KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1. HMME HA JIEKAPCTBEHUA IIPOAYKT o

3nanekc 360 mg duaMupaHu TabJETKH
Ziadex 360 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

3uagexkc 360 mg punaMupaHu TadneTKH
Besika dunmupana tabnetka cbabpaxa 360 mg nedepaszupokc (deferasirox).

[loMoOLIIHHK BelllecTBa ¢ U3BECTHO AEHCTBUE
3a MBJIHUS CITUCHK HA MOMOILHUATE BellleCcTBA BHXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupaHa Tabnerka

3uagekc 360 mg punmMupanm TadieTku

65952 11015

THMHO CHHM, €IMTICOBU/IHM, ABOMHOM3NbKHAIM (huIMUpaHH TaOJIETKH OT €/lHaTa CTpaHa ¢ B/UIbOHATO

penedHo obo3HaueHue “360”, a ot gpyrara ¢ noroto ,,Nobel”.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

3uajieKc € noKasaH 3a JieYeHHe Ha XPOHUYHO CBPBbXHATPYIIBAHE HA XKEJIA30 MOpajy YeCTH
KpbBonpeauBanusa (=7 ml/kg/mecen epuTpoLlMTHA Maca) NpH NaLMEHTH ¢ OeTa TajlaceMus Mailop Ha
Bb3pacT Ha U HajJ 6 TOJMHM.

3HMajeKc e noKas3aH ChlIO 3a JIeYeHUe Ha XpOHUYHO CBPbXHATPYNBaHe Ha XkeA30 Nnopaau
KpPBBONpPEINBAHHA, KOTaTO JICUEHHUETO ¢ iehepOKCaMHUH € MPOTHBOMOKA3aHO WJIH HE10CTATBYHO MpH
CJIeTHUTE I'PyIH NaLUEeHTH:

- Npy NeJgHaTpU4yHHM NalMeHTH ¢ 0eTa TajaceMHus Maop CbC CBPbXHATPYIBAHE Ha XKeJA30
Nnopajin 4eCTH KpbBonpenBaHusa (=7 ml/kg/Mecel epuTpoLlMTHA Maca) Ha Bb3pacT
OT 2 10 5 TOAMUHH,

- Npy Bb3PaCTHU U NEeAUaTPUUHH NALMEHTH ¢ O0eTa TaaceMus Mailop CbC CBpbXHATpPyNBaHe Ha
XKEJNA30 Mopaau HeYeCcTH KpbBonpenuBanua (<7 ml/kg/Mecell epuTpoLIMTHA Maca) Ha Bb3pacT
2 rOAMHH M NOBeYe,

- MPHY Bb3PAaCTHU U NEAUATPUYHH NMALMEHTH C APYTrd BHI0BE aHEMHH HA Bb3pacT 2 FOJAUHHU H
MmoBeve.

3uajeKc € noKas3aH ChbIIO 3a JIeYeHHUE Ha XpPOHUYHO CBPbXHATPYIBAaHE Ha XkeJIA30, M3UCKBALLO

XelaTupalla Tepanus npy MauMeHTH CbC CHHAPOMHM Ha HETPAHC(Y3MOHHO-3aBUCHMA TaJlaCeMHSA Ha

Bb3pacT 10 roagMHH ¥ rnoseye, KOraTo JIeYeHUEeTo ¢ AedepoKCaMHH € MPOTHBOINOKA3aHO HITH

He3aJ0BOJIMTEJIHO.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

JleueHuneTto cbc 3najekc TpsAOBa Aa ce 3aroyBa U Mo UIbpaKa OT JIEKAPH C OIHUT B JICYEHH

XPOHUYHOTO CBPBXHATPYIIBaHE Ha XKeJA30. S0 5 \
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HOB HPOBKd

Cepvxuampyngeane Ha NCean3g nopaou mpaxc@ysus

[TpenoprbyBa ce JEUEHHETO Aa ce 3anoyHe cael TpaHcysua Ha npubausutento 20 ¢AMHUIM
(okono 100 ml/kg) epurpouyria Maca (EM), Hnu ako 0T KIIMHHYHOTO HpOC/Ie/iABaHE HMA
KOKA3aTENCTBa 3a XPOHHYHO CBPBXHATPYIIBAHE HA Xens3o (Harp. cepyMeH deputus >1 000 pg/l).
Hoaute (B mg/Kg) TpabBa 1a ce M3YHCIABAT U 3aKPBITIAT KbM Hali-6/113kara pa3gacoska Ha
Ta0JIeTKHTE.

LlenuTe Ha XENaTupauara TEparnua ca a € OTCTPaHH KOITHUYCCTBOTO XKEJIA30, ITONYHCHO B PEIYITAT
Ha T’pﬂHC(byM’lHTe H aKO CC Hallara, fa €€ HaMailH ChbLUICCTBYBALUlO0TO HATOBAPBAHC C XKCIA30.

[pu BCHUKH NMALMEHTH € HEOOXO0AUMO NMOBHUIUCHO BHUMAHHE 10 BpEME Ha XENATHPALlaTa Tepalni, 3a Aa ce
cBejie 10 MHHUMYM PHCKBT OT CBpBLX0Opa3yBaHe Ha XenaTy (BxX. Touka 4.4).

3uanexc punMHpaHn TableTKH AEMOHCTPHPAT M0-BUCOKa OHOHANUYHOCT CNIPAMO JHCMEPrHpally ce
TabJeTKH, ChabpXKaluy aedepasHpokc (BX. Touka 5.2). [Ipu npeMrHaBaHe OT JUCIICPrUPAIH ce
TabneTkn KbM punMupanu tabnetxu, go3ara Ha punMupannte Tabnerku 1pabpa aa 6sae ¢ 30% mo-
HHCKa OT J103aTa Ha JUCTIepTHpalInTe ce TabeTKH, KaTo ce 3aKpbrid KbM Halt-OnKHikarta udna
TabneTka.

CHOTBeTCTBALIMTE J03HU MOCXAY Pa3/iInYHHUTC (IJOPMH ca noxasaHu B Tabnuuarta no-n0Jy.




Tabauua 1 IlpenoprUUTENTHH A03H IIPH CBPBXHATPYMNBAHE Ha XKeNA30

OUIMHpPAHH Hucnieprupamu  TpaHchy3HH CepymMen
TabaeTku/rpanyan  ce TabaeTKH depHTHH
Hauaana noza 14 mg/kg/nen 20 mg/kg/nen Cnen . >1,000 pg/l
20 eaHNUM
(oxono
100 ml/kg) EM
AntepuaTuBaa 21 mg/kg/nen 30 mg/kg/nen >14 ml/kg/mece
HA4YAJIHA /1032 yHo EM
(IpHOIU3UTENH
0 >4 equHNIN/
MEeCe4HO NpPH
BB3PAacTEH)
7 mg/kg/nen 10 mg/kg/nen <7 ml/kg/Meceu
Ho EM
(npubmM3uTENH
0 <2 ennHNLH/
MECEYHO NpHU
Bb3pacTeH)
[Tpn mauuentn, Enana Tpera ot [TonopuHara ot
MOBJIHAJIM C€ a03ata 203aTa
nobpe ot nedepokcaMuH JedepokcaMut
nedepokcaMHH
IIpocaeasiBane Beexn
Mecell
IIpunenen 500-1 000
HHTEPBAJ pg/l
CTbnkH npH IloBHmaBane >2 500 pg/i
Kopurupane Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
RO3aTA ao 28 mg/kg/nen no 40 mg/kg/nen
(BCEeKH ITonmxabpaHe
3-6 mecena) 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen <2 500 ug/l
[Ipn nauguenTy, [Tpn nauneHTH,
JIEKYyBaHH ¢ J03H NIeKyBaHH ¢ 034
>21 mg/kg/nen >30 mg/kg/nen
- Ilpu nocTHrase Ha 1enTa 500-1 000
ug/l
MaxcHMaJIHa 28 mg/kg/nen 40 mg/kg/nex
034
Jla ce oOMHCAH
npeKbLCBAHE




"

Hauanna oosa
[IpenophunTenHaTa HayamHa JHEBHA 034 HA 3uaaekc punMupaHH TadseTkH ¢ 14 mg/kg TenecHo
TErJIOo.

[Tpn nauneHTHTE, KOUTO C€ HYKIAAT OT NIOHHXKEHHE HA MOBUIIEHHUTE HUBA Ha XKENA30TO B OpraHH3Ma
M KOMTO NoJy4arar ¢biio nopede ot 14 ml/kg/Mecel] epuTpollHTHA Maca (TIpRONH3ATEHO
>4 eIMHULH/Mecel] 3a Bb3pacTHH), MOXeE Ja ¢€ MMa NpeABUA HaYalHa JHeBHa Jo3a ot 21 mg/kg.

[Ipy naLMeHTHTE, KOUTO HE CE HYXKAAAT OT MOHMXKEHHE Ha [IOBHILIEHHTE HMBA HA XKENI30TO B
OpraHH3Ma H KOHTO NTOYYABAT CBILO NO-Manko oT 7 ml/kg/Mecel] epUTPOLINTHA Maca
(mpubnu3uTenHo <2 eAHHULK/MECEL 3a BE3PaCcTHH), MOXKeE JIa c€ MMa IIPE] BHJ HavYallHa JIHEBHA Jo3a
ot 7 mg/kg. Tpabpa na ce npocneasBa KIMHAYHKA OTTOBOP U TpAOBa Ja ce 0OMHCIH NOBHINEHHE Ha
N03aTa, ako He Ce MOMYyYH JOoCTarb4yHa ¢QHKACHOCT (BK. TO4Ka 5.1).

[Tpu nanueHTHTE, KOUTO Beue UMAT J00Bp TepaneBTHYEH OTTOBOP Ha AedepoxcaMuH, MOXe Aa ce
HMa MpeABH/ Ha4YaIHa 11032 Ha 3Hajacke punMupaHH TabIeTKH, KOATO YHCJEHO € elHa TpeTa OT
N03aTa Ha AedepokcaMuH (Hanp. naifuexT, nonydasam 40 mg/kg/nex ot nepepokcaMuH 5 AHY B
ceaMHLIaTa (MJIH €KBHBANIEHTHA J103a) MOI'aT 1a NpeMHHAT Ha HavallHa JHeBHa f03a oT 14 mg/kg/nen
oT 3uanekc ¢unmupanu tabnerkn). Korato ToBa BoJu 10 AHeBHA A03a noA 14 mg/kg TenecHo Terno,
TpAGBa 1a ce npocnedana OTTOBOPa Ha NallMEHTa B Ja ce 0OMHMCIIM NOBHIICHHE HA J103aTa, aKO HE ce
MNOJYYH JOCTATHYHA ¢(PUKACHOCT (BXK. TO4YKa 5.1).

Kopuzupane na oozama

[Tpenopb4Ba ce CepyMHHAT (EPUTHH Ja ce MPOCNeasBa BCEKH Mecell M J1o3aTa Ha 3UajeKe Jia ce
NPOMEHA, aKo € HeoOX0QUMO, Ha BCeKH 3 10 6 Meécella B3 OCHOBA Ha TEHACHIIHATA B CEPYMHH
t¢eputan. [TpoMeHHTE B 103aTa MOTaT Ja ce MPaBAT Ha CTHIKH OT 3,5 A0 7 mg/kg 1 Tpabea aa ca
cbo0pa3eHy ¢ OTroBOpa Ha NALUEHTa M TEpaNneBTHUHKTE LM (MoAaLpKaHe M NOHKWKEHHE Ha
KONHYECTBOTO HA XKeNa30TOo). [Ipy ManMeHTH, NpH KOUTO He € TTOCTHIHAT 3aA0BOJIMTEIICH KOHTPOJ ©
no34 oT 21 mg/kg (T.e. HUBaTa Ha cCepyMHHUA GepHUTHH ca TpaitHo HaA 2 500 pg/l ¥ He mokassar
TeHAeHIMA KbM NMOHMKEHHNE ¢ TEUeHHE HAa BPEMETO) MOraT aa ce odMucaat nosu ot 28 mg/ke.
Hanu4yHoCTTa Ha JBArOCPOYHHU JAHHH, CRBP3aHH ¢ ePUKACHOCTTA H 6e30I1aCHOCTTA OT MPOBENCHHATE
KJIMHHYHHA NPOYy4BaHHA ChC AUCTIEPrUpall ce TabNeTkH, ChaAbpKalM Jedepasupokc, IPH J034 Hajl
30 mg/kg noHACTOALLEM € OrpaHuycHa (264 nauueHTH, NPOCeasBaHN CPEAHO 3a 1 roAuHa cnen
MOBHMLIABaHE HA 103aTa). AKO € IIOCTUIHAT MHOTO ¢1ab KOHTPO Ha XeMOCHIEepo3aTa ¢ J03H OT

21 mg/kg, c JOTbAHUTEHO NOBULUABAHE HA A03aTa (40 MakcUMasTHa A03a oT 28 mg/kg) Moxe aa He
Ce MOCTUrHE 3310BOJIUTENIEH KOHTPOJ M Ja ¢€ HaloXKH OOMHUCIsHE Ha ANTEPHATHBHH METOIM Ha
nedyeHue. AXO HE ce NOCTHIHE 3a0BOJIMTENEH KOHTPpON ¢ A03H HaA 21 mg/kg, neueHHeTo ¢ TaknBa
A034 He TpAOBa Jla ce NpoAbKaBa, a TpiadBa Aa ce OOMUCITAT aITEpHATHBHY BapHaHTH 3a JIeUeHHe,
KOTraTo ¢ Bb3MOKHO. Jlo31 Haa 28 mg/kg He ce nmpenopbBar, Thil KaTO MMa OrpaHHMCH OIUT ¢
A03ATe Hall TOBA HUBO (BX. TOMKa 5.1).

[Ipn nauMeHTUTE, NEKYRAHH ¢ J03H NO-BUCOKM OT 21 mg/kg, NpH NnocTHraHe Ha KOHTPO. (T.€. HUBA HA
cepyMeH depuTHH Tpafino noa 2 500 pg/l ¥ noxa3paiM TeHAEHUKHA KbM ITOHIDKEHHE C TEUYEHUE Ha
BpeMeTo) TpAbBa Aa ¢e OOMUCHH CTHIIANIOBHAHO HaManABaHe Ha fo3ara ¢ 3,5 no 7 mg/kg. Ilpu
NALMEHTHTE, TIPH KOUTO HUBATa Ha CepyMHHA (GePUTHH ca JOCTUTHAIH NIPHLIEHUTE CTORHOCTH
(obukHoBeHO Mex Ty S00 u 1 000 ug/l) Tpabra na ce 0OMUCTH CTENANOBHAHO HaMAJIABAHE HA J03aTa
¢ 3,5 no 7 mg/kg ¢ uen 3anaspaHe Ha HUBATa Ha CepYMHHA GEPHTHH B paMKHTE Ha MPpHLETHUSA
JHManasoH. Ako cepyMHMAT PpepuTHH TpaliHo cnana noa SO0 pg/l Tpabra pna ce obMucnu npexbpeBaHe
Ha JedeHneTo (BXK. Touka 4.4).

