KPATKA XAPAKTEPMCTHKA HA TPOAYKTA

1. HME HA JEKAPCTBEHHA NPOAYKT

Tledbepasupoxc ®apmacaiipsc 180 mg dunMupann TabreTkn
Deferasirox Pharmascience 180 mg film-coated tablets W3nMonHuT,

ENHA ATEHUNS 10 niekape
Kpasios xaparm JEKAPCTBA
Hedepanpokc Papmacaiizac 360 mg punMupany TabneTkd K& HA Npogyien m

%y~ flpun
Deferasirox Pharmascience 360 mg film-coated tablets KoMt Poz, M fc‘g A =X (7 ? g
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2. KAUYECTBEH H KOJHYECTBEHCBCTAB | = e, /e

T AT,

Hedepasupoxc Papmacaiisrc 180 mg dunmupatv TabreTkn
Beska dEnMHpana Tabnetka chanpka 180 mg aedepazupoke (deferasirox).

Tledepasapokc Papmacaiiphc 360 mg ¢umMypany TAGHETKY
Bcoaka gunmupana tabnerka chaspika 360 mg nedepasupoke (deferasirox).

34 TENHHA CIIMCHK HA MOMOIIHETE BEHleCTBA BIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

PQunmupana Tabrerxa

Dedepasnpokc Papmacaiteuc 180 mg durmupany TabneTxy
CHHM, OBaNHY, ABONHOM3ITEKHAMH GUIMHpaRy TabNeTKH CBC CKOCEHH peloBe H TpPaBHPEHO

o3Hagenue ,,180“ oT enmara CTpaHa W IVIOCKM OT ApYyrara CTpaHa. TMpuOan3HTENHM pasMepu Ha
Tabnerkara 13,4 mm x 5,4 mm.

Ledepasupokc Papmacaiipnc 360 mg puamupaty Tabnerky
THEMHOCHHH, OBAIHY, ABOMHOH3MBKHANH (JHIIMHpaHH TaONeTKH CBC CKOCEHH psO0Be ¥ IPABUPAHO

o3HaueHue ,360% ot enpaTa cTpaHa H IUIOCKH OT [pyraTa CTpaHa. Tpubnu3KTenHy pasMeps HA
Tabnerkara 16,6 mm x 6,6 mm.

4. KJIYMHHAYHH JAHHH
4.1 TepaneBTHYHHA NOKAIAHHA

Jlepepasupokc DapmacalibHC e TOKa3aH 33 JEYCHME HA XPOHHTIHO CBPBXHATPYTIBAHE HA HETAZ0
mopamH YecTH KpbBompenmpanma (=7 ml/kg/mecel, epHTPOLIMTHA Maca) mpu manpestd c Oera
TaTaceMHA MaHOD Ha BB3pacT Ha H Hax 6 roiMHA.

Tlebepasnpokc DapMacalibHC & NOKazaH CHILO 32 JIEYSHAE Ha XPOHHUHO CBPBXHATPYTBAHE Ha HENA0

nopand KpPHBOTIDENMBAHKS, KOTATO JNedcHMETo C fedepokcamuH € MPOTHBOTIOKAIAHO HIH

HENOCTATLYHO MDY CACAHHTE TPYIIM MALMEHTH:

- NP [eAHATPHYHH NAl@eHTH C 0eTa TalaceMHA Maiop ¢BC CBPHXHATPYNBAHE HA HKCIA30
nopajH dYecTH KpeBonpenusaHud (27 ml/kg/Mecen] epHTPOLMTHA Maca) H4a BB3PACT
oT 2 70 5 roguHH,

Paspouions A5 /7 A7 116 pF]

--------
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- TIpY BB3PACTHH W NETMATPHYSHHA NaidenTn ¢ Gera TanaceMus Maliop CbC CBPLXHATPYNBAHE HA
WKersA30 TOpAIM HedecTH KpLBOTpenuBanus (<7 ml/kg/Mecel CPHTPOLMTHA Maca) Ha BE3PacT
2 rOUHY ¥ MOBe9eE,

- IIPH BH3PACTHH H NEJUMATPHYHY MALMEHTH C APYTH BHIOBe GHEMWHM Ha BR3pact 2 TOMMHH H
TiOBeYe,

HNedepazapokc DapmacaiibHC € NOKasaH CBINO 3a JIEYEHWE HA XPOHWYHO CBPBXHATPYNBAHC HA
WeTA30, HIHCKBAIMO XEMATHPAINa TepanHi Fpd IALMEHTH CEC CHHIAPOMU Ha HeTpaHcd y3HOHHO-
3aBHCHMa TanaceMua Ha BB3pacT 10 rogumH ¥ TOBeYe, KOTATO JIEMEHHETO C nedepoKcaMHH €
NPOTHBOMOKA3AHO Wik HE3AaN0BONMTEAHO.

4.2 JNo3ppoBKa H HAYHH HA TPHJICKEHHE

Jenennero ¢ xedepazupokc Tpabsa Ia ce 3aN0yBa K MOAIBPKA OT JICKapH ¢ ONKT B JICHCHHCTO HA
XPOHHUHOTO CBPbXHATPYIBAHE HA KETN3O0.

03 BKA

Cepwxuampyneane nHq Jceasso nopadu mpanc@ysus

[penopsyBa e JIEYEHHWETO Ja Ce 3amodHe cnex TpaHodysud Ha npuGmusuTenno 20 equHHIH
(oxono 100 ml/kg) eputpoumrna Maca (EM), wim ako 0T KEHHMIHOTO TpoCHeliBaHe HMA
HOKA3ATENCTBA 33 XPOHMIHO CBPHXHATPYNBaHe HA WeIA30 (Hanp. cepymeH deputrn >1 000 pg/l).
Jlozure (3 mg/kg) TpaGBa Oa Ce M3UMCISABAT ¥ 3aKpBOAAT KBM Hali-Onuskara pasjacoBka Ha
Tabnerkure.

Lienute #a XeJlaTHpaulaTa Tepamnpd ¢a a2 ¢¢ OTCTPaHH KONHYEeCTBOTO HKENA30, NOIYICHO B PE3yaTar
Ha Tp&HC(i)Y?.Iﬂﬂ'e H aKO0 Ce Hallara, /a ¢& HAMa/lu CBHIICCTBYBAIN0TO HATOBAPBANE ¢ HEII30.

TIpH BCHYKH MALHEHTH € HeODXOAHMO MOBHIIEHO BHUMAHHE 110 BpeMe Ha XelaTHpaulara Tepahi, 3a
4 ce CBERE N0 MHHHMYM PHCKBT OT CBppX0ofpasyBaHe Ha XeNaTH (BX. Touka 4.4).

Jledepasupokc QuiMupaHn TableTKH AEMOHCTPHPAT I0-BHCOKA OHOHAMHTHOCT  CNPAMO
medepanpoke Aucneprupamy ce Tabnetky (Bx. Touka 5.2). [Tpn npeMuHaBane 0T AUCTISPTHpaliH CC
TabneTkd KsM (QHIMAPAaHH TabneTKH, fo3aTa Ha (UIMuHpandTe TabGreTkm Tpabsa na Gnae ¢ 30%
TIO-HUCKA OT [I038T4 Ha JHCNEPTHPAINMTE ce Tallerkd, KaTo ce 3akphIny KpM Hai-Oiu3kara Lafa
Tafierka.

CEHOTBETHHTE A03H MEXRY pasnHIriTe GopMH ca Nokasany B Tab/IHUaTa I0-10ITy.

Tabnuna 1 TIpenopbyUTENHHE JOH NPH CBPEXHATPYIBaHE Ha XKeNLA30

DHAMHDAHA JAucneprupaiH Tpaucdyzna Cepymen
TabaeTku/rpanyan | ce TabNeTKH depuTHN

Hayaana ao3a 14 mg/kg/nen 20 mg/kg/nen Cnen 20 epunuuu | UnH
(oxono 100 ml/kg) | >1,000 pg/l
EM

AxvepuaruBna | 21 mg/kg/nen 30 mg/kg/nen >14 mlkg/MecedHO
HAYAAHA 2033 EM
{(mpubarnuTENHO
>4 eguHALIH/
MECeHO npy
BB3PAcTEH)

7 mg/kg/nen 10 mg/kg/nes <7 ml/kg/meceqno
EM
{npubau3ATENHO




<2 epvHmny/
MECEeTHO 100
Bb3pacTeH)
Npu namventH, | Enna  Tpera ot | [lonoBuHara  oT
HORITHATH ce | mosara Jo3ara
aoGpe or | metdepokcaMHH AedepoxcaMiH
aedepoxcamus
Hpocne;mna“e Beexkn Mecel,
TapreTen 500-1,000 pg/
HHTEPBAA
CTENKH npH MopHmasane >2,500 pg/l
KopHrapane Ha | 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
n03aTa Jo 28 mp/kg/nen 1o 40 mg/kg/nex
(Bcekn
3-6 mecenta) TonnKaBaHE <2,500 pg/l
3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
[Ipu nauyenTy, | [Ipd  MaundeHTy,
NeKyBaHH C [OO3H | IeKYBaHH ¢ J03H
>21 m; eH >30 mg/kp/nen
-Ilpu nocrurane Ha LenTa 500-1,000 pg/l
Makcumaana 28 mg/kg/nen 40 mg/kg/nen
2033
Ha ce oGmucan <500 pg/l
npeKbcBate

Havanna do3a
Tlpenopb4HTEIHATA HAUYANHA AHeBHA 1033 Ha edepasupokc @apmacalibac QuiMHpaHM TaOneTKH
e 14 mg/kg TesiecHO TErno.

IIpy MAlHEHTHTE, KOUTO C& HYWAAAT OT NOHIKSHAS HA NOBUICHATS HHEA HA WENAI0TO B OpranmiMa
H KOHTO MONyuaBaT o¢pI0 moeede oT 14 mi/kg/mecen epuTpoldTHAa Maca (MPHONM3HTENHO
>4 eEMHWLIN/MECE] 33 BL3PACTHH), MOXKe /Ia C& HMa NIpeaBH] HAYaTHa NHSBHA 1034 OT 21 mg/kg.

TipH DaUHEHTHTE, KOWTO HE ¢& HYXIAdT OT MOHIKEHHE Ha HUBATa Ha JKENA30TO B OPraHH3Ma H KOHTO
NOJTy9YaBaT CHULO mo-Manko ot 7 mi/kg/Mecen epHTPOLMTHA Maca (IPHOIHINTENHO <2 eqUHHALH/MECEL
3a BB3PAcTHH), MOXE Ja ce MMa Tpes BHJ HayalHa aHeBHa Rosa ot 7 mg/kg. Tpabea npa ce
npocdiicAABa KNHEAYHHA OTrOBODR H Tpaﬁna Ja ce DSMHCJ'[[{ NOBHILICHHE HA J03aT4, aKo He ¢ II0ITY4H
JocTaTe4aHaa eakacHoCT (BaK. Touka 5.1).

[pn nampeHTATE, KOUTO Bete HMAT HoOBp TepanesTHYEA OTTOBOP HA JehepoKcaMKH, MOXeE ia ce HMa
npejBuI HadanHa no3a Ra aedepasmpokc GHUIMWpanH TabiaeTKH, KOATO YMCIEHO € €AHA Tpera OT
I03ara Ha JedepOoKCaMHH (Hamp. NaupeHT, moiydasawl 40 mg/kg/nen ot AedepoKcaMHH 3 AHA B
ceaMHLATA (MITH EKBHBAICHTHA 034) MOTAT /1a IPEMWHAT Ha HawAnHa AHeBHa A03a oT 14 mg/kg/nex
oT zetepasupoxc diMupann Tabnerkn). Korato ToBa BoAH 10 MHeBHA Xo3a noa 14 mg/kg TenecHo
Terno, TpAGBa Aa ce MPOCensBa OTIOBOPa Ha MALMEHTa | Ja ce 00MHC/IM NOBHIIEHKE Ha 1103213, K0
He ce NOTYIH JOCTATEYHA eduracnoct {(BkK. Touka 3.1).

Kopuzupane na 0ozama
TIpenopbura ce cepyMHHAT HEPUTHH Aa Ce IPOCHesBa BCEKH Mecell i /103aTa Ha iedepasHpoKC 1a ce
TIpoMEHA, ake ¢ HeoDXOAHMO, HA BCEKH 3 10 6 Mecella BE3 OCHOBA HAa TEHACHIMATA B CCPYMHHA
$epurun. IpoMeHHTe B 103aTa MOTaT Aa Ce NpaBsT HA cTHNKM oT 3,5 no 7 mg/kg u TpsabBa Aa ca
¢BOOpaseHH ¢ OTrOBOpPAa HAa HALMEHTA H TEPaNeBTHIHHTE USTH (MOIIBpXAHE HIH TOHIKEHHE HA
KOJHYECTBOTO HA SKeNA30T0). [IpH nalyeHTH, TpY KOMTO HE € NOCTHTHAT 3aNOBOAMTENICH KO!

TeHACHIIAA KBbM TMMOHMKCHHE C TCHUCHME HA BPGMGI‘O) MOrar aa ce O0MHCIAT [O3H
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Hanu4HOCTTA Ha ABITOCPOYHHM AAHHH, CBbp3aHy ¢ edukacHocTTa B 6e30MacHOCTTa OT NPOBEACHATE
KIVEHIHE NpoyuBaHua ¢ nedepasHpoxc AUCeprHpamy ce TabAeTKH, WpH M03d HAA 30 mg/kg
HOHACTOALLIEM € OrpaHmEdeHa (264 malueHTH, MPOCIENABAHK CPENHO 32 1 roANHA CEl MOBHINABAHE HA
no3ara). AKO € MOCTHrHAT MHOTO cnal KOHTpON Ha XeMOCHIeposara ¢ 403H 1o 21 mg/kg, ¢
JOTHIHATENHEO NOBHIIABAHE HA 103aTa (10 MakcHManHa Jo3a ot 28 mg/kg) Moxke Ia HE CE MOCTHIHE
3a/I0BOJIMTEEH KOHTPON M A4 C& HAJIKK 0GMUCTAHE HA AITEPHATHBHA METOAY HA JCHCHHE. Axo He
ce TIOCTHTHE 3270BONHTENIEH XORTpON ¢ Ho3y Hax 21 mg/Kg, neYeHHETo ¢ TakuBa [O3Y He Tpabea ma
c& TIPOABIKABA, A TPAOBa Aa ce OGMHCAAT anTepHATHBHH BAPUAHTH 34 JIEICHNUE, KOTATO € BLIMOKHO.
JHlo3n Hax 28 mg/kg He ce NpenopsyBar, THY KaTo AMA OrPaHHYeH ONKT ¢ J03ATE Hall TOBA HUBO (B3
ToukKa 5.1)

TpH NAUHERTHTE, TEKYBaHY C 03K M0-BHCOKH oT 21 mg/kg, IPH NOCTHIraHe Ha KOHTPON (T.. HHBA HA
cepyMeH QiepuTuH Tpaiito mog 2 500 pg/l u Mokaspaiy TeHACHUHS KBM NMOHWKEHHE C TeHCHHE Ha
BpeMeTo) TpabRa fa ce OOMMCIH CTHNANOBMOHO HamalfBaHe Ha 103aTa C 3,5 mo Tmgkg. Ipn
TIALMEHTHTe, TIPY KOMTO HHBATA HA CEPYyMHHs (EpUTHH ca ROCTHIHATH TApreTHHTE CTOHHOCTH
(obuxnoBeHO Mexay S00 u 1 000 pg/l) Tpabba ma ce OOMHUCAH CTHIATOBHIHC HAMAIABAHE HA 103aTa C
3,5 mo 7 mg/kg ¢ LeN 3anajsane HA HABATA HA CePYMHHA QepuTHH B PAMKHTE HA TAPTSTHHA THANIA30H
| /12 ce CBefie 10 MUHHMYM PHCKST 0T CBPhX00pasyBane Ha XeNaTH. AKO CEpYMHUAT (hepuTHH TpadiHO
criaza nox 500 ug/l Tpabea xa ce OGMACIH NIpeKbcBaHe Ha eGeHHETO (BK. TOIka 4.4).

