AONLIHHTENHH HIIM AITEPHATHBHH

HEXOPMOHANMHH METOAH 3a KOHTpALCNIKA, KOTraTo IIpHCMaT 3UaZIeKC.

KnpMene
[Tpy npoyuyBaHuATa BLPXY XHBOTHH € JA0Ka3aHo, ue Jedepa3supoKc ce eKCKpeTHpa

3HAYKMTENHa CTENEH B kbpMaTa Ha Maitkata. He ce HabnonaBa HUKAaKbB edekT Bb
He e u3BecTHO nanu AedepasHpoKc ce eKCKpeTHpa B yoBelukaTa Kbpma. He ce n
A0KAaTo ce nmpHeMa 3najiexc.
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OepTUTUTET
Jlunceat AaHHH 3a QepTHIMTETA MPH XOpa. [IpH HBOTHM HE C€ OTKPHUBAT HE)KeJIaHH peakUHH BbPXY
dbepTnnTETa HA MBXKKHTE U XKEHCKHTE HHAMWBUIM (BX. TOUKA 3.3).

4.7 Edexrn supxy cnocobnocrTa 3a mopupane H pabora ¢ MamIHHU

3uagekc MOBAHABA B MaJIKa CTeNeH cnocoOHoCcTTa 3a miodupane ¥ pabota ¢ MawnHy. IlanuenTture,
HMall HE9eCTaTa HeXKeNaHa peakliUg Ha 3aMasgHOCT TpaOBa Aa NMoaxoXKAaT NpeANa3IiBO H ¢ HYXKHOTO
BHHUMaHHe npyu wodupade U padoTa ¢ MalNHA (BXK. TOUKa 4.8).

4.8 Hexenanu NeKapcTBEHH peakiHi

O0061enne Ha npoduna Ha 6e30MacHOCT

Haiji-uecTHTe peakLuy, crod1aBaHy o BpeMe Ha XPOHHYHO JIEYEHHE B IIPOBEACHHTE KIHMHHYHH
poyuBaHuA ¢ AedepasHpokc noa GopMarta Ha JUCTIEprUpally ce TabJIETKH NPH Bb3PACTHH NalHEHTH
H Aella, BKIKYBAT CTOMALIHO-4YPEBHU HapyuieHua (I1aBHO rajieHe, NOBphILAHe, AHAPHS WM KOPEMHH
Oonkn) u koxeH o6puB. [lnapuaTa ce cpbo01aBa NoO-4eCcTo NpH Aelia Ha BB3PACT OT 2 A0 S NOAHHH U
NpH NMALMEHTH B CTapyecka Bb3pacT. Te3n peaklMy ¢a J0303aBUCHMH, TPEAKMHO JIEKH J0 YMEPEHO
TEXKH, 10 MPABHJIO MPEXOAHH U NMOBEYETO OT3BYYABAT JIOPH, aKO JIEYEHHETO C€ MPOBIDKH.

[To BpeMe Ha KIHHUYHUTE MPOYYBAHHA A0303aBUCUMO NOBHLIABaHe HA CEPYMHUA KpEeaTHHHH
Bb3HHUKBa MPH 0KONO 36% OT nalMeHTHTE, BBIPEKH e B MMOBEYETO CIyYaH OCTABA B IPaHHLIMTE Ha
Hopmara. IToHIbkeHHe B CpeAHMA KPEaTHHMHOB KIHPBHC ce HabMoAana KakTo NpH NMEAHaTPHYHH,
TAKa W IIpH BB3PACTHKH MalMeHTH ¢ 6eTa TanaceMus U CBPbXHATPYIIBAHE HA Keasa30 Ipes NbppaTta
roJIMHa OT JIeYeHHETO, HO UMa JJaHHH, Y€ He NPOAbIDKABA J1a € MOHWKABA [Ipe3 CNeABallUTE MOAVHH
ot neueHuero. CroblaBa ce 3a NMOBUIIABAHE HA CEPYMHHUTE TpaHcaMHHasy. [Ipenopsusa ce peJoBHO
npocheaiBaHe Ha ObOpeunnTe U YepHOAPpOOHKTE Nokasaren. CnyxoBuTe {(NOHWKEH CIYX) U
3pHTEeNHUTEe (MOMBTHABAHE HA JIELIATA) HADYIHEHHS HE ca YeCTH K ce NpenopbYBaT €XEroAHH
nperneam (BX. Touka 4.4).

Cho61iaBar ce cnyyan Ha TexXKH KOXKHHU HexenaHu peakuuu (SCARS), BIIIIOUHTENHO CHHAPOM Ha
Stevens-Johnson (SJS), ToxcuuHa enuaepmandHa Hekponuia (TEN) U nexapcTpeHa peakiuus ¢
eozuHopuNA ¥ cucteMuu cuMNToMH (DRESS), npu ynotpebdata Ha 3UAJIEKC (Bk. TOuka 4.4).

TabnuyHO NpeACTABAHE HA HEXENAHHTE PeaKIUH

Hexenanure peakunu ¢a rnoapeAcHu rno-10ay cbodpa3Ho CNeXHUA NPUHLUHIT: MHOTO YecTH (=1/10);
yectd (>1/100 go <1/10); Hedectn (Z1/1 000 go <1/100); peaxu (=1/10 000 no <1/1 000); MHoro
peakn (<1/10 000), ¢ HenzBecTHa YecTOTa (OT HAJTMYHHUTE IaHHM HE MOXeE 1a O6Bb1e HanpaBeHa
oueHka). IIpr BcaKo rpynHpaHe B 3aBUCHMOCT OT YeCTOTaTa, HEXKENAHUTE NEKapCTBEHH peaklHH ce
136poaBaT B HU3XOAL peA MO OTHOLIEHHE HA TAXHATA CEPUO3HOCT.