Cunopomu na Hempanc@y3uoHHO-3a8UCUMA MATACEMUR

XenaTupaila Tepanus TpadBa Aa ce 3aNoYHe caMo akO KMa J0Ka3aTeJICTBA 32 CBPbXHA
Xenazo {KORUEHTpauHua Ha Xxena3o B yepHna gpob [LIC] 25 mg Fe/g cyxo Terno [c.T.
¢epuTHH TpaitHo >800 ug/l). LIC e npeanoYuTad METOA 3a ONpeae/fAHE HA CBPbXHA

Xena3o U Tpabra J1a ce U3MoJjI3a, Koraro € HanudeH. [Ipy BCHYKH MalneHTH e HeobXxo
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BHHMAaHHE TI0 BPEME Ha XCJIaTHpalllaTa Tepalini, 3a 1a C€ HaMallH PHCKa OT CB]J‘[:XGG]J&S}’B&HE Ha
XCHATH.

TabNETKH NEMOHCTPUPAT
CIIPAMO JMCIICPrHpallH
nedepasupokc (BXK.
npeMyHaBaHe OT

KbM QHIMHpAHH

3uanekc punMupaHu
[I0-BHCOKAa OMOHATHYHOCT
ce TabNeTkH, ChAbpXKaLH
Touka 5.2). Ilpu
AUCIEepTrHpalld ce TabneTKu
TabneTky, o3aTa Ha punmupaHuTe TabneTkn
TpabBa aa 6wae ¢ 30% no- HHMCKa OT 1034aTa Ha
aucneprupaiute ce TabneTky, KaTo ce 3aKpbIiid KbM Halt-0nu3karta usna Tabnetka.

[Grab your reader’s attention with a
great quote from the document or use
this space to emphasize a key point. To
place this text box anywhere on the
page, just drag 1t.}

CBOoTBeTCTBALMTE A03U MeXy paztnuHuTe dopmu ca nokasaHd B TabnuuaTa no-Aomy.

Tabmuua 2 INpenopbYUTENHH 034 IIPH CHHAPOMH Ha HeTpaHC()y3UOHHO-38BUCHMA TATACEMUS

DOUAMHDPAHHA Hucneprupa KoHueHTpauHus Cepymen
TAbNeTKH/TPaHYIH 1M ce Ha XKeJIA30 B GepUTHH
TabaeTkn YepHHASA Apobd
(LIC)*
Hawaana nosa 7 mg/kg/nen 10 mg/kg/me 25 mg Fe/gc.t. win  >800 pg/l
H
IIpocaeassane BcexH
Mecel]
CTBIKH NpH HHopnmasane >7 mg Fe/g c.T. wim  >2 000 ug/l
KopurupaHe Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/n
n03aTa eH
(Bcexku ITounrxansane <7 mg Fe/g c.T. i S2 000 pg/l
3-6 Mecena) 3,5 - 7 mg/kg/nen 5-10 mg/kg/n
eH
Makcumaana 14 mg/kg/neH 20 mg/kg/ne
ROIA e eeeeeee SR
7 mg/kg/nen 10 mg/kg/ne
H
[Ipn BB3pacTHH He e oueHaBaHa unp S22 000 pg/l
IIpH neaHATpHUHH NMaLHEHTH
_IIpekscBaHe <3 mg Fe/g ¢.T. i <300 pg/l
IloaHoBABAHE He ce npenopn4Ba

HA JICUCHHCTO

[ *LIC e npeanoyuTaHUAT METO/ 324 OTIPEACIISIHE HA HATPYIIBAHETO HA XKENA30




Hauanua 0o3a
[IpenopbuuTenHaTa HayanHa JHEBHA 034 Ha 3uaRekc QUIMHpPAHH TabJIeTKH NIPH NALKEHTH CBC
CHHIPOMH Ha HeTpaHC(PY3HOHHO-3aBHCHMa TanaceMud € 7. mg/kg TenecHo Terno.

Kopuzupane na oosama

[IpenoppuBa c€ HUBOTO Ha CEpYMHHUA PESPHUTHH Jla C&€ MOHUTOPHpaA BCEKH Mecell, 3a Jla ¢e OLEHU OTIOBOPBT
Ha MALMEHTHTE KbM TepalliiTa 1 Ja Ce CBeJe A0 MUHUMYM PHCKBT OT CBpbX00pa3yBaHe HA XeNnaTH (BXK.
Touka 4.4).Ha Bceku 3 fo 6 Mecena neueHue, tpadbpa fa ce 0OMHC/H MOBHIIABaHE Ha Ao3aTa ¢ 3,5 no 7
mg/kg npy maumeHTuTe ¢ LIC >7 mg Fe/g ¢.T. unu ¢be cepymeH deputuH rpatino >2 000 ug/l, Henokaspain
TeHAeHLNA 3a OHHXXaBaHe, NOHACAILH A00pe NekapcTBeHH NpoayKT. He ce npenopruBar ao03u Hag 14
mg/kg nopaay NKIcaTa Ha OMUT ¢ NO-BHCOKH A03H MpH NAMHEHTH ChC CHHAPOMH HA HETPAHCPY3IHOHHO-
3aBHCHMa TajlaCeMMA.

[Ipy nanmeHTH, NNpH KOHTO He € npaBeHa olleHKa Ha LIC n cepyMunar geputus e <2 000 pg/l, nosara
He TpabBa Ja mpesuuasa 7 mg/ke.

[Ipu naupeHTH, NpH KOKUTO Ao3aTa € 6una nosumena ao >7 mg/kg, Tpabea ga ce obmucnu
HaAMaABAHE Ha A03aTa Ha 7 mg/kg unn no-manko npu LIC <7 mg Fe/g ¢.T. w1n cepymMeH ¢pepuTHH

<2 000 pg/l.

Ilpexpamsasane na nevenuemo

[IpM nocTUrade Ha 3a0BOJIMTE/IHM HHBa Ha XKena3o B oprann3Ma (LIC <3 mg Fe/g ¢.1. unu cepymen
¢eputun <300 pg/l), newenuero TpadBa na ce cnpe. JIMnNceaT AaHHHU OTHOCHO MOBTOPHOTO JIEYEHHE
Ha MalMeHTH, NTPH KOUTO OTHOBO ce Halmioaara HaTPYNBAHE HA XKEeJA30 CNel NOCTHIaHe Ha
3a3JI0BOJIMTENIHN HUBA Ha XKEeJA30TO B OpraHM3Ma U nopaJy Tas3u NPHYHHA He MoXe Jla ce Mpernopbya
NOBTAapsAHe HA IEYEHHETO.

Cneyuannu nonynatiuu

llayuenmu 6 cmapuecxa 8vipacm (=65 zoduwna ev3pacm)

[IpenopbkuTe 33 103MpaHe NPH MALMEHTH B HANlpeJHAalla Bb3PpacT ca ChUIUTE KaTO OMMUCAHUTE [10-
rope. B xo/a Ha KTHHWYHHUTE NIPOYYBAHUA MALMEHTUTE B CTApYecKa Bb3PACT NTOOy4YaBart I1o-4ecTo
HEXXENAaHU peakliMH, OTKOJIKOTO NO-MJIAJIUTE NauHeHTH (ITo-CrelHanHo AMapus) U Tpadsa na 6baar
BHHUMATENHO NPOCIEIABaHH 33 0SBA HA HEXENaHH PEaKLIHH, KOMTO MOIaT [1a H3HCKBAT KOPHIHpaHe
Ha Jl03aTa.

Ileouampuuna nonyrayus

CBpbXHaTpyNBaHE Ha XKENA30 nopaaM TpaHchysus:

[IpenopbkuTe 32 103MpaHe NpH NeAHATPHYHK NAIHEHTH Ha Bb3pacT 2 A0 17 roaAnHu ¢be
CBPBXHATPYNBAHE HA JKEJAA30 NOpafH TpaHChy3ni, ¢a CHUMTE, KAKTO NPH BH3PaCTHH NNalHEHTH
(Bx. TouKka 4.2). [IpenopbuBa ce HUBOTO Ha CEPYMHHA PEPUTHH Ja Ce MOHUTODHpA BCEKH MeECell,
3a J1a C€ OLIEHHU OTTOBOPBT Ha NALHEHTHUTE KbM TEpallHiATa H Ja ce CBeAe 10 MUHHUMYM PUCKBT OT
cBpbxodpazyBaHe Ha xenatH (BXK. Touka 4.4). IIpoMeHnTe B TEr10TO Ha Aenara ¢ BpeMeTo Tpadaa
Jla ce uMar npeABHI, KOraTe Ce M3YHCIIABA A034aTa.

[Tpu fena cxe CBPLXHATPYNBAHE HA XeENA30 NOpagu TpaHCPY3UA, HA BB3pACT MEXAY 2 ¥ 5 TOHHA,
EKCMIO3UIIMATA € NO-HUCKA, OTKOJIKOTO MMPU Bb3pacTHH (BX. Touka 5.2). Taszy BL3pacTOBa rpyna Moxe
ClIeIOBATENIHO Ja HaMara no-BHCOKH JO3H, OTKONKOTO ¢a HEOOXOAUMH MpH Bb3pacTHU. Bhpekn ToBa,
HayanHaTa J03a TpAOBa Aa e ChlIaTa KaTo MPH BB3PACTHH, [TOCAEABAHa OT HHAHBHIYAIHO TUTPHPAHE,

CHHAPOMH Ha HETPAHCPYIMOHHO-3ABHCHMA TANTACEMHA: Q\ﬁy\ﬂ no e,
[lpn neanaTpHYHHUTE NALMEHTH ChC CHHAPOMM Ha HeTpaHC(QY3HOHHO-3aBUCHMA TanaceMus A632%8 1 ’\ 0
. P 4 Do, )
TpabBa na npesuasa 7 mg/kg. Ilpy Te3W nauqueHTH BHUMATENHOTO cneaeHe Ha LIC u cep T RS & 9 \ |
T e
¢epHTHH € OT CBHINECTBEHA BAKHOCT, 3a Ja ce H30erne cRppxofpasyBaHe Ha XeNaTu: B AOTYpITHeHME ;‘\ﬂ‘ Ay

KbM MECEYHOTO ONpeAciaHe Ha CepYMHNA PepUTHH € HeoOXOOHMO Ha BCEKM TPH Mecena
npocneaasane Ha LIC, korato cepyMHHAT ¢pepuTHH € <800 ug/l.
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Heua oT paxkaaHero Ao 23 Mecella.
Be3onacHOCTTAa # €PUKACHOCTTA Ha 3UaJEKC MPH AeLa OT paXKAaHeTo A0 23-MeceyHa BhL3pacT He ca
YCTAHOBEHHM. JIMNCBAT JaHHH.

IHayuenmu ¢ 6vbpeuno yspescoane
3uajiekc He € Npoy4YBaH NpH naumedTy ¢ Os0peyHo yBpexaane ¥ € NPOTHBONOKa3aH NPH NALWEHTH C
H34YHNCJIeH KpeaTHHHHOB KIHPBHC <60 ml/min (Bx. Touku 4.3 n 4.4).

Hayuenmu ¢ veprodpobo yspesicoane

3uaieKc He ce MpenopbyuBa MpH NalUeHTH ¢ TeXKO YepHoApodHo yBpexaane (Knac C no Child-
Pugh). TIpu naumneHTn ¢ yMepeHo uepHoapobHo yepexaane (Knac B no Child-Pugh) no3zara Tpabea
71a c€ HaMaJIH 3HAYMTENHO, Cle/l KOETO NOCTENEHHO Aa ¢€ yBenHuH Jo 30% (Bxk. Touku 4.4 M 5.2)
3uagekc TpaOBa ja ce U3MON3BA MPEANA3IMBO NPH TakMBa NnauueHTH. YepHoapobHara yHKIHs npH
BCHUKH NauueHTH TpadBa Aa ce mpocneadana npeau Je4eHHeTo, Ha BCEKH 2 CEAMHIM Npe3 MbpPBUA
Mecell H cjied TOBa BCEKH Mecell (BXK. TouKa 4.4).

HauuH Ha npuiokeHHe
3a NepopaIHO NPUIIOKEHME.

PunmuparuTe TabneTku TpAGRa Aa ce NMOITBLIAT LENU ¢ MATIKO KOIHYeCTBO BoAa. [IpH nauuesHTHTe,
KOHTO HE MOTAT Ja NOTBIHAT LenuTe Tabnerky, uaMupanuTe TabneTku MOraTt ja ce IpuIioxKat
HATpOIleHH K upe3 NOopbCBaHe Ha LANATA 1032 BbPXY MEKa XpaHa, Hallp. KHCeNo MIAKO UM A0BIKORO
mope. Jozara Tpabea Ja ce npueMe He3abaBHO U H3LANO, H J1a HE CE€ CbXpaHsBa 3a c/ieJBallla

yrnotpeba.

@HJ’IMHP&HHT& TaDNETKH TpHﬁBa Aa CE€ ITPHEMAT BCAHBXK JHCBHO, 3a IIPCAIIOMKHTAHC 11O CIHO H ChINO
BPpEME OT ACHOHOLUHUETO, KAQTO MOTraT Ja C€ IPHEMAT Ha I'JIaJJHO HJIH € JICKa XpaHa (B}I{. TOuKH 4.5 1

3.2).

4.3 IIpoTHBONOKA3AHHY

CBpBHXYYBCTBHTENHOCT KBM aKTHBHOTO BEIECTBO MK KbM HAKOE OT IOMOIIHHUTE BEIeCTRA,
130poeHH B Touka 6.1.

KoMmbuHalmsaTa ¢ Jpyru BUI0OBE XejaaTUpallla Tepanus 3a xKea3o, Thbi KaTo 0€3011aCHOCTTa Ha TAKMBA
KOMOMHaIIKWHN HE € YCTaHOBEHA (BX. TOYKa 4.5).

[MTalneHTH ¢ H3YHCIIEH KpeaTHHHHOB KIIMPBHC <60 ml/min.

4.4 Choeumaasy npeaynpexJcHHA H NPEANA3HE MEPKH NpH ynotpeba

il e

r;:i'bﬁpeqﬂa HKLIHSA

Jedepazupokc e Npoy4YBaH caMo NMpH MaLUEHTH ¢ H3XOAEH CEpYMeH KPEaTHHHH B PAMKHTE Ha
pedepeHTHHTE IPAHHLY 32 BB3pacTTa.