CunOpoMU HA HempauchYIUOHNO-306UCUHMA IRANRACEMUS

Xenarupama Tepania TpabBa Ja ce 3alouHE €aMO aKO HMa AOKa3aTe/ICTBa 34 CBPBXHATPYNBAHC HA
KeMa30 (KOHIEHTpalus Ha JKeNsa30 B yepHus Apob [liver iron concentration, LIC] =5 mg Fe/g cyxo
Terno [¢.T.] win cepyMeH depurHH Tpalino >800 pg/l). LIC e npeanogysTan METOL 32 ONPEAKIAHE Ha
CBPBXHATDYNBAHE HA Xelg30 K Tpafisa Ja ce W3Mon3a, KOraro ¢ HamudeH. [Ipn BCHUXW MAUHEHTH €
HeoGxoMMOo IOBHILEHO BHMMAHYE [0 BpeMe Ha XelaTHPAIlaTa Tepanud, 3a Ja ¢ HaMank pHcka oT
cBpExX0oGpasyBare Ha XenaTH (Bx. Touka 4.4).

Nedepasapokc miMupanu  TabneTkd  JEMOHCTPHpAT —TNO-BUCOKA OHOHATMYHOCT — CHPAMO
FedepasHpokc qucTeprapalud ce TabneTkn (B, Touka 5.2). [Tpy npeMuHapaHe OT AMCHICPrupamy ce
TabneTky K6M (EIMHpaHH TaGnerky, Zosarta Ha QuiMmpaHHTe Tabmerkn TpsGBa Ja Grae ¢ 30%
[O-HUCKA OT J03aTa HA JUCTIEPrHPALMTE ce TaGleTky, Karo ¢ 3aKpbilli KbM Hali-Gni3kata usia
TableTxka.

CHOTBETHHTE J03H MEKIY pasiHaaHTe GOpMH ca Moka3aHH B TabaKUATa MO-A0Ty.

Tabnana 2 TIpenophbYMTENHH AO3H NPH CHHAPOMH Ha HETPAHC)Y3HOHHO-3aBHCHMR TalaceMud

DuIMHpaHH Jucneprupamy ce | Konuenrpamas | Cepymen
TaGiaeTkn/rpaHyan | TaGaeTKH Ha xengio B | pepuTHH
JepHHUA apo6
(LIO)*
Hayanna noza | 7 mg/kg/aen 10 mg/kg/nen >5 mg Fe/g c.7. um >800 pg/l
Hpocaegspane Bcexn mecell
Crenke  npH ToBHinasane
Kopurupane na | 3.5 -7 mg/kg/nen | 5-10 mg/kg/men >7 mg Fe/g ¢.1. >2,000 pg/l
?:::;: Honmkasaue o 2,000 pg/
. <7 mg Fe/g c.T. . 11
3-6 Meceta) 3,5 - 7 mg/kg/men 5-10 mg/kg/nen gree
Magkcamaana 14 mg/kg/nen 20 mg/kg/nen
ao3a
7 mg/kg/nen 10 mg/kg/nen
11pu Bb3pactin He e ougHABaHa
INpn nequaTpuqHH HalHEHTH ¢ € o




IIpexncaane

WIH
<3 mg Fe/g ¢.7. <300 pg/)

HonnoBapane He ce npenopnrIBa
HA JIEYCHHETO

*LIC e npeANoUMTAHHAT METOX 3 ONpeIeNAHe Ha HATPYITBAHETO Ha KETA30

Havanrna 6o3a
TpenopsaHTENHATA HaYanHa IHeBHa 1033 Ha NeepasupoKc GamMupany TabNeTKH NpH MAHEHTH CBC
CHHIPOMM Ha HeTpancy3uoHHO-3aBHCHMA TaaceMus e 7 mg/kg TejecHo Terno,

Kopuzupare na dozama

Tlpenoppusa ce HHBOTO HAa CEPYMHES (EPUTHH Ila & MOHHTOPMPA BCEKH Mecell, 32 fa ¢e OLEHH
OTTOBOPET Ha MAUMEHTHTE KbM TEPaIisTa i 1a C& CBeJie 10 MUHUMYM PHCKET OF cBpBrXofpalyBane Ha
xenatu (8%. T09Kka 4.4). Ha Bcexu 3 Ao 6 Mecena jeucHHue, TpaGea ga ce o6GMUCIH MOBHIIABAHE Ha
go3ara ¢ 3,5 no 7 mg/kg npu nauuenture ¢ LIC >7 mg Fe/g c.T. K CBC cepyMeH ¢epuTHH TpaiiHO
>2 000 pg/l, Henoka3salll TEHACHLFA 33 [IOHHXKaBaHE, TTOHACAITH noBpe nexapcTBeHyd NPOIyKT. He
ce npenopbuBar 7034 Hax 14 mg/kg Topanu JTHICATa HA OMKT C [T0-BHCOKH Z03H npd MaN¥eHTH CBe
CHHAPOMH HA HeTpaHC(Y3HOHHO-3ABHCHMA TATACEMHA.

Tpy DAUMEHTH, IPH KOMTO HE & npaBena oueHka Ha LIC H cepyMHUAT depurun e <2 000 pg/l, nozara
He Tps6Ba Aa npesumasa 7 mg/kg.

TipM rauMeHTH, NpU KOHTO Jo3ara € Omia MOBMIIEH2 A0 >7 mg/kg, TpabBa ma ce OGMHCHE
HaManABaHe Ha jo3ara Ha 7 mg/kg wiwm no-manko npu LIC <7 mg Fe/g c.T. wie cepyMeH PepuTHH

<2000 pg/l.

IIpexpamasane na Aevenuemo

Tpu nocTiraHe HA 3aNOBOJHTEIHYE HABA Ha ENf30 B OpraHA3MA (LIC <3 mg Fe/g ¢.T. WIH CEpyMEH
depurin <300 ug/1), nevenrero Tpsabha ia ce cnpe. JIMNCBAT JAHAN OTHOCHO [OBTOPHOTO Jlegenye Ha
NANFEHTH, HpA KOHTO OTHOBO c¢ Habmofapa HATpyNBaHEe Ha KEIA30 CIER NOCTHraHe Ha
3a[OBOJHTTHM HMBA HA JKENA30TO B OPraHM3MA W TIOPAJH TA3H NPHIHHA HE MOKE [a Ce Tperophia
TOBTAPAHE Ha JIEYEHHETO,

Creyugniu nonyiatiuu

Cmapuecxa evapacm (>63 200uuKa 6v3pacm)

TlperiopbKuTe 3a NO3HPaHe NIPY MAIMEHTH B CTApUECKa BB3PAcT Ca CHIIHTE KATO ONHCAHHTE no-rope.
B xoua HAa KNMHMYHMTE NPOYSBaHHWS NAMHEHTUTC B CTApYecka BB3PACT MOMYHaBar MO-HECTO
HEXENAHH PEAKIMH, OTKOJIKOTO IO-MIAANTE TIAMEHTH (T0-CIIENHANHO nWapus) ¥ Tpabsa na 6baar
BHHMATEITHO TPOCEABANM 32 [0ABA HA HEKENAHK PEAKIHH, KOHTO MOTAT Ja H3MCKBAT KOpUTHpaHE
Ha A03aTa.

[Teduampuuna nonynayus
CBpEXHATPYTIRAHE HA XKEJLT20 Nopany TpaHchy3ns:

penopbkire 3a IO3WpaHe OpH NEAHATPHYHH [ALWEHTH HA BB3pacT 2 nmo 17rogunu CBC
CBPEXHATPYIIBAHE Ha JKEAA30 OPATY TpaHedy3us, ca ChIMUTE, KAKTO NpH PL3PACTHH HALMEHTH (BK.
Touxa 4.2). TIpenoppusa ce SHBOTO Ha CEpyMHHA EPHTHH A Ce MOHHMTOPHPA BCEKH MECel, 3a Ia ce
OLEHM OITOBOPHT HA MANHMEHTUTE KbM TepamusTa M Ha Ce CBeAe NO MHHMMYM pHCKET oT
cBpbxoGpasyBane Ha xenatd (8x. Touxa 4.4). [IpoMeHUTe B TELNOTO Ha AeNaTa C ppemero Tpabea Aa
©e MMaT NPefBHN, KOTaro ¢& H31HCNABA N03ara.

Tlpa fKella CBC CBPBXHATPYIBAHE HA XKCNA30 N0pagH TpaHCY3HdA, HA BH3PACT M
SKCTIO3HLIMATA € [0-HHCKA, OTKONKOTO TIPH Bb3pactHi (Bak. Todxa 5.2). TasH BB3p




CRENOBATENHO Aa Hanara NO-BHCOKH JI03H, OTKOJKOTO ca HeoOXO/MMH PH BL3PacTHH. Byrpexu TOBA,
HauaNHaTa 033 TPAGEA [Ia & CHINATA KaTO IIPH BE2PAacTHH, MOCIEABAHA OT HHAHBHIYAIHO THIPHPAHE.

CHHAPOMH Ha HETPAHC(hY3HOHHO-3aBHCHMA TATACEMUA.

TIpH MeRMATPHYHUTE TIAUHEHTH ChC CHHAPOMY HA HETPaHC(HY3HOHHO-3ABHCHMA TANACEMH O34T HE
TpafBa na mpeeuimasa 7 mg/kg. IlIpe Te3n NanpeHTH BHUMATENHOTO CACACHE HA LIC n cepymHHA
(hepHTHH € OT CHINECTBEHA BKHOCT, 38 2 ¢¢ miberne cepbx00pasyBaHe Ha Xenary (sx. Touxa 4.4). B
AOITRIHEHAE KM MECEUHOTO OMpe/e/aHe Ha CepyMHNA PEPUTHH & HeoOXOAUMO Ha BCEKH TPH MEcelia
npocnenssane Ha LIC, xorato cepyMHAAT depurun e <800 pg/l.

Hena ot paxknaHeTo oo 23 Mecena:
Be3onacHOcTTa ¥ e(HKACHOCTTA Ha AedepasHpoKc [PH Jena OT PAKAAHeTO 10 23-MeceTHa BB3PacT He
¢a ycranosenn. JlunceaT naHHH.

Hayuenmu ¢ Gubpeyno yapecoane
Hedepaspoke He e MpoydBaH NpPH MaUHEHTH ¢ OLOpedHO YBpEXKIaHe M € MPOTHBONOKA3aH npu
TIALMEHTH © H3YUCIIEH KPEATHHHHOB KIMPBHC <60 ml/min (. Touku 4.3 1 4.4).

Iayuenmu c wepHoOpobHO Yepexcdare

Ilebepasipokc He ce NPENOpLYBA NpH NALHEHTH ¢ TeXKO IEPHOAPOGHO yBpekaaHe {Kmac C no
Child-Pugh). ITpu nanmenTH ¢ ymepeso depHonpoOHo yppexaane (Knac B no Child-Pugh) aosara
Tps6Ba Aa ce HAMATH 3HAYHTENHO, Cefl KOETO MOCTENESHHO A Ce YBeJIHYH 1O HaH-MHOTO 50% (B,
Touka 4.4 u 5.2) u nedepasupokc TpabBa Aa ¢€ H3MON3Ba HpEANIANIMBO IPH TaKyMBa NAUMCHTH.
Yepronpobuara dyHKINAs NpH BCHYKH NMALHeHTH TPA0Ba [a Ce MpOC/ENsBa NpPely JNCHCHUETO, Ha
BCEKH 2 CEAMHIIH Tpe3 ThPBHA MeCell | CJIeH TOBA BCEKH Mecell (Bx. ToKa 4.4).

Ha‘lHH HA NPHIOKEHHE

3a mepopanHo NPHAOKEHHE.

GwmppanuTe TabneTkd TpabBa fa ce MOIMBIIAT OEMH ¢ Manko Boja. Tip NMAUMEHTHTE, KOMTO €2
HecrocobHu Ja NorenHaT Lennre Tabnerky, (ppoMupanuTe TabreTki MOrar Ja ¢¢ HaTpoIar W 1a ce
npUeMar KaTo IANaTa 034 ¢e TIOPECH BEPXY MeKa XDaHa, Halp. KUCE/No MIAKO Wi A6BIKOBO FIOPE.

Jozara TpaGsa g2 ce MpHeMe He3a0aBHO H H3LAI0, H Ja HE ¢e ChXpaHABa 3a cleipalla ynotpeda.

OunvHpanuTe TabneTkd TpatBa fa ce NPHEMaT BEHLX NHEBHO, 33 MPEANOYHTAHE NOo €lHO H CBIID
BpeMe BCEKH JeH, H MOrar Ja ¢ IpHeMaT Ha INIanHO WK ¢ 1CKa XpaHa (k. TO9KH 4.5 U 5.2).

4.3 TIpoTHRONOKA3AHHA

CBpBXUYBCTBMTENHOCT KBM AKTHBHOTO BEUISCTBO WIH KbM HAKOE OT TOMOMHMTC BCIIECTRA,
uz0poeHH B To4Ka 6.1,

KoMbRHAMATA ¢ APYTH BHIOBE XeaTHPAILA TEPAITHA 33 X130, Thii Karo 6€30M1aCHOCTTa Ha TakHBA
koMOHHALMK He € ycTaHOBeHa (Bx. Touka 4.5).

TTalHeRTH ¢ AIYHCIEH KPEATHHHHOB KAUPBHE <60 ml/min.