Tabnuua 5
Hapywenus Ha KPLBTAa H JUMQHATA CHCTEMA
C HeH3BeCTHa [MaHuuTonenus', TpoMGouMToneHHs', arpaBuHpaHa aHemus',
YECTOTA: HEyTPONEeHHs'
HapymieHus Ha HMYHHATA CHCTEMA
C Hen3BecTHa Peakuny Ha CBPBXYYBCTBHTENHOCT (BKIKOYHTEMHO aHaAPHTAKTHYHH
YeCcToTA: peakLiH H aHrHoeaeM)' &

Hapymenus Ha MeTaboau3mMa H xpaHeHeTo

C HeHs3BecTHa MeTtaboanTHa aungosa’
YecToTa:

IIcHXHYHH HApYUICHHS

HedecTu: TpeBoXXHOCT, HApPYIIEHUS HA ChHA
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HapyillleHHA HA HEPBHATA CHCTEMA

YecTH: I'nasobonue
HeyecTH: 3aMasHoCT

HapymieHus Ha ounTe
Hewecy: Katapakra, MakyJonaThs
Penxu: OnTHyeH HEBPHUT

HapymeHHs HA YXO0TO H JAGHpPHHTA

Heuectu: I'myxota
PecnupaTOpHH, IPbAHH H MEAUACTHHAJIHH HAPYILICHHSA
Heuectn: JlapnHreantHa fonka

CTOMHIHHO—‘IPQBHH HAPYIICHHSH

YecTu: Hduapus, 3anek, NoBpbLIAHE, raJcHe, KOpeMHH O0NKH, NOaYBaHe

Ha KOpEMa, NHCTICTICHA

Heuectu: FHCTPOHHTECTHHBHEH KPbBOH3JIMB, CTOMAILIHA A3Ba
(BKIIFOYHUTEIHO MBOXXECTBEHH HBBH), A3Ba Ha
ABAHANCCCTOIIPBCTHHKA, NACTPHT

Penxu: Ezodarut
C Heu3BecTHa IacTpouHTecTHHANHA Nepdopanua’, ocThp MaHKpeaTHT'
YeCTOTa:

XenaTobuauapau HapymeHHs

YecTu: [TopuiuaBaHe HA TpaHCAMHHA3HUTE
Heuecty: Xenarur, XoneJIuTHasa

C HensBecTHA UepnoapobHa HeAOCTATBYHOCT' 2
4YeCTOoTA:

HapylieHHS HA KOXKATA H NOAKOXHATA ThKAH

YecTH: O6puB, cupbex

HeuecTn: HapylileHa nurMeHTaIus

Penaku: JlexapcTBeHa peakLiys ¢ €03UHOMHIHUA H CHCTEMHH CHMIITOMH
(DRESS)

C Hen3BecTHA CunapoM Ha Stevens-Johnson', XHnepceH3uTHBEH BacKyIuT!,

YeCTOTA: ypTHKapHua', eputemMa Myntudopme', anoneuns', Tokcuuna

enunepmaina vekponusa (TEN)
HapynieHHS HA K0XKATAa H MOAKOKHATA ThKaH

MHOro 4ecTHu: [ToBHIlIeH KpeaTHHHH B KPbBTA

YecTH: [TpoTennypus

HeyecTH: Br6peuna Tybynonatua® (mpuaobut cunapomM Ha Fanconi),
rTHIOKO3YPHA

C HeusBeCTHa OcTpa 6b6peuna HeocTaThuHOCT " 2, TyGynOMHTEpCTHIMANEH

YyeCcToTa: HedpHT', HedponuTuaza', peHanHa Ty6yaHa Hekpo3a'

O6mu HapymeHHs H ¢PEKTH HA MACTOTO HA NPHIOKEHHE
HeyecTH: [Tupexcug, oTok, ymopa

| HexenaHu peakiuy, Ch001LUEHH N0 BpeMe Ha NOCTMAPKETHHIOBHA onuT. Te

CIIOHT2HHH CBHOOIIIEHHNA, 38 KOUTO He BUHArH € BL3MOXKHO HaAeXHO Ja ¢
HIH MPpHYWHHO-CNCACTBEHATA BPbh3Ka C CKCITO3ULNATA Ha JICKADCTBCHHA

2 Cno6maBa ce 3a TexKH (bOpMH, B KOHTCKCTA Ha XHIICpaMOHHCMHYHA € eﬁ
17

NpOMEHHN B Cb3HAHHCTO.

OnucaHue Ha N30paHu HexeNaHH peaKIlHy
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JKnb4HM KaMBHH H CBBP3aHH OHNIHapHH HapyLIeHHA ce cbobllaRat npH okono 2% ot NauueHTHTE.
[TopHIDEHHA HA CEPYMHHTE TpaHCAMHMHa3M ¢e ChOOIIaBaT KaTo HeXeslaHa JieKapcTBeHa peaklus

npu 2% oT nauyeHTHTe. ITIoBHIUIEHUATA Ha TpaHCaMUHa3uTe nopeye ot 10 mbTH Han ropHarta
pedepeHTHA IrpaHuLia, KOHTO MPEANOnaraT xenaTur, He ca 4ectH (0,3%). Ilo Bpeme na
IOCTMAapKETHHIOBHA OMHT ¢ Aedepazupoke noa popmara Ha AUCNeprupail ce TabneTkn ce
cho0LIaBa 3a CyYaH Ha YepHoApoOHA HEAOCTATHYHOCT, MOHAKOra ¢atanHa, 0co0eHOo NPH MaLHUEHTH ¢
npellecTRalla YepHOoApoOGHa upo3a (BX. Touka 4.4). UMa nocTMapKeTHHIOBH CHOOLIEHHUS 32
cJly4ad Ha MeTabonHTHa alpao3a. boMuMHCTROTO OT NAlIUEHTUTE Ca KMalM OLOpeYHH HapyIIEeHHUs,
OB6peuna Tybynonarua (CHHApOM Ha Fanconi) unu AHapusd, MW HAKAKBH APYTH CbCTOAHUA, NIPH
KOWTO HApYLIEHHETO HAa KHCETMHHO-ANIKATHOTO PaBHOBECHE € H3BECTHO YCIOXHEeHH e (BX. Touka 4.4).
HabmonaBaHu ca CEPHO3HK CTYy4ad Ha OCThP MAaHKPeaTUuT, 6e3 JOKYMEHTHPaHH NOAJIe)Xallly
busapHu HapylieHHa. KakTo npu ocraranuTe BUAOBE XeNaTHpallla Tepanus 3a Xens3o, 3aryba Ha
CIIYX 3a BHCOKHMTE 4€CTOTH H NOMBTHABAHE Ha JicilaTa (paHHa KaTapaKTa) ce Ha0nogaBaT HeuecCTo
NpH NaLHEHTHTE, JIeKyBaHu ¢ Aedepasupokc (BX. Touka 4.4).

