KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



301 55ANTENHA ATEHUMS 10 IEKAPCTBATA |
1. MME HA JIEKAPCTBEHUS [IPOJAYKT UHA 110 JIEKAPCTBATA

KpAMmKa XapaKmepusmuKka Ha NPOGYKMa - Mpuaoxenue 1

H

3uanekc 360 mg puamupanu TabneTku {
Ziadex 360 mg film-coated tablets '

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

3uanexc 360 mg dunmupanu Tabnerku
Beska punmupana Tabnerka ebabpika 360 mg aedepazupokce (deferasirox).

[ToMOLIHHK BelecTBa ¢ U3BECTHO JIEHCTBHE
3a MbJIHKA CITUCHK HA MOMOIIHUTE BELIECTBA BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnetka

3uanexc 360 mg dhuimupanu Tabnerku
TBMHO CHHH, €TUICOBHM/IHM, IBOHHOM3NbKHAIH (PHIMUPAHH TaOJICTKM OT €/lHaTa CTpaHa ¢ BILOHATO
penedHo obozHauenue <3607, a ot apyrara ¢ noroto ,,Nobel”.

4. KJIMHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

3uajieKc e 1oKas3aH 3a jje4eHHe Ha XPOHHYHO CBPBbXHATPYIBAHE HA JKEJIA30 NOPAaAH HeCTH
KpbBOnpeareanus (=7 ml/kg/mecen epuTpourTHA Maca) Mpu NauMeHTH ¢ 6era TanaceMus Malop Ha
Bb3PACT Ha M HaJl 6 FOJAMHM.

31ajIeKe e NoKa3aH ChIO 3a JeYeHHe Ha XPOHHYHO CBPBXHATPYMNBAHE HA XKeJf30 110paau
KPbBOMNPEIHBAHHA, KOraTo JIEUEHHETO ¢ Je)epPOKCAMHUH € NPOTUBOMOKA3aHO MJIM HEJIOCTATLYHO MPH
CJIEJIHUTE I'PYITH MNALUEHTH:

- MPH MeAHaTPUYHH MALMEHTH ¢ BeTa TanaceMHs Maiop cbe CBPbXHATPYNBAHE HA JKEIA30
nopaJi1 4ecTH KpbBonpeausanus (=7 ml/kg/mecell epuTpolMTHa Maca) Ha Bb3pacT
oT 2 10 5 roauuu,

- NPH Bb3PACTHH M NEHAaTPHUHM NALMEHTH ¢ OeTa TajaceMHus MaHop CbC CBPbXHATPYNBaHe Ha
JKEJIA30 NOopajiu HevyecTH KpbBornpenuBauus (<7 ml/kg/Mecen epuTpoLMTHA Maca) Ha Bb3pacT
2 rOJIHHH ¥ NOBeue,

- NPH BB3PACTHH H MeIMaTPHYHH MALMEHTH C IPYTH BUI0BE aHEMHH Ha Bb3PacT 2 FOAMHH H
noBeue.

3uajieKc e NoKasaH ChLIO 3a JIeYeHHe Ha XPOHHYHO CBPbXHATPYIBAHE Ha JKEIA30, H3UCKBALLLO

XeJaTHpaLla Tepanus MpH NalHEHTH CbC CHHAPOMH Ha HeTpaHchy3HOHHO-3aBMCHMA TaJlaCeMHs Ha

Bb3pacT 10 roaMHu U noBeye, KOraTo JIeHeHHETO ¢ AeepoKCaMHH € NPOTHBOMNOKA3aHO WITH

HE3a/10BOJIUTEITHO.

4.2  Jlo3MpoBKAa H HAYHH HA NPHJIOKEHHE

JleyenueTo cbe 3nanekce TpaOBa 1a ce 3ano4Ba M NO/IbpiKa OT JIEKapH ¢ ONMT B Jie
XPOHHYHOTO CBPbXHATPYNBaHE Ha Kesa30.




ﬂoaupom(a

Cepvxuampyneane Ha #Ceasz0 nopaou mpanc@yius

Ipenopbusa ce neueHHeTo Aa ce 3arnoyHe ciie/l TpaHCGy3us Ha npubauzuTento 20 enHruuM
(okono 100 ml/kg) epurpounTtria Maca (EM). 1an ako OT KIMHHYKOTO npocicAdsaHe HMa
[0KA3aTeNCTBA 32 XPOHHYHO CBPbXHATPYNBAHE Ha KeNA30 (Hanp. cepyMeH depuTuH >1 000 pg/l).
Hozure (B mg/kg) Tpabea Aa ce M3UKCAARAT W 2aKPBLIAAT KbM Haii-0/M3Kkara pasgacoBka Ha
TabneTkuTe,

I_len HTE€ Ha XenaTHpallaTa Tepanii ca ga c€ OTCTpaHH KOJHUYECTBOTO KEMA30, NOAYHCHO B pE3ynTarT
Ha TpaHCC])yZiHHTe H aKO C€ Hanara, ia €€ HaMaJjli CbLIECTBYBALOTO HATOBAPBaHE € JKENA30.

IMpy BcHUKK NaUMEHTH € HEOBXOANMO NMOBHLIEHO BHUMAHME [0 BPEME HA XEJaTHPAIlAaTa TEpAnus, 3a Ad ce
cBeje 10 MHHHMYM PHCKBLT OT CBpbX0oOpasyBaHe Ha xXenary (BiK. Touka 4.4).

3uagekc pUIMUpaHy TabneTky AeMOHCTPHPAT NO-BHCOKA OHOHATMYHOCT CIPAMO AHCTIEPrHPALIH ce
TabeTKN, ChAbpKallH Aedepasypoke (Bxk. Touka 5.2). [Ipy npemHHaBaHe OT HHCTIEprUpaLlH ce
TabneTkH KbM GUAMHpaHH TabneTkH, fo3aTa Ha PpunmHpanuTe TabneTku Tpabea aa 6bvae ¢ 30% no-
HHCKA OT J03aTa Ha AWCNeprupauldTe ce TabieTKH, KaTo ce 3aKpbI/IH KbM HaH-Onu3Kara uana
TabeTKa.

CbOTBETCTBALUTE JO3W MEXIY paziMuHUTE GOPMH ca nokasaHu B Tabnuuara no-gomy.




Tabnuua | IlpenopbyYuTenHH 103H NPH CBPBXHATPYNBAHE HA XKENA30

Duamepann
Ta0IeTKA/TPpany.an

Jducneprapamu
ce TADIETKH

Tpancpyinn

Cepymen
depHTHH

Hauanua noza

ATepraTHBHA
HAYAJIHA 1032

Ilpu nauxeHTH,

Cnen

20 eguHHLM
{okono

100 ml’kg) EM

14 mg/kg/nen 20 mg/kg/nen

21 mg/kg/nen

30 mg/kg/nen >14 ml/kg/mece

yHo EM
{npubnuzutenH
0 >4 elUHHLH/
MeceuHO Nnpu
BB3pacTeH)

<7 ml/kg/mecen
Ho EM
(npubnu3urteny
0 <2 eAUHHLK/
MeCceuHo NnpH
BB3PacTeH)

7 mg/kg/nen 10 mg/kg/nen

Enna TpETA OT [TonoBHHaTa oT

ann >1,000 pgA

NOBAUAIIHN Ce ao3aTa ' posara
aobpe ot nedepokcaMHH nedepoKcaMiH
AedeporcaMHH
IlpocaennBane Beexn
Mecel]
IIpuuenen 500-1 000
HHTEpBaJ ng/l
CThnkH npd IoBnmaBane >2 500 pg/l
Kopurapane Ha 3.5 - 7 mg/kg/nen 5-10 mg/kg/nen
aoe3ara o 28 mg/kg/nen ao 40 mg/kg/nen
(Bcexn TonmxaBane
3-6 mecena) 3,5 -7 mg/kg/nen 5-10 mg/kg/nen <2 500 pg/l
[Ipu naumenTH, Ipu naumenTH,
NEKYBAHH C A03H JIeKyBaHH C 403U
>21 mg/kg/nen >30 mg/kg/nen
- Ilpwu nocturade Ha uenrta 500-1 000
pg/l
Makcumanna 28 mg/kg/nen 40 mg/kg/nen
2033
Ha ce oiMucan
npeKbCBaHe




Havanna ooza

[penopbunTennara HauanHa qHeBHa A03a Ha 3uaaexc dunmupanu Tabnetku ¢ 14 mg/kg TenecHo
TErJo.

Ip1 nauHEHTHTE, KOMTO C& HYKIAAT OT MNOHMKEHHE HA NOBHLIEHHTE HUBA HA JKENA30TO B OpPraHu3Ma
H KOMTO MOMy4aBaT cbillo noeede ot 14 ml/kg/Mecen epuTpoLnTHA Maca (NpUOAHIHTENHO
>4 eqMHYLIM/MECEN, 33 BB3PACTHH), MOXKE 1A ce MMa MpeIBHA HA4ANIHA JHEeBHa 103a oT 21 mg/kg.

IIp# nauMeHTHTE, KOMTO HE CE HYKAAAT OT NOHMIKEHHE Ha NMOBUILEHUTE HUBA Ha JKENA30TO B
OpraHu3Ma H KOWTO NOJy4aBaT Chlo No-manko ot 7 ml/kg/Meceu epuTpouuTHa Maca
(npuban3uTENHO <2 eNMHHLIW/MECEL] 32 Bh3PACTHH), MOXE Ja CE MMa Mped BHA HAYANIHA JHEBHA 1033
ot 7 mg/kg. Tpabpa aa ce npocnendsa KIMHUYHHA OTFOBOP M TpsbBa 4a ce 0OMHCIH NOBHLLIEHHE Ha
J03aTa, KO He CE NONYYH A0CTaTbhuHA epHKacHOCT (Bx. Touka 5.1),

[IpH naumeHTHTE, KOHTO BEUE MMAT NOOBP TepaneBTHYEH OTrOBOP Ha AeepoKCcaMKH, MOXe Ja ce
¥Ma NpeBKA HA4alIHa 103a Ha 3Hanekc GUAMHUpaHH TabNeTKH, KOATO YHCIIEHO € €1HA TPETA OT
No3ara Ha AcdepokcaMiH (Hanp. nauueHT, noay4asaw 40 mg/kg/ned ot aedepokcaMuH 5 JHH B
ceaMHiiaTa (MK EKBUMBAICHTHA 103a) MOraT Aa IPEMHHAT Ha Ha4yalHa AHeBHa 103a oT 14 mg/kg/nex
oT 3napexc punmupanu Tabnerk). Koraro tosa Boan no qHesna no03a noa 14 mg/kg tenecHo terno,
TpaGBa 1a ce npocneadea OTrOBOpa Ha NaldeHTa ¥ 1a ce 0GMHCIM MOBHIIEHHE Ha J03aTa, aKO He Ce
noNy4YH AOCTaTb4HA €(PUKACHOCT (BXK. TouKa 5.1).

Kopucupane na dozama

Ipenopbuea ce cepyMHHAT PEPUTHH A3 CE MPOCNEIIBa BCEKH MECEL M 103aTa Ha 3HaleKke Ja ce
NpoMecHa, ako e Heo6xoaMMo, Ha BcekH 3 10 6 Mecela Bb3 OCHOBA Ha TEHACHLMATA B CEPYMHUA
¢depurun, IIpoMennTe B fo3aTa MOraT ja ce NpaBAT Ha CThIKHM oT 3,5 no 7 mg/kg u Tpabea 1a ca
cboDpaseHH ¢ OTrOBOPA Ha MALMEHTA W TEPANEBTHYHHTE LENH (NOAABPKAHE HIH TIOHHKEHHE Ha
KOJIHYECTBOTO Ha *KeNA30T0). [IpH NauuesTH, IPH KOUTO HE € NOCTHIHAT 33J0BOJIMTE/IEH KOHTPON C
Ao3y ot 21 mg/kg (T.e. HUBaTa Ha cepyMHma GepuTHH ca Tpaiino Han 2 500 pug/l n He nokaseat
TEHACHLMA KbM MOHKKEHHE C TCUEHHE HAa BPEMETO) MOTAT Ja ce oOMucnaT no3u ot 28 mg/kg.
HanuuxocTTa Ha ABATOCPOYHH AAHHM, CEBP3aHH ¢ ePHKACHOCTTA K 6€30MACHOCTTA OT NPOBEAEHHUTE
KJIMHHYHH NPOY4BAHHA CBC AHCTIEPTHpALLH ce TAOMETKH, ChObPXKALIH JedepasupoKe, NPH J03H HAR
30 mg/kg noHacTosweM e orpaHHYeHa (264 nauueHTH, NPOCAeIABaHH CPeHO 3a | roauna cnen
NOBHINABAHE HA [103aTa). AKO € NOCTHIHAT MHOFO clNal KOHTPON Ha XeMOCHAEpo3aTa ¢ 103 OT

21 mg/kg, c AONLJIHKTEIHO FOBHILABAHE Ha fo3aTa (10 MakcuManHa 103a ot 28 mg/kg) Moxke na He
ce MOCTHIHE 3a10BOJIMTEIEH KOHTPOJ H A C& HATOXKH OOMHCHIAHE Ha ANTepHATHBHH METOAH Ha
JieyeHHe. AKO He ce MOCTUrHE 3aA0BOJIUTENEH KOHTPO ¢ Ae3u Hal 21 mg/Kg, nevyeHHETO C TakuBa
1034 He TpabBa Aa ce NpobL/DKaBa, a TpAORa Aa ce OOMHCIAT aNTepHATHBHH BapUAaHTH 34 IEUEHHE,
KoraTo ¢ pb3MoxHo. Jlozn Han 28 mg/kg He ce npenopkyBart, Thil KATO MM& OrPaHHYEH OTHT C
NO3KTE HAZ TOBA HUBO (BXK. TouKka 5.1).