4.4 CnennaiHn npeAynpexacHAs H NPeANa3HH MepKH NpH ynoTpeba

Bropeuna gyHK

Jebepasupoke € HpOyUBAH CaMO INpH TIAUMEHTH € H3XOJCH CepyMCEH KpeaTHHHH B paMKHTE Ha
pediepeHTHHTE IPAHHLUM 33 BE3PACTTA.




TIpH KIMHAYHKTE TIPOY4BAHMA NOBMLIEHHN HA CepyMHMs KPeaTHHWH ¢ >33% B 22 M0CACHOBaTENHH
OfpeNeNdHus, TOHAKOTA Ha3[ ropHara pedepeHTHAa rpaHKLa, BBL3HHXBAT NPH OKOIC 36% ot
nasHeHTHTe. Te3H MOBKINERHA ¢a R0303aBHCHMH. [IpH 0KOIO ABE TPETH OT MANHEHTHTE, NOKA3BAIH
NOBHIIEHHE HA CEPYMHMS KPEeaTHHHH € Habnoaasas oGpareH ciax nox 33% wmBoTO 6€3 ananTHpaHe
Ha Ao3ara. [IpM OCTaHANATA TpeTa MOBHIIABAHHATA HA CEPYMHMA KPEATHHYH HE BHHAIH OTIOBAPAT HA
MOHWEHHE Ha A03aTa WIM HA CIHpaHerc . B HakoM ciydaM ¢ NOHWXARAaHE Ha A03ara ce
HabiionaBa CTaCWIN3HPAHE HA CTOMHOCTMTE HA cepyMHMs kpearnuuH. Cryva Ha ocrpa 6pOpeyHa
HEJOCTATHYHOCT C4 CHOGMIGHH IpH yroTpeGara Ha ueepasHpoKe Cef MyCKAaHeTo HA nasapa (BX.
Touka 4.8). IlpH wgacr or cnoOlueHdTe O BpeMe HA NOCTMAPKSTHWHIOBHA TEPHON CiydaH,
pnomasanero Ha ObOpeunata QyHkumA ¢ nopeno Ao 6p0peuna HENOCTATHEYHOCT, MIUCKBAINA
BpEMEHHA WTH NIOCTOAHHA THAAN3A.

TIpHuMHKTE 33 NOKAYPAHNATA HA CCPYMHHA KpCaTHHHH e ca HaAcHeny. CrenosaTenHo TpadBa 1a ce
obprma 0ce6eHO BHEMAHNE HA TPOCTEANBAHETO H& CEPYMHHS KpearWHWH OpH MAalMeHTHTE, KOUTO
NONYYaBAT KATO CHOBLTCTBANA TEpanuA NeKapcTBA, KOWTO nothckar GuGpedrara QyHKIMA M TpH
MAMEHTHTE, KOMTO TIONYIABAT BHMCOKH H03M AedepasApoxc W/HIH MO-PelKH KPBBOMPCIHBAHHA
(<7ml/kg/Mecen eprTPOUMTHA Maca KM <2 eRMHMLM/Mecel] [IPH BB3PACTHH). BhilpekH de B X012 HA
KTHAWYHHTE TPOYYBAHNA TNPH YBETHAABAHE HA 103aTa Ae(epaHpOKC AHCTEPTHpAINy e TaGieTKy
Hag 30 mg/kg "e ce Habmozapa HapacTbade Ha OROpEUHHTE HEXeNaHH PEaKUWH, NOBHINABAHC HA
PHCKA OT BBIHMKBaHE Ha GLOpedHH HEXeNaHH peaklMH NpH OpueM Ha (umMupany TabneTkn upy
1034 Hax 21 mg/kg He MoKe J1a ce H3KAIOUH.

TMpenopruea ce CepyMHHAT KPeaTHHIH Aa OBE olleHeH ABYKDPATHO OPEIH 34af0YBANC HA TepanuiTa.
CepyMHHEAT KPEATHHAN, KPEATHHHHOBHAT KAHPLHC (M34McNeny no Gopmynara Ha Cockroft-Gault
wiH no MDRD (opMynata npH BL3pacTHH Wi mo Qopmynata Ha Schwart nps feua) wuin
TUIa3MEHUTe HuBa Ha [ucTatHH C TpulBa Aa ce NPOCAENABaT MpeaH 3anoyBane Ha TepanHATa,
eKeceMAYMHO NPe3 MHPBHS Mecel| c1e/l 3aMnodBale WM NPOMAHA HA TepanusTa c AedepasHpoKce
(BKAIOYHTEHO TIPeMHHABAHE KLM ApYra Jexapcriena (opMa) H exeMecedHo CIe€n ToBa.
TaapenTtuTe ¢ aHaMHesa 3a OnOpedHy 3a00/M9BaHEA H NANMEHTHTE, KOMTO TTOMY4aBaT JEKAPCTBEHH
OpoZYKTH, KOBTO HoTHckar Gn0pednara GyHKUMA, MOXE @ ¢ MIIOMEHH Ha IO-TOMAM PHCK OT
yonoxHenmd. TpsOba na ce oObpHe BHHMaGHWE 3a MOAABDKAHC HA aNeKBaTHa XHApaTallkid Ha
[ALMEHTHTE, KOMTO PA3BHAT AMApUA WY NOBPHILAHE,

HMa nocTMapKkeTHHroBl CHLOOIHEHUS 34 CIyyan Ha MeTabonHTHa ankno3a, BE3HMKHANA 110 BPEMC HA
AeueHueTo ¢ Hedepasmpoxc. BOALIMHCTBOTO OT mauueHTHre ca uMamu OnOpeusy HapymICHHWA,
616peuna Tybynomarus (curapom Ha Fanconi) Wiy aHapus, WK HAKAKBH APYIH ChCTOAHHA, ITPH
KOHTO HAPYIICHHETO HA KHCEIHHHO-AIKATHOTO PABHOBECHE © H3BECTHO YCHOXHeHHe. B Tesu
MONyJALMA KHCENKHHO-AIKATHOTO paBHOBecHe TpaGBa Aa ce NpocnefaBs CBHINMACHO KIHHMTHHTC
nokasanys. TIpH naupenTUTe, IPH KOMTO C¢ pasBhe MeTabonuTHA ampio3a TPAdpa xa ce 0OMHCIH
NPeKbCeBaHE HA IEYEHAETO ¢ NedepaspoKc.

B DOCTMApKETMHIOBHS NEPHOL HMa chLOOWEHMS 2a Cnydad Ha Texka dopma na OvbpedHa
TyOyAonaTua (xaro cHuapoM Ha Fanconi) u 6n6pedna HeNOCTaTRIHOCT, CBBP3aHH C NPOMEHH B
CB3HAHMETO B KOHTEKCTA HAa XHMEepaMOHHEeMWuYHa eHUchanonaTus NpH MALUMCHTH, JCKyBaHH C
IedepasHpoKe, MPeAHMHO TpH feld. [Ipenmopeusa ce A& €6 HM2 HpEABHZ BBIMOXHOCTTA 33
BEIHAKBAHE HA XMepaMOHWEMHYHA enUedanonarhs M Ja ¢ M3MEpBar HYBATA Ha aMOHAKA NpH
DAIMEHTH, DA3BMBAINK HeoOACHHUMH NpOMEHH B TICHXMMHHA CTaTyC A0KAaTO <a Ha JEYCHHE C
JedepazHpokc.




Tabnuia 3
$yHKImMA

KopHrupase Ha I03aTa H NPEKBCBAHE Ha JIYEHHETO NPH Mpocnenssase na 6x0peynara

CepyMmeH KpeaTHHHH

KpeaTHHHHOB KNHPBHC

TIpenn 3anousane Ha
TepanuaTa

JByxpatso (2x)

Ennokpatso {1x)

HporHBOnOKa3aH

<60 ml/min

Hpocneaspane

- Ilvpeusa mecen
CleJ 3arovBaHe Ha
TEPANKATA WIH IPH
OpoMAHa Ha J03aTa
(BKHOUHTENHO
NpeMUHABAHE KBM
Zpyra JeKapcTBeHa
Qopma)

- Cnen ToBa

Benuex cenMUTHO

Benunxk MecedHo

Benupxk cenMI9HO

BenHpx MeCeUHO

NMpoTaBonokazax

<60 ml/min

Npocaenapane

- [IIvpeusa mecel
Cllef 3anoBaye Ha
TEpalEATa WIH TIPH
IPOMAHA Ha J03aTa

- Cnea ToBa

Beniek cegMUYHO

Bexmsx MecedHo

H

Benppx cegMHIHO

Beagex MeCceqHO

HamaJsiBaHe HA JHEBHATA 1032 cbhe 7 mg/kg/nen (Gunmupana Tabnerka),
aKo credHume noKasameny 3a oyenka na bubpeunama gynxyus ce nabmodasam npu dee
ROCACO0EAMeENnHE BHIUMY U HE Mozam O Ce caupIICam ¢ Opyail RpULURY

JICUCHHETO

Br3pacTHH nauMeHTH >33% naz cpenuuTe H Mombkenne <JIIH*
cTOMHOCTH IIpenH (<90 mi/min)
3am0YBaHe HA JICISHHETO

INeanarpuaan > ITH** 3a CROTBETHATA | WK Momnxenue <JII'H*

TAHEHTH BB3pACT (<90 ml/min}

Cnen HaMaNABaHE Ha NO3ATA, JEICHHETO ¢ NPEKLCBA, AK0

Bx3pacTHn 1 Ocraga >33% Han H/HIH Toamaenne <JALH*

NeIHATPHIHH CpedHHUTE CTOHHOCTH (<90 ml/min)

NAIHERTH TP 3aTI04BaAHE Ha

*II'H: nonHa rpaHUDa HA HOpMaTa
**['TH: ropna rpasyua Ha HOpPMaTa

JledeHHETO MOKe J1a C€ NIOLHOBH B 3aBHCHMOCT 0T KIMHHYHHTE ofcToATeNCTRA.

HamanssaHe Ha A033Ta MAH NPEKbCBaHE Ha JIEYSHHETO MOXE CHINO [ia C¢ HMa NPE/BHI, KO €O
VCTAHOBAT OTKIOHCHHS B NOKA3aTENHTe 3a OUEHKA Ha GrOpednara TyGymHa QyRKuUMA WHIH NpH

KJIHHHYHH ITOKa3aHHA:

. IMpotennypus (i3cnenpanero TpAOBa ja ce HANPABM IIPEAHM 3alI0YBAHE HA JIUCHHETO H BCCKH

MeCeLl CIlen TOBA)

. [moxo3ypHs TpH NammesTH Ge3 MuaferT ¥ HHCKM HMBA HA KaNHi, ¢pocdaTh, MArHe3uH MM

ypari B cepyMa, (ocdarypus, aMHROALHAYPHS (IIPOC/ICIABaHE IPH HYXKA3).

B16peuna TyGynonatua ce crobinaBa MPeAMMHO [P Aelia H FOHOUM ¢ GeTa TalaceMus, EKYBaHH C

IedepasHpokc.

Maimenture Tpabea pa 6bpAar HacoYeHM KbM Hehponaor H AONBIHHTEIHH CITE
wicnexpalma (kare OpOpevHa OHONCHA), ako ONMCAHMTE TO-HOMY CHMOTOMH CE

HaMalfiBaHCTO Ha JO34Ta H IIPSKBCBAHETO Ha ICUCHUETO!

&




. CEPYMHHAT KPEATHHHH OCTABA 3HAYMO [IOBHIIEH K
. ¥Ma TpaifHM OTKJIOHCHMA B [Apyr NOKajaTel 3a OlUeHKa Ha OnOpeyHara dyHEuHg (Hanp.
APOTEMHYPHS, CHHAPOM Ha Fanconi).

YepgoapobHa

Habmonasar ce NOBHIUEHAS HA JepHOAPOOHATE GYHKUHOHANHH TECTOBE NPH TAUHEHTH, JICKYBaHH C
pedepasupoke. B NOCTMADKETHHTOBWA TNEPHON WMa Cpobmenvs 3a Caydan Ha gepuonpodna
HEAOCTATHYHOCT, Y&CT OT KOHTO C4 ¢ NETANECH M3X07. Morar fa BE3HHKHAT TeHKH dopMu, CBEp3aHH C
MPOMEHH B CH3HAHHETO B KOHTEKCTa Ha XHIIEpaMOHMEMMIHA eHuedanonatia NpH OAMEHTH,
NeKyBaHH ¢ fedepasupokc, ocobero npu aeua. [Ipenoprusa ce Na ce UMa NpeBHA BB3IMOKHOCTT 33
FHOAVKBAHE HA XUNCPAMOHMEMITYHA eHUSHAIONATHA A Ja C¢ M3MEpBAT HWBAT2 Ha AMOHAKA MpH
NauyeHTH, PasBHBAINM HEOGACHMMH TPOMEHH B [ICHXMYHWA CTaryc, [OKAro ca Ha JIeueHHe C
nedepasupokc. Tpabpa Ja ce BHEMaBa fa Ce MOIABPKA AfACKBaTHA XHAPATALHA IPH NAUMEHTHTE, TIPH
KOMTO HacThmAT ¢hOMTHH, CBBP3aHH ¢ HaMansBage Ha UHPKYTaTOPHHA ofeM (xaTo AHapHA HIH
NOBPLUIAHE), 0COOCHO NpH AeLa ¢ OCTpo saGonaBane. 11oBeyeTo OT ChLODINEHHMATA 3a BBE3HHKHANA
uepHOAPOGHA HENOCTATHYHOCT €4 CBEP3AMM C MAIMEHTH CBC 3HATHTENCH fpoit 3abonsBaHHd,
BKMIOUMTENHO MPEAIIECTBAUH XPOHHYHM YEpHOAPOGHH 3a0oMsBaHHA (BWIOUHTENHO LHpo3a H
xenatuT C) ¥ NOMHOPraHHa HEeNOCTATEYHOCT, He MOKe 1a & OTXBEPIIH 3HAYCHHETO Ha gedepasupokc
K&TO HOTMPHHACAIN HIIH BOLIABAIN CHCTOSHHETO (PakTop (BXK. TOUKA 4.3).