KpeaTHHNHOB KJIHPBLHC MPH CBPLXHATPYIBaHe Ha JKeaA30 nopail TpaHcdy3us
B peTpocnexkTHBeH MeTa-aHanu3, nposeacH npu 2 102 Bb3pacTHH U MEeAHATPHYHH NAUKEHTH ¢ OeTa

TaNaceMHd H CBPHLXHATPYINBaHE Ha XKeJii30 nopaa Tpacdysuu (BKIOYBALL NAlMEHTH ¢ pa3/IMuHK
XapaKTEPHCTHKH, KaTO HAIIPHMEP HHTEH3UBHOCT HA TPaHCHY3IHHTE, JO3HPOBKA M MPOLBLIIKHTEIHOCT
Ha JICYEHHETO), IEKYBaHH ¢ Aedepasupokc noa opMara Ha AKCIIeprupalll ce TabneTky B JBe
PaHIOMH3HPAHH KNHHHYHH NPOYYBAHUA H YETHPH OTBOPEHH NPOYUYBAHMSA, C NPOIBLDKUTEIHOCT 10

NeT rofiHHH, ce Habmoaasa cpeHO MOHMKEHHE Ha KpeaTHHHHOBHA KAHPBHC ¢ 13,2% npu
Bb3pacTHUTE naluuerTH (95% Cl: -14,4% no -12,1%; n=935) n ¢ 9,9% (95% CI: -11,1% po -8,6%;
n=1 142) npu neauaTpyu4yHUTE MNaLKHEHTH, Npe3 MbpBaTa roguHa ot neueHueTo. Ilpy 250 nauneHTy,
NnpocneAsBaHy 3a NEpHOA A0 NeT IojIMHM, He ce HabmozaBa No-HATaTBIUIHO MOHWKEHHE B CPeAHHA
KpeaTHHHHOB KIIUPBHC.

KNMHHYHO IpOYYBaHe NPH NAUHEHTH CbC CHHIPOMH Ha HeTpaHcdy3IHOHHO-3aBUCHMA TanaceMua
B 1-rogumHo npoy4BaHe Ha aedepasupoxc (nod ¢opMara Ha gucrneprupatiy ce Tabnerkn B ao3a

10 mg/kg/nen) npu nalueHTH CbC CHHAPOMH Ha HeTpaHC(PY3IHOHHO-3aBHCHMA TANTAaCEMHUS H
CBPBXHATpYNBaHe Ha xena3o, aapua (9,1%), obpus (9,1%) u ragexe (7,3%) ca Hal-4ecTo
CHOOIIABAHUTE HEXEJIAHH PeakLHH, CBbP3aHH C NTpOYYBaHUA NMPOAYKT. OTKIOHEHHS B HUBATA HA
CEPYMHHSA KPEaTHHHH ¥ CTOHHOCTHTE Ha KPEAaTHHHHOBHA KIHPBHC ce chodIaBaT CHOTBETHO NpH
5,5% u 1,8% ot nanpenture. [loBuinasane Ha YepHOAPOOHUTE TPAHCAMUHA3H 2 TBTH HAX U3XOAHHTE
¥ 5 TBTH HAJ rOpHA rpaHuiia Ha HopMaTa ce cbobiasa npu 1,8% ot nauueHTHTE.

Ileduampuuna nonyaayus
B ABe KIHHHYHH NPOYYBAHHA PacTeXKbT H NMOJIOBOTO Pa3BHTHE HA NEAHATPHYMHHTE MALHEHTH,

JIEKYBaHH ¢ Aedepa3HpoKe B NPOIbDKEHHE Ha 5 MOJAHHH, He Ce MOBNHUABAT (BX. TO4Ka 4.4).

HpH [NEANATPHUYHA NNANIHCHTH Ha Bb3pdacT 2 0O 5 roauHH ce croOLIaBa No-4ecTo 3a roABa Ha AHapHAi,
OTKOJIKOTO TIPpH [M0-BB3PACTHHUTEC NALIHCHTH.

Cnyuyan Ha 6B0peyHa TyOynornatus ce chobiaBar MpeAMMHO NpH JcLa H IOHOIIN ¢ feTa TanaceMHus,

NpOBEX ALK nevenue ¢ aedepazpoxc. B nocTMapkeTHHIOBHTE CHOOIEHUA BUCOK NPOLIEHT OT
cioyqaure Ha MeTabonMTHaA aLMA03a, Bb3HMKBAT NPH Zela B KOHTEKCTa Ha CHHAPOM Ha Fanconi.

CroblILaBa ce 3a ¢JIy4ay Ha OCThP MAHKPEATHT, 0coDEeHO NMpH JAella U KOHOILH.

Cpo01aBaHe Ha MOJO3NPAHN HEXENaHW PeaKIIUU

CrobulapaHeTo Ha MOAO3INPAHK HEXKEIIAHM peaKUuM clie] paspelnabaHe 3a ynotpeb
NIPOAYKT € BakHO. TOBA MMO3BONIABA Aa NPOABLIKY HaOMIOASHHETO Ha CLOTHOLIEHH g:fl't;}lﬁ
nexapcTBeHHs NpoAyKT. OT MeIMIMHCKHTE CIEIHAIMCTH C& H3UCKERA Aa Chobllla T’ﬁgﬁmmﬂﬂanﬁ’aﬂaf X |
HexXenaHa peakuus JupektHo Ha M3nbnnurenna arenuns no nekapersara (MAJIy =2 {0 ‘t 5

.'1_
.i-
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BbJITAPHSA, Codus 1303, yn. JamsH ['pyes 8
Ten.: +359 2 8903417