[ ITpy xNAHEUYHUTE TPOYYBAHHA NOBHLISHHA Ha CEPYMHHUS KPEaTHHHH C >33% B 22 NOCNCAOBATENHH
onpecNaHuA, NOHAKOra Ha/l ropHata pedepeHTHA rpaHiLia, BB3HHKBAT IIPH 0KoJ10 36% oT
nauyeHTHTEe. Te3n noBULlIeHUs ¢a R0303aBUCHMH. [1pH OKOJIO ABE TPETH OT NALMEHTHUTE, [10KA3BALIH
NOBYILICHUE Ha CEPYMHHA KPEAaTHHHH € HabmoaBaH obpareH cnan nox 33% HusoTto 6e3 ananTupane
Ha fo3aTa. [IpH ocTananara TpeTa NOBHLIABaHUATA HA CEPYMHHSA KPEaTHHHH HE BUHATH ¢
l MOHMXEHHE Ha J03aTa WM Ha cniupaHeTo #. B HAKOH cimyydau ciesl NOHWKaBaHe Ha 1G5
HabmoAapa cTaOUNIUINpaHe Ha CTORHOCTUTE HAa CEpYMHHSA KpeaTUHHH. Clly4yaM Ha O¢
HEAOCTATHLYHOCT ca ChoBLIeHH npH ynoTtpebara Ha nedepasupoke ciefl ITyCKaHEeTO
TOuKa 4.8). [IpH yacT oT cpobLIcHHTE NO BpeMe Ha MOCTMAPKETHHIOBHA NEPHOA €

BIOLIABAHETO HA ObOpeuHaTa QyHKIHA € ZoBesno g0 OnOpedHa HEAOCTATBYHOCT, H3K
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BpCMCHHA HJTH NMOCTOAHHA NHAITH3A.

[TpHYHHKTE 32 MOKAYBAHUATA HA CEPYMHMA KPEATHHHH He ca U3ACHeHM. CnefoBarenHo TpabBa aa ce
o0pbia 0co0eHO BHHMaHKE Ha IIPOCIeASBAHETO HA CEPYMHMS KPEATHHHH MPH NAaLUEHTHTE, KOUTO
NOJIy4YaBaT KaTo CHIIBTCTBALIA TEPANUA JEKAPCTBA, KOUTO NOTHCKAT OhOpeunaTa QyHKIMA U IIPH
NAITMEHTHTE, KOUTO MONYYaRAaT BUCOKH 1034 AediepasHpoke W/ HIK NO-pelxy KPbBONpEeIUBaAHHA
(<7Tml/kg/Mecel] epHTPOLMTHA Maca HIIM <2 eAMHHULIK/Mecell NPH BB3pacTHH). Bulpexky 4e B Xxo4a Ha
KIMHMYHUTE MPOYYBaHUA [TPM YBeNHYaBaHe Ha A03aTa JUCneprupaliu ce TabneTku,coabpialu
nedepacupoxc Han 30 mg/kg re ce Habmonapa HapacTBaHe Ha 6LOpeYHHTE HEXENaHH cHOUTHS,
NoBHIIABaHE Ha PHCKa OT Bb3HMKBaHe Ha 6b6peunn HexenaHu CHOUTHA NMPH NpHeM Ha GHIMHpPaHH
TabneTky npu 1034 Hal 21 mg/kg He MOXe Ja ce H3KMOYH.

[IpenopruBa ¢ce CEPYMHHAT KPEaTHHHUH Aa 6be OLeHEeH IBYKPATHO NpeaH 3al04yBaHe Ha TepanuaTa.
CepyMHHAT KPEeaTHHHH, KPEATHHHHOBHAT KIHPBLHC (M34UCIeHH 1To dopmynara Ha Cockroft-Gault
unu no MDRD dopmynata npH Bp3pacTHH HIH NO popMynaTta Ha Schwart npy Jeua) w/unu
Nnna3MeHHTe HHBa Ha IMcTaTHH C TpAbBa Ja ce npocneAdABAT NpeAN 3anoYBaHe HA TEPANTHNTA,
€XeCeMHIHO fpPe3 MbPBHA Mecell cJie]l 3aII0YBAHE HJIH MPOMSHA Ha TEPasiNATA Che Inajexc
(BKIIIOYNTEIHO NPeMUHABAHE KBM APYTa JeKapcTBeHA PopMa) | exeMecedHo cJie]] TOBA.
[TanneHTHTE ¢ aHaMHe3a 3a 6BOpedHH 3a0oNABaHUA ¥ MAUMEHTHTE, KOUTO MOMYYABAT JIEKAPCTBEHH
NpOAYKTH, KOMTO MTOTHCKAT Ob0peunaTa GyHKLUMA, MOXKeE Jia ¢a M3TOXKEHH Ha NO-TOJMSAM PHCK OT
ycnoxHeHnA. Tpabea pa ce 00bpHe BHUMaHKE 3a NOAAbP)KAaHE HA aACKBAaTHA XUApaTalluag Ha
NalHEeHTHTe, KOHTO Pa3BHAT AKapud WK NOBPbLIAHE.

FiMa nocTMapkeTHHrOBY ¢chODBINEHHA 3a CITydaH Ha MeTabOIHTHA anuA03a, BE3HUKHANA [0 BPEME Ha
nedeHueTo ¢ AedepasHpokc. BoNUHHCTBOTO OT NauueHTHTE ¢a uMany 00peyHn HapyleHus,
O6nOpeyHa TyOynonarua (CHHApOM Ha Fanconi) WiH AMapHA, HIH HAKAKBH APYTH CHCTOAHHA, NPU
KOUTO HapYLUEHHETO HA KUCENNMHHO-ANKATHOTO PABHOBECHE € HIBECTHO YCNoxkHeHue. B te3n
NOMyJialjid KHCEITHHHO-aTKaJTHOTO paBHOBeCHe TpabBa Aa ce npocieaBs CbrllaCHO KIMHHYHUTE
noxazaHusi. [1py nayHeHTHTE, IPH KOUTO Ce pa3BHe MeTaboNUTHA alKI03a, Tpiabea aa ce odbMucu

NPEKbLCRAHC HA JICYCHHUETO CBHC 3najzieKxc.

Tabnuua3 KopurupaHe Ha fo3ara ¥ NpeKbCBaHe Ha JICHEHUETO NPH npocneaaBaHe Ha 610pevnara

(hYHKLHA
CepymeB KpeaTHHHH | | KpeaTHHHHOB KIHPBHC
IIpean 3anouBane Ha | J{BykpaTHO (2X) H EnnokpaTtHo (1x)
TEPanHATA _ _
IIpormBOomoxasaH <60 m)/min
IIpocnenaBane
- ITvpBusg Mecell BenHbx ceAMHYHO H BenHbX CeAMHUHO

cle 3anoyBaHe Ha
TepanuaTa Wi npu
NpOMAHa Ha Jl03ara
(BKJTEOYHTEITHO
npeMHHABaHe KbM
Apyra leKkapcTBeHa

(popma)
- Cnexn ToBa Belupx MeceuHo K BenHbsXk MecedHo

HamangpaHe HA IHEBHATA 7033 ¢he 7 mg/kg/nen (punmupana tabnerka),
ako Creorume noxazamenu 3a oyenxa Ha 6vbpeunama gynxkyua ce nabmodasam npu oge

ROCReO06aMen YU BUSUMY U He MO2aM 0a ce CEbPICam C Opyeu NpUYURY m 0 Ao
Bb3pacTHH NanueHTy >33% Han cpeJHHUTE H [Tonuxenue <JI'H* X ~ | /Cﬁg_,
CTOHHOCTH Npeay (<90 ml/min) S/ NN\
3al04BaHe Ha JIEYEHHEeTO = wﬂqﬂ“ bl "-E \s
I- e ., k “"."1, ; “ . AT , :
[HeanaTpuusu > ['TH** 3a choTBETHATA | N/HIH TTonmxenue <1 = | R &5 ol
MAIUEeHTH | BB3pact ) (<90 ml/min) AN /



Caea HaMalaBAHE HA /1032TA, JeUEHHETO ce NpeKbpCBa, AK0

+

Bb3pacTHu H OcTtaBa >33% Han H/UIH [Tonmxkenne <J[['H*
NneJHaTPHIHH CPEAHHUTE CTOMHOCTH (<90 ml/min)
NALMEHTH NpeaH 3al04BAHE HA

JIEYEHHETO

- Jiexwdero 1
*III'H: nonHa rpaHHLa Ha HOpMAaTa

**I'TH: ropHa rpaHilia Ha HOpMaTa

JleyeHHETO MOXE 1A Ce NOAHOBH B 3aBUCHMOCT OT KIMHUYHHTE oOCcTOATENICTRA.

HamanasaHe Ha 103aTa WIM IPEKECBaHE HA JICYEHHETO MOXE CBLIO J1a ¢€ HMa IPeABU, aKo ce
YCTAHOBAT OTKJIOHEHHA B MOKA3aTENNTE 3a OLICHKA Ha Ob0peuHara TybOynHa GyHKUMS W/HANK NPH
KNHHHYHH MOKA3AHUA:

. ITpoTenHypuna (3cneaBaHeTo TPAOBA a ce HANPAaBH NpPe/H 3aNoYBaHe Ha NEYEHUETO H BCEKH
MECEIl CNIE]] TOBA)
. I'moxo3ypus npu naupeHTH 6e3 AnadeT H HUCKH HUBa Ha kanyil, pocdaru, MarHesnii uan

ypaTH B cepyma, fochatypus, aMUHOALMAYpHS ([IpocnefaBaHe NIPH HyXa).
brbOpeuna TyOysonarus ce crobiaBa npeAUMHO NIPH [ela H I0HOLIH ¢ OeTa TanaceMus, JIeKyBaHU C
3uajekxc.

[Mauuenture Tpabea Ja 6p0aT HacOYEHH KbM HedPOIOr ¥ AOMBIHUTENHH CIeLManu3vpaHu

H3ceBanua (kato 6B6peyna GHONCHA), aKO ONUCAHNTE TO-0TY CHMIITOMH CE TNOSBAT BBIIPEKH

HaMaNABaHETO Ha A03aTa H NPEKBCBAHETO HA JIEUEHHETO:

. CEPYMHHAT KPCATHHUH OCTaBa 3HAYMO NOBHUILEH H

. MMa TpaifHH OTKJIOHEHHA B pYr MMOKAas3aTen 3a olieHka Ha Ob0peyHara QpyHKIHA (Hanp.
NpOTEHHYPHA, CUHJApOM Ha Fancont).

HepHoapobua $pyHKIINA

Ha6nionasar ce MOBHUILEHHA Ha YePHOAPOOHNTE GYHKUMOHAIHA TECTOBE IIPH MALMEHTH, JIEKYBaHH C
nedepasupokc. B mocTMapkeTHHrOBHA NEpHOZ MMa ChOOIIECHHA 3a CIIyHad Ha 9epHOApoOHa
HeJIOCTaThYHOCT, NOHAKOra ¢ (haTaneH Kpaii, NpH NaluMeHTH, eKyBaHH ¢ aedepasupokc. [Topeyero ot
ChOOLIEHHATA 32 Bb3HHUKHAIA YEPHOAPOOHE HEAOCTATBYHOCT €4 CBBP3AHH ¢ MALMEHTH ChC
3HAYHTENEeH Opoi 3abonaBanus, BKIIOYHTENHO NMpeALIEeCTRALIA YCPHOAPOoOHA Hpo3a. Bbipeku ToBa,
He MOXeE Ja C¢ OTXBBP/IH 3HaUYEHHETO Ha AedepasHPoKC KaTo AONPHHACALL HIH BIOLIABAIL

CLCTOAHHETO (pakTop (BXK. Touka 4.8). Morar Aia Bb3HHKHAT T€XKH (POPMH, CBBP3aHU C IMPOMEHH B
Ch3HAHHETO B KOHTEKCTA Ha XHUNEpaMOHHEHNYHA eHltedanonaTvs NPH MalieHTH, TeKYBaHH C

aedepasupokc, ocobeHo aeua. IlpenopbuBa ce Ja ce HMa NPEABHA Bb3IMOKHOCTTA 3a Bb3HHKBAHE Ha
XUilepaMOHHEeHHYHa eHLedanonaTis ¥ Ja ce U3MEpBaT HUBATa Ha aMOHAKA TIPH NAalUCHTH,
pa3BHBaLlH HeOOACHUMY NPOMEHH B IICHXHYHHUA CTaTyC AOKATO ¢a Ha JieueHHe ¢ aedepasHpokc.
Tpabba na ce BHUMaBa Aa ce NOANBbPKA aACKBAaTHA XUApaTalUMs NPH NalUeHTUTE, [IPH KOUTO
HacThIAT CHOMTHA, CBBP3aHH ¢ HaMaNABaHe Ha LHUPKYJAaTOpHUA 00eM (KaTo JHapHsA WM MOBpLUIaHe),
ocobeHo npH Acla ¢ ocTpo 3adonaBaHe.

[IpenopbuBa ce u3caeBaHe Ha CEpYMHUTE TpaHCAMHHa3K, OUnupyOrHa u ankanysara ¢ocdarasa
npeau 3arno4BaHe Ha JICYCHUETO, Ha BCEKH 2 CeIMHULM IIpe3 IbPBHUA MECEL] OT JIEYEHHETO U HA BCEKH
Mecel] clieq] TOBA. AKO HMa NEPCUCTHPALIO H NPOrpecUpallo NOBULLISHHE HA HUBATa Ha CEpYMHUTE
TpaHCaMHHa3H, KOUTO HE MOTaT Ja ce NIPUNHULIAT Ha ApYyrd NpUYUHY, 3najzekc Tpabpa fa ce cnpe.
Cnen kaTo ce U3ACHM NPUYMHATA 3a NATOJOrHYHUTE MPOMEHHU B YEPHOAPOOHUTE PYHKUHOHANHHU
TECTOBE HJIH CNEel BpBIIaHEe KbM HOPMANTHUTE HHBA, MOXE [1a C€ HMa NpeABRH NPeaa3NnuBO MORTOPHO
3aM0YBaHe HA JICUCHHUETO C MO-HUCKA 033, MOC/EABAHO OT MOCTENCHHO NMOBHIICHHE Ha J034aTA.

3uazeKkc He ce NpernophYBa NpH NalMEeHTH ¢ TeXKO YepHoApoOHo yepexaaHe (Knac C no Child-
Pugh) (Bx. Touka 5.2).