[1py naumeHTHTe, NEKYBaHH C 103K no-Brucoku oT 21 mg/kg, npy nocTuraHe Ha KOHTPON (T.€. HUBA HA
cepyMeH epHTHH TpakiHo noa 2 500 pg/l v noka3sainy TEHAEHUMS KbM MOHHXEHHE C TEUEHHE Ha
BpeMeTo) TpsbBa ma ce 0OMHCIH CTHNATOBUAHO HaMaJisBaHe Ha go3arta ¢ 3,5 ao 7 mg/kg. Ipu
NaLKHEHTHTE, NMPH KOUTO HHBATA HA CEPYMHHSA epHTHH Ca JIOCTHIHANY NPHLIEIHHTE CTOHHOCTH
(obuknoBeHo mMexcry 500 u 1 000 pg/l) Tpabea na ce 0BMUCITH CTHNANOBHAHO HAMAIABAHE HA J034TA
¢ 3,5 no 7 mg/Kg ¢ uen 3ana3paHe HA HUBATa Ha CEPYMHHA (EPHTHH B PAMKMTE Ha TIPHLIEAHHA
Anana3oH. AKo CepyMHHAT depuTHH TpaiiHo cnana noa 500 pg/l Tpadea ga ce 0OMHCIH NpeKbCBaHE
Ha fleyeHUeTo (BxK. Touka 4.4).

Cunopomu Ha HEeMPancPhYIUOHHO-3A8UCUMA MARACEMUR

XenaTtupauia Tepanua TpaGBa Aa ce 3aN04He CaMO aKO MMa 10Ka3aTe/ICTBA 34 CBPLXHA
KENA30 (KOHLEHTPAaUHUA Ha *ensa3o B uepHUa apob [LIC] =5 mg Fe/g cyxo terno [c.1.]
dbeprThn TpaitHo >800 ug/l). LIC e npeanounTal METOA 32 ONpeAENsHE Ha CBPbXHATPY
AKENA30 M TPAOBa 1a Ce M3NONI3a, KOraTo € HainueH. [1pu Bcuukn nauueHT! ¢ neobxonum
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BHHMAHHC NO BPEME HA XEMTaTHPALaTa repanui, 3a Ja ¢€ HaMan! pucka oT CBp'bXOﬁpﬁiinﬁHG Ha

X€narn.

3uanekc pHIMHPaHH TabaeTKH AEMOHCTPUPAT N0-BHCOKA OHOHAIMYHOCT CNPSAMO AUCTIEPTHPALLH Ce
TabneTKH, ChaAbpKallK Aedepasupoke (Bix. Touka 5.2). [lpu npemunaBane OT AHCNIEPTHUpaLIM Ce
TabneTky KbM GHIMHpaHH TabneTkH, fo3aTa va punmupannTe tabnerku Tpadea aa 6vae ¢ 30% no-
HHMCKa OT [103aTa Ha AMCNeprupaLiMTe ce TAbNeTkH, KaTo ce 3aKpbIiH KbM HaH-Ou3kaTa ugiaa

TabneTka.

CHoTBETCTBALLMTE A03H MEXIY pa3iMYHUTE GOpPMH ca noka3aH# B TabnHLATA MO-A0Y.

Tabnuua 2 [penopbynTEnHH 103M [IPH CHHAPOMH Ha HETPAHC(Y3MOHHO-3aBUCHMA TANIACEMHS

PuIMHPAHA Jucneprupa KounenTpanna Cepymen
TabaeTKH/rpanyiH MM ce HA KeJIA30 B depuTHH
TafaeTkn YepHHA AP0l
(LICO*
Haqanua noza 7 mg/kg/aen 10 mg/kg/ne =5 mgFe/ge.T. wm  >800 pg/l
H
Ilpocnenspane Beexn
Mecen
CThukn npu IlopHwaBane >7 mg Fe/g c.T. umd - >2 000 pg/l
Kopurupaune Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/n
Ao03aTa ' eH :
{BcekH Ionnkdasane . <7.mg Fe/gc.1. i  S2 000 pg/l
3-6 Mecena) 3.5 - 7 mg/kg/nen 5:10mg/kg/n
H . BH . i
MakcHMa/Ina 14 mg/kg/nen 20 mg/kg/ne
Ao3a - O OSSR
7 mg/kg/nen 10 mg/kg/ne
H
[1pH BL3pacTHH He e ouexssana wnn <2 000 pg/l
IlpH megHaTpHYHM MALIHEHTH
IIpekbcBane <3 mg Fe/g c.T1. unn <300 pg/l
ITognoBaBane He ce npenopbuBa

HA JICYECHHETO

*LIC e npenno4HTaHUAT METO/ 3a ONpeeIsAHEe HAa HATPYIIBAHETO Ha JKEJIA30




Havanna oosa
ITpenopbunTenHata HavyanHa AHEBHA 1034 Ha 3vaneke puiaMHpaHu TabNeTKH [IPH NALMEHTH CbC
CHHAPOMH Ha HeTpaHC)Y3HOHHO-3aBUCHMA Tanacemus e 7 mg/kg TenecHo Tero.

Kopuzupane na oozama

ITpenopbusa ce HUBOTO HA CEPYMHHA HEPHTHH 1a c€ MOHHTOPHPA BCEKH MeceLl, 3a Aa Ce OLEHH OTrOBOPbLT
Ha NaLHEHTHTE KbM TEPANUATA H Ja CE CBEAC 10 MUHUMYM PHCKBT OT CBPBX0OpasyBaHe Ha XenatH (BixK.
Touka 4.4).Ha Bceku 3 no 6 Mecena neuenue, Tpabea na ce 0OMHCIH NOBHINABAaHE Ha Ao3aTta ¢ 3,5 o 7
mg/kg npu naumentute ¢ LIC >7 mg Fe/g c.1. wu cbe cepyMeH depuTuH Tpaiino >2 000 pg/l, nemokazeair
TEHACHLMA 3a TIOHHXKABaHe, MOHAcAUM AoGpe NekapcTBeHHA NpoaykT. He ce npenopbuBar no3m naa 14
mg/kg nopany NMncarta Ha OMUT C MO-BHCOKH A03H NPH NaLMEHTH CbC CHHAPOMH Ha HETPAHC(Y3HOHHO-
3aBUCHMA TalaceMHa.

ITp1 nauMeHTH, NpH KOHTO He € npaeeHa oueHka Ha LIC u cepyMHusT geputun € <2 000 pg/l, nosata
He TpabBa aa npesvuiaa 7 mg/kg.

Ilpyn naumenTH, npu kouTo nozata e 61na nopuineHa ao >7 mg/kg, Tpabpa aa ce obmucau
HamansBaHe Ha 103aTa Ha 7 mg/kg unn no-Manko npu LIC <7 mg Fe/g c.1. win cepymen deputnn
<2 000 pg/l.

IIpexpamasane na aevenuemo

IIpu nocTuraHe Ha 3aIOBOMIHTENHN HUBA Ha xena3o B opranu3ma (LIC <3 mg Fe/g c.T. unun cepymen
tbeputun <300 ug/l), neyeHnero TpabBa Aa ce cnpe. JIuncBaT NaHHK OTHOCHO MOBTOPHOTO JIEYEHHE
Ha MALMEHTH, MIPH KOHTO OTHOBO c¢ Ha0Nlonasa HATPYNBAHE HA JKENA30 CJe] MoCTUraHe Ha
32/10BOJIMTENHH HHBA Ha JKEJIA30TO B OpraHH3Ma H NOPAJH Ta3H NPHYHHA HE MOXKE Ja CE Npenopbya
MOBTapAHE HA ICYEHHETO.

Creyuamiy nonyagyuu

Hayuenmu ¢ cmapuecka ev3pacm (>65 200uuna ev3pacm)

[NpenopbkuTe 3a AO3MpaHE [TPH NMALIHEHTH B CTAPYECKA BB3PACT Ca CHIIMTE KATO OMMCAHHTE NO- Fope.
B x0aa Ha KIHHWYHHTE NPOY4YBAHHA NALMEHTHTE B CTAPUECKA BB3PACT NOTYUYABAT MO-YECTO
HeXXeNaHH peakLMH, OTKOIKOTO NO-MAaJ1Te NaLHeHTH (No-cneuranto auapHs) U Tpabea na 6waat
BHHMATEJIHO NPOC/IieiABAHY 32 NOABA HA HEXENAHY PEaKLUMH, KOWTO MOTaT 1a H3UCKBAT KOPHTUPaHe
Ha Jo3ara.

Heduampuuna nonyrayus

CspbXxHaTpynBaHe Ha KeNA30 Nopaau TpaHchy3us:

IpenopbkuTe 3a n03HpaHe NpH NEIMATPUYHH NALIMEHTH HA BH3PacT 2 A0 17 roAMHM Che
CBPBXHAaTPYNBaHE Ha XeJ130 Nopaay TpaHcdy3Ha, ¢a ChUIHTE, KAKTO NPH Bb3pacTHH NaLKeHTH
(Bxk. Touka 4.2). [lpenopbusa ce HHBOTO Ha CEpYMHHA (PEPUTHH 1a Ce MOHHTOPHpA BCEKH Mecell,
3a J1a C€ OLCHH OTrOBOPBT HA MTALIMEHTHTE KbM TEPANMATA U [1a CE CBEE 10 MHHHMYM PHCKBT OT
cBpbXxofpasypaHe Ha xenartH (Bx. Touka 4.4). IlpomenuTe B Ternoro Ha feuara c Bpemero Tpabea
2\ CE UMaT NPEBHI, KOTAaTO CE U3YHCNABA 103aTa.

I1pu neua cbC CBPBLXHATPYNBAHE HA HKENA30 NOPALH TpaHChY3H, HA BB3PacT MexXIy 2 H 5 roAuHH,
€KCMO3HLIKATA € MO-HUCKA, OTKONKOTO [TPH Bb3PacTHH (BaK. Touka 5.2). Tazu Bb3pacToBa rpymna MoxKe

CJIEI0BATENIHO 1a HaJlara No-BUCOKH /1034, OTKOJIKOTO ca HeoOXoaHMH NpH Bb3pacTHH. Bunpeku Toea,
HayanHaTa A03a Tp#0bBa /1a € chlaTa KaTo NPH Bb3PACTHH, NOC/IEABAHA OT HHAMBUIYATHO THTRMPAH

~.

b ] Lhﬂn,),;‘
CHHAPOME Ha HeTpaHC(Y3HOHHO-3aBHCHMA TaJIACEMH3: & T
Ilpy neanaTpHUHHUTE NALIMEHTH CbC CHHAPOMH Ha HETPaHC)Y3HOHHO-32BHCHMA TAIACE N wEpr
TpabGBa na npesuinaea 7 mg/kg. Ipy Te3u NauMeHTH BHUMATENHOTO cieaexe Ha LIC u
(epHTHH € OT ChLUECTBEHA BAXKHOCT, 32 Aa ce u3berHe cBpbXo6pasyBaHe Ha XEJIaTH: B
KbM MECEYHOTO ONpeaensHe Ha CepyMHUA (PEPUTHH € HeoOXOIMMO Ha BCEKH TPH Mece

npocaeaarade Ha LIC, koraro cepymuusat deputun e <800 pg/l.
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Heua ot paxaareTo a0 23 meceua:
BesonacHocTTa M edukacHocTTa Ha 3Haneke NpH AL OT PaXKIAHETO 10 23-MECeuHa Bh3PacT He ca
YCTaHOBEHH. JIMnCBaT JaHHH.

ITayuenmu c 6v6peuno yapexcoane
3nagekc He e NPOYUBAH MNPH NAUHEHTH ¢ OBOPLUHO YBPEXKNAHE H € NPOTHBOTIOKA3aH MPH NALMEHTH ¢
M3UYHCIICH KPEaTHHHHOB KIUPDBHC <60 ml/min (k. Touku 4.3 u 4.4).

Hayuenmu c wvepnoodpobno yepexcoane

3uanexc He ce MpenopbYBa NPH NALMEHTH ¢ TEXKO YepHoapobHo yspexaare (Knac C no Child-
Pugh). Tpu naumedTu ¢ ymepeHo uepHoapobuo yepexaane (Knac B no Child-Pugh) nosara tpabsa
/12 CE HAMAJTH 3HAYHTEIIHO, CJIe] KOEeTO NOCTENEHHO Aa ce yBenuuu 10 50% {(Bxk. Toukn 4.4 u 5.2) u
3uanekc TpabBa Aa ce M3NoN3Ba NPEeANa3TMBO NPH TaKMBa NauWeHTH. YepHonpobHara dyHKUMA NpH
BCHYKH NauyeHTH TpaOBa Ja ce npociiesssa NPeaH JISHEHHETO, HA BCEKH 2 CEAMHAUM Npe3 TbPBUA
MECell M C/Ie TOBAa BCEKH Mecell (BaK. Touka 4.4).

HayuH Ha OpuIckKeHKe
3a nepopajHO MPHUIOKEHHE,

OunmupaHuTe TabneTkH Tpabsa Aa ce NOrABILAT LM ¢ MAJIKO KOTHYECTBO Boaa. [IpH naiueHTHTE,
KOMTO HE MOTaT J1a NOT'bAHAT LieIUTe TabneTkH, GUAMHPaHHTE TabIeTKH MOraT 1a ce MPHIoKaT
HATPOIUEHH H Hpe3 MOPLCRAHE HA 11AN1aTa JI03a PhpPXY MEKa XPaHa, Harp. KHCEIO MISKO HIH 10bIKOBO
mope. Jlo3ara Tpadea aa ce npueme He3abaBHO M M3LAN0, H Ja HE Ce ChXPAHABA 33 C/IeABalla
ynotpeba. :

OunmupanHuTe TabNeTky TpAGBa Aa ce NPHEMAT BEAHDBK JHEBHO, 3@ MPEANOUHTAHE NO €HO H CHILO
BpEME OT ICHOHOUIMETO, KATO MOTAT JIa C€ NPHEMAT Ha IMaJHO WAH C 1eKa XpaHa (BXK. TOUKH 4.5 1
5.2). K

4.3 IlpornBomokazaHnf

CBpPLXUYYBCTBHTENHOCT KbM aKTHBHOTO BEILECTBO HIIH KbM HAKOE OT MOMOLIHHTE BELLECTBA,
u30poeHH B Touka 6.1.

KomBuHauusTa c aApyri BUAOBE XenaTHpallla TeParnHa 3a Xens3o, Thil kaTto He30MacHOCTTa Ha TaKHBA
KOMOHHALIMK He € YCTaHOBeHa (Bxk. Touka 4.5).

TMauHeHTH ¢ URYHCNEH KPeaTUHHHOB KIIHpBHC <60 ml/min.