En. Ilowa: bda@bda.bg

vebcaiiT: www.bda.bg

4.9 Ilpeaozupane

CumMnromu

PanHHTe NpH3HALM HA OCTPO Npeio3MpaHe ca CTOMAUIHO-YPEeBHH peakuuu karo 6onku B cbnacrra
Ha KopeMa, THapus, rajeHe ¥ nospoillane. Crobiasa ce 3a YepHoApoOHNH 6EOpEeUHH HapyLLIEHH,
BIJIIOYHTENHO CIy4Yal Ha MOBUIICHUCTONHOCTH HA YEPHOAPOOHHTE €H3IUMH U KPEATHHHHA, KOUTO Ce
BB3CTAHOBABRAT CJie] MpeKpaTaABaHe Ha neveHnero. [TorpelHo npunoxexHa eHOKpaTHa Jo3a or 90
mg/kg € noBesa Jo CHHApoMa Ha Fanconi, koliTo € 0T3By4al clel JICYEHHETO.

JledeHHe
Hama cneuuguyer aHTHROT 32 Aedepazupoke. Moxe a € oKa3aHo NpUIaraHeTo Ha CTaHJapTHHTE
NpoueAypPH IPH NPeAo3HpaHe, KAKTO U HA CHMITTOMATHYO NIEYEHHUE CIOpea MEAMIHHCKUTE HYXAH.

5. ®APMAKOJIOrHYHH CBOHCTBA
5.1 @apmaxkoaAHHAMHYHH CBOHCTBA
QPapmakoTepaneBTHYHA rpyna: JXXens3o xeaatupawu cpeactsa, ATC koa: VO3ACO3

MeXaHn3ibsM Ha IeHCTBUE

Hedepasupokc e nepopaleH xenarop, koito e BucokocenektupeH 3a xens3o (IlI). Toii e Tpu3nb
JIMraHji, KOHTO CBBP3a KeNA30TO ¢ BUCOK apMHUTET B oTHOWEHKE 2:1. [ledepasupoke yBeanyaBa
EKCKpeLHATA Ha XENA30TO NpeauMHo ¢ deleca. Jledepaznpokc HMa HUCHK apHHHUTET KbM LIMHKA H
MEJTa B HE NPHYHHABA NMOCTOSHHO HUCKH CEpYMHH HHBA Ha TE3H METANM.

(DapMakoAHHaMHYHH €PEKTH

[Tpn eaHo MeTaboNMTHO NpoYUBaHE Ha XKeNA3IHOTO PaBHOBECHE Ha BE3PACTHH MALIHEHTH C TallaCeMH
ChC CBPBXHATPYIIBaHE Ha Xenfa30, Aedepazupoke B JHeBHH A03u oT 10, 20 u 40 mg/kg noa popmara
Ha JUCTIEpTrHpalliH ce TabNETKH HHAYIMPA cpejiHa HETHA EKCKPELHS ChOTBETHO

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

Kannnyna edpukacHocT ¥ 6e€30macHOCT

[TpoBeaeHH ca U3NMKHTBAHHA 32 KIMHUYHA e(PUKACHOCT HA AedepasHpokc noa gopMara Ha
JAHCTIEPTHPALIH ce TableTKH.

Hedepazupokc e nacneasaH npu 411 se3pacTHy (Ha Be3pacT >16 roanHH) H 292 aena (Ha Bb3pacT
oT 2 10 <16 roauHM) ¢ XpOHUYHO CBPBbXHATPYIIBAHE HA 5KENA30 NOpajJH KpbBonpenydpaHua. Or
Jelara 52 ca Ha BB3pacT oT 2 &0 5 roguHu. OCHOBHMTE 3a800NaBaHMA, HATATALM NPENUBaHeE,
BK/TIOYBAT 0eTa TalaceMHd, ChbPMOBHAHO-KNEThYHA aHEMHSA ¥ IPYTH HacNEACTBEHH U NPpUIOOHTH
aHeMHM (MHeNIOJUCIIIACTHYHY CHHAPOMH, CHHApoM Ha Diamond-Blackfan, annactyuuna anemMus u
APYrH MHOTO peIKH aHEMUH ).

ExeaHeBHOTO NeueHHe ¢ Aedepasnpoke noa opMara Ha AUCHEPrupanin ce TabieTkH B 103H

ot 20 u 30 mg/kg 3a enHa rogvHa NpH YeCTO TpaHCPy3IUpPaHH Bb3PACTHH MALHEHTH U Aela ¢ HbeTa
TaJIaCeMHA BOAM A0 MOHIKEHHE Ha MTOKa3aTeIUTe 3a XKeNA30TO B OpraHu3Ma. '-IepHo,upoG
KOHIIEHTPAUHH Ha XKeNs30 ca NOHHXKEHH CbC CHOTBETHO 0KoJo -0,4 M -8,9 mg F e/g
(buonCcHUHO CYX0 Terno (C.T.)) CpefHo, a CEPYMHUAT PEPHUTHH € MOHIKEH ChC Chb
-962 pg/l cpeano. B culunTe 1031 OTHOLUIEHUATA HA EKCKPELMATA HA XKeNA30: N
choTBeTHO 1,02 (TToKa3Banio HETHHA XeneleH 6anaHc) ¥ 1,67 (nNoka3sailo HeT qu‘memﬁa Ha ™
xenn3o0). Jledepazupoke HHAYLMPA CXOAHH OTTOBOPHM MPH NMaLHEHTHTE ChC CB xﬁatpyﬂﬂme HA - #1
’KeNq30 ¢ ApYrd BUA0Be aHeMus. JIHeBuuTe Ao3u or 10 mg/kg noa ¢opMara Ha "épr;tpamn <e f v
TabneTky 32 eHa roANHA MOXeE Aa MOATBPKAT HHBATA Ha UePHOAPOOHOTO XEMAI) - CEPYMHHA -~

