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Anapa 120 mg ¢puamupanu TabneTku PW -@ é z 5—3/[}34]3-2023

Adara 120 mg film-coated tablets

2. KAYECTBEH H KOTHYECTBEH ChCTAB
Besaxa Tabnerka ceabpxka 120 mg gebykcocTar (febuxostat).

[IoMOILHO BEUIECTBO ¢ M3IBECTHO AelicTHe:
Beska tabnerka cuabpxka 114,75 mg nakrosa.

3a MBJIHHS CIUCHK Ha NOMOLIHUATE BEIIECTRA BUXTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

PunMupaHa CBeTIOXKBITA Tabnerka (Tabnerka).

CBeTNOXKbITH 10 XbATH IPOABATOBATH pHUNIMUpatu TabneTKy, ¢ JeIUTENHa YepTa OT €AHaTa CTPaHa.
JlenuTennara yepra € caMo 3a yJAeCHSBaHE Ha CHYMBAHETO C 1EJ MO-JIECHO I'bJITaHe, a He 3a pasfclaHe Ha
PaBHH JO3H.

4. KJAHHYHHA JAHHH

4.1 TepaneBTHYHH NOKAa3AHASA

Anapa e NoKa3aH 3a JIeYEHUE Ha XPOHHYHA XUTIEPYPHKEMUS NPH ChCTOSHUSA, IIPH KOHTO BEYE € HACTBIHIIO
OTIIAraHE HA YpaTH (BKIIFOYHTEIIHO aHAMHE3a WIH HaJliyHe Ha TOQH W/HAN N0Jarpo3es apTpur).

AJlapa e MoKasaH 3a IMPEBEHUHA H JISYCHHE Ha XHUNEPYPHKEMHS MPH Bb3PacTHU NALUEHTH, MOATOKEHH Ha
XHMHOTEpaANua Ha XeMaToONOrHYHU 3JI0KAYeCTBeHH 3a00NABaHHA ¢ YMEpPEH A0 BHCOK PHCK OT TyMOp-
nusuc cuaapoM (TJIC).

AJlapa € noKa3aH NpH Bb3pacTHH.

4.2 [103MpOBKA H HAHH Ha NPHJOKEHHE

H03HpOBKa

[lonarpa: npenopbuBaHaTa fo3a Anapa e §0 mg euH MbT JHEBHO, HE3ABUCHMO OT XpaHaTa. AKo
MMKOYHATa KHCEITHHA B cepyMa ¢ > 6 mg/dl (357 umol/l} cnepn 2-4 ceaMunn, Moxe Aa ce OOMHCIIH
npunaraneTo Oebycraz 120 mg eauH BT JHEBHO. |

AJnapa neiicTBa AOCTATBYHO OBP30, KOETO TTO3BONIABA HOBTOPHO M3CIIEIBAHE HA MTHKOYHATA KHCE/IHHA B
cepyMa cnell 2 ceaMHUM. TepaneBTHUHATA LEI € /]a C€ TOHIKH M HOIbpXKa NUKOUHATa KHCEIHHA B

cepyMa noa 6 mg/dl (357 umol/1).

IIpenophyga ce Haii-Manko 6 Mecena npPoPHIAKTHKA Ha TOAATPO3eH IIPUCTBII (BX. ToUKa 4.4).

Pymop-nuzuc cunopom: npenopbunTenHaTa nepopaiia goza Azapa e 120 mg eguH nbr
HE3aBUCHMO OT XpaHara.



llpunoxennero Ha Aznapa TpaGBa 1a 3amoune ABa THY NPed HAYAIOTO Ha IIMTOTOKCHYHATA TEparus ¥ J1a
MPOJbKY MHHUMYM 7 JIHH; BBOPEKHU Y€ NeUEHHETO MOXe 1a OBAe YABIKEHO 10 9 HH B 3aBUCHMOCT OT
NPOABKUTETTHOCTTA Ha XHMHOTEpanuATa ¥ CIOope/ KIHMHHYHATA [IPELeHKa.

Xopa e cmapuecka ev3pacm
He ce manara anantvpase Ha f03aTa NPH NO-BB3PACcTHH Xopa (BXK. To4Ka 5.2).

bvbpeyno yvepeoacoane

EdrxacnocTra U 6e30nacHOCTTa NpH NALHEHTH ¢ TeXKo OB0pedHO YBpeKaaHe (KPEaTHHHHOB KIHPBHC
<30 ml/min, BX. TouKa 5.2) He ca HANBIHO OLEHEHH.,

He ¢ neobxonumo afantipatie Ha [o3ara [IPH MANMEHTH C JIEKO HIIH YMepeHo 6b6peyHo YBpexKIaHe.