4.4 CneunalHH NpeaynpexieHHsd H NPeANA3HA MEePKH NpH ynorpeba

b16peuna dyuxuMs

Hedepazupokc e npoyuBaH camo NPH NaLMEHTH ¢ U3XOJEH CEPYMEH KpPEeaTHHHH B PAMKHWTE Ha
pedepeHTHHTE IrPaHULIK 33 BL3pacTTa.

[IpH KIMHHYHHTE NPOYYBAaHUA MOBMLIEHHS HA CEPYMHMA KpeaTHHHH ¢ >33% B >2 nocnenoBaTenHH
ONpEACNAHHA, MOHAKOTa Hal rOpHaTa pedepeHTHA rpaHHLA, Bb3HHKBAT NPH okono 36% ot
nauueHTuTe. Te3H NOBHLICHHA Ca 10303aBHCHMH. [IpH OKOO nBe TPETH OT NauMeHTUTE, fo

Ha nosata. [Ipu ocTananara TpeTa NOBHLIABAHHATA HAa CEPYMHMA KPEaTHHUH HE BHHAr
MOHWIKEHUE HaA 103aTa WK Ha CHpaHeTo i. B HAKoH ciyyaH cliell NOHWKaBaHe Ha I
Habnronaea cTabHIH3MpaHe Ha CTOHHOCTHTE HA CEPYMHHA KpeaTHHHH. CllyyaH Ha o
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BpEMCHHA WK NOCTOAHHA AHAJIH3A.

[TpuynHMTE 32 NOKAUBAHWATA Ha CEPYMHMA KPEaTHHHH He ca n3acHeHu. CaenosarenHo TpAGBa aa ce
o6pblla 0cobeHO BHHMaHHE Ha NPOCIEAABAHETO HA CEPYMHHA KPEATHHHH MPH [TALUEHTHTE, KOUTO
noy4yasaT KaTo ChMbTCTBALA Tepanus NeKapcTBa, KOUTO NOTHEKAT Gb0peynara GyHKUHMA H NpH
NALMEHTUTE, KOUTO NOY4aBaT BHCOKH A03H AeepasHpoKke W/HIH TIO-pelKH KpbBOTIPe/IMBaHHA
(<7ml/kg/Mecen epUTPOLIMTHA Maca UK <2 eIHHHIIM/MECEL, NPH Bh3pacTHH). Brapeky ye B xo/1a Ha
KIIHHUYHUTE NPOYYBAHKA MPH YBEIHYABAHE HA J103aTa JHCTIEPryipaniy ce TabIeTKH,ChAbpAKallH
nedepacupokc Han 30 mg/kg He ce HabmoaaRa HapacTBaHe HA OLOPEUHUTE HEXKENAHH CHOUTHA,
NOBHLLUABAHE HAa PUCKA OT Rb3HHKBAHE Ha HLOPEYHH HEXenaHU CHEOMTHS NPH NPHEM HA QHIMHUPaHH
TabneTku npu go3u Hag 21 mg/kg He MOoXe Ja ce M3KIIIONH.

[TpenopruBa ce cepyMHHAT KPeaTHHHH Ja 6be OLEHEeH ABYKPaTHO NPEAH 3aMo4BaHe Ha TepanuaTa.
CepyMHHST KpeaTHHHH, KPEATHHHHOBHAT KJIHPBHC (H34uHcneHn no gopmynata Ha Cockroft-Gault
uau no MDRD dopmynara npu Bb3pacThu MK no hopmynarta Ha Schwart npu neua) w/mnu
NJa3sMEHKTE HUBA Ha UMCTaTHE C TpAdBa Aa ce Npoc/eAABaT NpeJn 3aNo4BaHe HA TEPANHATA,
exkece/IMHYHO Npe3 NEPBAA Mecel ¢Jie/l 3an0YBaHe HIH NPOMAHA HA TEPANHATA Che 3HAAEKC
(BKUIIOMHTEIHO PeMHHABAHE KBM JIPYra JeKApcTBeHA GpopMa) B exeMecedHO ¢iea TOBA,
IlaumenTHTe © aHaMHe3a 3a 6BOPEUHH 3a00N1ABAHNA M NALIMEHTHUTE, KOUTO MONYYABAT JEKAPCTBEHH
NPOAYKTH, KOUTO NOTHCKAT 6bOpeyHaTa GpyHKLHA, MOXKe 1a €A H3NOXKEHH Ha MO-TONAM PHCK OT
ycnokHeHus. Tpabea aa ce 06bpHe BHUMAaHKE 3a NOAAbPXKAHE HA AEKBATHA XHApaTallMA Ha
NalMEHTHTE, KOHTO PasBHAT A¥apHa WIH MOBpbiLaHe.

Hma nocTMapkeTHHIOBH chob1IeHHA 2a ciy4ad Ha MeTaboNnHTHa auMao03a, Bh3HUKHANA N0 BPeMe Ha
JieueHneTo ¢ nedepasupoke. bonnkHeTBOTO OT NauMeHTHTE ca MManu 6b6pedHH HapyLUueHuUA,
61v6peuna TyOynonaTus (cuaapom va Fanconi} wiv auapus, UK HAKAKBH APYTH CHCTOAHUSA, MPH
KOMTO HapYLUIEHHETO Ha KMCEIHHHO-AIKATHOTO PABHOBECHE € H3BECTHO ycnmkHeHue. B Tezu
NonynaLuy KMCeJIHHHO-AJIKATHOTO paBHOBecHe TpAGBa a ce NpocieasBs ChIIacHO KIHHUYHHTE
nokasaHus. IIp# natmeHTHTE, NPH KOHTO ce pa3BHe MeTabonuTHA alMao3a, Tpabea na ce oOMHEIH

NPpEKBCBAHC HA NEYCHNETO CBE 3uanexc.

Tabnuua3  KopurupaHe Ha 103aTa M NPEKLCBAHE HA JIEUEHHETO NPU NPOCIENsBaHE Ha HLOpeuHaTa

dyHkMA
Cepymen KpeaTHHHH KpeaTHHHHOB KAHPBHC
Ilpenn 3anousane Ha | /IBykpaTHo (2X) H Ennokpartho (1x)
TepanuaATa
IlpoTHBONOKa3zan <60 ml/min
Ilpocnensinane
- Ilbppsus mecey Beanwk ceaMHYHO H Beanbxk cenMUUHO
ClieA 3aN0YBaHe Ha
TEpanHAaTa WIH Npu
NPOMAHA Ha fo3aTa
(BKITIOHHUTENHO
NpeMHHABaHE KbM
Apyra neKapcTBeHa
dopma)
- Cnea Tosa BenHwx MecedHo H Beanbx meceuno
Hamanapane Ha AHeBHATA 4032 cbe 7 mg/kg/nen (pHnMupana Tabnetka),
axo caeOHume noKaameny 3a oyenka va Gvbpeunama pynxyua ce nabmodasam npu O
ROCACO08AMEHY SUIUMU U HE MO2AM 0d CE CEbPICAM € OPY2U NPUNUHU
Bb3pacTHH nauMeHTH >33% Haj cpenHKTe H TTonuxkenue <
CTOHHOCTH MpeiH (<90 ml/min)
3arl04BaHE Ha JIEYEHHETO
[Teanarpuvnu >TTH** 3a cboTBeTHaTa | W/HMNH IMonmwxkenue <
MALHEHTH BB3PACT (<90 ml/min)




C.Tle,ll HaMAaAJIBaAHE HA A03aTa, JJEICHHETO CC NPeKLCBA, AK0

Bun3pacThu M Ocrasa >33% Han W/unu [onuxkenne <[AI'H*
MeAHaTpHiHH CPETHHTE CTOHHOCTH (<90 m¥/min)
MaLHeHTH Mpe/iy 3ano4BaHe Ha

JIEYEHHUETO

*II'H: nonna rpaHMua Ha HOpMaTa
**I'TH: ropna rpaHMua Ha HopMara

JleueHHETO MOXKE 1 ¢€ MOJIHORH B 38BHCHMOCT OT KJIHHMYHHUTE O0CTOATENCTEA.

HamansBane Ha no3aTa WiH NPEKLCBAHE HA JIEYEHHETO MOXKE CBILIO J1a CC MMa MpEaBH], aKko ce
YCTaHOBAT OTKIOHEHHA B IOKA3aTENIUTE 3a oueHKa Ha ObOpeyHarta TyOynHa GyHKUMA W/HNH NIpH
KNMHHHYHH NOKA3aHHA:

. [TpoTenHypHa (M3cneapaHeTo TpAOBa Ja Ce HaNpaBH MPEaH 3aNn04BaHE HA JIUEHHETO H BCEKH
Mecell cien ToBa)
. I"moko3ypus NpH nauueHTH Ge3 aabeT M HUCKH HUBA Ha Kanuii, gocdaty, Marke3uii niu

yparH B cepyMa, docdarypus, aMuHOAUMIYpHS (NpociieaABaHe NPH HYX/a).
bubpeuna TyGynonarus ce cbod1asa npeadMHO MPH Jela B 1OHOWY ¢ 6eTa TanaceMus, NEKyBaHH C
3uanekc.

IlaumeHTHTE Tpnﬁna Ja OBAAT HACOYEHH KbM He¢p0nor H JOMBJIHHTENHH ClICUHaIM3HpaHHy

u3caenBaHus (kato OpOpeuHa GHOMCHA), akO ONMHUCAHHTE MO-A0NY CHMITOMH C€ NOABAT BLMNPEKH

HaMansBaHETO Ha A03aTa H NPEKbCEAHETO HA IEYEHHETO:

. CEpYMHHAT KPEaTHHHH OCTaBa 3HAYMMO MOBULLIEH H

. MMa TpaHH OTKJIOHEHHS B ApYT Nnoka3arteln 3a oleHKa Ha 6bp0peuHaTa ¢yHKums (Hanp.
fIPOTeHHYpUs, cHHApOM Ha Fanconi).

YepHoapobHa dvHKLHA

HabnronaBar ce NoOBHIIEHHA Ha YepHOAPOOHHTE hyHKLIMOHAIHHM TECTOBE MPH NALMEHTH, JIEKYBaHH ©
Jedepaszupokc. B nocTmapkeTHHIOBUA Neproa uMa chobuleHurs 3a cnyyau Ha YyepHoapobHa
HENOCTaThYHOCT, MOHAKOTA ¢ (haTaneH Kpai, NpH NaLMeHTY, JiekyBaHH ¢ aedepasipokce. [loredeTo ot
cboOLeHMATA 32 BLIHWKHAIA YepHOAPOOHA HEOCTATBYHOCT €4 CBLP3aHH ¢ NAlMEHTH ChC
3HaunTeneH 6pof 3abonsBaHHA, BINNIOYHTETHO NpeaUIecTBalla YepHoapobHa nkwpo3a. Bunpeku Tosa,
He MOXKe J1a C€ OTXBBP/H 3HAYEHHETO Ha AedepazHpOKC KaTo JOMPHHACALI HIIH BJIOLLaBalLl
chreToaHHeTO dakTop (B, Touka 4.8). Morat Aa Pb3HUKHAT TEXKH (OPMHU, CBBP3aHH ¢ NPOMEHH B
Cb3HAHUETO B KOHTEKCTA HA XHAEPAMOHHEHHYHA el-luecba.nonamﬂ npy NaHEHTH, NEKYBAHH C
Aeepasupokc, ocobeHo aeua. [Ipenopnupa ce Aa ce Mma NpeABH) Bb3MOXKHOCTTA 338 BL3HHKBAHE Ha
XHNepaMOHHEHHYHA eHUedaTonaTis U Aa ceé H3MEPRAT HUBATA HA AMOHAKA NPH MaLHEHTH,
pa3BHBALIH HEOOACHHUMH MPOMEHH B IICHXHYHKA CTATYC A0KATO ca Ha NIeYeHHe ¢ aedepa3upokc.
TpsbBa na ce BHUMaBa ja ce NoAIbpka afieKBaTHa XHAPATaLUA IPH NALMEHTUTE, NPH KOHTO
HACTBNAT CbOMTHS, CBbP3aHH C HAMAJIABaHe Ha UMPKYNaTOpHHA obeM (KaTo AMapHA HIH NOBPBLUAHE),
ocobeHo npu aeua ¢ octpo 3abonasane.

[Ipenopbusa ce H3CNeaBaHe HA CEPYMHUTE TpaHcaMuHazu, Ounupybuna n ankannara ¢ocdarasa
ApE€aHN 3a04YBAHE Ha JICUCHUETO, Ha BCCKH 2 CCIAMHIIH NIPE3 MbPEHA MCCEL OT JICHCHHETO H HA BCEKH
mecel chen ToBa. AKO HMa NepeHCTHPALIO H NPOrpecHpallio IOBHLIEHHE HA HUBATA HA CEPYMHMTE
TpaHCaMHHa3H, KOUTO HE MOTAT Ja C& NPUITHIUAT HA IPYTH NpHYKHH, 3Haaekc TpAOBA Aa ce chpe.
Cnea KaTo ce H3ACHH NMPUYHHATA 33 MATONOTHYHHTE NMPOMEHH B UepHOAPOOHHTE (YHKLIMOHATHH
TECTOBE WM CIIE] BPBILAHE KbM HOPMAITHHTE HHBA, MOMKE Aa CE HMa NPEABK/ NPeANaIMBoO MOBTOPHO
3aMOUBAHE HA IEUEHHETO C MO-HUCKA 034, NOCIEABaHO OT NMOCTENEHHO NOBHILEHHE HA A03aTa.

3uanekc He ce NMpenopbyBa NPH NALMCHTH ¢ TeXKO YepHonpobHo yepexaane (Knac C o Chi
Pugh) (k. TOuka 5.2).
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Tabauua 4 QboblieHHe HA NPENOPLKUTE 3a NPOCACAABaHE HA HE30MacHOCTTa

Hicaensane YeeToTa

CepyMeH KpeaTHHHH JBYKpaTHO npeny 3arnousaHe Ha TEPanUATA.
Bceska cenmuiia npes mspeHsa Mecell oT
TepanusTa M4 cliel] NPOMAHA HA 103aTa
(BRMIOUYMTENHO NPeMHHaBaHe KbM Apyra
JekapcTeeHa popma). ExxeMeceyHo cnen

TOBA.
KpeaTHHHHOB KNMPBHC WK IU1a3MeH IIpenu 3anouBaHe Ha TepanuATa.
unctaTiH C Bcsaka cenmuua npes NbpeHs Mecel OT

TepanuATa WK Cllie] MPOMAHA Ha 103aTa
(BKJTIOYHTENHO NPEMHHAaBaHe KbM Apyra
nekapcTBeHa dopma).