SNy € '-..-.I'L_'.-‘ _
\Q;\ MJ 1388 b:ﬁ.g;j'
R e T

17



¢epUTHH ¥ HHOYLHPAT HETEH XKeNe3eH OallaHc NMpH NaleHTHTE, NONYYaBalllH peAKH NPEIHBaHNA HIIH
oOMeHHU npenuBalua. CepyMHUAT QPEPHUTHH, OLICHEH Ype3 eXeMEeCEUHO NpocneaaBaHe, 0Tpa3gBa
NPOMEHHTE B KOHLIEHTPALIMKTE Ha YEPHOAPOOHOTO XeNA30, KOETO MMOKA3Ba, Y€ TEHACHLIMMTE B
cepyMHHA (PEPHTHH MOXKE Z1a C€ M3NON3BAT 3a [POC/eAABaHE HA OTNOBOPA KbM TEpanuATa.
OrpaHH4eHHTE KITHHUYHH JaHHH (29 naluMeHTH ¢ HOpMaslHa CbpAeyHa (pyHKIHA B HadanoTo) ¢ MRI
NoKa3Bar, ye neyenuero ¢ aedepaszupokc 10-30 mg/kg/nen nnoa popMara Ha JHCTIEpryapaliy ce
TabneTky 3a 1 roapsa MoXe CBILO Aa NOHHWXXH HHBATa Ha Xensa30To B cbpueTo (cpeaHo MRI
T2*nosuinenue ot 18,3 10 23,0 MUIMCEKYHAN).

[(MaBHHUAT aHATH3 HAa OCHOBHOTO CPaBHMTENIHO IpoyHdBaHe NIpH 586 naiMeHTH, CTpajallx or bera
TajlacEMHA W CBPBXHATPYINBaHE Ha )KeJA30, Nopagy TpaHC(Py3Hs He NOKa3Ba He - HHPEpHOPHOCT Ha
nedepasupoke noa gopMata Ha Aucneprupaiuy ce Tabnerky cnpamo AeGepokcaMHH B aHaNIH3a Ha
obuiara rpyna namuenty. Ot post-hoc aHanu3a Ha TOBa [IpOy4YBaHe H3rnexia, Y€ B NoArpynara Ha
NALHEHTHTE C YePHOAPOOHH KOHLEHTPALMH Ha xKenx3oro >7 mg Fe/g cT, nexyBaHH ¢ JedepasHpokc
nox dpopmMara Ha gucneprupaiuy ce Tabaerkn (20 u 30 mg/kg) unu aedepokcaMuH (35 no

>50 mg/Kg), ca MOCTUTHATH KPHTEPHHUTE 32 HE - HHPEPHOPHOCT. BBIPEKH TOBA NIPH NALMEHTHTE C
YyepHOAPOOHA KOHLIEHTpAlMA Ha Xenazo <7 mg Fe/g cr, nekyBaHu ¢ gedepasupokce noa ¢popmara Ha

aucneprupaiuy ce tabnetku (5 1 10 mg/kg) unu nedepoxcamux (20 no >35 mg/kg), He -
HHGEPHOPHOCT HE € YCTAHOBEHA NopaJd HEeKBUBAEHTHOCT B IO3UPAHETO Ha ABaTa xenaropa. Tasu
HEEKBHBAICHTHOCT BBb3HHKBA, Thil KaTO Ha NallMEHTUTE Ha AedepokcaMHH € 010 No3BoNeHO Aa
OCTAHAT Ha CBOATA J03a OT NPEAH NPOYYBAHETO, AOPH aKo TA € OHNIa o-BHCOKA OT ONpeJesieHaTa OT
NPOTOKOJA 103a. B TOBa MUIOTHO NMPOYYBAHE Ca YYaCTBAIU NETACCET M UWIECT MAUMEHTH Ha BL3pacT
noxn 6 roAnHH, KaTo 28 ca nonyvasanu gedepasupokce noj popmara Ha IMCEprupaiuy ce TabneTky.

OT npeaAKIMHKYHHTE K KIMHMYHUTE NPOYUBAHUA M3TNIexKIa, e Jedepazupokce noja popmara Ha
OHCTIePTHpAaLlH ce TabJeTKH MOXKe a € TOJIKOBA aKTHBEH, KOJIKOTO JIe(PEepOKCaAMHH, KOrarto ce
M3MOJN3Ba B R030B0 CHOTHOLIeHHE 2:1 (T.€. 103a Ha Aedepasupokc noa popMara Ha AUCTIEPrUpallH ce
TAabNEeTKH, KOATO YMCICHO € HAlNOMIOBMHA OT J03aTa Ha gedepokcaMuH). [1pu aegepa3npokc
dunMupaHu TabneTku Moxe Aa ce 0OMHCIH J030BO ChOTHOIIEHHE 3:1 (T.€. No3a AedepasHpoKC
¢HnMupann TabneTkH, KOATO YHCIEHO € eJHa TPETa OT Ao3aTa Ha aAcdepokcaMuH). Brnpeku ToBa Te3n
NpenopbKH 3a A03HPpaHe He ca OLEHEHH NPOCNEKTHBHO NPH KIKHHYHM [POYYBaHH.

OcBeH TOBa, NIPH MALMEHTHTE ¢ HEPHOAPOOHA KOHLIEHTpallMs Ha xens301o =7 mg Fe/g ¢ ¢ pa3nuunn
BHJIOBE pe/IKH aHEMUH MJIH ChPIOBHAHO-KJIEThYHA aHEMUS, nedepa3snpoke noa popmara Ha
aMcneprupaliy ce TabneTky B 103a a0 20 n 30 mg/kg BoaM 10 NOHUXEHUE Ha YepHOApoDHaTa
KOHLIEHTPALIHA Ha JXXeNA30TO U Ha CepyMHHS (PepUTHH, KONTO Ca CPABHHUMH C IOy YEHUTE TIPH
naiMeHTH ¢ 6eTa TanaceMu.