Yeprnoopobno yspexcoare
EdukacHoctra 0 6esonacroctTa Ha (peOYKCOCTAT P ALMEHTH ¢ TEXKO YePHOAPOOHO YBpexAaHe
(Child Pugh Class C) He ca npoyuBaHH.

Iloparpa: npenopsYHTENHAaTa 403a IPH NALMEHTH C JIEKO YepHOApoOHO yrpexaane e 80 mg. Vima
orpaHH4YeHa HHGOPMAaIHs NIPH NalHEHTH ¢ YMEPEHO YepHOAPOOHO YBpPEXKAaHE.

Tymop snn3uc-cunapom: B ocHoBHO H3nuTBane (FLORENCE) ¢asa 3, caMo Y4aCTHHLHTE C TEXKA
YepHOPOOHA HEAOCTATHYHOCT Ca M3KIIOUEHH OT YYacTHE B M3NuTBaHeTo. He ce M3MCKBA afanTHpaHe Ha
JA03aTa NpH BKIHOYEHHTE NAIMEeHTH Bb3 OCHOBA Ha YepHOApoOHaTa GyHKIMS.

[leguampuuna nonyaayus
besonacHocTTa ¥ eduxacHocTTa HA Aflapa TpH Aena noy 18-rofuiHa Bu3pacT He € JJOKa3aHa.
HsaMa HanTUYHH JTAHHH.

Ha4yuH Ha OpPUIOKEHHE
[lepopanHo npunoxenue.
Anapa Tpa0Ba Aa ce mpueMa Tpe3 yeTaTta M MOXKe Aa ce IPHEMA Cbe WK 6e3 XpaHa.

4.3 IIpoTHBOHOKA3aAHHA

CBpPBX4YBCTBHTEIHOCT KbM 2KTHBHOTO BEIIECTBO MM KBM HIKOE OT NOMOILHHATE BEINECTRA, H30POEHH B
ToUKa 6.1 (BK. CBLIO TOYKa 4.8).

4.4 CpenHa/nH DpeIynpexIeHHA U NpeANazHH MePKH HPH yNoTpeda

Crovpoeuno-cvoosu 3a60r46anUA
Jlewenue Ha Xponuuna xunepypukemus
He ce npenoprusa nevenue ¢ GebykcocTaT NPU NALKMEHTH ¢ HCXSMHUYHA GONECT HA CHPUETO MK 3aCToMHA
ChplievHA HEAOCTATHYHOCT. 3HAYUTENHO NO-TOJAMA YECTOTA HA JOK/IAABAHU OT K3CIEA0BATENIHTE
cbpAeIHO-CBAOBH APTC crbutHa (onpeaeneHM kpaiiny Toukn ot Anti-Platelet Trialists’ Collaboration
(APTC), BKIIOYHTENIHO CHPACYHO-CHJIOBA CMBPT, Hedaranen MuokapacH HHGapKT, HedaraieH HHCYIIT),
ca HaO/moAaBaHH B o01arTa rpyna Ha ¢ebyKcocTaT, B cpaBHEHHE ¢ MPYNATA Ha aIONYPHHON, B
npoyusaHHiaTa APEX u FACT (1,3 cnpamo 0,3 cu6uthd 3a 100 manyenro-roauns (IIN), Ho He B
npoy4ysadeTo CONFIRS (px. Touka 5.1 3a nogpoOHa uHpopmanus 3a mpoyuBaHusaTa). YectoTara Ha
AOKJIaABAHUTE OT M3CIEN0BATENNTE ChPAeUHO-CHIOBH APTC crouTHa B KOMOWHHpaHuTe Paza 3
nmpoyusania (APEX, FACT u CONFIRMS npoyuBanus) ¢ 0,7 cipsmo 0,6 cebutus 3a 100 1. B
ABJITOCPOMHH NPOABIDKEHES Ha MPOy4BaHUATa, yecToTaTa Ha APTC chOHTHA, AOKNABaHH OT
U3CNeA0BATENNTE, € ChOTBeTHO 1,2 1 0,6 cvbuTHa 32 100 [1I° 3a dhebyxcocTaT n anonypuson
OTKPHUTH CTaTUCTHYECKH 3HAYHMH Pa3jiIMKH H HE € YCTaHOBEHA MPHYHHHO-CNEICTBEHA BPb
(pebykcocTar.
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Cpen Te3u nauMeHTH, ycTaHOBEHH PHCKOBH (PaKTOpH ca MUHANH 3a60JIABaHHA KATO aTePOCKICPOTHYHA
OonecT u/Miu MHOKapzieH HHGAPKT WHIH 3aCTOHHA ChpAEYHA HEA0CTAThYHOCT.