IMpenopbusa ce H3CNeNBAHE Ha CEpPYMHHTE TPAaHCAMHHA3H, funupy6una | ankanHata gocdarasa
[pe/IH 3aT0YBAHE HA JIEYCHHETO, Ha BCEKH 2 CEIMHIIM TPe3 IBPBHA MECEL| OT JIEICHHETO H Ha BCCXH
Mecell Cel ToBa, AKO MMa NepCHCTHpamo H MPOrpecHpanio MOBMIICHHE Ha HHBATA Ha CCPYMHUTC
TPAHCAMMHA3K, KOWTO He MOTaT fa ce TNPHMIMIUAT Ha NPYrd Npuvwwd, Aedepazupoxe TpaGBA fa ce
cnpe. Cnen KaTo ¢e H3ACHH NPHYHHATA 33 MIATONOTHIHHTE OPOMEHH B yepHoZpobGHITE QYHKIHOHANHH
TecTORE HIH CNIEX BPBIIAHE KbM HOPMATHHTE HHBA, MOXE JIa C& UMA IPESABHI MPERNAsIHBO NOBTOPHO
3anovBaHe Ha JTEYeHHETO ¢ [0-HACKA 038, MOCEABAHO OT IIOCTENCHHO OBHUIICHAC Ha 1034Ta.

Hedepasnporec He ce NMPEMOPHYBA NPH NALMEHTH ¢ TEXKO gepronpobro yBpekaane (Knac C mo
Child-Pugh) (BxX. TouKa 5.2).




Tabnyna 4 OGo6uieHHe Ha NPENOPLKUTE 32 Npocaendpane Ha GesonacHocrTa

H3zcneasane

YecToTa

CepyMeH KpeaTHHUH

JByKpaTHO NpenH 3a00vBaHe Ha

TepansTa. Beaka CenMuUL@ npes MePBUa
MEcel, OT TEPATHATE WA CICH NPOMAHA Ha
J03aTa (BITOMUTENHO NPEMHHABAHE KbM
Ipyra nekapersena popma). Exemecedno
CNgf, TOBA.

ITpenu 3anovypaHe HA TEPATHATE,

Beaxa ceaMHua Hpe3 NEPBAL MeceN] oT
TepanMATa WIH CIef NpoMAHa Ha f03aTa
(BKTIOUHTEINHO TIpEMHHABAHE KBM IpyTa
nexapcraesa gopma),

ExemeceqHO /el TOBa.

Mpenn 3amo4yBaHe Ha TEPAMAATA.
ExemeceqHo cieq TOBA.

Cnopea Byxa#Te.

KpearHHHHOB KIUPBHC W/HAH [UIA3MEH
ucraryn C

ITporeruypHn

Jpyra MapKepH 3a OLIEHKA Ha
GpOpeunara TyOymHa GyHKIWA (KaTo
HANPHMED TIIOKO3YPA NPH NalHeHTH
Oea nuabeT ¥ HUCKH HHBA HA CEPYMHHA
Kanuii, gocdar, Maraesnil HIM ypar,
thocharypus, aMHHOALHAYPHA)
CepyMHH TpaHCAMUHA3H, OmHpyOHH,
anxanna pocarasa

Ilpeas 3amoypaHe Ha TEPANMATA.

Ha Beekn 2 ceIMALY TIpes IMLPBHAA MeCer OT
TeparuATa,

Exemeceuno ciell TOEA.

IMpenn 3an04BaNe Ha TEPaNHATA.

Exxeronso cnes ToBa.

IMpean 3anoysaHe Ha TEPANMUATS.

EsxeronHo npd nelnaTpHiHH OaMeHTH.

HacnenpaHe Ha CTIyXa A OUMTE

TenecHo Termno, pber H CEKCYATHO
pasBHTHE

TIpy MalHEHTH, OpPH KOHWTO OYaKBaHATa NPOJLLKUTEIHOCT HA XHBOTA HE € ronaMa (nanp. opu
BHCOKOPHCKOB MMEOIMCIIACTHYEH CHHAPOM), 0COBEHO KOTAaTO ChIYbTCTBAIM 3ab0aBaHA MOraT 42
MOBHIIAT PHCKAa OT NOABA HA HERENAHW pEeaklUWH, [ON3HTE OT Ae)epasupokc MoTrar za Geaar
OrpaHUdeHH ¥ [a He IPEBHIX0KIAT pHcKoBeTe. Benencreue Ha ToBa, HE C& MPENOPBYBa JIEUEHUE C
nedepasupoxc nNpy TAKHBE NAMHEHTH,

HeofxoauMO € NOBKIICHO BHHMaHWE NIPH TALMEHTHTE B CTap4ecKa Bb3pacT MOPajH 110-BHCOKATA
9ECTOTA HA HEXETAHN PEaKMH {110-CCIHAIHO ARAPHA).

Haunnte RpY Aela ¢ HeTpaHC(Y3HOHHO-3aBHCHMA TANACEMHA ¢ MHOIO OrpaHideHn (Bx. Touka 5.1).
B ciencreie Ha TOBa, TEpamHsATa ¢ Acdepasupoxc TpaOBa fa ObJe BHUMATENHO MOHMTOPHPaH2, 33
YCTAHOBABAHE HA HEXENAHY PeaKIHy ¥ NPOCISABAHE HA HATOBAPBAHETO C JKEII30 B NCAHaTpHIHATa
nonmynauus. OCBeH TOBa, NpEeXH 3aM0YBAHE Ha JeYeHHE Aedepasnpokc MNMPH Aeua ¢ TEXKO
HaTOBAPBAHE C XeNA3o, ¢ TpaH(py3HOHHO-HE3ABHCHMA TANACEMHS, JCKapAT TPAOBa [ia ¢ HasiCHo, 4e
TIOCIIEACTRIATA OT ABITOCPOYHATA eKCNO3MIMA NPH TAKABA MAUKCHTH KbM MOMEHTA €2 HCHIBCCTHY.

CroManHO-9peBHY HADYIIEHH
Crobmasa ce 3a 0ofBa Ha I3BH M KEPPEHE OT FOPHHTE OTIEeNH Ha IacTPOMHTSCTHHAMHUA TPakT MpH

DALMEHTH, BKIIOYATENHO 1ella W ToApacTeammd, nonydasamp aedepasupokc. Tlpw wact of
MAUMEHTHTe ce HabMIOZaBaT MHOKECTBEHH f3BM (BK. Touka 4.8). MMa cpomenmd 3a A3BH,

TACTPOHHTECTUHATHR Xemoparuu, ocoDeHo Ipy IalMeHTH B CTApYecka BB3pacT ChC
XeMaTonormdHl 3alonssanua W/umM HMCHK Opolt Ha TpomBomurure. Tlo Bpeme
Aedepasupokc NEKyBalATe NekapH M [auHeHtnre TpiaGsa na Gbhpar OMTENH

10




CHMITOMH HA CTOMAMHO-YPEBHA #3BA WIH KHPHEHE B TaCTPOMHTECTHHANHMA TPakT. B ciy4aii Ha
CTOMAIIRO-YPEBHA A3BA WIH KBPBEHE OT CTpaHa Ha TRCTPOHHTECTHHANRMA TPAKT, NC4CHHETO C
pedepasapoxc TpabGBa na Ce WpEKparH ¥ He3adaBHO Ja 3amodYHE JNOMBAHHTENHO H3CAEABAHE H
neuenre. Heo6XONMMO € NOBMIICHO BHMMAHHE NPH TALMEHTH, KOHTO NpHEMAT edepasupokc
¢THOBPEMEHHO C BEIIECTBA C H3ABEH YIueporeder notenuuan, kato HCIIBC, KOpTUKOCTEPOHAH MIH
nepopatny 6udocOHATH, MPH MALHEHTH, TIOAYYapallH aHTHKOAryJ1aHTH, KakTo ¥ NpH TANHCHTH ¢
rpomGormy mon 50 000/mm’ {50 x 10°/1) (. Touka 4.5).

Hapymenns Ha ko:kaTa

1o BpeMe Ha JleUeHHETC ¢ AedepalpoKc MOXKE Ja ce NOABAT koxHU ofpuBH. B mobedero cmyyau
oOPHBHTE OT3BY4aBaT CIIOMTaHHO. KoraTo ce Halara mpexbCBaHe Ha JIEYEHHETO, CIIEH OTINYMABAHE Ha
ofpuBa, TO MOXe Ja ce BB300HOBH ¢ MO-HMCKA A03a, TOCTEABaHA OT NMOCTENCHHO IMOBHINABAHC HA
mozata. TIpH TeXXKHTe CTy4aH, TOBA BE3OGHOBIBAHE MOXE N4 C& IPOBEAC B xoMORHAUHA ¢ KPATEK
[IepACH, HA MPWIOKEHAE Ha MEpopanHH kopTHKocTeporm. CrobliasaT ce ciyva Ha TEXKH KOXKHH
Hexenanu peakimi (SCARs), BmounmtenHo cumopoM Ha Stevens-Johnson (SJS), ToxcuiHa
emunepmanna Hekponmsa (TEN) u llekapcTeeHa peakuui ¢ e03HHOQMWIHNA ¥ CHCTEMHEY CHMITTOMH
(DRESS), koHTO MOrar fa GBIAT KNUBOTO3ACTPAMIABAIY HiIM JeTanuH. Axo ce mozosupa SCAR,
RedepasHpoKc TpabBa a2 ce crpe He3alaBHO M fa He ce NpHIara OTHOBO. IIpH TpeNNMCBaHe Ha
JIEKAPCTBOTO TALHEHTHTE TPAGBa Ja ObIAT 3al03HATH C NPHIHALMTE H CHMOTOMHTE Ha TEHKWTE
KOXKHH PeakUiy M N3 GbaaT BUHMaTeNHO HabmonaBasu.

P Ha CBPEXY HO

Cnyqay HA CEPHO3HH PeakIH| Ha CBPHXIyBCTEHTENHOCT (Karo aHabIIAKTHYCH TIOK H aHTHoeneM) ca
CHOGIEHA TIpK MAUMEHTH, TIOJY9aBanM Aeepasupokc, KaTo HadanoTo Ha PeaKlHATa pH [OBEYeTo
OT CITy9aHTe, HACTBIBA NPE3 ITBPBHS MECel, OT JIeReHHeTO (Bxk. Touka 4.8). AKO BBIHMKHAT TaKHBA
peaxkuun, DpHeMBT Ha Aedepasupoxc TpadBa na Gbae MpeyCTaHOBEH H Oa ce OCHIYPH anCKBarHa
MENHMIMHCKA oMol JleyenneTo ¢ Aedepasupoke He TpAORa Aa ce NMOAHOBSBA NMPH MAIHCHTH, KOHTO
€3 MMAITH peakuMA HA CBPBXTyBCTBHTENHOCT, IOPAKH PUCK OT aHaQHIAKTHYCH MOK (B3, TOIKA 4.3).

3puTeNHY B CIYXOBH HAPYITEHHS

CrobmaBar ce cayxosH {(orcinaben ciyx) ¥ ouHM (DOMBTHSBAHE Ha JieliaTa) HAPYIUEHHS (Bx.
Touka 4.8). Tlpenopsupa ce nperfien Ha cAyXa H 3PEHHETO (BKIIOYHUTETHO dynaockonus) npead
3a04BaHe HA JCICHHETO H HA PENOBHH HHTEPBATY Criell ToBa (BCexH 12 Mecena), AKo IO BpeMe Ha
JIeUEHUETO ce 3a0elexar HapyLICH!s, MOKE Jia Ce MMa NPEABH NOHIDKeHAe HIH CITMPAHEe Ha N034Ta.

HapvimeHus na KpEETa

Ilo Bpeme H4 NOCTMAPKETHHIOBMA NEPHON c¢ ChoOILABa 32 NI0MBA Ha NEBKONCHHA, TpoMOOLIHTONEHHA
HAM NAHUMTONEHHs (FMIH arpaBMpaHe Ha Te3H UMTONEHWH) H arpapypaHa aHeMHs MpH NAlMeHTH Ha
nederne ¢ Aedepasnpokc. Ilosedero OT MAUMEHTHTE Ca HMANM NPEAXOKAAIH XEMarOiOTHIHH
3a60/IsBaHKs, KOUTO YeCTo ca GWIH CRBP3aHH ¢ KOCTHOMO3BYHA HEAOCTATHYHOCT. HesasHCHMMO OT
TOBa, NOTPHHACAINATA KK ATPABHPAIIA PO He MOXe fia oe uskmoun. Heobxonmmo e Aa ce 0bMHCA
TIpEKbCBAHE HA NEYEHUETO NPH NAUMEHTH, KOWTO Pa?BUAT HeOOACHHMA IUTONCHHA.

Hpyru

TpenophuBa ce eXXEMECeTHO NMpPOCNENABAHE HA CEPYMHWA (EpHTHH, 33 Ja C¢ OUCHM OTTOBOPRT Ha
NAIMEHT KbM TEpanusTa H 1a ce miberne caphxofpasyBane Ha XenaTH (BiK. TOUKa 4.2). [Ipenoprusa
ce HAMANABAHE HA 103aTa WM [0-BHHMATENHO NpOCIeisdBape Ha Ovlpetsara W wepHOApOOHATA
OYHKIMA, ¥ HA HKBATA HA CEPYMHHS (EPHUTHH, IO BpEMe Ha JIEUEHHETO ¢ BHCOKHM NIO3H H KOraro
HYBATA HA CSPYMHHA (EPHTHH ca GIIMIKM 0 TapreTHUTE IPaHKmM. AKO CepYMHEAT (EPHTHH Cnaja
Tpaiitio rioa 500 pg/l (IpH CBPEXHATPYTIBAHE HA KN30 Nopany TpaHcdysud) W non 300 pg/l (mpu
CHHADOMH HA HETpaHC)YIHMOHHO-3aBHCHMA Tanmacemmd), Tpabsa JAa ce OOMHCHH cIMpaHe Ha

JICICHHECTO.




B jBe KIHHWYHH MPOYHIBAHHMA PacTeXET H IOJIOBOTO PasBHTHE Ha JICTIATA, JICKYBAHH C aedepasuporc
B MPOIBDKEHHE HA 5 TOAMHH, HE C¢ TIORITMABAT (BXK. TOGKA 4.8). Benpexu ToBa Kato ofmia npeanasHa
MAPKA TPH NIEYeHHETO Ha JENa ChC CBPBLXHATPYITBAHC HA XENA30 NOPAH TpaHCPY3HiA, TEIECHOTO
Terfo, PhCTa H NONOBOTO pa3syTHE TPAOBA Ja C& NMPOCHEASBAT NPEAH 3aN0IBaHe HA TepanmiATa ¥ Ha
peloBHY HHTEpBATH (BeekH 12 Mecena).

Crpneunata AHC(YHKUHS € W3BECTHO YCNOKHCHHE Ha TEXKOTO CBPBXHATPYNBAHE Ha HKEILIO. o
BPEME Ha IRITOCPOYHOTO JICHEHHE ¢ Aed)epasHpoKe Tpa0sa 1a ce NpOCNeNiBa ChpLeiHaTa dyHkuua
NPH NANHEHTHTE C TEHKO CBPRXHATPYTIBAHE HA KENA30.