B 5-roauinzo obcepBallMOHHO NPOYUYBRaHe, B paMKUTE Ha KoeTo 267 Aeua Ha Bb3pacT OT 2 A0

<6 roguHH (NPH BKIIOYBaHe B IPOYYBAHETO) € TpaHCHY3HOHHA XeMOCHAepo3a MpHeMaT
nedepa3zHpoKc, He ce YCTAHOBABA KIHHHYHO 3HAYMMA pa3iiiKa B npoduna Ha 6€30NacHoCT K
TIOHOCHMOCT Ha 3uajieKe IIpU NeAHATPUYHH NAlMEHTH HA BB3pacT OT 2 40 <6 NoJWHM CIIpsAMO olLIaTa
NOMyJALIMA OT Bb3PACTHHU U [MO-FOJIEMH NEAHATPAYHH NALIMEHTH, BKIIOYUTENHO [TIOBHLIABaHe HA
CepyMHHA KpeaTHHHH ¢ >33% M Haa ropHata rpaHyia Ha HOpMarta B >2 NOC/e/IOBATENIHH ClTy4as
(3,1%) » noBMIaBaHe Ha anaHUH amMuHOTpaHchepasata (ALT) Hax 5 mbTH ropHaTa rpaHHlia Ha
HopMarta (4,3%). Crobluasar ce eqMHHYHY cnyuad Ha noByuaBsaHe Ha ALT u acnaprar
aMHHOoTpaHC(epazara cpoTBeTHO NIPH 2(0,0% U 8,3% ot 145-T¢ nauMeHTH, 3aBbPIUIXHIH NPOYYBAHETO.

B npoyuBaHe 3a oueHKa Ha 6e30nacHOCTTa Ha Jedepa3npokc GunMHUpaHi W AUCTiepryupaiy ce
TabneTku, 173 BB3pacTHH U NEeAUATPHYHH MALMEHTH ¢ TPAaHC(PY3MOHHO-3aBHCHMA TallaceMUs U
MMENOAUCIINIACTHYEH CHHAPOM Ca NEKYBaHH B npoab/DkeHHe Ha 24 ceamuim. HabnronasaH ¢ CpaBHHM
npodun Ha 6e3onacHOCT 3a duAMHpaHH U AUCNIEprupaly ce TabneTkH. -
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AUCTIEpTHpalIH ce TabneTky (HavanHa 2o3a ot 5 u 10 mg/kg/aeH, 55 nauneHTH BEB BCAKO
TEPANeBTUMHO paMo) K NledeHue ¢ maredo (56 nauneHTH). B npoyyBaHeTo ca BKIKOYECHH

145 pp3pacTud M 21 neauaTpUyYHHU nayueHTH. [TbpBUYHUAT MOKa3aTes 3a €PUKACHOCT € TpoMAHaTa B
KOHLIEHTPALMATa Ha Xena30To B 4epHus Apob (LIC) cnipamo usxoanara caen 12-meceyHo neyeHHe.
EnuH oT BTOPHYHHTE MOKa3aTeNH 33 e(pHKACHOCT € NPOMAHRATA B HHBOTO Ha CEPYMHHR (DEPHTHH
MEXAY M3XOAHO HKBO H YETBBLPTOTO TpuMeceuue. IIpn HayanHa rosa ot 10 mg/kg/nen aepepasupoke
nmoA opmara Ha AUCMEPrupainy ce TabneTkn BOAY A0 MOHMKABAHE HA MTOKA3aTENIHTE 3a ODIOTOTO
ChObPXKAHME Ha XKeNA30 B opraHusma. CpeiHo, KOHUEHTpalMATa Ha XKels30 B YepHus Apob ce
MoHnKaea ¢ 3,80 mg Fe/g c.T. npu nauMeHTHTE, NEKYBaHH ¢ Jedepa3supokc nnoj opMara Ha
aucneprupainy ce tabnerkyn (HavanHa go3a ot 10 mg/kg/nen) u ce nosuinaea ¢ 0,38 mg Fe/g ¢.1. npu
[ALHEHTHTE, JieKyBaHH ¢ ruanedo (p<0,001). CpeaHo, HUBOTO Ha CEPYMHHS (DEPHTHH C€ MOHMKABA C
222,0 ug/l npy nauMeHTHTE, JEKYBaHH ¢ AedepasHpokc oA opMaTa Ha AUCTIEPTHPALIH ce TabNEeTKH
(vauanna ao3a ot 10 mg/kg/neH) u ce nopuinasa ¢ 115 pg/l npu naumeHTUTE, NEKYBaHK € nnauedo
(p<0,001).

5.2 PapMaKOKHHETHYHH cBoiCcTBA

3uanexc GUIMHpPaHH TaONEeTKH JEMOHCTPHPAT 0-BUCOKa OMOHATIMYHOCT CIIPAMO AcdepasHpoKe
noj dopmarta Ha Aucneprupaiu ce Tabnerkn. Cnea aganTHpase Ha KOMHYECTBOTO HA aKTHBHOTO
BeecTBo, GUAMHpaHHTE TabJeTKH (¢ KOMHYECTBO Ha akTUBHOTO BeIecTBO 360 mg) ca
eKBHBACHTHH Ha Acthepasupokc noa gopMara Ha JUCTIEPrUpALLH ce TadNeTKH (C KOJIHYECTBO Ha
aKTHBHOTO BelecTBo 500 mg) mo OTHOWEHHe Ha CpeAHAaTa IUIol] NOJA KpHUBaTa ,,KOHLEHTpallug-
speme* (AUC), Ha rnaaHo. Cmax € noeuiieHa ¢ 30% (90% CI: 20,3% - 40,0%); ananu3 Ha
KIHHHYHATA eKCIIO3HIHA/OTIOBOp obaue He noKa3Ba 3HAYMMO BIHAHHE HA TOBA NOBHILCHHUE.

AbcopOLus

Hedepazupokc noz hopMara Ha gucneprupainm ce TadbieTku ce abcopdbupar ciea nepopajiHo
IPUNOXKEHHNE CBC CPEAHO BpeMe 10 MaKCUMAJTHATA ITa3MeHa KOHUCHTpauMs (tmax) OT

oxono 1,5 mo 4 vaca. A6comoTtHara 6uoHannuHocT (AUC) Ha pedepasnpoke nop ¢popMara Ha
AHCTIeprupaliy ce TabneTku € okono 70% B cpaBHeHHE ¢ HHTpaBeHO3HaTa fo3a. AbconoTHara
fuoHanMYHOCT Ha QUAMHpAHHUTE TabneTky He € ycTaHoBeHA. BHOHaNHYHOCTTA Ha AedepasHpoKe
buaMupann TabneTku € ¢ 36% no-BUCOKA OT TasH MPH AUCMEPrHPAILUTE ¢e TabIeTKu.