10




Tabnuia 4 Ob6oblieHHe Ha IPCNIOPHKUTE 3a NpocneassaHe Ha 0e30MacHOCTTa

HicaenBaHe YeceTOoTA

CepyMeH KpeaTHHHH JIBYKpaTHO NpeAM 3anouBaHe Ha TEPAInATA.
Besika ceaMuIta npes nbpBHA Mecel] OT
TepanHuATa WIH CJIeJ MpoMaHa Ra fio3ara
(BKNIOYHTETHO NPEMHHABAHE KbM JpYyra
nexapcTBeHa dopma). Exxemecedno cnen

TOBA.
KPEETHHHHGB KIIMPBHC U/HIIN TIN1a3MEH npﬁj‘.'lH 3allOYBAHC HA TCpaINHATA.
LMcTaTHH C Bcsaka ceamMula npc3 NepBHA MCCECLL OT

TEpanuiaTa MM ClieZl IpOMAHa Ha Ao3ata
(BKMIOMUTENTHO NPEMHUHABAHE KBM JIpyra
NeKkapcTBeHa opma).

E)KEMECE‘H_—IO clleq TOBA.

Hpmeul-l}pﬂﬂ [Tpeay 3ano4yBaHe Ha TepanMsATa.
ExxeMeceyHO cres TOBA.
Jpyru MapKepH 3a OLICHKA Ha Crnopesl Hy)XXAHTe.

ObOpeunara Ty6ynHa ¢yHKuHA (KaTo
HanpHuMep TMOKO3ypHs NpH NalHeHTH
Oe3 auadeT ¥ HUCKU HUBA HA CEPYMHUA

kanuit, docdar, MarHe3uil Y ypar,
_¢ocdaTypHd, aMHHOAUMIYPHSA)

CepyMHHY TpaHCAMHHA3U, OUNHUpYOuHH, [Mpenyu zanouBaHe HA TepanUATA.

ankanHa gocdartasa Ha Bceku 2 cegMuIEH Ipe3 TbPBUA MECEL OT
TepanuaTa.
ExeMece4Ho cliel| Tosa.

H3cneapaHe Ha CTyXa M OYHTE [Ipeau 3anoyBaHe Ha TepanHATA.
ExeronHo cien Tosa.

TenecHo TerNO, PBCT U CEKCYATTHO [Tpeau 3anovBaHe Ha TepanMuATA.

Pa3BUTHE ExeroaHo npu neayaTpyyHM IalUeHTH.

[Ipu naumeHTH, NP KOUTO OYAKBAHATA NPOAL/DKUTENHOCT HA XKHUBOTA He € rojiaMa (Hanp. npy
BHCOKOPHCKOB MUCTOJUCIITACTHYEH CHHAPOM), 0CO0EHO KOTaTo ChIIBTCTBALUY 3aD0NIABaHHA MOTaT Ja
IIOBHIIAT PHCKA OT NOABA Ha HEXeNlaHy chOHUTHA, NOM3KTE OT 3HajgeKe MoraT Ja 6baaT orpaHHveHH K

Ad HE NMPCBBIX0KAAT PHCKOBCTE. BcneacTeue Ha TOBA, HE C€ [NpENOPBHYBA JICUCHNE CBO 3HAJIEKC IIPH
TaKHBa I1AlIUEHTH.

Heo6xoauMo e NOBHIIEHO BHUMaHHe NPH NalMeHTHTE B CTapuyecKa BB3pacT NopaJaH Mo-BHCOKATa
YeCTOTa Ha HEXENaHU peakUuH (MO-CeHanHO Jdapus ).

JaHHuTe [IpH AeLa ¢ HeTpaHC(Y3HOHHO-3aBUCKHMA TaNaceMHd ca MHOTO OrpaHuMeHH (BXK. To4ka 5.1).
B cneacTBHe Ha TOBA, TepanMATa Cbe 3naekc TpadBa Aa 6bAc BHUMATENHO MOHHTOPHpaHa, 3a
YCTAHOBABaHE Ha HEKEJIaHH PEAKIIMM U [TPOCAEAABaHE HA HATOBAPBAHETO ¢ XKeNA30 B NeAHATPHYHATA
nomynauus. OCBEH TOBa, IpeaH 3anouBaHe Ha JieueHue JNaaeKC MpH Aelia ¢ TeXKKO HaTOBapBaHeE ¢
KeJA30, ¢ TpaH(PY3MOHHO-HE3ABUCHMA TANACEMHUA, IEKAPAT TPAOBA Ja € HAACHO, Ye NOCACACTBUATA OT
OBIrOCPOMHATA €KCTIOSUIIMA [P TAKHBA MAlMEHTH KbM MOMEHTA Ca HEM3BECTHH.

CroMainHo-4YpeBHH HAPYLIEHHS
Cno6111aBa ce 3a MOABA HA A3BH H KbpPBEHE OT FOPHHUTE OTAEJIM HAa FaCTPOUHTECTHHAIHUA
NaldeHTH, BIIIOYHTENHO AcUa 4 NoApacTBally, nomyyasaiud aedepasupoke. [Ipu yacT
NalHeHTHTe ce HabMmoAaBaT MHOKECTBEHH A3BH (BXK. Touka 4.8). UMa crobuicHn 3a 1
YCJIIOXKHEHM ¢ racTPOMHTECTHHANHA Nepdopaiiui. Chilo Taka HMa CHO01IIEHUS 32 CNTYY
ACTPOMHTECTHHANHU XeMOparuy, ocofeHo NMpy NallHeHTH B CTapyecKa Bh3pacT Che 3
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XeMaToNOTHYHH 3abonaBanua WK HUchK Opolt Ha TpoMbounTHTe. 10 BpeMe Ha NEYEHHETO CBC
3uanexc NeKyBallMTe JIeKapy ¥ nauMeHTHTE TpaAbBa 21a 6bAaT ¢ NOBUILIEHO BHUMaHHE 3a IPH3HALM U
CHMNTOMH Ha CTOMALIHO-YpPEBHA A3Ba UJIH KbPBEHE U NP CbMHEHHUE 3a CEPHO3HA HEXKETaHa peakiLya
OT ¢TpaHa Ha FaCTPOMHTECTHHAIHHUSA TPAKT BeJHAra Ja 3ario4HaT [10-HATATHIIHO H3CICBAHE HIIH
neuyenne. HeobxoaumMo e MOBUILIEHO BHUMAHHE TIPU NAIIMEHTH, KOUTO NpUeMaT 3uajieKc
eIHOBPEMEHHO C BELNECTBa ¢ H3ABeH yiueporeHeH noreHuman, karo HCTIBC, kopTHkocTepOHAH HITH
nepopanHn 6udocdonaTy, NpH NalMEHTH, NOMYYABAlY AHTUKOATYIAHTH, KaKTO H MPH NMALHEHTH C
TpomMbounTH nox

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

HapyineHusa Ha koxara
[To BpeMe Ha NeYEeHHETO ChC IUATEKC MOXKE Na Ce MOABAT KOXHU obpuBH. B noseyeTo ciyuau

oOpHBUTE OT3BYYaBAT CIIOHTAHHO. KoraTo ce Hanara mpeKbCBaHE Ha JICYEHHETO, CNIEl OTIIYMABAHE Ha
o6pHBa, TO MOXe Aa ce Bb30OHOBH € NO-HHUCKA A03a, MOCIEABaHA OT MOCTENEHHO MOBKILIABAHE Ha
nosara. [1pu TexkuTe cny4ay, ToBa FE300HOBABAHE MOXE Ad C€ NNpOBEIE B KOMOHHAUMA ¢ KPaThK
NEPHOA Ha MPHIIOKEHHE Ha NEPOPaHN KOPTUKOCTEpOHIH. CHoOLIAaBaT Ce CITyYaH Ha TEKKH KOXHH
Hexenanu peakiud (SCARS), BKIKOYHTENHO CHHAPOM Ha Stevens-Johnson (SJS), TokcHyHa
enuaepManta Hekponusa (TEN) u nexkapcTBeHa peakilis ¢ €O3HHOPHUINSA ¥ CHCTEMHM CUMIITOMM
(DRESS), xouTo Morar Aa 6B4aT )KHBOTO3aCTpaLlABAIIY WIH JIETATHH. AKO ce nojo3upa SCAR,
3uanekc TpabBa aa ce cnpe He3abaBHO U Aa He ce mpunara oTHOBO. [IpH npexnuceane Ha NEKapCTROTO
nalMeHTUTe TpadBa Aa 6BAAT 3aN03HATH ¢ IPHU3HALMTE H CUMITOMHTE Ha TEXXKHTE KOXKHH pPEaxkilH H
na ObJaT BHEMATETHO HabmMoOAaRaHM.

PeakllM¥ Ha CBPBXYYBCTBHTEIHOCT

CnyyaH Ha CEpHO3HH peaklUMH Ha CBPbXUYBCTBHTENHOCT (KaTO aHa)MIaKTHYEH IHOK H aHIHOeAeM) ca
CcHOOLICHM NPH NaLNEHTH, NoMyyaBally acdepazupokc, KaTo HAYATOTO HA peakIMATa MPH NOBEYETO
OT CJIYYaHTE, HACTBHIIBA NPE3 IbPBHA MeEcell OT JICYCHHETO (BX, TOouka 4.8). AKO BE3HUKHAT TaKUBa
peakLMy, NpHeMbT Ha 3uaaekc Tpabpa aa 6be MpeycTaHOBEH H Ja cé OCHTYPH aieKBaTHA
MeIuUHHCKa nomoll. JleweHuero ¢ aedepaszupokc He TpabBa Ja ce NOJHOBABA NP NALHEHTH, KOHTO
ca UMaJIM peaKkiiyusa Ha CBPBLXUYBCTBHTEIHOCT, MOPANH PHCK OT aHa(QUIAKTHYEH oK (BXK. ToUka 4.3).

3pUTENHYU ¥ CIYXOBH HapylIeHHA
CrobmaBar ce cyxoBH (orcnabeH cnyx) ¥ ouHH (MOMBTHARAHE HA JIELaTa) HapylleHH (BXK.

Touka 4.8). [IpenioppuBa ce Nperie Ha CJIyxa H 3peHHETO (BKMOYNTENHO GYHIOCKONNA) ITpeay
3aOYBaHe Ha NEYEHHETO U HA PEOBHU HHTEPBAIM Cief] TOBA {(BCekd 12 Mecena). AKo 110 BpeMe Ha
JleyeHHMeTo ce 3abenexar HapylleHHs, MOXKe Aa ce NIPUCTBHIH KbM MOHMKEHHE HIIH CITHpaHe Ha J03arTa.

HapyineHHsa Ha KpbBTa

[To BpeMe Ha NOCTMAapKETHHIOBHA NIEPHOA ce chodIaBa 3a nogBa Ha JIEBKOMEHHUd, TpoMOOLIHTONEHHS
MM MAaHLMTONEHHMA (WM arpaBUpaHe Ha T€3U LIMTONEHHH) M arpaBHpaHa aHEMHA NTPH NAUEHTH HA
neuenue ¢ acdepasznpoxc. [loBe4eTo OT MALIHEHTUTE Ca UMANH MPEAXOXKAALH XEMAaTONOTNYHY
3afonsBaHNA, KOUTO 4eCTO Ca OUIM CBBP3aHH ¢ KOCTHOMOZBYHA HEAOCTATbYHOCT. He3zaBucuMO OT
TOBAQ, AONPHHACALIIATA HIIH arpaBypalla pois He MOXxe a ce u3Kmo4uH. Heobxonumo e na ce obmucnu
NpEeKLCBAHE Ha JIEYEHHETO [IPH NALMEHTH, KOUTO Pa3sBUAT HEOOACHHMA LIMTONIEHUS.

Ipyru
[MpenopbyBa ce exxeMeceuHO NPOCcNeAsBaHe Ha CEpYMHNA (PEPUTHH, 3@ Ja ce OLICHH OTrOBOpa Ha
naljieHTa KbM TepanuaTa (BX. To4ka 4.2). [Ipn nedeHue ¢ BUCOKH JI03U U KOraTO CEpYMHHTE HMBA HA
¢epuTHHA ca 6/TH3U 40 TapreTHUTE e NPenopbLYBa INOHKMXKABAHE Ha /103aTa UM NO-CTPUKTHO
npocienapaHe Ha OrOpeuHaTa 1 uepHOApoOHaTa PyHKUNA U CEPYMHUTE HUBA Ha PEPUTHH.
Axo cepymunar deputiH cnana tpadio nog 500 pg/l (mpu cRpLXHATpyNBaHE Ha XEeNA30
TpaHchy3ua) unu noa 300 pg/l (npu CHHAPOMY HAa HETPAHC(Y3HOHHO-3aBUCUMA TANIAC
Aa ce OOMHCIY CIMpaHe Ha JIEHEHHETO.

PesynraTtiTe OT H3C/EABAHHATA HA CEPYMHHA KPEaTHHHH, CepYMHHA (PEPUTHH U cep
TpaHCaMHHa3H TPAOBA Ja ce 3allMCBAT ¥ PEAOBHO J1a C€ OLIEHABAT 32 HAJIH4Me Ha Te
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B sBe KIHMHHYHH APOYYBAHUS PAcTEXKET H NOJNIOBOTO PAa3BUTUE HA JIeLlaTa, NeKyBaHH ¢ Jedepasupoke
B NIPOABJDKEHHE Ha 5 roJIHHH, He ce NoBnuABar (BX. Touka 4.8). Benpeku ToBa kato oblla npeanasHa
MApKa NPH JIEYEHHETO Ha Aelia ChC CBPBXHATPYIIBAHE HA XKeIA30 Nopaln TpaHcdy3ns, TENECHOTO
TErjo, pbCTa H NOJIOBOTO pa3sBUTHE TpAGBaA Aa ce MpocneaqBaT NpeaH 3ano4BaHe Ha TeparHaATa H Ha

peAOBHHM MHTEPBATH (BCEKH 12 MeceLa).

CopaeuHara JUCHYHKUMA € H3BECTHO YCIIOKHEHHE Ha TEXKKOTO CBPBXHATpYIIBaHe Ha xenx3o. I1o

BpeMe Ha TbarocpodHoTo neveHue cve 3UAJIEKC Tpabea na ce npocneaasa copAeuHaTa GyHKUHA
NpH MALHEHTHTE C TEXKO CBPBLXHATPYIBAHE HA XENA30.

4.5 BiaumopeiicTBHe ¢ APYIH JeKAPCTBeHH NPOAYKTH H ApYrM GopMH Ha B3aHMoAelicTBHE

BesonacHocTTa Ha AedepasHpPOKC B KoMOMHALIMA ¢ APYTH XENaTOPH Ha XKeJA30TO HE € YCTaHOBEHa.
3aropa Toif He TpaAOBa Aa ce KOMOHHHpA ¢ APYTI'M BHJOBE XenaTupaina repanus (BX. Touka 4.3).

BiauMoaeicTBUE ¢ XpaHa

Crax Ha Aedepaznpoxe punmMupadu tTabneTku ce nopumiasa (¢ 29%), ako ce npuemar ¢ xpaHa, 6orara
Ha MasHuHH. CnegoBaTtenso 3uagexkc bunMupany Tabnerku Tpabpa 1a ce npueMa WK Ha IMagHo,
MJIH ¢ JIeKa XpaHa, 3a [peANnOYMTaHe MO €XHO H CBIIO BPpEME Ha JCHOHOIIMETO. (BX. TOYKHK 4.2 1 5.2).