4.5 BsaamonelicTsHe ¢ APYrE JeKapcTBend NPOAYKTH U APYTH GopMH Ha p3aEMofeiicTBHe

Bel0NacHOCTTa HA Ae(pepasuipokc B KOMGHHALHA ¢ APYTH XeJarOpH Ha HKENA30TO HE ¢ yCTaHOBEHA.
3arosa Toli He TpAGEA 4 ce KOMOHHKPa ¢ APYTH BHIIOBE XENATHPATA TCPaIHA (Bx. To"Ka 4.3).

Baaumoneiicrane ¢ xpaHa :

Coax Ha Hedepasupoxc dUTMupany TAGHETKY C6 NOBUINARA (C 29%), aKo ce IIpHeMaT ¢ Xpana, Gorata
Ha MasHRHEM. Cnenoparenso Jedepasupoxc (apMacalibHC (HIMHDAHH Tabnerkn Tpalpa Oa ce
NpHEMa WIH Ha TATHO, WIX C Jeka Xpaxa, 3a MpeINOYKTaHe 10 SXHO W CHINO BPEMS BCCKH IICH (Bk.
Touky 4.2 B 5.2).

CpelcTEa, KOMTO MOTarT Ia MOHIXKAT CUCTEMHATA EKCTIO3HNITHA HA REPE KC

MertaGoniambT Ha aedepasupoke 3aucy ot UGT ewsuMute. B IpoyyBaHe NpH 3/paBy N00poROITLH
¢IHOBPEMEHHOTO TpaniaraHe Ha AcdepasdpoKc (EAHOKpaTHO Mpunokesa A03a OT 30 mg/kg mox
jopMara na mucneprupamy ce Tabnerku) B MoutHua UGT MHIYKTOD, pHpaMIAITHH, (MHOTOKpaTHO
npuwroxena Ao3a or 600 mg/neH) BOAH N0 HAMATABAHE HA CKCTIO3HLMATA Ha nedgepaznpoke ¢ 44%
(90% CI: 37% - 51%). CliefioBaTeNHO, eAHOBPEMEHHOTO NpHNaraHe Ha Aeepasupoke ¢ MotieH 0GT
wHAyKTOp (T.e. Phdammuimuy, kapbamasemsH, (EHUTOHH, ¢denobapburan, DUTOHABHP) MOXe Ia
ZoBeAEe MO MOHMNKABaHe HA eikachocrTa ua medepasupokc. CepyMHUAT (QEpPHTHH HA MAlCHTa
Tpa6ea 1a ce mpocienssa o BpeMe U Cliell KoMOHHALMATA H JI032Ta Ha nedepasupokc TpadEa aa ce
MPOMEHH, aK0 ¢ HEOGXOTHMO.

TIo BPEME Ha MEXAHMCTHYHO MPOYIBAHE 3a ONMpEeNsHe Ha CTENeHTa Ha eHTepoXenatancH KpBIoBpat
€ YCTaHOBEHO, Y& XONECTHPAMHHE 3HAYHMO HAMAJIABA eKCIIO3UUMATA Ha Iedepa3upokc (BK. TOUKa 5.2).

Bsaumongiicrane ¢ MHA23052M 1 cpencrea, kouTo ce Merabomusupar or CYP3A4

B mpoyusaHe cpef 34paBu LOOPOBONLM €QHOBPEMEHHOTO MPWIOKEHHUE Ha nedepasdpokc NOA
dopmaTta Ha TUCTIEprUpawiM ce TabneTku u MinaszonaM (cybCTpaT Ha CYP3A4) poay 70 HaMaIsBaHe
Ha SKCTIO3MIMATA Ha MHZasonam ¢ 17% (90% CL: 8% - 26%). B knuHmIHA 0GCTAHOBKA € BE3MONHO
edeKTHT fa GBOE TO-ABHO H3paseH. CHENOBATENHO, NOpaxH BBIMOKHOCTTA OT MoHWkapaie Ha
eHKACHOCTTa € HeoGXONMMO fa CE BHHMABa MPH rpiiaraie Ha aedepasupokxc B KOMOMHAIMA CBC
cyGeranimm, kouto ce MeTabomusupar upes CYP3A4 (kaTo HanpuMep LMKIOCTIOPHH, CHMBACTATHH,
XOPMOBATHY KOHTpAUENTHBH, GSIPHIN, eprOTaMHH).

BaapMozelicTBRE ¢ PeNATIARNA M ADYTH CPEICTBA, KOMTO Ce MeTabonH3Hpar oT CYP2C3

B npoyusaHe cpen 31paBy J0OPOBONLH €QHOBPEMEHHOTO NPHIAraHe Ha nedepasHpoKc, Karo YMCpeH
CYP2C8 urxuburop (30 mg/kg/nes non dopmara Ha AUCTICPIUPAH ce Tabnerka) B perariHig —
CYP2C8 cy6crpar, Npunarad B efHHHYHa go3a or 0,5 mg, nopHIIaBa AUC H Coax Ha pemaniHHiI
CHOTBETHO ¢ OKONo 2,3 meTH (90% CI [2,03 - 2,63]) n 1,6 meta (90% CI [1,42 - 1,84]). Twit xaro
NIeKapCTBEHOTO B3aMMONIEHCTBAE NpM HO3M NO-BHcOKM OT 0,5 Mg perariuHHA He € YCTAaHOBEHO,
enHospeMeHHaTa ynorpefa Ha NedepasHpokc W penarTHHAN Tpabsa na ce u3larea. Axo
KOMBHHALMATA € HAIOKUTENHa, Tpalpa fa ce MPOBEKNA BHAMATEIHO KNUHHTHO HaOmoAeHHE H
npocieasBaNe Ha KPbBHATA 3axap (BK. ToYKa 4.4). He moxe Ja C¢ H3KNIOWH B3aMMOJEICTBHE MEXKTY
nethepasnpoke U ApyTH cySerpati Ha CYP2CR xaro naknuTaxkcell.
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BsaumoneiicTBre ¢ TeO)HIHH H XPYTH CPEACTBA, KOUTO CC meragonusupar or CYP1A2

B mpoydeaHe NpH 3IpaBE AOOPOBOMNLM €NHOBPEMERHOTO npunarade Ha nedepasHpoke KaTo
uxuGuTop Ha CYP1A2 (MHOTOKpaTHO Npuiarase B 103a 30 mg/kg/nen nedepasHpokc nok ¢opmara
Ha [HCTIprHpaiiy ce TabneTkd) W cyOcTpara Ha CYP1A2 Teo(pmiuMH (eAHHNYHA o038 OT 120 mg)
pony 1o nopumasare Ha AUC na Teodumms ¢ 84% (90% ClL: ot 73% 10 95%). Cmax HA EJHOKPATHATA
71034 HE ce MOBJHABA, HO CC 0YaKBa 14 HACTHITH NOBHUIABAHC HA Cmax Ha TEOGHIHH TIPH MHOrOKpPATHO
npunarase. [Topajy Tasn IPHIHHA He CE IPCTIOPEYBA SAHOBPEMEHHATA ynotpefa Ha aedepasHpOKC 1
teoqunmus. [Ipy CHBMECTHO NPHIOKEHHE HA HedepasHpoKc M TeOPIIHH TPAOBA Ja Ce HMA MPEABHA
MPOCTEAABAHE HA KOHUCHTPAUMATA HA TCODHIHH H HAMAIBAHE HA zosara My, He morar Ja ce
YRKTOUAT B3AHMOISHCTRBHA Meay acepasuporc W APYTH cyOCTpaTh Ha CYP1A2. 3a cyOcrparire,
xouTo ce Merabommsmpar npemumuo or CYPIA2 u MMar TeCeH TepaneBTHUEH HHJEKC {Hamp.
KJIO3AIMHH, TH3AHUAHH) BOKAT CHIIMTE NPEIOPEKH, KAKTO NPH TeoWIHH.

JonbinnTenta uHGopManHa

EnHOBpeMEHHOTO MPHIIOIKEHHE HA nedepasHpoKC U ChABPKALIA anyMHHHH aHTHAUMAHK NPOLYKTH HE
e oduumanHO NpoyuBaHo. Bnopeku 4e gedepasHpoKc ¥ma JO-HHCBK adMAATET KbM ATYMHHHAL
OTKONKOTO KBM KeNf30To, He C€ MpPEropheBa fAa ce npueMar rabneTk nedepasnpokc CbC
CHABPALIY ATYMHHUH aHTHAMIHH IPOAYKTH.

EHOBpEMEHHOTO MpHIaraHe Ha AedepasHpoKc ¢ BEMIECTEA C M3BECTEH YNIEPOTeHEH MOTEeHUMAN,
kato HCIIBC {BKIHOYMTENHO AleTHNCANHIAIOBA KHCETHHA BhB BHCOKH [03H), KOPTHKOCTEPOHIH HITH
nepopanuk GudochoHaTH MOke Ia TOBHINH PHCKA OT raCTPOMHTECTHHANHA TOKCH'THOCT {(Bx.
rouka 4.4). EAHOBpEMEHHOTO Npmiarane Ha nedepasHpoke ¢ ANTHKOATY/IAHTH MOXKE CHIIO Taka 1a
[OBHIIM pHCKA OT TaCTPOHMHTECTHHANCH KPBBOM3/IHE. HeobxoaMM0 ¢ BHAMATENHO KIMHATHO
npocneadBaxe Npy KoMGHHHpaHe Ha nedepazHpoKc ¢ Te3H BemiecTBa.

ChIBTCTBALIOTO TpHNarane Ha nedepasupokc ¢ Gycyndar Bond 1o OOBHIIABAHE HA CKCIIO3HLHATA HA
6ycyndan (AUC), HO MEXaHU3MET Ha B3aHMOJENCTBHETO OCTARA HEACEH. AKO € BB3MOXKHO, 1paGBa 1a
ce oueHH dpapMakokunerukara (AUC, KIHPBHC) HAa TECT-1032 GycyndaH, 3a 1a MOXe Ja ¢e ananThpa
n03ara.

4.6 ®epruinTeT, OpeMEHHOCT H KbPMEHE

BpeMgHHOCT
3a fedepasHpoKC HAMA KIMHATHW JAHHA 33 CKCIOSHpaHH 6pemenHocTH. [lpoydpaHHATa NpH

*KMBOTHHM MOKA3BaT PEMpPOLYKTHBHA TOKCHYHOCT NPH TOKCHYHH 34 Maiikara go3H (Bx. Touka 5.3).
TMoTeHIMATHHAT PUCK NPH XOPa He & M3BECTEH.

Karo npefnassa Mipka ce Npenopbusa Aeepasupoxc Aa He ce H3Non3ea no BpeMe Ha GPeMEeHHOCT,
OCBEH B ¢JTydail Ha KaTeropuYHa HeOOXOMMOCT.

Jedepasuporc Moxe Aa Hamanu epuKacHOCTTA Ha XOPMOHAITHHTE KOHTPAUCNTHBA {(Bx. Touka 4.5).
Ipenopsapa e KeHUTE C ACTEpoAeH MOTCHLHMAN [ H3Ton3sar JAOITBIHATEHA HIH anTepHATHBHH
HEXOPMOHAITHH METO/H 33 KOHTPAUCIIIHA, KOTaT0 NPHEMaT Jedepasupoke.

Knpmene

[py TpoydBaHMATa BbLPXY XHBOTHM € NOKalaHo, He nedepasHpoke ce eKCKpeTHpa OBp30 ¥ B
JHAYHTEIHA CTENeH B MAIHHOTO MIKO. He ce Habnio/aBa HHKAKEB edeKT BBPXY MOKOICHHETO, Hee
M3BECTHO JAIH MPH Xopara nediepasHpOKC Ce eKCKPETHPA B KBPMATa.

He ce npenopbiBa KEpMeHe, IOKATO ¢ NIpHeMa aetepasHpoKC.

DepTHIATET

JlvmcBaT A3HHH 33 QepTHNMTETa NPH Xopa. [IpH KHBOTHH HE C€ OTKPUBAT HEKENaHH PeaklH BBPXY
¢epTHIHETETA HA MBKKHTE U JKEHCKHUTS HHAMBHAK (Bx. TOUKa 5.3}
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47 Edexrna pbpxy cnocobnoctTa 38 modupane n paboTa ¢ MaIANA

Jlebepasupokc TIOBNHABA B MATKA CTENEH CINOCOGHOCTTa 33 IMOQHpaHe X pabora ¢ MallHHH.
IMaumenTHTe, HMAIH HEYeCcTaTa HeXKEIaHa peaknHA Ha 3aMaAaHOCT 'rpﬂﬁna ha ODOOXOXIaT
IIPEANA3HBO NpA modupane 1 paboTa ¢ MaUIMHK (Bx. Touka 4.8).

4.8 Hexenany 1eKapcTBeHH PeaKUHH

Obobuenre Ha npodua Ha BezonacHoCT

Haii-uecTuTe peaKmuu, ChobmaBaHH MO BPEME HAa XPOHHYHO JEYCHHE B [MPOBEACHHTC KIMHHYHH
npoy4BaHas ¢ AedepasHpokc noA Gopmara Ha AMCTIEPrUpaLIH C& TabNeTKK P BB3PACTHH MAlUCHTH
¥ Aend, BKIKOYBAT CTOMAITHO-UPEBHY HAPYLIEHHA (IIaBHO rajieHe, NOBPBINAHE, JUAPHA HIIH KOPEMHH
Gonkx) ¥ KoxeH obpus. JluapusaTa ce choOmasa 10-4eCcTo NpH Neua Ha BE3pacT 0T 2 no 5 roqyHA H
Np¥ MAUMEeHTH B CTAapuecka BE3pacT. Teay peakiMi ca NO203ABMCHMH, MPSIUMHO NeKH 10 YMEpeHO
TEXKH, 1O IPABHIO IIPEXOAHH H [I0BEYETO OT3BY4aBAT JAOPH, aK0 JICUCHHETO C6 IPOIBIDKH.

Tlo BpeMé HAa KJIHHHYHHTE NPOYYBAHHS JO303aBHCHMO TOBHINABAHE HA CEPYMHHA KpeaTHHHH
BB3HHMKBA TPH OKONO 36% OT NAlHEHTHTE, BRIIPEKH Y€ B [NOBEYCTO Clydad OCTapa B TpaHHLHTE HA
HopMara. [ToHIDKEHHE B CpefEMA KpeaTHHHHOB KIHDBHC Ce HabmonaBa KakTo IpH TegHaTpHYHH,
Taka H P BB3PACTHH TIALMEHTH C (eTa TAlaceMus M CBPHXHATPYTIBAHE HA MKEIL30 Npe3 NMbpBATA
FOJHHA OT JISYEHHETO, HO HMa AaHHH, Y€ He MPOIBDKABa 1a Ce MOHIKABA NPE3 CACABAIIHTE MOIMHU
oT Nedenviero. Crobiiana ce 3a NOBMIABAHE KA CepyMHWTe TpancaMunasu. [lpenopeasa ce PefloBHO
npocienApaie Ha GBOpedHHTE M UepHOpoOHuTe mnokasaremy. CIyXOBHTE (noHIwKeH CIyx) H
3pHTENHHTE (NOMBTHABAHE Ha JEWaTa) HADYIICHHA HE ca YeCTH M Ce MpETopRyBaT EXKEroiHH
npernend (k. Touka 4.4).