ExxemeceuHo cnej ToBa.

IIporeunypus Ilpenu 3anoyeaHe Ha TepanMaTAa.

p yp p p
EsxeMmece4Ho ciieq TOBA.

Hpyryd Mapkepu 3a olleHKa Ha Cnopea HyxauTe.

OuOpeunara TyOynHa QyHKUKHA (KaTo
Hanpumep MIKO3YpPHUs NPH NaUHEeHTH
Be3 AMabeT ¥ HHCKH HMBA HA CEPYMHHS
kanui, gocdar, MarHesui Ham ypar,
ocaTypus, aMMHOALMAYPHS )

CepyMuu TpaHcaMHHa3H, GHIMPYOHH, ITpeaw 3anouBaHe Ha TepanusTa.

ankanHa gocdarasa Ha Bceku 2 cenmuum npes mbpeHs Mecell OT
Tepanuara.
EsxemeceuHo cren ToBa.

H3zcneasaHe Ha Cllyxa H O4HTe IIpeau 3anouBaHe Ha TepanusTa.
ExxeronHo cnea ToBa.

TenecHo Terno, pxCT M NONOBO ITpeau 3anoysaHe Ha TepanusTa.

pa3BHTHE E>xeroato npH neaHaTpUuHH NALHEHTH.

[IpH nauneHTH, Np1 KOUTO 0YaKBAHATA NPOALDKUTENHOCT HA )KHBOTA He € rofiaMa (Hamp. npu
BUCOKOPHCKOB MUEMOAUCILTACTHYEH CHHAPOM ), 0cOOEHO KOTaTo CHNBTCTRALLM 3a000ABAHMA MOTAT 44
MOBHILIAT PHCKA OT M05Ba HA HEXENaHH ChOMTHA, NoN3KTe OT 3HaneKc MoraT Aa ObAAT OrpaHHHEHH U
Ja He Npesb3xoxaar puckosere. BeneacTere Ha ToBa, He ce NpenopbyBa IeUeHHE ChC 3HANEKC TIPH
TAaKUBA MALUWEHTH.

Hecbxoanmo e noBHLIEHO BHUMAHME NPH NALMEHTUTE B CTAPYECKa BH3PACT MOPaaH No-BUCOKATA
YECTOTA Ha HEXKEIAHH peakUdH (110-CneuHanHo qHapus).

JlanHHTE pH Aeua ¢ HETpaHChY3HOHHO-3aBUCKHMA TANACEMUA €A MHOTO OrpaHHueHH (B, ToYka 5.1).
B cneacteue Ha ToBa, TepanHaTa che 3uanekc Tpabea na Obae BHUMATENHO MOHUTOPHUPAHA, 3a
YCTaHOBABAHE HA HEXENAHH PEaKUMHK W NPOCAEAsBaHE Ha HATOBAPBAHETO C JKeNA30 B NeAHATPUYHATA
nomynauus. OcBeH TOBA, NPEAM 3aM0YBAHE HA JiedeHUe 3MajleKe NPH JeLa ¢ TeXKO HATOBapBaHE C
AKe430, ¢ TPaH(y3HOHHO-HE3ABHCHMA TANTACEMHUS, JIEKAPAT TPSOBa 12 € HAACHO, Y€ MOC/IEACTBHATA OT
ABATOCPOYHATA €KCMO3ZHLIMA NMPH TAKHBA MALMEHTH KbM MOMEHTA Ca HEHW3BECTHH,

CTOMAalIHO-YPEBHH HAPYLIEHHA
Crobmaga ce 3a NoABa HA A3BH H KEPBEHE OT FOPHHTE OTAENH Ha FACTPOMHTECTHHAIHHA Tpa
NaLMEHTH, BKJIFOYHTENHO deLa ¥ NOAPacTBAILH, MoNyyaBalll Acpepazupoke. [Tpu uact ot
naLMeHTHTE ce HabMIoJaBaT MHOXKECTBEHH 8381 (BxK. Touka 4.8). UMa cboblueHua 1a 938
YC/IOMCHEHH ¢ FacTPOMHTECTHHATHA nephopauus, ChINo Taka HMa ChoOLICHHA 32 CiTyyau
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XEMaTOMOrHYHH 3a60/19BaHUA W/HAH HUCBK 6poit Ha TpombouuTHTE, [To BpeMe Ha IEYEHHETO ChC
3Hanekc JeKkyBawmMTe JeKapH M nauuMeHTHTe Tpabea Aa 6baT ¢ NOBMUIEHO BHUMAHHE 33 NIPU3HALM H
CHMITOMH Ha CTOMALUHO-4PEBHA A3BA U/IH KbPBEHE H MPH CbMHEHHE 33 CEPHO3HA HEXeNaHa peakLHs
OT CTPaHa HA rACTPOMHTECTUHAIHMS TPaKT BeJHAra 1a 3aroYHAT NMO-HATATHIUHO H3CNEABAHE HITH
seyenue. Heobxonumo e noBuilieHO BHUMaHHE MPH MAUKEHTH, KOMTO MTPHEMAT 3HaeKe
€IHOBPEMEHHO € BEILIECTBA C H3ABEH yNUeporeHeH noteduman, kato HCIIBC, kopTHKOCTEpOUAH HITH
nepopaiHn 6upochoHaTH, NPH NALMEHTH, MONY4aBALIW AHTHKOATYIAHTH, KAKTO H P NaLMEHTH ¢
TpoMGoUMTH noa 50 000/mm? (50 x 10%1) (px. Touka 4.5).

Hapyuienns Ha koxaTa
[To Bpeme Ha JieHeHHETO CbC 3MAAEKC MOXKE j1a CE MOABAT KOXKHH 00pHBH. B nosedero cnyuaun

0OpHEBHTE OT3ByYaBaT CMOHTaHHO. Korato ce Hanara npekbcraHe Ha NEHEHHETO, CHEA OTINYMABAHE Ha
00puBa, TO MOXKE Aa ce Bb30OHOBH C MO-HUCKA 11034, NIOCTIEABAHA OT NOCTENMEHHO NOBHILABAHE HA
nozara. IIp TexkuTe cayua, ToBa Bb30OHOBABAHE MOKE /1a C€ TIPOBEAE B KOMOHHALIMA C KPAaThK
NEPHOA HA MPHIOKCHHE HA MEPOPATHH KOPTHKOCTEPOHAH. ChoOIIaBAT Ce CllyHan HA TEXKH KOKHU
HexenaHu peakunH (SCARs), BmrounTenHo cuHapoM Ha Stevens-Johnson (SJS), TokcuuHa
enuaepmanta Hekponusa (TEN) u nexapcTBeHa peakiys ¢ €03MHODHNUA H CHCTEMHH CHMIITOMH
(DRESS), kouto morar aa 65aat )HBOTO3aCTpaIIABAIIH WITH IETATHU. AKO ce nogoanpa SCAR,
3unazexc TpaGBa na ce cnpe HezabaBHO M Aa He ce npunara OTHOBO. [1pH NpeanHcBaHe Ha IEKAPCTBOTO
nauMeHTHTe TPAGBa Na 6bAAT 3aMO3HATH ¢ NPH3HAUMTE U CHMIITOMMTE Ha TEKKHTE KOXKHH peakuH U
Na 6BAaT BHUMATENHO HabmonaBaHH.

Peakiiny Ha CBPBXYYBCTBHTEIHOCT
CnyyaH Ha CEPHO3HH PeakUMH Ha CBPbXHYBCTBUTEAHOCT (KaTo aHAPUIAKTHYEH LLIOK M AHFHOEIEM) Ca

CHODIIEHH NPH NaLMEHTH, NoNyYaBaly Aeepa3dipoKc, KaTo HAYANOTO HA PEaKUMATA [IPH NOBEYETO
OT CIIyuaHTe, HACTHIBA NPEe3 MbPBHA MeceL, OT IEYEHHETO (BXK. To4ka 4.8). AKO BE3HHKHAT TaKHBa
peaKuuM, NPHeMBT Ha 3Hanekce Tpabra na Obae NpeycTaHOBEH H Aa Ce OCHIYPM aJIeKBaTHa
MeaHUMHCKA oMo, JleueHuneTo ¢ aedepasupoke He TpabBa 1a ce NOJHOBABA NPH NALKEHTH, KOHTO
Ca ¥Ma/Id PeaklHg Ha CBPBXYYBCTBHTETHOCT, NOPALH PUCK OT aHAGHNAKTHYEH WOK (BX. To4ka 4.3).

JpUTEIHH H CAYXORH HapyLieHHs

Crobiuasart ce cnyxosu (oTcnabeH cnyx) M O4HH (TOMBTHABAHE HA NELLATA) HAPYILEHHA (BXK.

Touka 4.8). [penopuusa ce nperien Ha cyxa H 3peHHETO (BKJIFOUHTENHO GYHIOCKOIHA) Npeau
3an04BaHe HAa NEYSHHETO W HA PEJOBHH HHTEPBANIK cnel ToBa {BcekH 12 Meceua). AKO Mo BpeMe Ha
JIEYEHHETO ce 3abenerkar HapyLIeHHS, MOXKE 3 CE MPUCTBNHM KbM [IOHWIKEHHE WIIH CIIMpaHe Ha 103aTa.

HapyuieHus Ha kpbBTa

Io BpeMe Ha NOCTMApPKETHHIOBUA NEPHOJ e CHOGILIARA 38 NMOABA HA JIEBKONIEHHS, TPOMBOUMTONEHHS
WJTH NTAHUMTONEHNUA (MK arpaBUpaHe Ha Te3d LMTONCHHH) M arpaBUpaHa aHeMUs MpH NalUeHTH Ha
neyeHue ¢ aedepasupokc. [JoBeyeTo OT MALMEHTHTE Ca UMAIH NPEAXOKIALIH XEMATOIOMMYHH
3abonsapanKs, KOUTO YECTO ca GHIIN CBBP3aHH ¢ KOCTHOMO3BYHA HeaocTaThbuHocT. Hesasucumo ot
TOBA, AONPHHACALLATA HAH arpaBHpallia posis He MoXe Aa ce H3Kkmoul. Heobxoaumo e aa ce obMucH
NPEXLCBAHE HA IEYEHHETO NMPH NALMEHTH, KOHTO Pa3BHAT HEOOACHHUMA LIHTOIIEHHMS.

Ilpyru
[Ipenoprusa ce exeMeceuHO MpoCNeAABAHE HA CEPYMHKA (EPHUTHH, 3a 1a C€ OLEHH OTroBOpa Ha
nanuUeHTa KbM Tepanuara (Bix. Touka 4.2). [1pu nevenne c BUCOKH 103H U KOTATO CEPYMHHMTE HHUBA Ha
(epuTHHA ca GIM3K 10 TAPreTHHTE Ce NPEnophLYBa NMOHIDKABAHE HA 03aTa WK NO-CTPHKTHO
npocneaspade Ha 6b6peunara v yepHoaApoOHaTa PYHKLMA U CepyMHHUTE HHBA Ha QEPHUTHH.
AKO cepyMHHAT (epHTHH cnaaa TpaifHo noa 500 pg/l (NpH CBpbXHATPYIIBaHE HA KENA30 MOp
Tpancdysus) uian noa 300 pg/l (Mpu cHHAPOMH Ha HEeTPaHCHY3HOHHO-3aBHCHMA TATACEM
Na ce 0OMHCAH CIHUpaHe Ha IEUEHUETO.

Pesynrarture oT U3CNIEBAHMATA HA CEPYMHHS KPEATHHHH, CEPYMHUA EPUTHH H CEPYM
TPaHCAMHHa3K TPAOBa Aa ce 3aMMCBaT W PEAOBHO J1a Ce OLICHABAT 34 HATHUHME HA TEH

[<]
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B nBe KNHHWYHW NIPOYUBAHUA PACTEX LT H NOJIOBOTO PARBUTHE HA AELIATA, IEKYBaHH ¢ Kedepa3upoke
B MPOABIKEHUE HA 5 rofuHM, He ce noBNUABAT (BK. Touka 4.8). Burpeku ToBa kato 061a npeanasua
MsApKa NPH JICHEHHETO Ha LA CbC CBPbXHATPYNBAHE HA WEAA30 Nopaau TpaHcdysns, TeNECHOTO
TETNO, PLETA H (I010BOTO pasBuTHe TPROBA Aa ce mpocneaABaT Npeay 3ano4paHe HA TEpanuaTa M Ha
penoBHH uHTEpBAH (BeekH 12 Mecela).

Cupaeunara AMCPYHKLHSA € M3BECTHO YCIOJKHEHUE HAa TEXKKOTO CBPLXHATPYTNBaHe Ha xkenszo. [To
Bpeme Ha AwarocpoyHoTo neveHue cbe 3MAJIEKC Tpabea aa ce npocrenspa chpaeuHaTa GpyHKUHA
MPH NALIHEHTHTE C TEXKKO CBPbXHATPYMBAHE HA XKEJA30.

4.5 BiaumoneiicTBHe ¢ IPYTH JeKapcTBeHH NPOAYKTH M APYTH (GOpMH HA B3aAMoaeiicTBHE

Be3onacuocrra Ha nedepa3npokc B KOMOHHALIMA C APYTH XENaTOPH Ha XKENA30TO HE € YCTaHOBEHA.
3aroBa ToH He TpAOBa Na ce KOMOMHMpa C APYTH BHIOBE XenaTupaiua Tepanus (Bx. Touka 4.3).