CpencTBa, KOMTO MOTAT J1a NOHMXKAT CUCTEMHATA eKCIIO3UIMA Ha IUAEKC
MetabommamMbT Ha Aedepasupoke 3aBucH oT UGT eHsumute. B npoyuBaHe npH 34paBd JoOpOBOILM

€JHOBPEMEHHOTO IpUnaraHe Ha AedepasHpokc (€AHOKPaTHO NpHIokKeHa Jo3a oT 30 mg/kg noa
¢opmara Ha aucneprupainy ce Tabnetxku) u Moua UGT uHAYKTOpP, pHaMIIHiuH, (MHOTOKPATHO
npuiaoxeHa ao3a ot 600 mg/aexn) Boay A0 HaMaNABaHe Ha EKCNO3ULMATA Ha Aedepasupoke ¢ 44%
(90% CI: 37% - 51%). CnenoBatenHo, €JHOBpEMEHHOTO NpuilaraHe Ha 3uanexc ¢ MomeH UGT
HHIYKTOD (T.€. pubaMnuumy, kapbamazenus, PpeHutouH, Perobapburan, puroHaBup) MOXKE 12
AoBelie 10 NTOHMKaBaHe Ha epukacHOCTTA Ha 3uanekc. CepyMHHAT ¢pepHTUH Ha naluenTa TpsdBa ga
ce npociieAABa Mo BpeMe H ciiea KoMOMHALMATA U A03aTa Ha 3naneke Tpabsa aa ce mpoMeHH, ako ¢
HeoDX0aUMO.

[To BpeMe Ha MEXaHUCTHYHO MPOYYBAHE 3a OMPEACNAHE Ha CTENIEHTA Ha EHTEpOXENaTaleH KPbroBpar
€ YCTAHOBEHO, Y€ XOJIECTUPAMMKH 3HAYHMO HaMa/iBa €KCIO3MIUATA Ha Jedepa3upokc (BX.
TOUKa 5.2).

BianMonelcTBUE ¢ MBA30aaM M APYIY cpeacTea, KOUTo ce MeTabonuiupar ot CYP3A4
B npoy4BaHe cpea 34paBH AOOPOBOILM €AHOBPEMEHHOTO NMPHIIOKEHHE HA AcdepasHPOKC oA

¢opMaTa Ha aucneprupaluy ce Tabnerku v muaasonaMm (cybctpatr Ha CYP3A4) Boau 1o HamansBase
Ha eKcno3HLuATa Ha MUAaszoaM ¢ 17% (90% CI: 8% - 26%). B xknuHndHaA c0CcTaHOBK2 € BE3MOXHO
edeKThT Aa ObJe mo-ABHO H3paseH. Cle10BaTENHO, NOPAIH Bb3MOXKHOCTTA OT NTOHIDKABAHE HA
ednkacHocTTa € HeoOX0AMMO J1a c€ BHUMAaRBa NpM Npuiarade Ha aedepa3upokc B KOMOHHAIKA CBC
cyOcTaHuMy, KoUTo ce MeTtabonusnpar upe3 CYP3A4 (kaTo HarpuMeEp LMKIIOCIIOPHH, CHMBACTATHH,
XOPMOHAIHH KOHTpPAlIeNITUBH, Denpuamun, eproTaMuH).

BiauMonelicTBHE C penarnyHUA ¥ APYIH CpeacTBa, kKouTO ce Metabonusupar o1 CYP2C8

B npoyupaHe cpef 3ApaBH Z00pOBOILH €AHOBPEMEHHOTO IIpU/IaraHe Ha aedepasHpokc, KaTo yMepeH
CYP2C8 unxuburop (30 mg/kg/nen noa ¢popMara Ha gucneprupainy ce TabneTku) 4 penariuHug -
CYP2C8 cybcTpar, npunarat B e1HOKpaTHa Ao3a o1 0,5 mg, nosuiiapa AUC 1 Ciax Ha penarnuang
CBOTBETHO ¢ okono 2,3 meti (90% CI [2,03-2,63]) u 1,6 mpTH (90% CI [1,42-1,84]). Twit kaTo
NIEKapCTBEHOTO B3aUMOACACTBHE MPH J03a NO-BUCOKA OT (1,5 mg penariuHK/ He € YCTAaHOBEHO,
eAHOBpeMeHHaTa yrorpeda Ha aedepasupokce 1 penaruHua TpadBa Ja ce n3barea. Ako
KOMOMHALMATA € HANOXKUTENHA, TpAOBa fa ce mpoBexa BHUMATEIHO KIIMHHYHO Habn
npocneAsBaHe Ha KpbBHATa 3axap (BX. Touka 4.4). He Mmoxe Jja ce HW3KIHOYM B3aHMO
nedepasrpoke ¥ apyru cybcrpat Ha CYP2C8 kaTo nakinTakcern.
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BaaumogeiicTere ¢ TeodHIHH B IPYTH cpeACTBA, KOUTO ce MeTabonmuanpar oTr CYP1A2

B npoyusane npu 3ApaBd AoOpOBONLM €AHOBPEMEHHOTO NPUIaraHe Ha AegepasHpoKe Karo
uuxubuTop Ha CYP1A2 (MHOrokpatHO npunarane B ao3a oT 30 mg/kg/aeH nedepasupokc nox
¢opmara Ha aucneprupalny ce Tabnetku) u cyberpara Ha CYP1AZ Teopunny (eqHokparHa 103a oT
120 mg) Bogu no nopuinaeane Ha AUC Ha teodunuH ¢ 84% (90% CI: ot 73% 10 95%). Cmax Ha
eIHOKPaTHATA 1033 HE C€ NOBIHABA, HO C€ OYAKBa Ja HACTHIH NOBHIIABAHE HA Crnx HA TCOPHIHH NIPH
MHOTOKpaTHO NpHaarade. [Topaau Tasu NpU4HHA HE Ce MPENOpBbYBA €JHOBpeMeHHaTa ynoTpeda Ha
nedepasupoxc ¥ reodunu. [Ipn cbBMeCTHO NpUnoXkKeHUE Ha AedepasHpoKe H TeopuIHH TpaOBa fa
ce UMa NpeABHA NpocheisBaHe Ha KOHICHTpaLHATA HAa TCOPUMHH ¥ HaMalisaBaHe Ha Ao3aTa My. He
MOTAT Ja C€ H3KJIIoYAT B3aUMOIeHCTBHA MeXAY AcdepasupoKc H OpyrH cyOcTpatH Ha CYP1AZ2, 3a
cybcTpaTuTe, KouTO ce MeTabonn3upar npeauMHO or CYP1A2 1 uMaT TeceH TepaneBTHyYeH HHICKC
(Hanp. KJ103anyH, TH3aHHAWH) BaXKaT CHLUUTE NPENOPbKU, KAKTO NPH TEOQHIHH.

gOH'BHHHTEHHa HHQOEMM

EAHOBPEMEHHOTO NPUIOKEHHE HA Jiedepasupoke U ATYMHHHA-ChABPXKALIY AHTHAIMAHH NPOAYKTH
He e odHLUManHO Mpoy4YraHo. Beipexu de Aedepasvpokc HMa NO-HHCHK aQHHHTET KbM aTyMHUHHS
OTKOJIKOTO KBbM XeNA30TO, HE Ce MPenopbuBa J1a ce npueMat TadbneTky aedepasupokc Cbe

ATYMHHHA-CBADPKALIY AHTHALMHH NPOIYKTH.

EaxoBpeMeHHOTO npusiaraHe Ha Acdepa3sHpoKC ¢ BELIECTBA ¢ U3BECTEH YILEPOreHeH NoTeHUual,
karo HCTIBC (BIUIIOUNTENHO aLETH/ICATHLIMIIOBA KHCE/IMHa BbB BUCOKH J103H), KOPTHKOCTEPOHIH
MK TiepopaiHK O6udocdoHaTH, MOXe Ja MOBHIIH PHCKA OT raCTPOHHTECTHHATIHA TOKCHYHOCT (BiXK.
To4Ka 4.4). EAHOBpEMEHHOTO Npaarade Ha egepasHpoKkc ¢ aHTHKOaryJaHTH MOXeE CBILO Taka Ja
NOBHLIY PUCKA OT raCTPOMHTECTHHANIEH KPbBOK3IHB. HeobxonuMo e BHUMATENHO KIMHHYHO
npocneasaBaHe NpH KOMOMHUpaHe Ha aedepasupoKe ¢ T€3H BEUIECTBA.

EnHoBpeMeHHOTO NpHuiaraHe Ha acdepasupoxc 4 Oycyadas BoAH A0 NMOBHIIABAHE HA EKCNO3ZHLIMATA Ha
oycyndan (AUC), HO MEXaHU3MBT Ha B3aHMOACHCTBHE OCTaBa HesceH. AKO € Bb3IMOXKHO, TpAOBa 11a ce
M3BBPLUHK OlleHKa Ha hapMakoxuHeTHKa (AUC, kHpBHC) Ha TeCT A03a Ha OycyndaH, 3a Ja HIBBPILH
KOPEKLMA Ha J034aTa.

4.6 DeprTuaurter, 6peMeHHOCT H KbPMeHE

BpeMeHHOCT

3a nedepasnpokc HAMA KIHHHYHH JaHHHM 3a eKCIO3HpaHu OpeMeHHOCTH. [ IpoyuBaHUATA NPH
XUBOTHH NOKa3BaT PENPOAYKTHBHA TOKCHYHOCT NPH TOKCHYHH 3a MalkaTa Zo3H (BX. To4uka 5.3).
[NoTeHUHATHHUAT PHUCK MPH XOpa HE € U3BECTEH.

[penopbunTenHo ¢ 3HaAeKC Aa He ce M3MON3Ba MO BpeMe Ha HPEMEHHOCT, KaTo NpeanasHa Miapka,
OCBEH B CTy4anTe Ha KaTeropM4yHa HeobXOQUMOCT.

3uazexkc Moxe Ja HaMaIi e(hMKacHOCTTa Ha XOPMOHAIIHMTE KOHTpAaleIITHBH (BXK. Touka 4.5).
ITpenopbyuBa ce KEHHUTE ¢ ACTECPOASH MOTCHLMAT Aa M3MON3BaAT JOTLMIHHTE/IHH HIH anTepHATHBHH
HEXOPMOHAITHH METOIU 3a KOHTpalenuHa, KOraTo npueMar 3uajeKc.

KspmeHe
[Ipu npoyuBaHusATa BEPXY KHBOTHH € AOKa3aHO, ue AcdepasHpokc ce eKCkpeTHpa Obp30 U B

3HAYHMTE/THA CTENEH B KbpMaTa Ha Maitkara. He ce HabmonaBa HHKaKbB e(BeKT BbpXY NTOKOJEHUETO.
He e n3BecTHO Janu nedepasupokc ce eKCKpeTHpa B HOBellIkaTa KbpMa. He ce mpenopbyBa KbpMeEHE,
AOKATO ce NpueMa 3uafieKc.

DepTUINTET
JInncear AaHHYU 3a GepTUIHTETA NTPU Xopa. TIpH XXMBOTHH HE € OTKPHBAT HEXEAaH

depTIATETA HA MBXKKHTE H )KEHCKHTE HHAWBHIH (BX. TOUKa 5.3).
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4.7 EdexTH BBpxy cnocobHocTTa 32 modupane H pabora ¢ MallIHHH

3nafekc MOBAKABA B MAJIKa CTeneH cnocobyocrTa 3a miodupane ¥ pabora ¢ MaluuHHU. ITauneHTHTE,
MMalll{ HevecTaTa HexkelaHa peaki¥a Ha 3aMaaHocT TpadBa a NOAXO0XKAAT NpeAnasIiRO H ¢ HYKHOTO
BHUMaHHe npy 1odHpase ¥ pabora ¢ MamMHK (BX, ToUKa 4.8).

4.8 HexenraHH JeKaAPCTBEHH PEAKIIHH

O0001IeHe Ha npodHia Ha 6e30IMacHOCT

Haft-uecTuTe peakuny, cbo011aBaHK NO BpeMe Ha XPOHNUHO JICYEHHE B NMPOBEACHHUTE KIHHHIHU
npoyuBaHus ¢ Aedepazupoxc noj ¢opMata Ha Aucneprupaily ce Tabnerkd Npu Bb3pacTHU MallHEHTH
M JIella, BKIIKOYBAT CTOMALIHO-YPEBHH HapyLIeHHUA (T/IAaBHO raZicHe, NOBPELIAHE, JUApUS WIH KOPEMHH
Oonku) U KoxkeH o0pHB. [1apusira ce croblllaBa 110-4€CTO MPH AcLia Ha BB3PacT OT 2 A0 5 T'OXHMHH H
NPH NaLHEHTH B CTAPYECKA BB3IPACT. Te3U peakuMy ca J0303aBHCHMH, NPEANMHO JIEKH 0 YMEPEHO
TEXKKH, MO MPABHJIO NPEXOJHHU U NTOBEHETO OT3BYYABAT JOPH, aKO JICYEHHETO CE MPOABIDKH.

[lo BpeMe Ha KIMHHYHHTE NTPOYYBAHHSA JO303ABHCHMO [TIOBHIIABAHE HA CEPYMHHSA KPEaTHHHH
BBL3HHKBA [TPH 0KOJMO 36% OT MaLlHEeHTHTE, BBIIPEKH Y€ B MOBEYETO CIIyYaH OCTABA B PaHHLIMTE HA
HopMaTa. [ToHbKeHHe B CpeiHHA KPCATUHHHOB KIIMPBHC ce HaOMIoaBa KakTo NpK NeaHaTpHYHH,
Taka M MPH Bb3PACcTHH NALMEHTH ¢ OeTa TalaceMHs H CBPbXHATPYIBAaHe Ha XeNns30 Npe3 Mbpeara
roAMHa OT JICYEHHETO, HO HMa JaHHH, Y€ He MPOoAbKaBa Ja e TOHHXKABA IIpe3 CNeABalIUTEe FOJHHH
oT nedeHuetTo. Crobmasna ce 3a NOBULLIABAHE HAa CepyYMHUTE TpaHcaMHHas3H. [Ipenopbyra ce peX0OBHO
fipocienssane Ha OB0pedHnTE U YepHOAPOOHUTE NToKa3zaTenu. CyXOoBMTE (ITOHMXXEH CITYX) H
3PpUTENHUATE (NOMBTHABAHE HA JIELIATA) HAPYLUEHHUS HE Ca YECTH H Ce NpenopBhYBaT €XKEeroAHH
npernean (BXK. Touka 4.4).