CrobIABAT Ce CIY9aH HA TEXKH KoxHU Hexenann peakuun (SCARS), BKIIOYHTENHO CHHIDOM Ha
Stevens-Johnson (SIS), ToxcuvHa enHuicpMalHa HEKpPOJIH3A (TEN) W nmeKkapCTBeHa peakllud ¢
eosuHOdHTHA H cHcreman cuMnTomd (DRESS), npu ynotpeGara Ha nedepasnpokc (BxK. ToUKa 4.4),

Tabnuuso OpencraBaHe HA HexeIaHUTe PEAKITHH

Hexenanure peaklHu ca NOAPeNEHH MO-10jy CboOpasHo CleAHHA NPUHIKI: MHOFO gecTd (>1/10);
gecti (>1/100 go <1/10); neuectu (=1/1000 no <1/100); peaxn (=1/10 000 mo <1/1 000); MHOTO
peaxu (<1/10 000), ¢ mem3mecTHA HecToTa (0T HAIMYHNTE AAHHM HE MOKE Ia 6bpe HANpaBEHA
ouerka). [IpH BCAKO IpyRHpaHe B 3aBHCHMOCT OT JECTOTATA, HEXENAHHUTE JIEKAPCTBEHH Peakilii ¢e
m0poABaT B HE3XOOALY Pej 110 OTHOILIEHHE Ha TAXHATA CEPHOZHOCT.

Ta6imua §: Hexxenanun peakiiyi

Hapymesns Ha KpbBTA H THMPHATA CHCTEMA

C HeH3BECTHA YECTOTA: Manuuronenus’, Tpomﬁonm-onem‘, arpaBHpaHa aHemus’',
HeyTponeHus'
HapymeHns Ha HMYHHATA CHCTEMA
C HEH3BECTHA 9eCTOTa: Peakumu Ha  CBPBXHYBCTBHTENHOCT  (BKIMCYHTCITHO

aHA(IIAKTIHY PEAKIMH ¥ aHTHOSAeM)'
Hapymenus Ha MeTalo1HIMA H XpaHEHETO

C HeMIBECTHA YeCToTa: MeraboauTHa almMaosa’
IMenxpyvnH HapylIeHHA

Heuecru: TPeROXKHOCT, HAPYLISHHA Ha CHHA
HapynieHHs HA HEPBHATA CHCTEMA

Yecrn: T'naBobonHe

Heuecru: 3aMagHOCT
HapyuieHHH Ha 0tIHTE

Hevecrn: Karapakra, MaKyJI0naTy

Penxn: OnrH4cH HEBPHT
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HapyiieHHs: H3 YXOTO H NaGHpPHHTA

Heuectu: I'myxora
PecniapaTopsu, rPbIHH H MEIHACTHHAJHH HaPYIICHHS
Heuecrn: Japuureannaa Gonka
CToMamHo-YpeBHH HAPYUICHHA
Yecth: Jnapus, 3amek, MOBPHILAHE, IajcHe, KOPeMHH ConkH,
NofyBaHe Ha KopeMa, JHCIIENCHA
Heaectn: lacTpoMHTECTHHANEH  KPBBOMWIHB, CTOMallma 4383
(BRIIOYHTETHO MHOKECTBEHH  A3BH), A3Ba  Ha
IBAHANECETONPRCTHHKA, MACTPUT
Penxu: E3sogarur
C HeW3BECTHA HeCTOoTa: TacTpounTecTRHATHA Nephopalys', 0CTBP TIaHKPEATHT"
XenaToSHanapHu HAPYIHEHHA
Yecru: TlopHmmasale Ha TPAHCAMHHAZHTE
Heuectn: XenaTuT, X0JIenHTHAa3a
C HeH3BECTHA HeCTOTa: YepHoapobHa HeocTarbasocT™
HapynieHHst HA KOXATA H TOAKOKHATA THKAH
Yecru: O6pus, chpbex
Heuectn: Hapymeda nurMeHTaHs
Penxu: JlekapcTBeHA peakuuEad © eospHOpHIHA M CHCTEMHH
camnromu (DRESS)
C Hen3BeCTHA 4ECTOTA! Cunmpom Ha  Stevens-] ohnson',  xHNepceH3UTHBEH

BacKYNMT',  ypTMKapua', epHTEMa Mymmboleel,
AI0TIeIHS, TOKCHYHE eMuIepMaIHa HeKpOIH3a (TEN)
Hapymennsi Ha 0b6penuTe M NHKOYHHTE MLTHIHA

MHoro yecTs: [NopHIIeH KpeaTHHHH B KPBETA

Yecru: [TpoTenHypHA

Heuectn: Bebpedna TyGynonarms’ (npHAOGHT CHHAPOM Ha Fanconi),
TIOKO3ypHA

C HeH3BECTHA YECTOTA: Octpa GBOpeana HemocTaThuHoCT" %, TYGYNOHHTEPCTHIHATEH

1

HedpHT', nedponuTyasa', peHanda TyCynHa HEKpo3a
O6mM HApymIeHHA H epeKTH Ha MACTOTO Ha NPHIOKEHHE
HeuecTH: ITupekcusd, 0TOK, YMOpa

HexeNaHH peaxiy, ChOOMISHHA MO BpeME Ha MOCTMAPKETHHIOBHA OIIMT. Te ca 06061eHH OT
CITOHTAHHH CHOGIIEHNA, 3a KOHTO He BHHATH ¢ Bb3MOXKHO HAZEKIHO Ja Ce YCTAHOBH HeCTOTaTa
WIH IPHYHHHO-CIEACTBEHATA BPB3Ka € EKCITO3NLMATA KA IEKAPCTBEHHA NPOJYKT.

CroflmaBar ce TEXKH (OPMH, CBBP3aHH C TPOMEHH B CB3HAHHETO, B KOHTCKCTZ HA
XHIIEpaMOHHEMIRUHA EHLE(ANONATHA.

Onucanue Ha W30paHA HeXETAHH PeaklHK

¥THYHK KAMBHH M CBHP3aHH GHIMApHH HApyUIEHHA C€ CHOOIIABAT NPH OKOIIO 2% OT ManMeHTHTE.
IMoBHIIEHHS HA CEPyMHWTE TPAaHCAMHHA3H ce ChoGIIABaT Karo HekenaHa JEKapcTBCHA peakKiyii
npd 2% ot nanueHtHTe. [loBMIeHHATa Ha TpaHCAMHHAIHTE I[OBEHE or 10 nBTH Ham TropHATa
pediepeHTHA rpaHMIA, KOMTO INpPEeANoNaraT XenmaruT, He ca HECTH (0,3%). Ilo Bpeme Ha
MOCTMAPKETHHIOBMA OMAT C ZXedepasupokc moa ¢opMara Ha AUCIEPrHpAllH Ce tabmeTku ce
chOOINARA 34 CITYYaH HA YepHOApoOHA HEAOCTATHUHOCT, MIOHAKOrA daranna, ocobEHO MPH MALMEHTH C
IpemuecTrama YepHoApoGHa NHposa (BXK. ToUKa 4.4). FiMa nocTMapKeTHHIOBH ¢BO0ImenH 3a CIiyHan
Ha MeTaBoIMTHA anno3a. BONKHECTBOTO OT MALMEHTHTE ca HManH OL0pedsy HapyLBeHud, oB0peuna
TyGynomamua (cusgpom ma Fanconi) wiM AMapmsi, WIH HSKAKBY APYTH CBCTOAHHA, IpH  KOWTO
HAPYIIEHHETO HA KHCENHHHO-AIKATHOTO PABHOBECHE € HM3BECTHO YCIOKHEHHE (Bxk. TOUKa 4.4).
Ha6/miomaBaHi ca CEPHO3HH CTyHMaH Ha OCThp NaHKpeaTHT, (e3 NOKyMEHTHpAHH IOIIeXAlld
GuinapHy Hapywenns. Kakro npH ocTaHANMTe BHIOBE XeNaTApaila TEPAIms 3a XeEI30, sary0a Ha
CIlyX 33 BHCOKHTE 9ECTOTH M NIOMBTHABAHE Ha Jleiara (panHa KaTapakTa) ce Haluio/aBaT HEYECTO
IIPH TIAIHERTHTE, IeXyBaHu ¢ fedepasHpokc (BK. Touka 4.4). -
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K&THI{HHOB KTHPBHHC IIPH CBPBRXHATPYIBAHE HA XKEeNg30 NOpagy IM!H’I}I

B peTpoCneKTHBEH MeTa-aHaNM3, MPOBEAEH MpH 2 102 BH3paCTHH M NEAMATPHYHH NAlMEHTH C Gera
TanaceMHA H CBPBXHATPYMBaHE HA XEeA30 nopagn Tpachysuu (BKMOYBAN] MALMEHTH ¢ Pa3MTHYHH
XapaKkTCPHCTHKH, KAaTO HalpUMep WHTECH3HBHOCT Ha TpaHcdy3uwTe, AO3HPOBKA H NMPOABIDKHTEIHOCT
HAa JIEYEHHETO), JIGKYBaHH ¢ aedepasHpokc nop GopMaTta wa ABRCICPIUpaM cc TabneTkw B IBe
PaHIOMH3HPAHH KIHHHYHH TIPOYYBAHHS M YCTHPH OTBOPEHH MPOYYBaHHA, ¢ NPORXBDKHUTENHOCT A0
HeT ToJHHH, c¢e HalmonaBa cpeflHO NOHIKEHHE Ha KPEaTHHWHOBHA KIHpBHC ¢ 13,2% npn
BB3pacTHUTE natwpeHty (95% CL: - 14,4% 1o - 12,1%; n=935) u ¢ 9,9% (95% CI: - 11,1% a0 - 8,6%;
n=1 142) npu MeOHATPHYHATE MAUMECHTH, Ope3 MEPBATa TOJMHA OT JNedenneTo. IIpa 250 namuenTH,
NPOCIENABAHM 3a NIEPHOA OO TET TOAMHH, HE Ce¢ Halmonapa No-HATATHIUHG NOHIKEHHE B CPEIHHS
KPeaTHHHHOB KJIHPBHC,

Kmnnuaso DNPOYYBAHE TIPY NAINHEHTH ChC CHHAPOMH HA HET Qaﬂcﬂ Y3HOHHO-33aBHCHMA TaTaCceMUA

B l-ropmumzo npoyusane Ha gedepasipokc (nox ¢opMara Ha AECHEprdpamm ce TabneTku B 1032
10 mg/kg/nen) TpH NANMEHTH CBC CHHOPOMH Ha HETPAHC(Y3HOHHO-3aBHCHMA TATaceMHA W
CBPBXHATPYNBAHE Ha KenA3o, guapua (9,1%), obpue (9,1%) B ramene (7,3%) ca nafi-uecto
ChOOIABAHATE HEKENAHH PEAKUWH, CBBP3aHU ¢ NMpoydBaHus NpoaykT. OTKIOHEHHA B HHBATA Ha
CePYMHHA KpeaTHHHH M CTOHHOCTHTE Ha KPEaTHHHWHOBHE KJIMPBHC c€ CHOOINABAT CHOTBETHO MIPH
5,5% u 1,8% ot naumenture. INopuIapake Ha YepHOAPOGHKTE TPAHCAMMHASH 2 ITETH HAJ H3XOAHHTE
H 5 IBTH Hall rOpHa IPaHHLia Ha HOPMaTa ce cho0Oluasa mpu 1,8% OT HallHEeHTHTE.

Heduampuuna nonynayus
B nBe KIMHMYHH NpOYYBaHHR DacTEAET H [ONOBOTO PasBHTHE HA MNEAWATPHYIHHTE NAHEHTH,

JexyBaHH ¢ fedepasHpoKe B IPOALIKEHHE Ha 5 NOIXHY, HE Ce MOBJHABAT (BX. Touka 4.4).

[Ipy neapaTpUYHK MALKMEHTH HA BHIPACT 2 AC 5 roauuy ce chofmasa No-4ecTo 3a NoABa Ha JUapus,
OTKOJIKOTO IIPH NO-BE3PACTHHTE MAI[HEHTH.

Cnyuau va 656pena TyGynonaras ce ch06LIABAT NPEIUMHO TIPH ASLA H IOHOMH ¢ 6eTa TaraceMus,
OpoBEKIAIH NedeHHe ¢ medepazupokc. B nmocrMapkeTHHroBHTe ChOCIIEHH® BHCOK IpPOLEHT OT
chayqaute Ha MeTabOJIMTHA alHI03a, BE3HHKBAT [PH [€lld B KOHTEKCTa Ha CHEApoM Ha Fanconi.

Crobmasa ce 3a ciTyyan Ha OCTBp NAHKPEATHT, 0COGEHO TIPH AEeLa H IOHOILH.

Crobmiabare Ha NOLO3NPAHN HEXENAHH PEAKITHY
Cro61aBaHeTo Ha IOA03MPAHH HEXEIAHH PEAKIHH CIE, pazpeinapane 3a ynorpefa Ha JTeKapCTBEHHA

NPOAYKT € BaxkHO. TOBa MO3BONIABA [ NPOABIKH HaOTI0NEHHETO HA CHOTHOIIEHHETO NOM3A/PHCK 34
NCKapCrBeHAS mNpomykT, OT MemHUMHCKHTE CHELHMANHCTH Ce M3MCKBa Ja <¢hollmiapar BCAKa
N0O03HPaHa HEMNENAHA PEAKIIHA:

H3nbiHMTENHA areHIMA 10 TEKApCTBATA
yi. ,Jdamss lpyes” Ne 8

1303 Codus

Tem.: +359 2 8903417

yebcaiir: www.bda bg

4.9 Ipepcanpaune

CHMIITOMH
PannuTe NpusHaln A2 ocTpO npexosupaHe ca MposSBH OT CTPaHA HA XPaHOCMH/IATENHATZ CHCTEMA
Karo kopeMHa $oinka, muapud, rageHe M nospbinaHe. Chobmasar ce depHOApoOHH M GBOpedHH
HapyIleawd, BRAICTHTEHO CNYyYaH HA NIOBHINABAHE Ha YepHOApPOOHUTE €H3MMH M KpeaTHHWHA, KOHTO
NpeTbprsABaT O0pPATHO pa3sBHTHE Cliel NPEYCTAHOBABAHE HA NEYeHHETo. TIpUoskeHa MO HOrpemKa
enuHHIHA 1032 oT 90 mg/fke e moena A¢ caHApoM Ha Fanconi, ko#To € OT3BYYan cien 1

Jeuenne
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Jiancsa crieumpuien aHTHAOT Ha nedepasupokc. Moske /la € MOKa3aHO NPWIAraHETO HA CTAHIAPTHHTE
NpOUenypH NpH NPEAOIHPAHE, KAKTO M HA CHMITTOMATHYHO JICUCHHE, CIIOPE METHIMHCKHTE HYKIH.