BzaumogeiicTeue ¢ xpaHa

Cumax Ha Jedepa3vpokc GunMHpany TabneTku ce noeuiaea (¢ 29%), ako ce nNpueMar ¢ XpaHa, Gorara
Ha MasHHHH. CnenoearenHo 3Hagekc punmupanu tabnerku Tpabea fa ce npHeMa MM Ha TNaJHo,
MJIH C IeKa XpaHa, 33 NPeanoYHTaHe M0 €AHO H ChLIO BpeMe Ha AEHOHOIIMETO. (BX. Touku 4.2 U 5.2),

CpeacTBa, KOUTO MOTAT JIa MOHHIKAT CHCTEMHATA EKCTIO3NLIMA Ha 3uajieKe

MerabonusmMbT Ha fedepasupokce 3aBucH oT UGT eHzumute. B npoyusane npu 3apaeu o0poBoILu
€HOBPEMEHHOTO NpHaaraHe Ha aedepazHpokce (€JHOKpATHO npHaoxkena no3a or 30 mg/kg noa
dopmara Ha nucneprupainy ce Tabnetku) U MoHHA UGT uHaykTop, pudaMnuumH, (MHOTOKpPaTHO
npuacxeHa ao3a ot 600 mg/neH) BoAH N0 HaMaNABaHe Ha EKCTIO3UHMATA Ha JedepasHpoke ¢ 44%
(90% CI: 37% - 51%). CnenoBatenHo, €IHOBPEMEHHOTO NpHnarade Ha 3uagekc ¢ MomeH UGT
HHAYKTOP (T.€. pudaMnuuMH, kKapbaMa3enuH, (peHATOUH, PeHobapOuTan, pHTOHABHDP) MOKE Aa
AOBe/e N0 NOHHXKaBaHe Ha epHKacHOCTTa Ha 3uaaekc. CepyMHHAT GEPHTHH Ha NauHeHTa Tpabpa na
ce npocsieasBa No BpeMe K cinel KoMOHHauMaTa U fo3aTta Ha 3uanekc TpadBa Na ce NPOMEHH, ako e
HeobX0MHUMO. :

Ilo BpeMe Ha MEXaHHCTHYHO NMpPOYYBAHE 33 ONPE/ENAHE HA CTENEHTA HA EHTEPOXENaTaNeH Kpsroppar
€ YCTAaHOBEHO, Y€ XONECTHPAMKH 3HAYMMO HaMa/ABa eKCNO3ULHATA Ha fedepa3upokc (BikK.
TO4YKa 5.2).

BzaumogeiicTBHE ¢ MHAA30IaM H APYTH CpefcTBa, KOHTO ce MeTabonuanpat ot CYP3A4

B npoyusane cpen 3apasu 106poBoALM €JHOBPEMEHHOTO NPHIOKEHHE Ha Aedepa3HpoKe Mox
dopmata Ha aucneprupainy ce Tabnetku 1 Mmunasonam (cyberpar va CYP3A4) soau Ao Hamansesaye
Ha €KCMO3HLIMATA Ha MHAa3onaM ¢ 1 7% (90% CI: 8% - 26%). B kinHMuYHa 00CTAHOBKA € BB3MOKHO
e(exTsT Aa 6ba€ MNo-9BHO U3pased. CnefgoBarenHo, NOopaay Bb3MOXKHOCTTA OT MOHKKABAHE HA
ehHKACHOCTTA € HEOGX0IHMO [Ia C€ BHHMaBa MpH npuiarane Ha aedepazupoke B kKoMOHHALKA ChC
cy6cTaHLmMK, kouTo ce MeTabonuznpar upez CYP3A4 (kaTo HanpHUMep LMKIOCTIOPHH, CHMBACTATHH,
XOPMOHANHH KOHTpALENTHEH, GenpHANN, eproTaMuH).

BzaumoneicTYe ¢ penarndHAL M APYTH CPeACTBa, KOMTO ce MeTabonuzupat or CYP2C8

B npoyuBaHe cpea 3apasu 106pOBOIUH €IHOBPEMEHHOTO NpHnaraHe Ha nedepalnpokc, KATo yMepeH
CYP2C8 unxuburop (30 mg/kg/aeH noa hopMaTa Ha AUCIIEPTHPALUH ce TAGNETKH) H penariuHug —
CYP2CS8 cybeTpar, npunaraH B eaHokparsa j103a ot ,5 mg, nosrmasa AUC u Caax Ha penariuHua
CBOTBETHO € okono 2,3 mb1H (90% CI1[2,03-2,63]) v 1,6 nvTi (90% CI [1,42-1,84]). Twit kaTo
JIeKapCTBEHOTO B3aHMOAEHCTBHE NpH 1032 NO-BHCOKa OT 0,5 mg penarfiinHiA HE € YCTAHOBCHO,
eIHOBpEMEHHATa ynoTpeba Ha nedepazupokc H penarnuHU TpaORa fa ce u3barea. Ako
KOMGHHaU.HHTa € HANOoXKHUTENHA, TpﬂﬁBa da c€ NpoBSKAa BHUMATENHO KIIHHHYHO Haﬁﬂl()ﬂ.
npocieasBaHe Ha KpbBHaTa 3axap (Bx. Touxa 4.4). He moxe na ce usknouu Bzaumoae
Aedepazupoxc u Apyru cybetpaty Ha CYP2C8 kato nakiuTakces.
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BzaumopeiicTBHe ¢ TeodIHH 1 rd cpeACcTBa, KOHTO ce MeTabonuaupar ot CYP1A2

B npoyysaHe rnpu 3apasd 400pOBOILH €3iHHOBPEMEHHOTO NMpHIAaraHe Ha AedepasHpoKe KaTo
HuxubuTop Ha CYP1A2 (MuorokparHo npunarade B ao03a ot 30 mg/kg/nen pedepasnpoke non
¢opmara Ha nucneprupaluy ce Tabietkn) u cyberpara Ha CYP1A2 Teodmnnt (exHokpaTHa 103a OT
120 mg) Boau a0 noprwasare Ha AUC ua teodunun ¢ 84% (90% CI: ot 73% no 95%). Cmax Ha
€AHOKPATHAaTa J03a HE CE NOB/HABA, HO CE O4aKBa Ja HACTbIIH NoBHIHasaHe HA Crnax HA TEODWIHH NPH
MHOFroKpaTHO npunarate. ITopaau TasH npHunHa He ce npenopbyBa eJHOBpeMeHHaTa yioTpeba Ha
Aedepazupore U TeodunuH. IIpH CHBMECTHO NPUNOKEHHE HA aedepasupoke U TeodHIHH TpaOBa na
CE MMa NpeABH NPOC/EAIBAHE HAa KOHLUEHTPAaLHATA Ha TEOQUIHH H HaMallgBaHe Ha nozarta my. He
MOTaT fa € U3KIIoUAT B3auMOosIeicTBHA Mexay Aetepasupokc M apyru cybctpatn Ha CYPIA2, 3a
cyGcTpaTtHTe, KOMTO ce MeTabonuzupar ApeaumMHo oT CYPLAZ v uMaT TeceH TepaneBTHHEH HHAEKC
(Hanp. KNoO3anuH, TH3AHKWAHH) BaXKAT CHLIKWTE NPENOPLKH, KAKTO NPH TEOPHITHH,

Honknyutenta uHdopmaiiug

EnHoBpeMeHHOTO NpHIokeHHe Ha AeepazHpoKe H ATYMUHHH-CHABPXALIM AHTHAIIMAHH NPOIYKTH
He € odHLHAITHO Npoy4BaHo. Benpeku ue nedepasupokc UMa NO-HUCHK APHHHATET KbM a1yYMHUHHA
OTKOJIKOTO KbM MKEJIA30TO, HE Ce NPENOPBbYBA J1a ce IPHeMaT TabneTky Aedepa3HpoKe Cbe
ATYMHHHH-CHAbDXKALIH aHTHALMAHH TIPOSYKTH.

EnHoBpeMeHHOTO npunaraHe Ha aedepasHpoke ¢ BELIECTRA C H3BECTEH YILIEPOreHeH MoTeHuHan,
kato HCTIBC (BrmOYMTENHO ALETHICATHLIMIOBA KHCETHHA BLB BUCOKH J1034), KOPTHKOCTEPOUIH
WY nepopanuy 6udocdonary, MOKe 12 TOBUILH PUCKA OT FACTPOMHTECTHHATHA TOKCHYHOCT {BIK.
Touka 4.4). EAHOBpeMeHHOTO Npuiiarane Ha Aedepa3sHpoKe ¢ AHTHKOAryJIAHTH MOXKE CBIIO TaKa 1a
NOBHIIIH PUCKA OT raCTPOHHTECTHHANCH KPLBOMINUB. HeobxoaMMO e BHUMATEIHO KIHHHYHO
npocieafBaHe NpH KOMOHHHpaHe Ha AedepasHpOKC ¢ TE3H BELLECTBA.

EanoBpeMenHoTo npunarade Ha aedepazupoxce u Gycyndad BoAyu A0 NOBHIUABAHE HA EKCMIO3HLMATA HA
6ycyndan (AUC), HoO MEXaHW3MBT Ha B3aHMOACHCTBHE OCTaBa HEACEH. AKO € Bh3MOXKHO, TpabBa 1a ce
M3BBPLUIH OLlEHKa Ha dapmakoknHeTHka (AUC, knupbHE) Ha TecT no3a Ha Oycyndan, 3a 1a W3BbPLIK
KOpeKlHd Ha ao3arta. '

4.6 DepTHiHTeT, PEMEHHOCT H KbpPMeEHE

BpemenHoct
3a aedepa3zvpoKe HAMa KIMHUYHH AAHHH 3a eKCno3upaHu GpemenHocTH. IpoyusaHuaTa npu

YKMBOTHM IOKa3BaT PENpoAyKTHBHA TOKCHYHOCT NPl TOKCHUHH 3a Maiikara 103K (8. Touka 5.3).
[ToreHUMANHUAT pHCK MPH XOpa HE € U3BECTEH.

IlpenoprunTento e 3uanekc Aa He ce M3MOM3BA MO BpeMe Ha GPEMEHHOCT, KaTo NpeanasHa Mapka,
OCBEH B C/Ty4auTe Ha KATErOpUiHa HEOOXOAMMOCT.

3uanexc MoXke A3 HaManit e HKACHOCTTa Ha XOPMOHAJTHMTE KOHTPaLUEeNTHBH {BX. Touka 4.5).
IlpenopbuBa ce JKEHUTE C AeTepoaeH MOTEHLKAN 13 M3MON3BAT ACTBAHUTENHH HITH aNTEPHATHBHH
HEXOPMOHAIHH METOAM 3a KOHTPaUenLHs, KOraTo NpuemMar 3Haiexc.

Knpmene
Ipu npoy4BaHUATa BbPXY HHBOTHH € A0KA3aHO, He AedepazHPOKC ce eKCKpeTHpa OBbp30 H B
3HAYMTEJIHA CTENEH B KbpMaTa Ha Maiikata. He ce HabmonaBa HUKaKbB edekT BbPXY MOKONEHHETO.
He e u3pectHo nann aedepasMpoke ce eKcKpeTupa B YoBellkaTa kbpMma. He ce npenopbura kbpmene,
AOKATO C& NpHema 3Hajexc. —

DepTunurer
Jlunceat naHHM 3a depTHnHTeTa NpH X0opa. [1pH KUBOTHH He Ce€ OTKPHBAT HEXKEIAHH P

(hepTUITHTETA HA MBXKHTE H JKEHCKUTE HHAKBMH (BXK. TOuka 5.3).




4.7 Edextn Bopxy cnoco0HocTTa 32 mioupane H paboTa ¢ MAWHHE

3manekc NOBNHABA B MaJlka CTENEH ¢nocobHOCTTa 32 WwodHpane W paboTa ¢ MamuHK. [launenture,
HMaLIH HEYECTaTa HEXKENaHA PEaKIliA Ha 3aMafsHOCT TpAOGBa Aa MOAX0MKIAT NPEANAsIHBO H C HYXHOTO
BHHMaHHWe np# wodupaHe 1 pabota ¢ MalwKHK (BX. TouKa 4.8).

4.8 Hexenann N1eKapCTBEHH PeaKIHH

O6061enue Ha npodmnna Ha Ge3onacHOCT

Hali-yecTuTe peakuuu, cbo611aBaHH MO BpeME HAa XPOHHUYHO JGUYEHHE B NPOBEACHHTE KIMHHYHH
npoy4eaHus ¢ nedepasnpoke noa GopMaTa Ha AUCIIEpryupaniy ce TabneTky npu Ps3pacTHH NauHEHTH
W Jeqa, BIKJTIOYBAT CTOMALIHO-YPEBHH HapylleHwus (TNaBHO rajeHe, NOBPbIIAHE, AHApPUS HITH KOPEMHH
6onkx) u koxen o6puB. [uapusaTa ce cpobiiaBa RO-4eCTO NPH AeLia HA Bb3PacT OT 2 1O 5 rOJAMHH H
MpH NALMEHTH B CTApUYECKa BL3pacT. Te3n peaklHi ca J0303aBUCHMH, NPEIUMHO JIEKH 10 YMEPEHO
TEXXKH, MO MPaBHIO NPEXOAHH M NMOBEYETO OT3BYYABAT JOPH, AKO JIE4EHHETO Ce NIPOABIIKH.

Mo BpemMe Ha KNMHHUUHHTE MPOYUYBAHHUA 103032BHCHMO MOBHIUABAHE HAa CEPYMHHUA KPeaTHHHH
Bb3HMKBA NMPH 0KONO 36% OT NaLUeHTHTe, BHIPEKH He B MOBEYETO CITyYaH OCTAaBa B FPaHULIHTE HA
Hopmarta. [IoHHKeHMe B CpeIHMA KPEaTHHHHOB KIHPBHC ce HabnioaaBa KaKTo NMPH NeJHaTpHYHH,
TaKa H NMpH Bb3PacTHH NMaLHeHTH ¢ OeTa TanaceMHs M CBPbXHATPYIIBAHE HA AeJA30 Npes Mbpsara
rogvHa OT NeYeHHeTo, HO HMa AaHHH, Ye He MPOoOb/uKaBa Aa Ce NMOHMKABa Npe3 clieAsaluTe roqHHH
oT Jeuenreto. ChoblaBa ce 3a NOBHILABaHE Ha CEpYMHHTE TpaHcaMuHasy. [IpenopbyBa ce peoBHO
npocneasBane Ha 6pOpeunuTe v yepHonpobGHUTE NokaszaTend. ClyXoBUTE (NOHIDKEH CNYX) H
3PHTENHUTE {MOMBLTHABAHE HA JIEWATA) HAPYIIEHHS HE Ca YECTH H Ce NMPETNOPBYBAT €XKErO/IHH
nperneny (Bx. Touka 4.4} ,

CnobluaBaT ce cayuau Ha TeXKH KOXKHH HexenaHd peakuvu (SCARSs), BKIIOYHTETHO CHHIPOM Ha
Stevens-Johnson (SJS), Tokcuuna enuaepManna nekponusa (TEN) 1 nexapcTeena peakums ¢
eosuHopunua U cucteMud cumntomu (DRESS), npu ynotpebara Ha 3uanekc (Bx. Touka 4.4).