Crobluarar ce cimyyad Ha TeXKM KOXHM HexenaHu peakuui (SCARS), BKMOMUTENHO CHHAPOM Ha
Stevens-Johnson (SJS), TokcuuHa enngepmanna Hekponusa (TEN) H nekapcTBeHa peakuud ¢
e03HHOOMINA U cucTeMHH cuMirroMu (DRESS), npn ynotpebaTta Ha 3nanekc (Bx. Touka 4.4).

TabauyHoO NpeacTaBsHE HA HEXENAHUTE peaklluy

Hexxenanure peakuus ca noApeAcHH No-A0y chobpasHo CleJHUsA NMPHHLUMIL: MHOTO YecTH (1/10);
yecTd (>1/100 go <1/10); Hevectn (1/1 000 no <1/100); peaxu (=1/10 000 go <1/1 00Q); MHOrO
peakH (<1/10 000), ¢ Hen3BeCTHA YeCTOTA (OT HUITMYHUTE JaHHU He MOXke Aa Obac HanpaBeHa
ouncHKa). Ilpn BCAKO rpyrnupaHe B 3aBHCHMOCT OT YECTOTATa, HEXENAHHUTE IEKAPCTBSHH peakiLiiH ce
u30poABaT B HU3XOAM1 pef M0 OTHOLIEHHE HA TAXHATA CePUO3HOCT.

Tabnuiia 5

HapymieHHS HA KPLBTa H JHMQHATA CHCTEMA
C Hen3BecTHa Mauguronenna',  TpomGouuronenus',  arpasMpaHa  aHemus',
YeCcToTa: HeyTpomneHHus'

HapymeHHs HAa HMYHHATa CHCTEMa
C Heu3sBecTHA Peakuiii Ha CBPBXYYBCTBHTEIHOCT (BKIIOUHTEHO aHa)WIAKTHYHH peakLMH
YeCTOTA; H auruoeneM)’

Hapymenus Ha MeTab01M3Ma H XpaHeHETO
C HeH3BecTHa Merta6onuTna atnosa’
YECTOTA:

IIcHXHYHH HApPYIICHHA

HeuecTn: TpeBOXHOCT, HApYLUGHHUA HA ChHS
HapymeHHS HA HEPBHATA CHCTEMA

YecTH: I'narobonue
HevectTn: 3aMasHOCT
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Hapymenns Ha oUHTe

Heuectn: KartapakTa, MaKy/nonaTug
Pexu: OnTHYEeH HEBPUT

Hapymenus Ha yxo0T0 B JabHpHMHTS
Heuectn: I'nmyxora

PecnHpaTOpHH, I'PbAHH H MEAHACTHHAJIHH HAPYIICHHS
HeuecTu: JlapuHreanxa 6onka

CroManiHo-4peBHH HAPYUICHHA

YecTu: Hnapus, 3anek, noBpbliase, rajeHe, KopeMHH OONKH, MOXYBaHe Ha
KOpeMa, Zucnencus

HeuecTH: ["aCTPOHHTECTHHAIEH KPBHBOU3IMB, CTOMAIIIHA A3BA (BKJIIOYUTENHO
MHOECTBEHH A3BH), A3Ba HA JIBAHANIECETONPBLCTHHKA, FraCTPHUT
Ezodarut

Penxu: acTpouHTecTHHANHA nepdiopallrs’, ocThp MaHkpeaTHT'

C HeM3BecTHA

YeCcTOTA:

XenaTobunHapHH HAPYLICHHUS

YecTu: [MoBuaBaHe HA TPAHCAMMHA3UTE
HeuecTu: XenaTuT, XoneJIuTHA3a

C HeussecTHa UepHoapoOHa HEAOCTATHUHOCT' 2
4eCTOTA:

HapymreHus HAa KOXKATA H NOAKOKHATA THKAH

Yectu: O0puBs, cupbex

HeuecTn: HapyuieHa nurMeHTaums

Peaku: JlekapcTBeHa peakuma ¢ €03uHOMHINA U cucTeMHN cuMitromMu (DRESS)
Cunapom Ha Stevens-Johnson!, XxunepceH3uTHBeH BaCKyJIHT', ypTHKapus',

C HensBecTHa epuTeMa MynTHgopme!, anonenus’, TOKCHYHA enUAEpPMaNTHa HEKPOIH3a

YeCTOTA: (TEN)!

HapylieHHs Ha KOXKATA H MOAKO0KHATA THKAH

MHoro yecTh: [ToBHILIEH KpEaTHHHH B KPBBTA

YecTu: [TIpoTennypus

HeuecTu: Bu6peuna TyObynonatus? (npuaodut cuaapoM Ha Fanconi), riokosypus
Octpa 6B0peuna HenocTaThYHOCT! 2, TYGYNIOMHTEPCTHLIMHATEH HE(pUT!,

C HeusBecTHA HedponuTnasa', peHanHa Ty6ynHa Hekposa'

4ecToTa:

O6mu HapymeHUd 4 ¢PeKTH Ha MACTOTO Ha NMPHIOKEHHE
HeuecTu: [Tupexcud, 0TOK, yMOpa

) Hexenanu peaknui, ChOOUICHH NO BpeMe Ha NOCTMApKEeTHHIOBHA ONUT. Te ca 0b0o01IeHH ot
CIIOHTAHHH CHOOLIEHHA, 32 KOUTO HE BUHATH € Bb3MOXHO HaZleXKHO Ja C€é YCTAaHOBM 4eCcToTaTa
MM NPUUHHHO-CNICACTBEHATA BPBb3Ka ¢ €KCIIO3ULIHATA Ha JIEKapCTBEHHA NPOJAYKT.

2 Crofiara ce 3a TeXxKH (POPMH, CBBP3AHH ¢ IPOMEHH B Ch3HAHUETO B KOHTEKCTA Ha
XHIIepaMMOHEMHYHA eHlledatonaTHs.

Onycanye Ha H30paHH HeXelaHHW peaklHu
XKITeHMHN KaMBHH M CBbP3aHH OHIWApPHH HapyllueHus ce chobiasar npu okono 2% or
[ToBuIIEHMA HA CEPYMHHUTE TPaHCAMHHA3H €€ CHOOIIABAT KATO HEXEllaHa neKapcTBe
npH 2% oT nauHeHTHTe. [10BMIIEHNATA HA TPaHCAMHHA3UTE TIoBeve oT 10 mbTH Hax
pedepeHTHA rpaHULIa, KOWTO NPEANIONAraT XxenaTur, e ca 4ectd (0,3%). Ilo Bpeme
NOCTMAPKETHHIOBUA ONMUT ¢ Acdepa3upoxe noa opmara Ha qucneprupatim ce tabn
chobi1aBa 3a C/TyyaH Ha YepHOApoOHA HeAOCTATHYHOCT, NOHAKOra (aTanHa, ocobeHo
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npeAulecTraLla YepHoApoOHa LHpo3a (BXK. To4Ka 4.4). MMa NOCTMApKETHHIOBH CHOOLIEHHS 3a
clay4yad Ha MeTtaGonuTHA auua03a. BONMINHCTBOTO OT NMaLHEHTUTE ca UManH 6B6peyHy HapylueHu,
O0s0peuna TyGynonatua (CHHAPOM Ha Fanconi) uim axnapus, UK HAKAKBH JPYTH CHCTOAHHA, [TPH
KOMTO HApYILEHHETO Ha KHCETHHHO-ANKATHOTO PABHOBECHE € U3BECTHO YCNOXHEHHE (BXK. ToUKa 4.4).
HabmonaapaHy ca cepHO3HH CITy4aH Ha OCThP MAHKPEATHT, €3 JOKYMEHTHPAHH TNOANEXKAITH
OnnnapHH HapyuieHus. KaxTo nmpH ocTaHANIMTE BUIOBE XENaTHpAlng TEPANuA 3a XKens3o, 3aryba Ha
CIIYX 3a BHCOKHTE YE€CTOTH H NOMBTHABaHE Ha JielnaTa (paHHa kaTapakTa) ce HabmonaBaT HeuecTo
[pH NaLHEHTUTE, JIEKYBaHH ¢ AedepasHpoke (BX. Touka 4.4),

KpeaTHHHHOB KJIHDPBHC NPH CBPHLXHATPYNBAHE Ha XENA30 NopaiH TpaHCPyIHA

B petpocnexkTHREeH MeTa-aHaliK3, nposeneH npH 2 102 pb3pacTHH M NEAMATPHYHH NalHeHTH ¢ feTa
TajlaceMHs H CBPBXHATPYIIBAHE Ha XeNA30 nopaiu rpactys3us (BKMOYBALL NALKEHTH ¢ pa3NUdHH
XapaKTePHCTHKH, KATO HAllPMMEP HHTEH3HBHOCT HA TPAHC)Y3UNTE, J03HPOBKA H NPOABIDKHUTENHOCT
Ha JIeueHHeTo), JeKYBaHH ¢ Aedepa3upokc noj popmMara Ha AUcneprupaiiy ce Tabnetku B ase
PaHJOMH3UPAHH KITHHUYHN NMPOYYBAaHHA M YeTHPH OTBOPEHH MPOYYBaHHA, C NPOXBDKUTCNHOCT A0

et roAHHH, ce Habmogapa cpeAHO MOHMKECHHE HA KPEATHHHHOBHA KIHPBHC ¢ 13,2% npu
Bb3pacTHUTE nauueHTH (95% CI: -14,4% no -12,1%; n=935) u ¢ 9,9% (95% CI: -11,1% pno -8,6%,;
n=1 142) npu negHaTpUYHHTE NMALMEHTH, TIpe3 MbpBaTa roAnHa ot neyeHueTo. Ilpu 250 nauneHTH,
NpocneAaBaHH 3a IIEPHOJ A0 IeT MoJUHHU, He ¢e Habmoaasa no-HaTaThIIHO NOHKWXKEHUE B CPEAHHA
KpEaTHHHHOR KIIUPBHC.

KnMHHYHO NpoyYBaHe IIPH MAWEHTH ChC¢ CHHIPOMM Ha HeTpaHCc(dY3HOHHO-3aBUCHMA TaNaceMHuA
B 1-roauiso npoyupaHe Ha Aedepazupoke (noJ popMara Ha JUCIIEprupaiM ce TabneTky B A03a

10 mg/kg/neH) npyu nauyMeHTH CbC CHHAPOMHU Ha HETPAHC(PY3HOHHO-3ABHCHMA TAlIaCEMUS H
CBpPBXHATPYIIBaKE Ha Xenqa30, anapus (9,1%), obpus (9,1%) u ranene (7,3%) ca Haif-4yecto
CchOONIaBAHUTE HEXKENAHH peakliiiy, CBBP3aHN ¢ NPpOoyYBaHHUA NPOAYKT. OTKIIOHEHNA B HUBATa Ha
CEPYMHHS KPEaTHHUH M CTOMHOCTHTE Ha KPpEeaTHHUHOBRUA KITHPBHC C€ CHOOILABAT ChOTBETHO IPH
5,5% u 1,8% ot naunenture. [loeKmasane Ha yepHOApOOHNUTE TpaHCAMHHA3H 2 TBTH HAA H3XOAHHUTE
M 5 'bTH HAA ropHa rpaHulia Ha HopMara ce cbod1asa npu 1,8% ot nauneHTuTe.

Ileduampuvyna nonyaayus
B Ape KNTHHUYHY NPOYYBAHUA PACTEXKBT U MOINOBOTO PA3BUTHE HA NMEAUATPHYHUTE MALUEHTH,
NeKyBaHH ¢ AedepasHpoKe B NPOALDKEHHE HA S TOAMHN, HE CE NMOBIUABAT (BX. TOUKa 4.4).

[Tpy neauaTpHYHU NalMEHTH Ha BB3pacT 2 A0 S roAMHN ce chobilaBa No-4ecTo 3a NoABa Ha JUapuA,
OTKOJIKOTO IIPH TIO-Bb3PACTHUTE MALHEHTH.

Cnyuan Ha 6b0peuHa TyOynonatns ce crodiaBar npeAMMHO MPH Jelia U IoHoWH ¢ OeTa TanaceMus,
NpOBEXAAIIM JieueHue ¢ Aedepasupoke. B nocTMapkeTHHroBUTe CHOOIIEHNA BHCOK NPOLUEHT OT
cIy4auTe Ha MeTabONNTHA al|ao03a, BE3HUKBAT NPH Aella B KOHTEKCTa Ha CHHApoM Ha Fanconi.

Cro0bmaBa ce 3a ¢JIyyal Ha OCTBP NAaHKPeaTHT, 0co0eHo NpH Iea H IOHOUIH.

CrofinaBane Ha NOAO3NPaHK HEXEIaHH PeaKLHH
CnobmaBaHeTo Ha NOA03MPaHH HeXKeNaHH peakLMH clell pa3pelnaBaHe 3a ynorpeda Ha JieKkapCTBEHH

MPORYKT ¢ BavkHo. ToBa NO3BONABA Aa NPOAB/LKA HAOMIOACHHETO HAa ChOTHOLIEHHETO NOJ3a/PUCK 32
nexkapcTBeHUA MpoAYKT. OT MEAMLIMHCKUTE CIIELIHATIUCTH C€ M3MCKBA Ja ¢hoOLaBaT BCAKa
MOAO3MpaHA HEXENaHA peaKU s AUpeKTHO Ha M3nbaHuTeHa areHLns no JekaprcTBara (MAJI):

BbBJIFAPUA, Codua 1303, yn. {amsan I'pyes 8
Ten.: +359 2 8903417

En. IToma: bda@bda.bg

yebcaiiT: www.bda.bg
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4.9 Ilpenosnpane

CHMITOMH

PaHHHTE MpH3HAIM Ha OCTPO Npello3HpaHe ca CTOMAIHO-YPEBHH peakiMy KaTo Honku B obnacTra Ha
KopeMa, JHapHi, rajeHe u noppuiiaHe. Croduiasa ce 3a uepHOApoOHUM ObOpeyHH HapyLUeHus,
BKMOYKHTEIHO CTY4aH Ha NMOBUIIIEHUCTORHOCTH Ha YepHOAPOOHHUTE EH3UMH N KpeaTHHHHA, KOUTO ce
BB3CTAHOBABAT CJI€/ IPEKpaTABaHe Ha jieueHHeTo. JTorpeliHo npunoxeHa exXHOKpaTHa Jo3a oT 90 mg/kg e
IoBena 10 cHHApOMa Ha Fanconi, koliTo e oT3By4an cnej NeYeHHETO.

JleveHHe
Hama cnennduyen aHTHAOT 3a Aedepa3upokc. Moxe aa € nokasaHO NPHNAaraHeTo Ha CTAaHRAPTHUTE
NPOLEXYPH NPH IPEAO3HPAHE, KAKTO H HA CHMITTOMATHYO JIEYEHHE CIIOPET MEJMLIMHCKHTE HYXKIH.