5. ®APMAKOJOIAYHH CBOMCTBA
5.1 @apmakogHHAMH4HH cBolHCTBa
(QapmakoTepaneBTHYHA rpyna: Xenaso xenarupamy cpercrea, ATC xox: VO3AC03

Mexanu3abM Ha AciicTRAE

Hedepasnpoke e nmepopanen XenaTop, KOHTO € BHCOKOCENeKTHBeH 3a kemazo (III). Toit ¢ Tpuand
JMTaHf, KOHTO CBBP3a HENA30TO ¢ BHCOK admHMTeT B oTHOmWeHHe 2:1. J{edepasHpoke yBennuana
CKCKPCIMATA HA XEAA30T0 npenuMHo ¢ dereca. Medepaznpoke HMa HUCEK aQHHHTET KBM UMHKA H
MEATa H He NPHYHHABA OCTOAHHC HHCKH CEPYMHH HMBA HA TE3d METANH,

DapMakoIHHAMAYHY eEKTH

Ilpu enuo merabonmMTHO NpoyvuBaHe HA DPABHOBECHE HA JKENMIOTO NPH BHIPACTHH TALMEHTR ©
TanaceMiA CbC CBPhXHATPYTIBAHE Ha Jemn3o, Jedepasupokc B AHeBHH 1031 oT 10, 20 1 40 mg/kg non
dopMara Ha mucneprHpal ce TaGNETKM HMHAYNMpA CPEHA HETHA EKCKPEIHS CHOTBETHO
ua 0,119, 0,329 1 0,445 mg Fe/kg TenecHo Terno/meH.

Kninuyna edukachocT i GesonacHocT

IlpoBeseHH ca w3NMTBAHMA 3a KIMHMYHAZ e(uKacHOCT Ha JedepasMpoKC HOA (opMara Ha
AMCNEPTAPAILY ce TabneTKH,

Hetepasupoxc e uscneasan npu 411 pr3pacTay (Ha BB3pacT =16 rogunn) u 292 pera (Ha BB3pacT
0T2 10 <16 roAMHH) C XPOHMYHO CBPBXHATPYNBAHE HA XKGJIA30 LOPALH KpeBonpenupanui. Ot
heuara 52 ¢a Ha BB3pacT OT 2 1o 5 roguHd. QCHOBHWTE 3a0ONABAHHA, HANATAINH IIPEHBAHE,
BKNICYBAT O€Ta TANACEMHH, CHPIOBUAHO-KIETHUHA AHEMMA ¥ ADYTH HACIENCTBEHH M HPHAOGHTH
GHEMHH (MHEIONMCIUIACTHYHH CHHIPOMH, CHHApoM Ha Diamond-Blackfan, amnacriuna aHemus W
ApPYrA MHOTO PeIKH aHEMHH).

ExensesHoTo nevenwe ¢ Aedepasupokc nox (opMaTa Ha OHCICPrHpaWM ce TAalNeTKH B [03H
or 20 1 30 mg/kg 32 exHa rogmHa npu €ecTo TpaHchy3MpaHH BH3PACTHH NANMEHTH U Jena ¢ Gera
TanaceMHA BOJH A0 MOHWKCHHE HA IOKAIATENHTE 3& JKENAI0TO B OpraHHsma. depHoapoOHHTE
KOHUCHTPAllHH Ha JKEAA30 CA MOHMKEHH CBC ChOTBETHO okomo -0,4 M -8,9 mg Fe/g uepeH apob
(buoncxuno cyxo Terno (C.T.)) cpeoHO, a CEPYMHMAT (EPHTHH € MOHHXEH CbC CBHOTBETHO
oxono -36 u -962 pg/l cpenxo. B crmpTe 103U OTHOMICHHATA HA eKCKPELMATA HA JKeNT30! IPHEMBT Ha
HeNA30 € CBoTBeTHO 1,02 (moKkassamo HeTHHA keneseH Oananc) M 1,67 (moka3Balle HETHOTO
oTaensHe Ha Kkein3o). [lehepasupoxc HMHAYIMpPAa CXOZHHM OTTOBOPH IIPH DALMEHTHTE CBC
CEPEXHATPYMBAHE HA JKEJI30 ¢ ApYrH BHAOBE aHemus. JlHeBHuTe No3u or 10 mg/kg mox dopmara Ha
AHCTICPTHPAIH Ce TAONETKH 3a efiHa FOAHHA MOXe Ja NOANLPKAT HHUBATa Ha YEPHOAPOGHOTO Keaso
M CEpyMHHA ()ePHTHH M MHAYNWpAT HeTeH KeNne3eH Gananc Npd MALHEeHTHTe, TOMYdaBAlH PEAKH
UPENUBAHHA WIM OOMeHHM mpenuBadHA. CepyMHMAT GQEpHTHH, OLEHEH upe3 €KEMECEUHO
NpoCReAABaHe, OTPa3fBa IMIPOMEHHTE B KOHIICHTPALNUTE HA YePHOIPODHOTO XKeNs30, KOSTO MOKa3Bka,
e TEHOCHIMHTE B CEPYMHHA (QepHTHH MOXKE A3 Ce W3MOJN3BAT 33 NMpOCAcHgBaHe HA OTrOBOpa KBM
TepanuaTa. OrpanHueHHTe KIMHHYHH AaHHK (29 NalMEeHTH C HOPMANHA CHpPAEYHA QYHKIMA B
Hadanoro) ¢ MRI mokassat, we newennero ¢ aedepasupoxc 10-30 mg/kg/nen mox dopmara Ha
mucneprupamg ce TabneTky 3a 1 rognHa MOKE CHINO [a MOHWKH HMBATA HA JKENA30TO B CHPIETO
(cpeanc MRI T2* noseuienne ot 18,3 xo 23,0 MUITHCEKYHIH).

I'MaBHMAT aHanus Ha OCHOBHOTO CPaBHWTENHO MpPOyYBRAHe NPH 586 MauHeHTH,
TAT4CEMHA H CBPBXHATPYIIBAHE HA XE/M30, MOPANH TPaHC(y3iA He TOKA3Ba HE -
Redepasupoke Tion Gopmara Ha AHCIEprUpamy ce TabIeTKH CNpaMo Aedepok
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obmara rpyna nanuenta. OT post-hoc aHamH3a HA TOBA NPOY4BAHE MITMEKIA, Y€ B TOATPYTIATA Ha
TALHEHTHTE ¢ YePHOAPOGHM KOHUEHTpalWH Ha xens3oro >7 mg Fe/g cr, nexyBaku c JegepasHpoKe
oz gopmara Ha Tyucnieprapaiy ce Tabmerku (20 u 30 mg/kg) unu aedepoxcamus (35 go >50 mgkg),
€a NIOCTUTHATH KPUTEPHAUTE 32 HE - HH(EPHOPHOCT. BENpEeKH TOBA NpH NalMEHTHTE ¢ YepHOAPOGHA
KOHICHTpaIA Ha Jenae <7 mg Fe/g or, exybanu ¢ Aedepasupokc mox GopMmaTa Ha AHCIEPTHPALLA
ce Tabnerku (5u 10 mg/kg) wm nedepokcammu (20 go >35 mg/kg), He - HMHQEPHOPHOCT He ¢
YCTAaHOBCHA TOpAZH HeEeKBMBANEHTHOCT B JO3MPAHETO Ha ABATA XeJaropa. TasH HEeKBHBAICHTHOCT
BB3HHKBA, ThH Karo Ha NAUHEHTHTE Ha nedlepOKCAMUH ¢ GHIIO IIO3BONIEHO JA OCTAHAT Ha CBOATA 7034
OT NpEAH NpOY4BAHETO, AOPH KO TA € §Hna Mo-BHCOKa OT OMpeAeNeHara oT NPOToKoaa Jo3a. B Topa
THIOTHO NPOYYBAHE Ca yUaCTBAM NETASCET H IIECT MalMeHTH Ha Bp3pacT ol 6 roanHH, Karo 28 ca
nomysasand nedepasupokc noxn dpopMara Ha AHCIEPrHpaIH ce TabreTky.

OT NpegkNHHHYHATE M KIHHHYHHTE MpOYIBaHUA H3rNexkaa, ve nedepasmpokc mox ¢opMara Ha
AMCTIEPTHPAIUM Ce TabAeTKH MOKe Na € TONKOBA aKTHBEH, KOJKOTO gedepokcaMiH, Korato ce
H3IONI3Ba B I030BO CHOTHOMIEHHE 2:]1 (T.€. A03a Ha gedepasHpOKC oA (OPMATa Ha NHCTICPTHPANIH ce
TabNeTky, KOATO 9YHCAEHO € HANOJOBMHA OT 03aTa HA nedepokcamur). [lpu medepasnpoxe
unMHpann TabneTkn MOXe Ja ce OOMHMCIM [030BO CHOTHOmEHHe 3:1 (T.e. mo3a nedepazHpokc
¢bunMupann TabneTkH, KOATO YHCHCHO e enHa Tpera OT f03aTa Ha AeQepokcaMHH). Brmopeku Topa
TE3H MPENOPBKH 32 RO3HPaHE He Ca OLEHEHH NPOCICKTUBHO PH KTHHHYHHA TPOYYIBaHHS.

Ocsen TOBa, nMpu mamuenTuTe ¢ HepHOAPOGHa KOHLEHTpallkd Ha kenazoro >7 mg Fe/g ¢T. ¢
PA3IHIHM BUAOBE PEAKH QHCMVH MW CHPIIOBHAHO-KIETHYHA aHeMHH, Teepasupokc nox Gopmara Ha
muctieprupalin ce Tabnerku B nosa no 20 u 30 mg/kg BoAM MO NOHMkeHHE Ha yepHogpoOHaTa
KOHUCHTPAIAA HAa KEMA30TO M HA CEPYMHMA (EPHTHH, KOHTO C4 CPABHHMH C TOJTYSEHHTE NpH
nandeHTH ¢ Gera Tanacemus.

B 5-rogmmro ofcepeanuoHHO npoydBaHe, B paMkuTe Ha KoeTo 267 Aena Ha BE3pacT 0T 2 3o
<6bromumd (P BKIIOYBAHE B TPOYYBAHETO) ¢ TpaHc)y3HOHHA XEMOCHAEpO3a NpHeMar
Hedepasupoke, He Ce YCTAHOBABA KAMHMYHO 3HAYHMa pasnHka B mpodmma Ha GezomacHOCT H
TNIOHOCHMOCT Ha Je(epasnpoke Ty NeHaTPHYHK NAUMEHTA HA BB3IPACT OT 2 0 <6 FOAMHH CIIPIMO
o6IaTa NOMyalKA OT BH3PACTHH H TIO-TOIEMH [eHATPHYHY NAUHEHTH, BKITIOUATEIHO IOBHIIABAHE
Ha CEPYMHHA KPEATHHHH ¢ >33% M Hal ropHaTa rpaHMIA HA HODMaTa B >2 HOCIEIOBATENHH CIyHas
(3.1%) u noBuIIaBaHe Ha ATAHKH amuHoTpaHcdepasata (ALT) wag 5 OuTH rOpHATA CpaHMiE Ha
HopMara (4,3%). Cnobl@asar ce enHEMYHH cnyyap Ha nosmmasaHe Ha ALT w acmaprar
aMHHOTpaHCdepasaTa cboTBeTHO npu 20,0% u 8,3% ot 145-Te TIALIMEHTH, 3aFbPIIMIN HPOYYBAHETO.

B mpoyusane 3a ouenxa Ha GesomacHocTTa Ha fedhepasHpOKC unMupand H aucneprupamy ce
TabneTkH, 173 BR3pAacTHH W NMETHATPHYHM NAUMEHTH ¢ TpaHChy3HOHHO-32BHCHMA TANAaCceMHA WITH
MHEIOAHCIINACTHICH CHHAIPOM €4 feKyBany B NporwnKenue Ha 24 ceamuun. Habmonasan e cpasaym
npod1 Ha Ge3onacHocT 3a PUIMHpPaHM B THCIEPrUpaL ce TAGHETKH.

IlpH nanweHTH CBHC CHHAPOMM Ha HeTpaHchy3HOHHO-3aBHCHMA TANACEMHS M CBPBXHATPYNBaHE Ha
KN30 NIGICHHETO C Aedepasupoke nox GopMaTa Ha TECTIEPTHpAlTH ce TAaGNeTKH € OHEHEHO B X0Ia
Ha |-rommuHo, paHAOMH3HPaHO, TBORHOC/IAINO, wianebo-KOHTPONHpaHo npoyusaHe. ITpoyuBaHeTo
CPAaBHABA eQUKACHOCTTA HA ABE DAsIIMYHM CXEMH HA JeUcHHE C IedrepasHpoxc nox dopmara Ha
AUCTIEpTHpaill ce Tabnerku (Hawanma fmosa ot 5 u 10 mg/kg/nen, 55 nauMeHTH BBB BCAKO
TCPANeBTHYHO pamo) u fevenne ¢ muauebo (56 namuentn). B npoydsaHero ca BKIIOYEHH
145 BE3pacTy 1 21 neANaTPHIHK NAUHEHTH. ITepBHIHHAT HOKazaTeNn 3a eHUKaCHOCT € MpoMsHATA B
KOHLICHTPAlMATA HA KEM430TO B yepuus gpod (LIC) cnpamo u3xomsara cnen 12-Mecewno neycHHe,
Enve oT BTOpHYHMTE moxazaremu 3a ebHKacHOCT € MpoMAHATA B HHUBOTO HA CEpYMHHSA (DEPUTHH
MEHAY H3XOAHO HUBO U 9ETBRPTOTO TpHMeceyne. [lpu Hagamna no3a or 10 mg/kg/nen aedepasHpoKc
nox ¢opmaTa Ha JMCTIEPrUpamM ce TabNeTKH BOAM N0 TOHIKABAHE HA MOKA3ATEIHTE 33 OGIIOTOTO
ChABPKAHKC HA XENA30 B OpraHusMa. CpenHO, KOHUEHTPALMATA HA KEIA30 B 4YepHHi Jpob ce
nonwxara ¢ 3,80 mg Fe/g c.T. npu naupenture, nexkypaHH HJedepa3supokc Tio
AUCHEPTHpally ce TabneTkH (HauamHa go3a ot 10 mg/kg/nen) H ce nosmmaea c 0,3
TRUACHTHTE, IEKYBaHH ¢ rwiauebo (p<0,001). Cpemno, HEBOTO Ha cepyMHHS Dep

18




222,0 pg/l npu naumeHTHTE, NEKyBaHM C Dedepasupoke mOX (GopMaTa HA JHCOEPTHPALIH Ce TabHeTKH
(#avanma noza ot 10 mg/kg/men) 1 ce nopymasa ¢ 115 pg/l Upu naudeHTHTe, NeKyBaHH ¢ mianebo
(p<0,001).