TabnuuHo npeacTaBgHe HA HEXKENAHWTE pEaKUHU

HexenaHuTe peakunu ca nojipeieHH no-a0ny ¢bobpasHO cleAHHA NPHHLMIT: MHOTO HYecTH (>1/10);
yectd (=1/100 no <1/10); veuectu (=1/1 000 oo <1/100); peaku (=1/10 000 ao <1/1 000); mHoro
penkn (<1/10 000), ¢ HenapecTHA 4ecToTa (OT HANHYHKUTE JaHHH HE MOXe Na Oble HanpaBeHa
oueHka). [Tpr Beako rpymipaHe B 3aBUCHMOCT OT YECTOTATA, HEXKEaHHTE JIEKAPCTBEHH PEakLMy ce
M36poABAT B HU3XOAAIN pell MO OTHOLUEHHE Ha TAXHATA CEPHO3HOCT.

Tabmiua 5

Hapywienns Ha KpuBTA H THMPHATA CHCTEMA

C Heu3BecTHa ManupTonenus’, TpoMBoLHTOnEe U, arpasupaHa aHemus ',
yecToTa: HeyTponeHus'

Hapyumennsa Ha HMYHHATA CHCTEMA
C HeM3BecTHa Peakluyy Ha CBPBLXYYBCTBUTENHOCT { BKIIFOUMTENHO aHaHNaKTHYHH PeakuHH
yecToTa:  aHruoeem)'

Hapyuwenns Aa MeTaGoIH3Ma H XPaHEHeTo
C Heu3BecTHa MeraGonuTHa aumaosa’'
YEeCTOTa:

TICHXHYHEA HApYIIEHHSA
Heuectu: TpeBOXHOCT, HAPYLIEHHS HA CHHA
Hapymennd Ha HEPBHATA cHCTEMa

YecTH: narobonue
HeuecTn: 3amasHocT
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Hapymenus Ha ouHTE
Heuectu: KarapakTa, Makynonarua
Penxwu: OnTHYeH HEBPUT

Hapymenns na yxoro u JaGHpHHTA
HeuvecTn: [nyxoTa

PecnHpaTopHH, rpbAHH U MEJHACTHHAIHY HAPYIIEHHA
Heuectu: Jlapunreanna 6onka

CroMamiHo-4peBHH HapYLIeHHA

YecT: Juapmsa, 3anek, NOBpHIUAHE, Fa/IEHE, KOPEMHH GOJIKH, MOLYBaHe Ha
KOpeMa, IMCAencUs

Heuectu: [acTpOMHTECTHHANEH KPBHBOMIIKE, CTOMALUHA A3Ba (BKIIOYHTEHO
MHOMECTBEHH A3BH), 13Ba HA [BAHANICCETONPLCTHHKAE, raCTPHT
Ezodarur

Penxu: lacTpouHTECTHHANHA Nepdopaliua’, ocThp NaHkpeaTHt!

C HensBecTHa

yecToTa:

XenaToOMIHAPHH HApYIUEHHS

Yectu: TToBHLWABAHE HA TPAHCAMHHAZNUTE
Heuectn: Xenartur, XOJenHTHasa

C Heu3BecTHa Uepnoapobha HenocTaTbynocT' -
4eCcTOTA: :

HapyumieHHS HA KOXKATA H NOAKOKHATA THKAH

YecTu: OG6pus, cBpbex

Heuecrtu: HapyweHa nurMenrauus

Penkn: JlekapcTeHa peakuns ¢ eo3HHoUIMA H cHcTeMHH cumnromu {DRESS)
CunapoM Ha Stevens-Johnson', xunepcenauTHBen BaCKynuT', ypTHkapus',

C HeM3BecTHa epHTeMa MyaThGopMe', anoneuma', TokcuuHa enuaepMaHa HEKponMsa

yecToTa: (TENY'

Hapymesns Ha K0XKaTa H NOAKOKHATA TLKAH

MHoro uectu: TMoBHLIEH KPEATHHHH B KPLBTA

Yecru: IMpoTeunypus

Heuectn; buOpeyna TySynonatua’ (npuaobuT cunapom Ha Fanconi), rnoko3ypus
Ocrpa 6b6peuna HeaoctTaTbuHOCT' 2, TYBYIOHHTEPCTHLHANEH HEDPHT!,

C Heu3BecTHa HedponuThasa', penanua TyGynHa Hekpo3a'

4ecToTa:

OO0y HapywieHns H epeKTH HA MACTOTO HA MPHJIOKEHHE
HeuecTn: Iupekcus, oTOK, ymopa

I Hexenanu peakuu, cbobLIEHH MO BpeMe Ha NOCTMapKeTHHIOBHMA OMHT. Te ca 06061ueHH oT
CHOHTAHHH CHODIIEHHA, 338 KOMTO HE BUHArH € Bh3MOXKHO HaJeKIHO Aa Ce YCTAHOBH 4eCTOTaTa
WIH NPHYMHHO-CNIEACTBEHATA BPb3Ka C EKCMNO3ZHLMATA Ha JIEKAPCTBEHUS MNPOIYKT.

2 Crobiasa ce 3a TeskkH GopMH, CBbP3aHH ¢ NPOMEHH B Ch3HAHHETO B KOHTEKCTA Ha
XUMEepaMMOHEMH4HA eHuedanonaTus.

Onucanve Ha W3GpaHH HeXeNaHH peaKiluK
XKnB4HH KAMBHH M CBBP3aHH OHNHAPHH HapYILCHHA ce choblasat npu okoo 2% oT na
IMosMiieHKs Ha CEpYMHUTE TPaHCAMUHA3K ce ChOOLLABAT KATO HEXKENAHA JIEKApCTBEHA P,
npu 2% ot nauvenTtHre. [loBuinenmaTa a TpaHcaMuyasKTe noseye ot 10 NbTH Hax rop
pedepeHTHa rpaHHLa, KOHTO NPeANONaraT XenaTur, He ca yectH (0,3%). Io Bpeme Ha
MOCTMAPKETHHIOBHA OITHT ¢ Jefepasupokc noa fopMara Ha AUCNEPrupaluy ce TableTku
cpobinaBa 3a cnyyad Ha YepHOAPOGHA HELOCTATHUHOCT, NOHAKOra ¢aTanHa, 0cobeHo NpH
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npeauecTsaiua yepHoapobHa unposa (Bx. Touka 4.4). Uma nocrMapkeTHHrosy cbobILEHHS 3a
crny4aH Ha MeTaboNHTHA auKa03a. BOAWHHCTROTO OT RAUMEHTHTE ca HManH OBOpeUHH HapyLICHHS,
6ubOpeuHa Ty6ynonata (cuHapoM Ha Fanconi) #nu THapHs, WK HAKAKBH APYTH CbCTOSHHS, NPH
KOHTO HAapYLUEHHUETO Ha KHCETHHHO-AKATHOTO PABHOBECHE € M3BECTHO YCJIoXkHEHHE (BX, TouKa 4.4).
HabnioaaBanu ca cepHO3HH ClTyyaH Ha OCTbpP MAHKPEAaTHT, H€3 TOKYMEHTHPAHH NOAIekKALIN
Ounuaphu napyieHus. Kakto npu ocTaHanuTe BHAOBE XENaTHpallla TEpanus 3a )endso, 3aryba Ha
CITyX 3a BUCOKHTE YECTOTH M MOMBTHRBAHE HA JielaTa (paHHa KaTapakTa) ce HabnaaBaT HEYeCTO
[pK NALMEHTHTE, JIEKyBaHH ¢ Aedepasupokc (BXK. Touka 4.4).

KpeaTHHHHOB KIMPBHC NIPH CBPBXHATPYIIBAHE HA JE/S30 NopanH TpaHcdyaug

B perpocnexkTHBeH MeTa-aHanK3, MpoBeaeH npu 2 102 Bb3pacTHH W NEAHATPHYHH NaLHEHTH ¢ beTa
TanaceMMUsa W CBPLXHATPYNBAHE HA XKeNA30 NopaiH Tpacdy3uH (BKIIOHBALL MALUHUEHTH C Pa3THYHH
XapaKTEPUCTHKH, KaTO HAMPHMEP HHTEH3HBHOCT HA TpaHCHY3UMTE, AO3MPOBKA H MPOABIHKHTENHOCT
Ha NIEYEHHETO), NEKYBAHH ¢ Jedepa3npokc noA dopmaTa Ha AMCMEPTHPaLLN ¢ TabneTKH B 1Be
PAHAOMH3HPAHH KIHHHYHH NIPOYYBAHUA U YETHPH OTBOPEHH NPOYUBAHHA, € MPOIbIKHTENHOCT A0

NET rouHK, ¢e HadMOAABA CPEIHO NMOKKEHHE HA KPEaTHHHHOBHA KIHpBHE © 13,2% npu
BL3pacTHUTE naiuenTH (95% CI: -14,4% no -12,1%; n=935) n ¢ 9,9% (95% CI: -11,1% a0 -8,6%;
n=1 142) npu neMaTPHYHHUTE MALMEHTH, NPE3 MhPBATa Fo/IMHA OT NevyeHreTo. [Ipu 250 nauueHTH,
npocneaseaHyH 3a NEPHOA A0 NET TOAHHH, He ce HabmoaaBa NO-HATATBLIHO NIOHHKEHHE B CPEHHA
KpEaTHHHHOB KIIHPBHC.

KJIWHHYHO NpoyyBaHE NpH NAUMEHTH CbC CUHAPOMH Ha HeTpaHc(y3HOHHO-3aBHCYMA TajnaceMHs

B 1-roguiiHo npoyusaHe Ha aedepasvpoke (noa gopmara Ha aucnepripaluy ce 1abneTku B no3a

10 mg/kg/neH) Npy NaureHTH chC CHHAPOMH HA HETPAHCGY3IMOHHO-3ABHCHMA TAIACEMHUA Y
CEPBbXHATPYTNIBAHE HA XeNA30, Anapus (9,1%), o6pus (9,1%) u ranete (7,3%) ca Haii-uecTo
chODLIABAHHTE HEXKENAHH PEaKUWH, CBBP3aHH C IpoyuBaHHa nponykT. OTKIOHEHKA B HHBATa Ha
CEPYMHHS KPEATUHHH M CTOIHOCTHTE HAa KPEATHHHHOBHUA KIMPBHC ¢ cho0ilaBaT CbOTBETHO NPH
5,5% u 1,8% ot naumenTute. flouasare Ha yepHOOPOOHHTE TPaHCAMMHA3K 2 ITBTH HAaA U3XOOHHTE
M 5 IbTH HAaJ ropHa rpaH{la Ha HopMarta ce cbobiaea npu 1,8% ot naunenrure.

Heouampuuna nonynayus
B nBe KWIHHHYHH NpOY4BaHUA PACTEKBT M MOMAOBOTO PA3BUTHE HA MEAMATPHYHHTE NALMEHTH,
NEeKyBaHH ¢ Aeepa3HpoKe B NPOab/KEHHE HA 5 roMHH, He ce NOBNUABAT (BXK. TOuka 4.4).

HpH neanarpvyHy NAUMEHTH HA BB3pacT 2 10 5 roauuy ce cpobluasa no-4ecTo 3a NoABa Ha AHApHS,
OTKOJKOTO MPH TO-Bh3PACTHHTE MALHEHTH.

Cnyuau Ha 6u0peuna TySynonaTus ce cbo0LABAT NPEAHMHO NPH AcUa H IOHOLWH ¢ feTa TanaceMus,
NpOoBEXJaLUH NieueHue ¢ fedepazupokc. B nocTMapkeTHHroBUTE CHOGLIEHHA BHCOK MPOLUEHT 0T
CJIy4anTe Ha MeTaboJIMTHA aUMA03a, Bb3HUKBAT NPH Jelia B KOHTEKCTa Ha CMHApoM Ha Fanconi.

Crobluaga ce 3a ciyqau Ha OCTbp MAHKPEATHT, 0COOEHO NpPH AeUa W KOHOLIH.

CnobuaBaHe Ha NOAO3HPAHH HEXENAHH PeakUHH

C1o0UiaBaHeTo HA MOAO3MPAHH HEKENAHH PeaKLUK CIIel] paspeliaBaHe 3a ynorpeba Ha NeKapcTBeHHs
MPOLYKT € BaKHO. TOBa N03BONABA A2 NPOABINKHA HAGIIOAEHHETO HA CHOTHOLIEHHETO MOM3a/PHUCK 32
AekapcTBeHus npoaykT. OT MeAHLIMHCKUTE CIIELHAIHCTH Ce H3HCKBA Ja CboOLaBaT BeAKa
MOI03MpaHa HeXKeNaHa peakLHa upes:

U3nb/HKTENHA areHUMa M0 JeKapcTBaTa
ya. Jaman I'pyes” Ne 8 m—
Codma 1303
Ten.;+35 9289034 17
yebcait: www.bda.bg
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4.9 Ilpenosnpane

CHMUTOMH

PaHHHTe NMpH3HALK HA OCTPO MPEAO3HPaHe CA CTOMALIHO-YPEBHH PeakuuH Kato 6onku B obnactra Ha
KOpeMa, A4apus, raaeHe ¥ noepuitade. Cnoblasa ce 3a uepHOAPoOHUKN OBOpeUHH HapyLIeHNA,
BICTHOYHTEITHO C/TyYaH Ha MOBHIIEHHCTOHHOCTH HAa YEPHOAPOOHHTE EH3UMH M KPSaTHHHHA, KOHTO ce
BL3CTAHOBARAT CJIE/ MpekpaTaBaHe Ha neyerero.llorpeuino npuioxkena eqHokpaTHa fo3a ot 90 mg/kg e
JIOBeNa j10 cuHApoMa Ha Fanconi, KOHTO € oT3BYy4an chen NeueHHETO.