5. GAPMAKOJOIHYHM CBOUCTBA
5.1 <dPapMaKoIHHAMHYHH CBOMCTBA

PdapmakoTepanesTHyHa rpyna: JKena3zo xenarnpauu cpeactsa, ATC koxa: VO3ACO3

MexaHN3bM HA 1eHCTBHE

Hedepasupoxc e nepopajeH XenaTop, KOHTo € BUcokoceNekTHBEH 3a xkena3o (III). Toit e Tpuanb
JIMTaHjl, KOHTO CBBP3a XeJIA30TO ¢ BUCOK auHHUTET B oTHOWIEHHE 2:1. [edepazupoxc yBenHyara
eKCKpeLHATa Ha KeJa30To npeaumuo ¢ deueca. Jledepasupokc UMa HUCHK aQUHUTET KbM LIMHKA U
MeJATa ¥ He NPpHYIWHABA [TOCTOAHHO HUCKH CEpYMHH HHBA HA T€3H METANN,

DapMakOAHHAMHYHY edexTn

ITpu eaqHO MeTAaOONMUTHO NPOYYBAHE HA XENAZHOTO PABHOBECHE Ha BL3PACTHH MALMEHTH C TaJlaceMus
ChbC CBPBXHATPYNBaHE Ha Xensu3o, Aedepasnpokc B JHeBHH 4034 oT 10, 20 » 40 mg/kg non popmara
Ha JUCIEprupaluy ce TableTkn HHIyuupa cpeiHa HeTHA EKCKpeLIa CHOTBETHO

Ha 0,119, 0,329 u 0,445 mg Fe/kg TenecHo rerno/nes.

KnyHu4yHa edHUKacHOCT U 0€30NacHOCT

[IpoBeaeHH ca H3NMUTBAHHUA 32 KIHHUYHA e(HKACHOCT Ha Jedepasupokc noa popMara Ha
AMCTIEPTHpaLly ¢ TabNeTKH.

Hedepazupoke e uscneasaH npy 411 sp3pacTHU (Ha BB3pacT 216 roaunn) u 292 geua (Ha Bu3pacT
OT 2 A0 <16 roauHN) ¢ XpOHHYHO CBPBLXHATPYIIBAHE HA XENA30 NMOpaaH KpbBomnpenuBanui. Ot
jenara 52 ca Ha Bb3pacT oT 2 A0 5 rogunu. OcHoBHHTE 3a00aBaHKA, Halaraiy npejavBaHe,
BKTIOYBAT 0eTa TajaceMHs, CHPIIOBHAHO-KIIETHYHA aHEMHS H APYTH HacleACTBEHH H NPUAOOUTH
aHeMHH (MHENTOTUCNAACTHYHH CHHAPOMH, cHHApoM Ha Diamond-Blackfan, annactiyHa aHeMHA U
APYTH MHOT'O peiKY aHEMHH).

E>ke IHEBHOTO Nleuenue ¢ Jedepasupokc noj gopmara Ha AMCTIEPrUpaLly ce TabNeTKH B J03K

oT 20 ¥ 30 mg/kg 3a eaHa roAWHA MPH 4€CTO TpaHCPy3HpaHH Bb3PaCTHH NMALMEHTH M Aena c bera
TAJlACEMHA BOJAU A0 MOHMKEHUE Ha [TOKa3aTeJIuTe 3a XKeNA30TO B opranniMa. YepuoapobHure
KOHLIEHTPAL{MH Ha XeNA30 ca [IOHHKEHH CBC ChOTBETHO OoKono -0,4 u -8,9 mg Fe/g uepen apob
(6HONCHYHO CYXO Terno (C.T.)) CPEAHO, a CEPYMHHUAT MEPUTHH € NOHHXKEH ChC CHOTBETHO OKOJIO -36 U
-962 pg/l cpeaHo. B cbliuTe 03 OTHOLICHMATA Ha EKCKPELMATA Ha XKENA30: MPUEMDBT Ha KeA30 €
cpoTBeTHO 1,02 (moka3paino HeTHHA Xxene3eH 6ananc) ¥ 1,67 (moxa3Baio HETHOTO OT/EC/NAHE Ha
xenaso). Jedepasupoke HHAYLHMPA CXOAHH OTTOBOPH NPH NALMEHTHTE ChC CBPbXHATPYIIBAHE Ha
XeJA30 ¢ ApyrH Buaose aHemus. Jluesuure no3u ot 10 mg/kg nox ¢dopmara na nucnepm AT £& 1)
TabneTKH 3a eHa roJIHHa MoXe Ja NOAABPKAT HHBATA Ha YepHOAPOBHOTO XKeNnda30 U c oML -
({hepUTHH M HHOYLIMPAT HETEH XKeneleH DanaHc NpH NaneHTHTE, NOJTyyuaBalliy pemm 653 8a
obMeHHM npenuBaHnid. CepyMHUAT PEPHTHH, OLICHEH UPe3 eXEMECEUHO MPOCNeaAB2 :
MPOMEHUTE B KOHIIEHTPALMUTE HA MEPHOAPOOHOTO KEAA30, KOETO [TOKa3Ba, Y€ TEHJIE wn .
cepyMHHA QEepUTHH MOXE Jia ¢ H3NO0A3BaT 3a NPOoCNeAsBaHe Ha OTIOBOPA KbM TepE Wﬁ‘;_g **
OrpaHndeHUTe KIMHUYHHU JaHHU (29 naieHTd ¢ HOpMAaHA ChpAeHHa (PYHKIHUSA B Ha % % -
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NOKa3BarT, 4e neyeHnero ¢ achepasupokc 10-30 mg/kg/aex noa popMara Ha JUCTIEpryupally ce
TabneTkH 3a 1 roiuHa MoXke ChLIO Aa MOHMKHY HHBATA HA XKENA30TO B chpleTo (cpeaso MRI
T2*noBuinenne ot 18,3 10 23,0 MUIHCEKYHOH).

["MaBHHUAT aHANKU3 HA OCHOBHOTO CPaBHUTEHO NpoyuBaHe npu 586 nauueHTH, cTpagamy ot 6eta
TajlaCeMHA U CBPBXHATPYIBaHE Ha XeA30, NOpaJy TpaHcy3us He NoKa3Ba He ~- HHPEpHOPHOCT Ha
nedepasupokc mog fopMaTa Ha JUCHEprHpalny ce TabneTku crpAMo AedepoKcaMHH B aHaNIH3a Ha
ob1ara rpyna nanueHTy. OT post-hoc aHaNH3a Ha TOBA MPOYYBaHEe UArNExa, Ye B MOArpynara Ha
NaLHEHTHTE ¢ YepHOAPOOHH KOHLIEHTpaLMM HA Xensa30To 27 mg Fe/g T, IeKyBaHH ¢ aedepasupokc
nox ¢opmarta Ha aucnepriupainu ce tabnetku (20 U 30 mg/kg) nwnm nedepoxcamul (33 o

>50 mg/kg), ca MOCTUIHATH KPUTEPHHTE 32 HE - MHPepHOpHOCT. BBIpeku TOBa MPU NALUEHTHTE €
yepHOApoOHa KOHLIEHTpaUHs Ha Xena3o <7 mg Fe/g cr, nekyBanu ¢ Aedepazvpoke noxa popMara Ha

aucneprupainy ce tadnetku (5 u 10 mg/kg) wnu pnedepoxcamut (20 ao =35 mg/kg), He -
UHGpEPUOPHOCT He € YCTAHOBEHA NMopaAM HECKBHBAIIEHTHOCT B JO3MPAHETO HA JBaTa Xenaropa. Tasu
HEEeKBHBAJIEHTHOCT Bh3HUKBA, ThH KaTO Ha NallMeHTHTE Ha JedepoKkcaMuH € OMI0 NO3BOICHO A2
OCTAHAT Ha CBOATA J03a OT IIPEeAH NPOYHYBAHETO, AOPH ako TA e 61na no-BUCOKa OT onpejeNieHaTa oT
[MPOTOKOJIA 1032, B TOBa ITUNOTHO MPOYUYBaHe Ca yUacTBaNH NETACCET H 1IeCT MalHEHTH Ha Bbh3pacT
non 6 roJMHH, Kato 28 ca nony4asanu aedepasupokc noj popmarta Ha JUcCnEprupaiuy ce TadreTkH.

OT npeAKIMHMYHATE H KIHHHYHUTE NPOYUBaHHA H3rNexaa, 4e gedepasupokc noa popMara Ha
AMcnepruapallyd ce TabNneTk MOXe Aa € TONKOBA AKTHBEH, KOJKOTO AcdepokcaMHH, KOraTo ce
H3MON3Ba B J030B0 ChoTHOWIeHKE 2:1 (T.€. 103a Ha Aedepasupoke nox dopmaTa Ha JUCTIEPTHpPALLH ce
TabneTKH, KOATO YUCIIEHO € HaNoJIOBHHA OT i03aTa Ha AedepokcamuH). Ilpu aedepasnpokc
bunmMupany TabeTKH MOXKe Ja ce oOMUCIH J030B0 choTHOUIEHHE 3:1 (T.e. no3a nedepasHpokc
¢punMupani TabneTKH, KOATO YHCIIEHO € €IHa TPeTa OT jo3aTa Ha AedepokcaMuH). Benpeku ToBa TesH
IPEnopbKH 332 N03UpaHe He ¢a OLICHEHH MIPOCNEKTHBHO MPH KIHHHYHH NPOYYBAHHA.

OcBeH TOBa, NPU NALMUCHTHTE ¢ YepHOAPOoOHA KOHLICHTpALMA Ha XKeNd30To 27 mg Fe/g T ¢ pa’znuuHu
BHIOBE PeJKH aHEMHH HIIH CBHPITIOBUIHO-KIEThYHA aHeMHKA, Aedepa3npoke [moa gopMara Ha
aucrieprupaiuy ce Tabnetkn B no3a 1o 20 u 30 mg/kg Boan Ao NOHMKEHHE Ha YepHOApoOHaTa
KOHIEHTPAIMA Ha XKENA30TO M Ha CEPYMHUA QePHTHH, KOUTO ¢4 CPABHHMH C NOJTyHYEHHUTE NPH
nalHeHTH ¢ OeTa TanaceMum.

B 5-rogmmHo o6cepBallMOHHO NPOYYBaHe, B paMKHTE Ha KOoeTo 267 aeLa Ha Bb3pacT OT 2 A0

<6 roauHH (py BXJIIOYBAHE B MPOYYBAHETO) ¢ TpaHChY3IHOHHA XEMOCHUAEPO3a IIPHEMAT
aedepasHpoOKe, HE C€ YCTAHOBABA KIIHHKYHO 3HauKMMa pa3ndka B npopuia Ha 6e30macHoCcT U
nonocuMocT Ha 3UAJIEKC npy neauaTpudHy NaLMEHTH Ha BB3pacT OT 2 0 <6 rOAMHH CIIPAMO
ofllaTa nonynauus OT Bb3pacTHH H NMO-NOoAeMH NeAHATPHYHH NAaLIMEHTH, BKIIOYNTETHO NTOBUIIIARAHE
Ha CepyYMHHA KpeaTHHHH ¢ >33% u Haj ropHaTa rpalMija Ha HOpMAaTa B >2 nNocneAOBaTENHH Ciyvas
(3,1%) ¥ nopHinaBaHe Ha anaHuH aMuHOTpaHcdepasata (ALT) Hag S MbTH ropHaTa rpaHHLia Ha
Hopmara (4,3%). CpobLaBar ce eAWHUYHH CITy4ad Ha noBuuiaBaHe Ha ALT 4 acnaprar
aMHHOTpaHC(epazaTa choTBeTHO NpH 20,0% u 8,3% 0T 145-Te nauUeHTH, 3aBLPLUKIIH NIPOYYBAHETO.

B npoyuraHe 3a olleHKa Ha He3onacHoCcTTa Ha Aedepazupokc GHIMHPAHA M JUCTIEPTHPALIM CE
tabneTk, 173 BR3pacTHH U NEAHATPHYHHU MALHEHTH ¢ TpaHC)Y3HOHHO-3aBUCHMA TalaceMHus UITH
MHENOIMCINIACTHYEH CHHAPOM Ca JIeKYBaHH B NMpoAb/LKEeHHEe Ha 24 ceaMuuy. HabmozaraH € cpaBHUM
npodun Ha HezomacHoCT 3a GUAMUpPAHHY M AUCTIeprHUpatlii ce TabneTKH.

[Ipu DaLMEeHTH CbC CHHAPOMH Ha HeTpaHChy3HOHHO-3aBHCHMA TANTaCeMHUS ¥ CBPBXHATpYNBaHe Ha
KeJIA30 JIeUeHHETO ¢ AedepasHpoke noa opMara Ha qUcneprupalii ce TabNeTKH e OLEHEHO B X013

TEpANneBTHYHO paMo) U fneyeHue ¢ manedo (56 nauuenty). B npoyusaHeTo ca BRIIOYEE
145 sb3pacTHe 4 21 neguaTpUuHH NauMeHTH. [TbpRUYHMAT NOKa3aTe 3a €PUKaCHOCT E
KOHLECHTPpALMATA Ha XenA30TO B yepHHA Apod (LIC) cnpaMo n3xonHara cinel 12-Meceup
Eaud OT BTOPHYHHTE NOKA3aTeNy 3a ePUKACHOCT € MPOMAHATA B HUBOTO HA CEPYMHUS X
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MEXY H3XOAHO HHBO M 4eTBBPTOTO TpHMeceune. [Ipu Hayanna ao3a ot 10 mg/kg/nen gedepasupoke
noj dopMaTa Ha Aucneprupaluy ce TabreTky BoAU A0 MOHHXXABaHE Ha NMOKAa3aTeAUTE 3a 0BWIOTOTO
ChABPXKaHHE Ha KeJf30 B opranuiMa. CpeaHo, KOHLEHTPAUUATa Ha Xeli30 B YuepHus apod ce
noHnxkara ¢ 3,80 mg Fe/g ¢.1. npu nanueHTUTe, 1EKYBaHH ¢ Jedepasupokce noja popMarta Ha
AucTieprupainy ce Tabnetku (HauanHa ao3a ot 10 mg/kg/neH) u ce nosuiuasa ¢ 0,38 mg Fe/g ¢.1. npu
NaLHEHTHTE, JeKyBaHu ¢ mnauedo (p<0,001). Cpeano, HHBOTO Ha CepyYMHHA GEPHTHH C€ NMOHWKABA C
222,0 ug/l npyu nauneHTHTE, JEKYBaHY ¢ Aedepa3upokc noj hopMara Ha Jucneprupainy ce rabnerku
(nayanHa no3a ot 10 mg/kg/neH) n ce noeuasa ¢ 115 ug/l npu nauueHTHTE, TEKYBaHH ¢ IU1anedo
(p<0,001).