ManuTRane 3a edekTa Ha XpaHaTa, BKIIOYRALLO MpHiaraHeTo Ha GWIMHPAHH TabNEeTKH NpY 3ApaBH
nobpoBosnun Ha rnaaHo u ¢ OeaHa Ha Ma3HUHHM (CHAbPAKAHHE Ha MasHHMHH <10% oT xanopuuTe) HIH
forarta Ha Ma3HHHH (ChAbPXKAHHE HA Ma3HKMHHU >50% OT Kanopuurte) xpaHa nokassa, 4¢ AUC B Cnax
ca JIeKo MOHKEHH ciel npueMa Ha O0eHa Ha Ma3sHHMHY XpaHa (ChoTBeTHO ¢ 11% u 16%). Cnen
npueM Ha 6orata Ha MasHHHH xpaHa, AUC u Cpay ¢a nosuliiieHH (CEOTBETHO ¢ 18% U 29%).
[MToBHmenueTo Ha Cpay MOPARN CMAHATA HA JIEKAPCTBEHATA opMa WIN Nnopaau edekTa Ha Oorara Ha
Ma3HMHH XpaHa, MoXe 1a Oble alUTHBEH U NOPaAH Ta3H IPHUNHA Ce NPENnopbrYBa PHUIMHPAHUTE
TabneTky ja ce npyMeMar WIH Ha r1aJiHO UM C JIeKa XpaHa.

Painpenenenue
Hedepasupokc ce cBbp3Ba BbB BUCOKA cTeneH (99%) ¢ niasMeHUTe OENTHLMY, TOYTH H3LAIO ChC

cepyMHHA anOyMHH ¥ BMa MaTek 06eM Ha pasnpeaenenye ot npubausurento 14 nutpa npu
Bb3PacTHH.

Buotpanchopmalius
I'mokypoHHpaHeTO € rIaBHHAT MeTaboJuTeH BT 32 Aedepasupoke ¢ mocieasalia OHIHapHa__—

eKcKpeLns, BepoATHO € ChbLIECTBYBAHETO HA ACKOHIOrHpaHe Ha MMIOKYPOHHINTE B YEPB Tﬁﬁ N
nocJiepawa peadbcopbius (eHTepoxenaTajlieH UMKDJ): B IpOyuYBaHe IIpH 3ApaeH 100 *—-*ﬁ-.."”‘?f:; P\
NPUAraHETO HA KONECTHPaMHH Clie]l €JHOKPATHO NpuiiaraHe Ha nedepasHpoke Boa “W&%*% \
NOHMXEeHHEe HA eKcno3nuuATa Ha aedepasupoke (AUC). ;"':‘ v \ GP' \i
v )
Hedepasupoxc ce rmoxkyponupa rinasHo oT UGT1A1 ¥ B no-manka crenel ot UT] SO

Karamasupanuuat ot CYP450 (okcuaaTtusen) MetabonusbM Ha aedepa3upokc Hirne

HuManes -~/
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XUIAPOKCHYped in vitro.

EnumMunupane
Hedepazupoxc 1 MeTabONMUTUTE MY C€ EKCKPETHPAT OCHOBHO BBB (peuieca (84% ot nosata).

Bn6peuHaTa eKckpelus Ha aedepasupokc U MetabonuTuTe My € MUHUManHa (8% oT fo3ara).
CpeaHuaT eTHMHHALMOHEH NOJYXUBOT (t12) Bapupa ot 8 a0 16 yaca. B Onnuaphara ekckpeuus Ha
nedepasupoxc yyactpar Tpaucnoprepute MRP2 u MXR (BCRP).

JInHeliHOCT/HENNHEHHOCT

Cmax B AUCq.24n HA Aedepaznpoke ce MOBHLLIABAT NPHOIH3HTENHO MMHEHHO ¢ A03aTa NPH YCIOBHS Ha
CTaLlHOHAPHO ¢heToAHUE. [Ipn MHOTOKPATHO AO3HpaHe eKCTIO3HIMATA HapacTBa ¢ (pakTop Ha
akyMynupane ot 1,3 10 2,3.

XapaKTepUCTHKH HA NAIHEHTUTE

Ileouampumnu nayuenmu

O61mara ekcnosuuua Ha loHomuTe (12 go <17 roauHn) u aeua (2 7o <12 rogunn) Ha gedepa3upokc
cle] eAHOKPATHH M MHOTOKPaTHH [J03H € NO-HUCKa OT Ta3H NpH Bb3pacTHH nauHeHTH. [1pn neua

noA 6-ro/{MiIHa BB3PACT EKCNO3HLINATA € okono 50% no-HuCKa, OTKONKOTO NpH Bb3pacTHH. Thi Kato
103aTa ¢€ NPOMEHA HHAWBUAYATHO B 3aBUCHMOCT OT OTTOBOPA, HE CE OYaKBa TOBA Xa HMa
NOCNEACTBUA.

ITon

J)KeHHTe HMAT CpeAHO MO-HHUCHK NpHBHAEH KNUpBHC (¢ 17,5%) 3a Aedepasupokc, B CpaBHEHHE C
MbXeTe. ThH KaTO JO3HPAHETO CE TPOMEHS HHAMBHAYAITHO B 3aBHCHMOCT OT OTIOBOPA, He ce 04YaKBa
TOBA Aa HMa KJIMHUYHH NOC/IeACTBHUS.

Iayuenmu ¢ cmapuecka év3pacm
dapMakOKHHETHKATA HA JiedepasHPOKC He € TpoYYBaHa NpH MallHCHTH B HanpeAHana Bb3pacT (Ha
BBL3PACT Ha ¥ Haj 65 roauuu).