Jleuenne
Hama crnieunduryen aHTHAOT 3a AedepasHpoke. Moxe Aa € AoKazaHO TpHIaraHeTo Ha CTAHJAPTHHTE
NpouedypH NpH Npeao3HpaHe, KAKTO W Ha CUMITTOMATHYO IEMEHHE CMOPe/] MEAHLIMHCKHTE HYXIH.

5.  ®APMAKOJOI'MYHH CBOHCTBA
5.1 <PapmakolHHAMHYHH CBOHCTBA

dapmaxoTepanesTHyHa rpyna: JKensso xenarupawu cpeactsa, ATC xon: VO3ACO03

MexanuzbM Ha aeiicTeHe

Hedepasupokc e nepopalieH xenaTtop, KOHTO e BucokocenekTHBeH 3a xean3o (111). Toii e Tpu3nb
JIMraHf, KOHTO CBBP3a JKeNAZ0TO ¢ BUCOK apuHuTeT B oTHOWeHKe 2:1. [leepazupoke ysBennuara
EKCKpELIMATA Ha XKEeNA30TO npeAUMHO ¢ deueca. [ledepasnpokc HMa HUCHK aHHUTET KbM LIMHKA H
MeITa H HE MPHYHHABA MOCTOSHHO HHCKH CEPYMHH HHBA HA TE€3H METAIH.

®apmaxoguHaMuubd ediekTH .

Ipu eaHo METaGONHTHO NPOYHBAHE HA KENABHOTO PABHOBECHE Ha Bb3PACTHH MALMEHTH C TaNaCeMHs
CBC CBPBXHATPYMBaHE Ha XKeNA30, Aedepaspokc B AHEBHH no3H ot 10, 20 u 40 mg/kg non gopmara
Ha AMCMEPrupauy ce TabneTkH HHAYLMpa CPeiHA HETHA EKCKPELIMA ChbOTBETHO

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

Knnnanuna eduracHoct ¥ 6e3onacHocTt
INporeneHH ca U3NMTBaHKA 32 KIHHUYHA e HKACHOCT Ha AedepasHpoKe noa GopMara Ha
AHCNEPrHpallli ce TabneTKH.

Hedepasupokc e u3cneapan npu 411 pb3pacTHu (Ha Bbp3pacT >16 roaunn) v 292 neua (Ha pb3pacr
oT 2 1o <16 roaHHH) ¢ XPOHHYHO CBPBbXHATPYNIBAHE HA JKENMA30 MOpadH KpbBonpenusanus. Ot
Jeuara 52 ca Ha BB3pacT oT 2 A0 5 rogHHK. OcHOBHHTE 1a00nsBaHKA, HANArAIIH NpeiHBaHe,
BKJIIOYBAT O€Ta TanaceMus, ChPNoBHAHO-KNETHYHA AHEMHUA H IPYrd HACIEACTBEHHU H NPHAI0OHTH
aHEMHH {MHENOAUCTINACTHYHHE CHHIPOMH, cHHApOoM Ha Diamond-Blackfan, anuiactiuna anemua n
ApPYCH MHOTO PEAKH aHEMMH ).

EsxeaHeBHOTO neyenue ¢ aedepazupoke noj popmata Ha AHCNEeprupaliy ce TabieTks B 103u

o1 20 u 30 mg/kg 3a eaHa roaHMHa NpH YecTo TpaHcdy3HpaHH Bb3pacTHH NAUHMEHTH K Aela ¢ Oeta
TanaceMHus BOAM JO MOHIDKEHHE Ha NOKA3ATENMNTE 3a KENI30TO B opraHn3Ma. YepHoapobHute
KOHLEHTPALMK Ha JKEH30 ca MOHHKEHH CbC ChOTBETHO 0Koo -0,4 1 -8,9 mg Fe/g uepen npobd
(buoncryHo cyxo Terno (c.T.)) CPeAHO, a CEPYMHUAT EPUTHH € NOHWXKEH ChC ChOTBETHO OKOJNO -36 H
-962 ug/l cpearo. B ChIMTE A03H OTHOUICHHATA HA EKCKPCLIMATA HA XKEIA30: (IPHEMBT Ha KENA30 €
cwoteeTHO 1,02 (noka3Baino HeTHUA xenezeH Oananc) U 1,67 (Noka3Ballo HETHOTO OTAENAHE Ha
xena30). ledepasupoke HHAYLMpPa CXOAHU OTrOBOPH NPH MAUMEHTHTE ChC CBPLXHATPYIBAHE
AKENA30 C ApYrH BuaoBe aHemHs. /lnesHuTe no3u ot 10 mg/kg nox dopMara Ha aucnepru
TabNEeTKY 32 €1Ha roIMHA MOJXKE A2 MOAABPIKAT HHBATa HA YepHOAPOGHOTO Kend3o 1 ce
(hepUTHH M HHAYLIAPAT HETeH JKeneseH GalaHe Npy MalMEeHTHTE, NONYHARALIM PEAKH N
obmenHH npennBaHua. CepyMHHAT (GEPHTHH, OLIEHEH Ype3 eKeMeCeUHO MpocieAABaH
NPOMEHHTE B KOHUEHTPALIMHTE HA YEPHOAPOOHOTO KENA30, KOETO N0Ka3ka, Ye TeHIEeH
cepyMHHA hepPHTHH MOYXeE 1a Ce W3MON3BAT 3a NPOCHENABAHE HA OTTOBOPA KbM TEPaIH S
OrpaHyyeHUTEe KIMHHYHH JaHHH (29 nauueHTH ¢ HopManHa cbpievHa GyHKUMA B Haua e MRI. -~

-
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noxasmear, ye jedeHuero ¢ aedepasupore 10-30 mg/kg/nen non gopmara Ha nucneprupaiuy ce
TabneTky 3a | rofiMHa MOMKe ChLIO 1a NOHKXKM HUBATA HA JKENA30TO B chpueTo (cpeaqo MRI
T2*nosuiueHue or 18,3 10 23,0 MUHCEKYHIH).

[1aBHUAT aHANH3 HA OCHOBHOTO CPaBHHTENHO MpoyyBaHe npH 586 nauueHTH, cTpanaum ot Gera
TanaceMHs M CBPBLXHATPYNBAHE Ha XENA30, NOPaAM TpaHChy3MA He NOKa3Ba He - HH(PEPHOPHOCT Ha
aedepasupokce noj gopmara Ha AMCNeprupaily ce TabneTkH crpaMo aeGepOoKCaMHH B aHaIH3a Ha
obwara rpyna nauneHTH. OT post-hoc aHanu3a Ha TOBA NPOYYBAHE M3IEK/A, Ye B NOArpynarTa Ha
AaLUHMEHTHTE C YePHOOPOOHHN KOHLIEHTPALHA Ha kenq30To =7 mg Fe/g cT, nekyBanu ¢ aedepaznpoke
nox ¢opmara Ha aucneprupaiuu ce Tabnetku (20 u 30 mg/kg) unu nedepokcamun (35 no

>50 mg/kg), ca MOCTHrHATH KPHTEPHHTE 3a He - HHepHOpHOCT. Bunpeky ToBa Npu nauueHTHTE C
yepHoapoOGHa KOHLGHTpaLKs Ha skena3o <7 mg Fe/g cr, nekysann ¢ nedepaznpokc noa opmara Ha

aucneprupaiuy ce Tabnerku (5 n 10 mg/kg) unu nedepoxkcamun (20 g0 >35 mg/kg), He -
HHDEPHOPHOCT He € YCTAHOBEHA 1TOPAAM HEEKBUBANIEHTHOCT B JJO3MPAHETO Ha JBaTa xenatopa. Ta3u
HEEKBHUBAIICHTHOCT Bh3HHKBA, ThH KaTO HAa MALMEHTHTE Ha aedepOKCaMHH € OHII0 No3BOJieHo Ja
OCTaHaT Ha CBOATA 1032 OT MPeAH MPOYUBAHETO, JOPH aKo T4 € OUna no-BUcoOKa OT OnpeaeneHaTa OT
npoToxona 103a. B ToBa MMIOTHO NMpoyuBaHe ca y4acTBallM METAECET M LIECT NALHEHTH Ha Bb3pacT
nox 6 rofuHH, Kato 28 ca nomy4asanu gedepasupokc oA dhopMara Ha AMCTIEprapauy ce TabneTKH.

OT npeIKNHHNYHATE W KNHHHYHUTE NPOYUBAHHUA H3riexa, ue aedepasnpokc noa popmara Ha
AMCTIEPrUpaLLH ce TabIeTKH MOJXKE /12 € TOJIKOBA AKTHREH, KOTKOTO Ae(epOKCaMHH, KOraTo ce
H3M01384 B I030BO CbOTHOLIEHHE 2:1 (T.e. n03a Ha aedepaznpokc noa GopMaTa Ha AHCNCPTHPALLH ce
TabJIETKH, KOATO YHCIIEHO € HANOJIOBHHA OT A03aTa Ha Aedepokcamun). [Tpn gedepasmpoke
duamupanu TabneTkn Moxe Aa ce 06MHUCIH 802080 CBOTHOWIEHHE 3: 1 (T.€. n03a Aedepasupoke
buamupann TabneTkH, KOATO YHCIEHO € eqHa TpeTa OT 103aTa Ha AedepokcamuH).Brnpexu Tosa Tesn
NpENnopbKH 3a JO3MPaHe HE Ca OLLEHEHH MPOCIEKTUBHO NPH KITMHHUHK NMPOYYBAHHA.

Ocsen TOBa, NPH NAUMEHTHTE ¢ YEPHOAPOOHA KOHUEHTPALIMS Ha Xes30To >7 mg Fe/g cr ¢ paznuunu
BHOBE PEIKH aHCMHH WIH ChPMOBHAHO-KJIEThYHA aHEMHUA, Aedepasupokc nox ¢opmara Ha
Aucneprupaiiy ce TabneTkH B 103a 10 20 u 30 mg/kg Boau Ao NoHWKeHUe Ha YepHOApoGHaTa
KOHLEHTPALIMA HA KEJIA30TO M HA CEPYMHUA (])epHTHH KOHTO Ca CPABHHMH C NOJTY4EHHUTE NpH
NaUUEHTH ¢ GeTa TanaceMus.

B 5-roamumno obcepBallMOHHO NpoyyBaHe, B pAMKUTE Ha KoeTo 267 /Jieua Ha Bb3pacT OT 2 A0

<6 roaMHH (NPH BKJIIOYBAHE B MPOYYBAHETO) C TPaHCHY3HOHHA XEMOCHAEPO3a MPHEMAT
AediepazupoKe, He Ce YCTaHOBABA KIMHHYHO 3HaUHMa pa3nuka B npoduna Ha 6e30nacHoCT K
noHocumocT Ha 3HAJIEKC npu neanaTpyyHH NaLMEHTH HA BE3PAcT OT 2 A0 <6 rogMHH CnpamMo
oblara nofynanya OT Bb3PACTHH M NO-FOJIEMH NEAHATPHUHH NALMEHTH, BKIIIOUHTENHO NOBHILABAHE
Ha CepYMHHA KPEaTHHHH ¢ >33% W Haz ropHaTa rpaHulia Ha HopMaTa B >2 foCneJOBaTeHH clyvas
(3,1%) u noeMiaRaHe Ha anaHWH aMHHOTpaHchepaszata (ALT) Haa 5 nbTH ropHaTa rpaHuua Ha
nopmata (4,3%). CpobiuaBar ce eMHMYHH clyyad Ha nosHInasade Ha ALT u acnaprar
amMHHoTpaHcepa3arta cboTBeTHO NpH 20,0% U 8,3% oT 145-Te NnauMeHTH, 3aBLPILHAH MPOYYBAHETO.

B npoyusake 3a oueHka Ha Ge3onacHocTTa Ha Actepasupoke GUAMHPaHK M AWCNEPTHpailv ce
Tabnerku, 173 Bb3PaCTHU U NEAMATPHYHYM NIALMEHTH C TPAHCHY3IHOHHO-3ABHCHMA TANACEMHS HITH
MHETOAUCILIACTHYEH CHHPOM Ca JICKYBaHH B NPOABDKEHHE Ha 24 cenmuum. HabmopaasaH e cpaBHUM
npodua Ha Ge3onacHOCT 2a GUIAMUPAHH W IHCMEPrHPALUM ¢e TABIETK .

Ilpy nauMeHTH CbC CHHAPOMH Ha HETpPaHC(Y3HOHHO-3aBUCHMA TaNACEMHS M CBPbXHATPYTIBAHE HA . _

Ha |-roMIIHO, pAHAOMHU3HPAHO, ABOHHOCANO, MNauebo-KOHTPOMHPaHO NPOYYBaHE. Hp
CpaBHABA €(DHKACHOCTTA HA JBE Pa3NHYHU CXEMH Ha JIEYEHHE C ,uecbepasnpoxc nox dop

TEpPaneBTHYHO PaMo) U AeyeHue ¢ manebo (56 nauuenrw). B npquBaHe'ro ca BIITIOYe

145 sb3pacThy ¥ 2| negnaTpuyHu nauueHTH. [TopBHYHMAT NoKa3aTen 3a epUKACHOCT €
KOHIEHTPALMATA Ha xkei1x30TO B yepHHA Apob (LIC) cnpaMo uzxonnara cnea 12-MeceyH
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MEAIY H3XOIHO HHBO M YETBBPTOTO TpUMeceune. [Ipu navanua nosa ot 10 mg/kg/nen nedepasupoke
noj gopmara Ha Jucneprupainy ce TabneTkn BoAM J0 NOHWKABAHE HA M0KA3aTe/MTe 3a 00WOoTOTO
ChAbPXKAHKE Ha 3KeNA30 B oprankiMa. CpeaHe, KOHLEHTPALMATA HA HKeA30 B YepHHua apob ce
norwxasa ¢ 3,80 mg Fe/g ¢.1. npy naunentwie, nexypanu ¢ gedepasupoke noa hopMara Ha
Aucneprupaiik ce Tabnerkn (Havanna go3a ot 10 mg/kg/aen) u ce nosuwasa c 0,38 mg Fe/g c.T. npu
NalMeHTHTE, NeKyBaHH ¢ nnauebo (p<0,001). Cpeano, HUBOTO Ha cepyMHHA (ePHTHH Ce NOHHKABA C
222,0 pg/l npu nauneHTHTE, NeKyBaHH ¢ aedepasupore noa popmara Ha AMCIIEpPrupaily ce TabneTku
(Havanna go3a ot 10 mg/kg/neH) ¥ ce noeuara ¢ 115 pg/l npu nalkeHTHTE, JIeKyBaHH ¢ nnalebo
(p<0,001).