5.2 DapMakoKHHETHYHH CBOHCTBA

Hedepasupoke  duammpann  Tabnetku OEMOHCTPHPAT —IO-BHCOKA OHOHATHIHOCT — CHpPAMO
- Aethepasupokc non opmara Ha Aucneprupauw ce Tabnerku. Cren aganTHpaHe Ha KOAHIECTBOTO Ha
aKTHBHOTO BEIECTBO, (MIMHpaHHTe TalneTky (¢ KOMMYECTBO HA aKTHBHOTO BemecTBo 360 mg) ca
CKBHBAJICHTHH Ha iehepasHpoke Nucneprapaliy ce TabneTKH (C KOMHYECTBO HA AKTHBHOTO BEMECTBO
500 mg) no oTHOIIEHHe Ha CPENHATA ILTOM] NOJ KpHBaTa ,KoRUCHTpanHa-bpeme” (AUC) Ba rmagHo.
Cuoa € noBumena ¢ 30% (90% CI: 20,3% - 40,0%); aHanu3 Aa KIHAHIHATA CKCTIO3HIHA/OTTOBOD
ofave He NoKa3Ba 3HAYMMO BIAAHHE Ha TOBA TOBHILEHHE.

AbcopGuus

Hebepazupoke non dopmara Ha amcneprupamu ce Tabnerkd ce abcopbupar cien [NEePOPaTHO
NpHIOKEHHE CBC CPeJHO BpPEMe [0 MaKCHMalHaTa IUIasMeHa KOHUEHTpalMd (tma) OT
oxon0 1,5 1o 4 waca. AGcomornara GuonammuHoct (AUC) Ha nedepasmpokc mon ¢opmara Ha
AHCTICPrUpamy ce¢ TabneTkw e okono 70% B cpaBHeHwe ¢ MHTpasefiosHara po3a. AGcomoTnaTa
GHOHANHYHOCT Ha (GHIMHpaHHTE TalleTKH He € ycTaHOBeHa. BHOHa/MMHOCTTA HA HedepasHpoKc
Guimupann TabneTkH ¢ ¢ 36% Nno-BHCOKA OT Ta3u NPH AUCIEpTHpALIHTe C¢ TabneTky.

IIpoyusane 3a edekra Ha XpadaTa, BKIIOYBAILO NPHIAraHeTo Ha (PHUIMHpPAHE TablNeTKu NpH 31pas
HoGPOBONIM Ha TIAJHO M ¢ GeaHa Ha MajHMHH (cvabpxanre Ha MasHEHH <10% OT KTOpPHHTE) WIH
Oorara Ha Ma3HHHN (CBIBPKAHHE Ha Ma3HUHHA >50% OT KaNopHHTE) XpaHa noxassa, Ye AUC u Coax
Ca JICKO TIOHMKEeHH Cllell MpHeMa Ha OeHA Ha Ma3HHHM XpaHa (coTBeTHO ¢ 11% | 16%). Cnen npueM
Ha forara Ha MasHHHH XpaHa, AUC ¥ Cpa ca TIOBHIIEHH (CBoTBeTHO ¢ 18% H 29%). [loBHIIeHHETO
H2 Cmay IOPaJH CMAHATA HA JekapCTBeHaTA HOPMA WK NopanH edekTa HA GOrara Ha MA3HHHH XpaHa,
Moxe Aa GbJe aHTHBEH M MOPAAM TA3M [PHYMHA ce MpemopbuBa (HIMHpaHHTE TAabNeTKH ga ce
NIpHEMAT MIIM HA IMIATHO WM C JIeKa XpaHa.

Pasnpenencrane

Hedepasupokc ce cpep3Ba BBB BHCOKa cTeneH (99%) ¢ TIasMeHwre GENTHUM, NOYTH WAIO CHC
CepyMHHs an0yMHH M HMa Mambk ofeM Ha pasnpelefeHHe OT npHOMM3MTenno 14 miTpa npw
BE3PAcTHM.

buotpanchopmarma

[mokypoHHpaHeTe € ChnasHusT MeralonWTeH BT 3a JedepasHpoKe ¢ nocleAwama Ommapna
eKCKpeLHA. BepoATHO e chluecTByBaHeTo Ha IEKOHIOTHpaHe Ha TIIOKYPOHHIMTE B deppara H
mocneapamia peadcopbmus (eHTepoxenarajeH LHKbJI): B NpoydYBaHe IIpH 3IpaBH I0GPOBONLH
NpHAraHeTo Ha KOJIECTHPaMHH CNeR efHOKpaTHO npwiaraHe Ha pedepasupoxc Bomu 1o 45%
TICHIDKEHHE Ha eKCIO3HUMATA Ha fedepasupoke (AUC).

Hedepasupokc ce rmokyponHpa miaHo oT UGTIAlu B mo-maika cremen or UTIA3.
Karamsupatinar ot CYP450 (okcuaatusen) MeTabonu3nM Ha MeepasHpoKe H3TIEKA € MUHHMATCH
npH xopa (oxono 8%). He ce nabmopasa HUKaKBo Huxuﬁupane Ha MeTafomH3Ma Ha nedepasHpokc oT
XUAPOKCHYpes in vifro.

EnamuHupaHe
Hedepasnpoke u MeTaBoNMTHTE My Ce eKCKpPETHpAaT OCHOBHO BBB (emeca (84% oT mozata).
brOpeunara exckpeums Ha medepazupoxc M MeTabonMHTHTE My ¢ MuHEManHa (8% OT gosara).
CpeaHyuAT emMMUHALMOHEH MOMYXKUBOT (t2) Bapupa oT 8 1o 16 vaca. B Gunmnapuara excxpeum Ha
Aedepasupoke yaacTsar TpaHcnoprepure MRP2 u MXR (BCRP).
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Jluneiinoctr/AgnpHeiHOCT

Crm 1 AUCo20n Ha NepepasHpokc ce NOBHILABAT MPHOIMIATENHO THHEHHO C 403aTa PH YCIOBHS Ha
CTAUMOHAPHO CheToAnMe. IIpw MHOTOKpATHO HO3HMpaHe eKCTIOIUUMATA HAPacTBa ¢ KOeHUUEHT Ha
xy™Mynupase ot 1,3 mo 2,3.

XapakTepUCTREY Ha NANHEHTHTE

Heduampuuna nomynayus

O6mara excno3duns Ha oHOmHTe (12 10 <17 roguau) W gena (2 A0 <12 roauHH) Ha AedepaHPOKC
IS €IHOKPATHH W MHOTOKDATHH NO03¥ ¢ NO-HWCKA OT Ta3u NPH BL3PACcTHY MalvenTh. 1lpu fena
noy 6 TOAMIIHA BE3pAcT EKCHO3ULMATA € OKOITO 50% NMo-HHCKA, OTKONKOTO NpH Bh3pacTHH. Thil kato
[03aTa C¢ NPOMEHA HHIHBHIYaMHO B 3aBHCMMOCT OT OTIOBOpa, HEe ¢ OYAaKBa TOBA Ja MM
NOCIEACTBHA.

Hon

HKermre uMaT cpemHo no-HMCBK mpuBHASH KMpeHC (c 17,5%) 3a medepas®poxc, B CPABHEHHE C©
MBxere. Thif KaTo JO3MPAHETO Ce MpOMeHA HHAHBHAYATHO B 3aBHCHMOCT OT OTTOBOpa, He C& 04aKBa
TOBA [13 MMa KIHHHIHH TOCIC/ICTRHA.

Cmapuecka evapacm
DapMakOKHHETHKaTA Ha Je(epasHpoKe HE € NPOoyYBaHa NpH NAlWeHTH B HAIPEAHAIA BE3pacT (Ha
BE3pAcT Ha i Hajg 65 TOJHHH).

Bubpeyro unu ueprodpobro yepexcoane

DapmakOKHHETHKATa Ha AcepasHpoKc He € Mpoy4BaHa MPH NaiHeHTH ¢ OBOpEUHO yBpexAaHe.
DapmakOKuHeTHKaTa Ha JNedepasupokc He Ce NOBIMABA OT HHBA HA CEPYMHHTE TPAHCAMMHAH
A0 5 ITHTH Hall TOpHATa pedepeHTHA rPpaHuLIA.

B xmHUYHO MpoyvBaHe NpH €AHOKpaTeH [IPHEM HA AedepasHpoke noj GopMaTa Ha JHCOEPrHPALIH
ce Tabierku B g03a or 20 mg/kg, cpenHara excnosuuus e Guia nopHIeHa ¢ 16%, NPy NALMEHTH C
Jiexo uepHoapoGHO yppesnane (Kmac A no Child-Pugh) u ¢ 76% npH NAUHEHTHTE C YMEPEHO
qepHOnpoSHo yepexaane (Knac B no Child-Pugh), cipsamo nauseHTHTe ¢ HOpManHa gepHoapoGHa
¢dyakmma. Cpeamara Coax Ha AeepazupoKC NpH MAIMEHTH € JIEKO HIH YMEPEHO 4depHOIpobHO
yBpexiaHe € 6una nosumena ¢ 22%. Ipu eAMH MAlHEHT ¢ TEXKe YepHoapo6HO yepexmane (Krac C
no Child-Pugh), excriozuuusTa e 6ira nosuena 2,8 neTH (BX. ToukH 4.2 1 4.4).

53 TMpeaxauuutnn nauuH 33 GezomacHocT

HexnwuudenTe nanAm He nokasaT ocoleH pHCK 3a Xopa Ha 0asara HAa KOHBEHLHOHANHHTE
apmakonorHIHE npoyuBaHMs 3a Ge30MacCHOCT, TOKCHMHOCT TPH MHOTMOKDATHO TIpHJaraHe,
TCHOTOKCHYHOCT WITH KaHLEpOreseH HoTeHIMANn, (OCHOBHHTE pe3ynTaTH ca 0B0pedHa TOKCHUHOCT U
NOMBTHABAHE Ha nellara (KarapakTa), [TonoGHu pesyntaTy ce HaGMIOAABAT NPH HOBOPOIEHH M MNATH
XHBOTHH. Cumra ce, ue GBOpedHaTa TOKCHYHOCT € OCHOBHO NOpAIH OTHEMAHE HA KENAIOTO [PH
HHBOTHH, KOUTO IIPEAH TOBA He ca OWIH ChC CBPBXHATPYIIBaHE Ha MEIA30.

TecropeTe 3a TeHOTOKCHMHOCT in vifro ca OTpHIATENHH (TecT HA Ames, TECT 34 XPOMO3OMHH
abepanyu), Makap ue AeepasHpokC MpeJW3BHKBA 06pasyBaHe Ha MHKPOAIpPA in Vivo B KOCTHHA
MO3BK, HO HEe U B YepHMA [po6, Ha MIEX0Be Ge3 HAaTpyIBaHE HA JKEiA30 B JETANHH no3u. Taxuea
edexTn He ce HaGmMONABAT NPH IUTBEXOBE, TIPH KOMTO MMa IPEABAPHTEIHO HATPYNBAHE Ha XKENA30.
Hedepazupokc He ce e OKa3al KAHUEPOTeHeH, MPH NPHIOKEHHE Ha [UFHXOBE HPH €JHO 2-FOJHUIHO
IIPOYIBAHE ¥ TPAHCTEHHH P53+/- XeTEPO3UIOTHH MHIUKH NPH SAHO 6-MeCeuHo Ipoy4Bade.

[ToTenupmansT 3a TOKCHYHOCT KBM DETPOAYKTHBHUTE (QYHKIMH € OUCHEH HPH TUTH

I{e(bepasprpmcc He e Oun TePATOTEHCH IIPH IUTEXOBE, HO € NOBEM [0 IIOBHIIEHA TECT:!
CReJIETa 1 KO MBPTBH PaXJaHHA NpH NIpUIaralHe BbE BHCOKH JIO3H, OKA3allH € C)
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HKEHCKHTE [PH KOHTO HE € HMANN0 CBPLXHATPYIIBaHe Ha »kea30. JedepasHpokc HAMA OpYTH edekTH
BEPXY depTRITHTETa HIH PETIPOAYKTHEHHTE Bh3MOKHOCTH.

6. @GAPMAINEBTHYHH TAHHH
6.1 Cnuchk Ha NOMOLIHHTE BEWECTBA

Anpo na rabnerka
Kpocniosunos (tun A) (E1202)

HNosuaon K30 (E1201)

MuxkpoxpuctanHta ueaynosa (tun 101) (E460)
MuxkpoxpHrcTanHa memyaosa (tum 102)
Marnesues creapar (E470b)

Ilonoxcamep 188

Konounen cuninimes nrokcun, 6essonen (E551)

dunMoBo moKpHTHE
Xunpomenosa 2910(3 mPa-s) (E464)

Taurasos auokcun (E171)

Makporoi 4000 (E1521)

Tank (E553b)

Hnnurokapmus, aryMuHeB jak (E132)

6.2 HecseMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogsocr

3 rogMHn

6.4 CneunannH yCIOBHA HAa CHYXpANWSHHE
Tosu nexapcTBen NPOLYKT He H3UCKBA CIICLHATHH YCIOBHSA HA ChbXPaHEHHE.
6.5 BnraH chALPXKAHHE HA ONAKOBKATA

Ipospausn PYC/PE/PVDC anymuuesu Gnucreps.

bmucrepute ceappxar 30 wiu 90 puIMHpanu TaGneTkH, HIH IPyIoBa onakoska ot 300 ¢rnmupann
tabnerkn (10 omakosku mo 30).

He Bcruky BHZOBE ONaKOBKA MOTaT Ja GBAAT MycHATH Ha Na3apa.
6.6 CnenuajHH IpelNazuy MePKH NPH H3XBLPJIsAHE

Hama cnienuanyi H3HCKBAHHES.

7. NPHTEXATEJ HA PASPEIHEHHETO 3A YIIOTPEBA

PHARMASCIENCE INTERNATIONAL LIMITED
1 Lampousas Street,

1095 Nicosia,

Kpnep
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8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEEA
Per. Ne

9. [JATA HA I'bPBO PA3PEIIABAHE/MOJHOBABAHE HA PA3PELIEHHETO 3A
YOOTPEBA

JlaTa Ha TEPBO pa3peluaBaHe:

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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