3.2 DapMaKOKHHCTHYHHM CBONCTBA

3uaaekc GunMupanu TabneTkn AEMOHCTPUPAT NO-BHCOKa HMOHATMYHOCT CIIPSMO JeiepasupoKc
noa gopMata Ha qucreprupainy ce Tadnetkd. Crnejl ananTupaHe Ha KONHYECTBOTO Ha AKTHBHOTO
BEIECTBO, pHIMHpaHUTe TabNeTKH (C KOMHYECTBO Ha aKTHBHOTO BellecTBO 360 mg) ca
€KBHBAJIEHTHY Ha Aedepasupokce noa popMara Ha Aucneprupaliy ce Tabnerku (¢ KOMHYECTBO Ha
aKTHBHOTO BelecTBO S00 mg) no oTHOlLUEHKE HA CpeAHAaTA MUIOLL MOX KpHBAaTa ,,KOHLIEHTpaLu-
BpeMe” (AUC) Ha rnaaHo. Chux € nosuiieHa ¢ 30% (90% CI: 20,3% - 40,0%); ananui Ha
KIKHHYHATA €KCNIO3HLMA/0TroBOp 00ade He NoKa3Ba 3HaYMMO BIMAHHKE HA TOBA IIOBHILCHHE.

Abcopbuns

Hedepasupoke noy ¢opmara Ha Aucneprupainy ce Tadbnerkn ce abcopbupar cnea nepopanHo
MPHIOKEHHE CBC CPEAHO BpeME A0 MaKCHMallHaTa niaasMeHa KOHUEHTpauHs (tmax) OT

oxono 1,5 no 4 9aca. Abcomornara 6Monannuyroct (AUC) Ha aedepasupoke noa popMarta Ha
OUCTIEprHpalll ce TabneTkn € okoyio 70% B cpaBHeHHE C HHTPaBeHO3HATA f03a. AGcomoOTHaTa
OuoHanuuHOCT Ha punMHpaHuTe TabneTku He € ycTaHOBeHa. BHOHATHYHOCTTA Ha AedepasupoKc
dunMupany TabneTky e ¢ 36% no-BUCOKa OT Ta3H NPH AUCNIEprupalluTe ce TabIeTKH,

H3nuTtsaHe 3a edekTa Ha XpaHaTa, BKITIOYBALIO NpUiaraHeTo Ha duaMupaHy TabneTKy Npy 3OpaBH
D0oOpoBoILM Ha MafgHo M ¢ HeiHa HAa Ma3HHHHK (CbAbpPXAaHHE HA MasHMHHK <10% ot xanopuuTe) HIK
borara Ha Ma3HUHH (CBABPKAHKE HA Ma3HHHYU >350% oT kanopuute) xpana nokassa, 4e AUC 1 Cpax
ca JIeKo NOHWXKEeHH chel npueMa Ha 6cAHa Ha Ma3HHMHY XpaHa (¢poTBeTHO ¢ 11% u 16%). Cnen
npueM Ha Oorara Ha MasHHHM XpaHa, AUC U Cpax ca MoBHIMIEHH (CHOTBETHO ¢ 18% u 29%).
Iornmenuero Ha Cuax IOpaaH CMAHATA Ha IEKApCTBEHATA opMa WIM nopanu edexra Ha borara Ha
Ma3HHHH XpaHa, MOxe Aa 0bie aAUTHBEH M IOpaay Ta3u NpUYHHA ce NMPernopbyBa PUIMHPAHHTE
TabNeTKH Aa ce IpHeMaT WK HA IMAaJHO UK ¢ JIEKa XpaHa.

PasnpezgeneHne
Hedepasupokc ce CBbp3Ba BbB BUCOKA cTeneH (99%) ¢ naasMeHuTe HeNThUH, MOYTH H3LAJIO CBC

cepyMHHA aT0YMHH H MMa MATkK 06eM Ha pasnpeaeneHue ot npuOaHInTento 14 nuTpa npu
Bb3PACTHH.

buoTpaHchopmaiyia

I'mokypoHUpaHeTo e rmaBHuaT MeTabonnTeH bT 3a Aedepasupoke ¢ nocneasaila OuaHapHa
eKcKpeuua. BeposaTHO e CBLICCTBYBAHETO Ha ACKOHIOTHpaHe Ha IMNIOKYPOHHAUTE B 4epBaTa U
nocaeaBania peadbcopbuus (eHTEpoxenaraneH UUKbI): B poy4dBaHe NpH 3ApaBu A0OpoBOIILM
IPUIAraHeTO Ha KOJMECTUPAMHUH Cliell eAHOKPATHO NIpHaraHe Ha aedepasMpokc Boay no 45%
NOHUXKEHHE Ha eKCO3ULHATA Ha Aedepazupokc (AUC).

Hedepasupokce ce rmokyporupa rnasuo ot UGTI1A]1 u B no-Manka creneld ot UT1A3.
Karanusupanunar or CYP450 (okcuaaruseH) MetabonnseM Ha aedepa3supoKe H3rNexaa ¢ MHH
npH xopa (okosno 8%). He ce Habmoaapa Hukakeo uHxnbHpaHe Ha MeTabonusma Ha jede

XUAPOKCHYped in vitro.

EnuMuHHpaHe

Hedepasupokc 1 MeTaboONUTHTE MY C€ eKCKpEeTHPaT OCHOBHO BEB deueca (84% ot fo
bxbpednara exckpenns Ha Aedepaspoke 1 MeTabonuTuTe My ¢ MEHMUManHa (8% ot n
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CpeaHnaT enMMHHAIMOHEH MOMYXHUBOT (t12) Bapupa oT 8 Ao 16 yaca. B bunuapuara exckpeuus Ha
nedepasupoxce yuactsat Tpancnoprepute MRP2 u MXR (BCRP).

JInneHHOCT/HENMHEHHOCT

Coax # AUCy.24n Ha AethepasHpoKe ce MoBHIIABAT MPHONN3HTENHO JIHHEHHO ¢ J03aTa MPH YCIOBHA Ha
CTAallMOHAPHO ChCTOAHHME. [IpU MHOrOXpaTHO I03MpaHe €KCIIO3UIMATA HapacTBa ¢ dakTop Ha
akyMmynupane ot 1,3 no 2,3.

XapaKTepUCTHKH Ha NalMEHTUTE

Ileduampuvnu nayuenmu

O61aTa ekcnosHuMa Ha wHomuTe (12 a0 <17 rogunn) 1 Acua (2 Ao <12 roanun) Ha gedepasupokc
cnes €JHOKPATHH ¥ MHOIOKPATHM AO3H € NO-HUCKA OT Ta3H IpU BL3PACTHH nauueHTH. [Ipu neua

0] 6-roANIIIHA BB3paCcT eKCMO3NLUATa € 0KOJI0 S0% no-Hucka, OTKOJIKOTO NIPH BB3PAcTHU. Thi KaTo
703aTa ce¢ NPOMEeHA HHAUBUAYANHO B 3aBUCHMOCT OT OTTOBOPA, HE C€ OMaKBa TOBa ia UMa
NOCNEACTBUA.

Ilon

JXeHuTe HMAT CpeHO NO-HUCHK NPUBHAEH KIUPEHC (¢ 17,5%) 3a nedepasupokc, B CpaBHEHHE C
MBXETE. Thi KaTO J03UPAHETO CE NPOMEHS HHAHBHIYAITHO B 3aBUCUMOCT OT OTTOBOPA, HE CE OYAKRA
TOBA Jla MMa KJIMHHYHHK NOCNEACTBHA.

Ilayuenmu 6 cmapuecxa év3pacm
dapMaKOKMHEeTHKATA Ha Jedepa3sHpoKe He € MPOoyUYBaHa NpY NalUeHTH B Hanpenata Bp3pacT (Ha
BB3PACT HAa U HaJ 65 roauHH).

Bvbpeuno unu weprodpobro yepeodicoare

dapMakOKHHETHKATa HA AePepasHpoKe HE € Ipoy4YBaHa NpH nauueHTH ¢ 6uOpeyHo yBpexaane.
dapMakokHHeTHKaTa Ha AcdepasHpoKc He ce MOBIUABA OT HUBa Ha CepYMHHTE TpPaHCAMHHA3N
10 5 MBTH Hag ropHarta pedepeHTHa rpaHHULa.

B KJIBHHYHO NpOy4YBaHe NpH €AHOKPATEH NpHEM Ha Acepasupokc noj popMarta Ha JUCIIEprupaty
ce tabneTky B 103a oT 20 mg/kg, cpeAHaTa excno3nLKs ¢ 6mna noepuieHa ¢ 16%, npu nanHeHT! ¢
nexo yepnoapobHo yepexaane (Knac A no Child-Pugh) u ¢ 76% npu nauueHTMTE C YMEPEHO
yepHoApobHo yBpexaane (Knac B no Child-Pugh), cnpamo nauyenTure ¢ HopManHa yepHoapoOHa
¢yukumsa. CpeaHara Cmax Ha AchepasHpoKe NPH NALMEHTH € JIEKO HIHM YMEPEHO YepHOApOOHO
yBpexaaHe ¢ Ouna noepuiueHa ¢ 22%. Ilpu eqUH nmauueHT ¢ TeXKo YepHoaApodHo yBpexaaHe (Kmac C
no Child-Pugh), excnosuuuara e Onna nosuileHa 2,8 mbTH (BK. TOUKH 4.2 ¥ 4.4).

5.3 IlpeakaHHAYHH JanHH 3a 6ezomacrocT

HexnMHMYHMTE JaHHH HE NOKa3BaT ocobeH puck 3a xopa Ha fa3aTa Ha KOHBEHIIHOHAJTHHTE
(apMakOJIOrHUHH Npoy4YRaHHA 32 6€30MaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO MpHiaraHe,
F¢HOTOKCHYHOCT HJIM KaRLEpOoreHeH noTeHuuan. OCHOBHHTE pe3yJITATH ca 6p0peuHa TOKCHYMHOCT U
noMbTHARAHE HA neniara (KaTapakTa). IToao0HH pe3yararH ce HabAIOAaBAT NPU HOBOPOAECHH H MJajgH
XHUBOTHH. CuHnTa ce, ye OLOpeyHaTa TOKCHYHOCT € OCHOBHO NOpajyd OTHEMaHe Ha Xena30To NpH
XHUBOTHH, KOMTO IIpEAH TOBA He ca OMAHM ChC CBPBXHATPYIIBAHE HA XKeJA30.

TecToBere 3a FeHOTOKCHYHOCT in Vitro ca OTPHLATENHH (TECT Ha Ames, TECT 32 XpOMO3OMHH

abepaimu), Makap de aedepasHpokc npean3BUKBa obpasyBaHe Ha MHKPOSAPA in Vivo B KOCTHHA
MO3BK, HO HE H B YepHHA Apo0, Ha IurbXoBe 6€3 HaTpynBaHe Ha XKeNA30 B JieTalHH A034. Takusa
edexTH He Ce HabmOJaBaT NpH NNBXOBE, NP KOHTO MMA MPeABAPHTEIIHO HATPYNBAHE Ha XKE
Hedepa3zpoke He ce € OKa3al KaHUEPOreHeH, pH OPIWIOXKEHHE Ha TLUTLXOBE MIPH ¢AHO 2-
NpoyuBaHe ¥ TPaHCreHHU pS53+/- XeTepo3UroTHY MHULIKHU MPH €AHO 6-MeCeyHOo NnpoyH

[ToTeHIMANBT 32 TOKCHYHOCT KbM PENPOAYKTHRHUTE QYHKIHH € OLCHEH NpH ILThXOBE
Jedepasupokc He € 6UN TEpaTOreHeH NpH IUTHXOBE, HO € JOBEN A0 NOBUINEHA Y€CTOTa

21




CKeJleTa B 10 MBbPTBH P@KAaHKA NpPH [PUJIaraiHe BbB BUCOKH JO3H, OKa3aik Ce CHJIHO TOKCHUYHH 3a
XEHCKUTE MPH KOUTO HE € MMANIO CBPBXHATPYNBaHEe Ha xenq3o. [edepasupoxce HIMa Jpyry edexTu
BbPXY PEPTUIMTETA HIIH PENPOAYKTHBHHUTE BE3MOXKHOCTH.

6. PAPMAINEBTHYHHA JAHHH
6.1 Cnuchk Ha NIOMOLHMTE BellleCTBA

Anpo Ha Tabnetka:
Mukpoxpucranta ueaynosa PH 101
Mukpokpucrantia yemynosa PH 102
Kpocnosuznos (Kollidon ®CL)
[Tosunon K30

[Tonokcamep 188

KononaeH CHIKLHEB JHOKCHA
MarueaueB creapar

DUNMOBO MOKPHTHE:
Onaapait II Cunbo 85F20578 (ITonusuuun ankoxon, nonHeTHieH rmukon 3350, THTaHOB AUOKCH], TAJIK,
FD&C cunbo #2 / UTHAUroKapMyH aTyMHHHER J1aK, XbIT Xkejie3eH okcHp (172)

Kpocnosngol (Kollidon ®CL-SF)

6.2 HecnrBMECTHMOCTH

HenpunoxxuMo

6.3 Cpox Ha rogHocT

3 roguHH

6.4 CpneuMainu yCI0OBHS HA ChXpaHEHHE
Ha ce cbxpaHsaBa npH TemMneparypa noa 235 °C
Ha ce cbXpaHsaBa B OpUrHHaTHaTa OMaKOBKa.

Ha ce cbXpaHigBa Ha MACTO, HEJIOCTRITHO 3a Aela.
6.5 Buau chLALPKAHHE HA ONAKOBKATA

OunMupanuTe TabneTKY ca onakoBaHu B npo3payHH Gancrepn ot PVC/PE/PVDC/anymunneBo ¢gonuo.

3uagexc 360 mg ce npeanara B KapToHEeHa ONIAKOBKa, ChaAbpxkaiia 30 gunmMupanu tabnerky (3
oaucTepa).

6.6 CrnenHaAHH NpeANa3IHH MEPKH MPH H3IXBHLPJIAHE

HamMa cneynanHy H3UCKBAHUA.

7. TIPATEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

HOBEJ1 ®APMA EOO/L
Oyn. “bbarapua” Ne 109
Cocua 1404, brarapus

8. HOMEP(A) HA PAIPEIIEHHETO 3A YIIOTPEBA

Per.Ne 20210153

22




9. JATA HAIIBPBO PASPELHIABAHE/TIOJHOBABAHE HA PAJPEHNIEHHETO 3A
YIIOTPEBA

Jara Ha mepBoO paspeinasate: 04.06.2021
Jlara Ha nocneaHO NOAHOBABAHE!

10. JAATA HA AKTYAJIHIUNPAHE HA TEKCTA

01/2025
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