5.2 (PapMakoOKHHETHYIHH CBOHCTBa

3uanexc GpUIMHpaHH TabneTkd AeMOHCTPHPAT MO-BHCOKA OHOHATHYHOCT CIPAMO JledepasHpoKe
noy ¢dopmarta Ha aMcneprupaiuy ce tabnerku. Cnen ananTHpaHe Ha KONTWUYECTBOTO HA aKTHBHOTO
BELIECTBO, HUNIMHpaHKTe TabneTku (C KOMMYECTEC HA AKTHBHOTO BelnecTeo 360 mg) ca
€KBMBAJIEHTHH Ha Aedepazvpokce noa GopMara Ha JUCNEPrUPAILH ce TabACTKH (¢ KONHYECTRBO Ha
aKTHBHOTO BewecTBo 500 mg) no oTHOWEHHE Ha CpeHaTa TUIoL MOJ KPHBATA ,,KOHUEHTPALIMA-
speMe” (AUC) Ha rnaaHo. Cra, € noeuiuena ¢ 30% (90% CI: 20,3% - 40,0%); aHanus Ha
KIMHHYHATA eKCMO3HLMA/0TroBop obave He NoKa3pa 3HAYMMO BIHAHHE HA TOBA MOBHLUGHHE.

Abcopbuus

Hedepasupoke noa popmara Ha aucneprupaiiH ce Tabnerku ce abcopGupat cien nepopanHo
NPHIOKEHKE CBC CPEIHO BPEME A0 MAKCHMANHATa M1a3MeHa KOHLIEHTPALMS (tmax) OT

okono 1,5 1o 4 yaca. AGconorHata Guoua.nmuocr {AUC) na pegepasupoxc noa ¢opmara Ha
RMCTIEPTHPALLK ce Tabnetku e okoso 70% B cpaBHenue ¢ MHTPaBEHO3HaTa 03a. AbcomoTHaTa
GHOHANHYHOCT HA DHUIMHPAHHTE TAbIETKH He e ycradoseHa. BuoHanuuHocTTa Ha Aedepasupoke
duMupany Tabnetky e ¢ 36% no-BUCOKa OT Ta3H NPH SHCNEPrUPALIHTE CE TaGNETKH.

M3nuTBaHe 3a edekTa Ha XpaHaTa, BKITIOHBALIO '_rf'puﬂaral-le‘ro Ha GUAMHpaHH TabNeTKH NMPH 3ApaBH
R0GPOBOJILH HA TanHO U ¢ GeHa HA Ma3HHHH (ChABPXKAHHE HA Ma3HHHH <10% OT KanopuuTe) Hax
6orarta Ha Ma3HHHK (CbAbPXAaHHE Ha MazHKHH >50% oT RanopuuTe) XpaHa nokasea, 4¢ AUC U Crax
€a JIEKO MOHWXKEHH criel npueMa Ha 6eaHa Ha Ma3HMHH XpaHa (¢boTBeTHO ¢ 11% u 16%). Cren
npueM Ha Sorata Ha MasHUHH xpaHa, AUC u Cr,, ca nosrwess (ChoteeTHO ¢ 18% 1 29%).
IoBuieHneTo Ha Cinax NOPAJH CMAHATA Ha NeKapcTBeHaTa Gopma Wik nopaau edexra Ha orara Ha
Ma3HUHH XpaHa, Moxe J1a 6b/ie aATHBEH M MOPaH Ta3d NPUUHHA Ce MPENOpbYEa GUIAMHpPaHUTE
TabNeTkH 1a ce NPHEMAT HIH Ha IT1aJAHO WIIH C JIeKa XpaHa.

Paznpenenenue
HedepasHpokc ce cBbp3ea BLB BUCOKa creneH (99%) ¢ miasMeHnTe 5eThUK, MOYTH M3LAJIO Che

CepyMHHS anbyMHH M HMa MaTbk 0obeM Ha pa3npeaeneHde OT NpUOAN3UTENHO 14 UTpa NpH
BB3PACTHH.

buorpancdhopmanus

['AroKypOHHpaKeTO € riaBHMAT MeTabonuTeH NbT 3a Aedepasupoke ¢ nocjenpaia GuiHapHa
ekckpeuus. BepoaTHO € CbUIECTBYBAHETO HAa JCKOHIOTHPaHe Ha ITIIOKYPOHUANTE B YuepBaTta
nocneasama peabcopbuus (eHTepoXenaTadeH UMKBI): B MPOYYBAHE MPU 3paBH A06pOBOJLM
NPHIATaHETO HA KOJECTHPAMUH Cllell €AHOKPATHO NpHiaraHe Ha nedepazupoke Boau 1o 45%
NOHHAEHHE HA eKcno3nuMATa Ha Jedepasrpoke (AUC).

Hedepasupokc ce rmokyponupa rnasio ot UGT1A1 4 B no-Manka crenel ot UT1A3. —
Karanuszupanuar ot CYP450 (okcupaTueeH) meTabonuzsm Ha edepasHpoKe H3rIexKIa e :
npH xopa (okono 8%). He ce Habntopaea HukakBo HHXHOHpaHe Ha MeTabonuaMa Ha ned
XHAPOKCHYpes in vitro.

EaumuHnpane
Hedepazupokc 1 MeTabonUTHTE My ce EKCKPETHPaT OCHOBHO BB Qeneca (84% ot 103

brbpeuHaTta exckpenus Ha fedepasupokc U MeTabonuTuTe My € MuHuManHa (8% ot ao
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CpeaHHAT eNHMMHHALIMOHEH NOMYXKHBOT (t1,2) Bapupa ot 8 o 16 yaca. B Gunuaprara exckperus Ha
Aetepasupokc yuacTsat TpaHcnoprepute MRP2 u MXR (BCRP).

JlunefiHocT/HenuHEliHOCT

Cnax 1 AUCq.24n Ha nedepasupokce ce NosHiLasaT NpuONU3HTENHO IHHEHHO C 103aTa NIPH YCIOBHE Ha
CTaLHOHAPHO ChCTOAHME. [IpH MHOTOKPATHO NO3MpaHe €KCMO3ULMATA HApacTBa ¢ aKTop Ha
akymMynupane ot 1,3 no 2,3.

XapaKTepUCTHKH HA NAUHEHTHTE

ITeouampuunu nayuenmu

O6wara ekcno3uuua Ha roromuTe (12 10 <17 roamnu) v geua (2 no <12 ropunu) Ha nedepazmpoke
¢e/l €AHOKPATHH W MHOMOKPATHH J03H € NO-HHUCKA OT Ta3H NnpH Bb3pacThHu naureHTH. [Ipu neua

noa 6-roamiiHa BL3PACT eKCno3nuUaTa € okono 50% no-Hucka, OTKONKOTO NpU BL3pacTHU. Tbit KaTo
J03aTa ce MPOMEHA HHAWBHIYATHO B 3aBUCHMOCT OT OTIOBOpa, HE CE OYaKBa TOBA Ja HMa
MnocleacTBHA.

Hon

XKenure UMaT cpeaHO NO-HUCHLK MPHBHAEH KIUPLHC (¢ 17,5%) 3a nedepasupokc, B cpaBHEHHE C
MbixeTe. Thil KATO A03MPAHETO Ce NMPOMERS HHIHWBHIYANHO B 3aBUCHMOCT OT OTIOBOPA, HE Ce 0YaKBa
TOBA 12 UMA KIIWHHYHH TIOC/IEACTBHS.

Tayuenmu 6 cmapyecka ev3pacm
dapmakoKHHETHKaTa Ha Aedepa3HpoKe He € NpoyyBaHa Mpy NMaLKWeHTH B CTapuecka Bh3pacT (Ha
BB3pAcT HA H Hax 65 roAHHH).

bvbpeuno wiu weproopobuo yepesicoane

dapMakoKHHETHKaTa Ha AetepazHpoKe He € NPoy4YBaHa NpH naLWeHTH ¢ 6b0peyHo yBpexaaHe.
DapMaKOKMHETHKATA Ha AeepasHPOKC He Ce NOBNABA OT HHBA HA CEPYMHHTE TPAHCAaMHHA3H
J0 5 MbTH Haj ropHaTa pedepeHTHa rpaHyLUa.

B knuHHYHO npoyuBaHe NpH eIHOKpaTeH Np1MeM Ha Aedepasupoke noa Gopmara Ha AUcneprupaii
ce Tabnerku B n03a ot 20 mg/kg, cpennara exkcnosuuus e 6una nopuiueHa ¢ 16%, npy naLKWeHTH ¢
nexo yepHoapobHo yepexaane {Knac A no Child-Pugh) 1 ¢ 76% npu nanuenTHTE € YMepeHo
uepHoapobHo yepexaane (Knac B no Child-Pugh), cnpamo naunenTuTe ¢ HopManHa depHonpolbHa
byHkuys. CpenHata Crax Ha AedepasMpoKe NPH NAaLHEHTH C IeKO HWIH YMEpeHo uyepHoapobHo
yBpexaaHe € Ouna noeHileHa ¢ 22%. [TpH e AHH NaLIHEHT ¢ TexXKo uepHoapobHo yBpexnate (Knac C
no Child-Pugh), ekcnoauuyata e 6una nosuibena 2,8 nvy (Bxk. Touku 4.2 n 4.4).

5.3 TllpeaksnHuuHH AaHHH 32 Oe3onacHoCT

HexknnHuuHUTE NaHHK He Moka3paT ocobeH pHcK 3a Xxopa Ha 6a3aTa Ha KOHBEHLIHOHAJIHUTE
{apMaKoNOrHiHN MPOyUBaHHA 3a 6€30MacHOCT, TOKCHYHOCT MPH MHOFOKPATHO MpPUIIATaHE,
FCHOTOKCHYHOCT MJIH KaHLEporeHeH noteHunan. OCHOBHMTE pe3ynTaTH ca 6bOpeuHa TOKCHYHOCT U
NOMbTHABAHE Ha felara (karapakra). [Tonobuu pezynraty ce HabnrogaBaT nMp¥ HOBOPOAEHH M MIIaH
#HUBOTHH, CuuKTa ce, 4ye 6bOpeyHaTa TOKCHYHOCT € OCHOBHO NOPAaiH OTHEMAHE Ha JKeNf30TO NpH
AKHBOTHH, KOUTO NPEH TOBA HE ca OHIIK ChC CBPbXHATPYNBAHE HA JKENA30.

TecToBeTe 332 FCHOTOKCHYHOCT iR Vifro ca OTPHLATENIHH (TECT HA Ames, TECT 33 XPOMO3OMHH

abepaunu), Makap 4e fedepasHpoKc npean3BUKea obpa3yBaHe Ha MUKPOAPa in Vivo B KOCTHHA
MO3bK, HO HE M B YePHHS Apob, Ha NbXoBe Oe3 HaTpyrnBaHe Ha KenA30 B NeTaTHH 03, T
edekTH He ce HabMOAaBaT NPU NIBXOBE, [IPH KOWTO HMa MpeABAPHTENHO HATPYNBaHE
Jedepaznpoke He ce € OKa3an KaHLEPOreHeH, NpH MPHIOKEHHE Ha IIIbXOBE NPH edH
Npoy4YBaHe H TPAHCreHHH P53+/- XeTepo3UroTHH MHULIKH MPH €1HO 6-MecedHO Npoy
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CKeIETa U 10 MbPTBH PRKNAHHS NPU NTPUNArave BLB BUCOKH J03H, OKAa3a&lH CE CHIHO TOKCHUHH 34
WEHCKHTE MPH KOHUTO HE € HMAJIO CBBXHATPYIBaHe Ha xkesna3o. Jledepasnpoke HAMa Apyry edeKkTH
BBPXY (epTUIUTETA UM PENPOAYKTHBHHTE BL3MOMXKHOCTH.

6. OAPMAINIEBTHYHH NTAHHH
6.1 CnHcbK HA NOMOUMIHHTE BEWIECTBA

Anpo na Tabnerka:
MiukpokpucranHa uenyinoza PH 101
MukpokpucTanta uenynoza PH 102
Kpocnoeuacn (Kollidon ®CL)
TToeuaon K30

Tonokcamep 188

Konouaen cunvumneB AHOKCHA
MarHesues cTeapat

©OUIMOBO [IOKPUTHE:

Onanpaii 11 Cunbo 85F20578 (IloauBuHKn akoxon, nonveriwien raukon 3350, THTaHOB AHOKCHA, TANK,
FD&C cuHbo #2 / UHAKrokapMiH alyMHHHEB NaK, bAT Xkese3eH okena (172)

Kpocnoenaon (Kollidon ®CL-SF)

6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpok na roanoct

3 roaMHH

6.4 CnenHa HH YC10BHA HA ChXPAHEHHE
Ja ce cbxpaHdBa npu TeMnepatypa noza 25 °C
[a ce cbxpaHgpa B OPUrHHAIHATA OMTAKOBKA.

Ja ce cbxpaHsBa Ha MACTO, HEAOCTBITHO 32 Aeua.
6.5 BuaH cLIbPKAAHE HA ONAKOBKATA

DunmupanuTe TabneTkH ca onakoeaHu B npo3pauny Gaucrepu or PVC/PE/PVDC/anyMuHHeBo GonHo.

3uanekc 360 mg ce npeanara B KapTOHeHa ONakoBKa, cbAbpkaia 30 dunmuparu Tabnerku (3
6nucrepa).

6.6 CreuuanHu npeANa3H{ MepKH APH HIXBLPJASHE

Hsama cnieunanHy H3MckBaHUA.

7. TPHUTEXXATEJ HA PAZPEINIEHHETO 3A YIIOTPEBA
HOBEJ1 @PAPMA EOOJ

Oya. “bvarapus™ Ne 109
Codus 1404, brarapus

8. HOMEP(A) HA PAZPEIHEHHETO 3A YIIOTPEBA

Per.Ne 20210153
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9. JATA HA ITBbPBO PA3ZPEINABAHE/TIOAHOBABAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

Jarta Ha nmspBo pazpewasane: 04.06.2021
Jlata Ha nocnenHo nNoAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

05.2026
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