Bvopeuno unu veprnodpobro yepescoate

dapMakoKkHHeTHKaTa Ha Aedepa3upokc He e npoyuBaHa npu nauMeHTH ¢ 6606peyno yBpexaaHe.
PapMaKkOKNHETHKATa Ha JedepasHPOKC He ce TIOBNHABA OT HHBA HA CEPYMHHTE TPAHCAMHHA3H
JI0 5 NbTH Haj ropHara pediepeHTHA MpaHHRLA.

B IMHHYHO NpoyyYBaHe NPH eAHOKPaTeH npreM Ha Aedepasupoke noj ¢popmara Ha AUCNEprypauiy
ce TabneTky B n03a oT 20 mg/kg, cpeaHaTa eKCno3uims e 6una nosuieHa ¢ 16%, npyu NaluMeHTH ¢
nexo yepHoapobHo yepexnane (Knac A mo Child-Pugh) u ¢ 76% npHn naumeHTUTE ¢ YMEPEHO
vyepHoapoOHo yepexaane (Knac B mo Child-Pugh), cnpsaMo nauuenTuTe ¢ HopMmanHa yepHoapobHa
dyHkuma. CpenHara Cax Ha Ae(epasupoKe MPH NALHEHTH € NEKO HWIH YMEPEHO YepHOAPOOHO
yBpexkaaHe e OHa noHieHa ¢ 22%. Ilpu eauH nauMeHT ¢ TexXko depHoaApodHo yepexaaHe (Knac C
1o Child-Pugh), excnosunuara e 6una nopuineHa 2,8 mbTu (BX. TOUKH 4.2 1 4.4).

5.3 IIpeaknuHHYHM NaHHMH 33 Ge3omacHoCT

HexIMHHYHATE JaHHM HE MOoKa3BaT oCo0eH PUCK 332 XOpa Ha 0a3aTa Ha KOHBEHLMOHATHUTE
(hapMaKoNOrMYHHK NPOY4YBaHHA 38 0€30MacHOCT, TOKCUYHOCT MPU MHOTOKPATHO NpHNaraHe,
reHOTOKCHYHOCT WIH KaHUeporeHeH noteHuuan. OCHOBHATE pe3yaTaTH ca 0bOpeyHa TOKCHYHOCT H
NOMBTHARAHE Ha NieulaTta (kaTapakra). [lonobuu pesynrary ce HabmoaasaT IpH HOBOPOACHH U MIadH
#MHUBOTHHU. CuMTa ce, ye OLOpeyHaTa TOKCHYHOCT € OCHOBHO NOpaAM OTHEMAHE Ha XKeld3
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Hedepasupokc He ce e 0Ka3al KaHUEPOTreHEH, NMPH NMPUIIOKEHHE HA TUTHXOBE IPH €IHO 2-TOAMLIHO
NPOY4YBAHE ¥ TPAHCreHHU pS3+/- XeTepO3UroTHH MHUILIKH NPH €HO 6-MECEeYHO NPOYYBAHE,

[ToTeHMATHT 38 TOKCHYHOCT KbM PENPOAYKTHBHHTE QYHKLHHM € OLICHEH MPH ILTHXOBE M 3alily.
Hedepasupoke He e GUN TepaTOTeHEH NPH [UTBXOBE, HO € JOBEN 10 NMOBHLUEHA YECTOTA HA NPOMEHH B
CKeJleTa H 10 MBPTBH paXAaHKA NPH NpUaraHe BbB BHCOKM JO3H, OKa3alu € CHITHO TOKCHYHH 3a
’KEHCKHTE NPH KOUTO HE € HMANO CBPBXHATpYNBaHe Ha xena30. [ledepazupokc HAMa JApYrH edexkTH
BBPXY (bepTHIHTETA HIIH PENPOXYKTHBHUTE Bb3MOKHOCTM.

6. OAPMAINEBTHYHH JAHHU
6.1 Chnucrk Ha NOMOIHKHTE BEeIIECTBA

Anpo Ha TabneTka:
MuxpokpucTansa nenynosa PH 101
MukpokpucranHa uemynosa PH 102
KpocnosuaoH (Kollidon ®CL)
IMoeuaox K30

IMonokcamep 188

KonounaeH CUIMIHEB JHOKCHA
Marnesues cTeapar

DuUIMOBO IOKPHUTHE:
Onapgpaii I Cuspo 85F20694 (ITonuBMHAN ANKOXON, [TOAHETHIEH MNHKON/ Makporon, THTaHOB JTHOKCH,

tank, FD&C cunpo #2 / UHAUrokapMuH aTlyMUHHEB J1AK)
KpocnosuaoH (Kollidon ®CL-SF)

6.2 HecnBMeCTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogsHocT

3 roavHH

6.4 Chnenuaauy yCJIOBHS HA ChXPAHCHHE
J{a ce chxpaHsBa mpu TeMmnepartypa noa 25 °C
Ha ce cpXpaHsiBa B OpUrMHaNHaTa O1iakoBKa.

Ha ce cbXpaHsBa Ha MACTO, HEZIOCTBLITHO 3a Aelia.
6.5 Buau cbpaAbpxKaHHE HA ONIAKOBKATA

OunMupannTe TabNeTKH 3a onaxoBaHH B npo3padHu 6nuctrepu ot PVC/PE/PVDC/arymunneso gonuo.

3uagekc 180 mg ce npeanara B KapTOHEHA ONakoBKa, chabpkauia 30 gunmMupanu TabneTku
(3 6aucTepa).

6.6 CrhnenuajHu nNpeaNazHH MepKH MPH HIXBLPJAAHE

HsaMa crnelManHi H3UCKBAHNA.

7. TIPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
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Hoben ®apma EOOA
OKONOBPBLCTEH BT 36

Codus 1415, buarapus

Ten: 02/962 62 80

daxc: 02/962 90 36

en.nowa: info@nobelpharma.bg

8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Per.Ne 20210152

9. JATA HA ITHPBO PAZPEIIABAHE/TIOAHOBSABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

JlaTta Ha mbpBo paspeuiasase: 04.06.2021 r.
Hata Ha nocliefHO NOAHOBABAHE:

10, JATA HA AKTYAJIMH3HPAHE HA TEKCTA

07/2024
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