IIpesenyus u neuenue Ha xunepypuxemus npu nayuenmu ¢ puck om TJAC
llaunenTuTe, KOHTO Ca NOANOKEHH HA XHMHOTEPAITHA HA XEMATONOTHYHH 3I0KaYeCTBeHH 3a00N9BaHus U
ce siekyBat ¢ ©ebycran, Tpabpa fa ca oA ChpaeYEH MOHUTOPHHT, KAKTO € KIIHHHYHO TIO0KA3aHO.

Anepeus Kbm KexapcmeeHus nPOOYKM/CoPLXUYECMBUMERHOCT

Ilps mOCTMapKeTHHIOBHA OHT PAJAKO €a AOKJIAABAHH CEPHO3HH AICPrHYHH PeaKIHi/peakiiny Ha
CBPBbX1YBCTBHTEAHOCT, BKIIIOYHTEIHO )XKUBOTO3ACTpallaBalliiTe CHHAPOM Ha Stevens-Johnson, Tokcu4yHa
CNHJIEpMalTHa HEKPOJIM3a U OCTpa AHA(DUIIAKTHYHA PeaKIia/ oK. B MOBEYETO C/Iy4aH Te3H peaKklHH
Bb3HHKBAT MO BpEME Ha IIbPBHS MeCeII OT J1eueHHeTo ¢ dpebykcoctaT. HAKOU, HO He BCHYKH OT Te3H
NALHEHTH, ca ChoGWIHITH 32 GBOPEHUHO YBpeXk/JaHe H/HITH NPeLUeCcTBAIa CBPBXYYBCTBHTEIHOCT KbM
aNoNypUHON. CepHO3HHTE peakLuMd Ha CBPbXYYBCTBUTENHOCT, BKIFOYHTENHO JIEKAPCTBEHA PEAKIIHS C
e03uHOPUIINA U cucTeMHy cuMnToMH (DRESS), ce cBLp3BaT B HAKOH CIYYaH C BUCOKA TEMIEPATYPa,
XeMaToNIorH4HO, 6bOpeyHo H YepHOAPOOHO 3acsarane. [Taguenture TpaOBa na 6baT HHPOPMHpPAHH 32
MPH3HALKMTE H CUMINITOMHTE ¥ Aa ce HabI1aBaT BHUMATENHO 3a CHMIITOMH Ha aJleprayHy
peaKUHH/PEaKHH HA CBPbXYYBCTBHTEIHOCT (BK. Touka 4.8). Jleuennero ¢ pebykcocTtar TpabBa BeAHara
aa 6B1e CNPsHO, aKO BB3HHKHAT CEPHO3HH aJlEPrHYHH PEaKIlHK/PEaKLMH Ha CBPEXYYBCTBHTENHOCT,
BKJIIOUHTEIIHO CHHAPOM Ha Stevens-Johnson, Thi kaTo paHHOTO MpekpaTABaHE € CBHP3aHO ¢ no-n0bpa
IPOrHO3a. AKO NMAHEHT € Pa3sBHII AICPrHYHU peakUMy/ peaKkiiii Ha CBPBXUYYBCTBHTENHOCT, BKIIOYHTENHO
CHHIPOM Ha Stevens-Johnson u ocTpa aHadunakTHYHA peakius/ oK, JEYEHHETO ¢ PeOYKCOCTAT He
TpAOBa HHKOTA J1a OBJe 2aN0YBAHO OTHOBO NPH TO3H [TALMEHT.

Ocmpu nodazposnu kpusu (nodazposen npucmvh)

JlewenueTo ¢ pebykcocrar He TpsaGBa Aa ce 3ar104Ba IPEM OCTPaTa NOAATPO3HA KPH34 [1a € HAlTBJIHO
0T3By4ana. llogarpo3Hu NpUCTHIH MOTAT Aa HACTBHIAT IIPH 3aN0YBAHE Ha JICYEHHETO, HOPAAH NPOMAHA Ha
CEPYMHHTE HHBa Ha THKOYHATA KMCEJIHHA, KOETO BOAKM A0 MOOHNIM3NpAHE HA ypaTH OT TbKAHHUTE JIcna
(Bx. To4ka 4.8 u 5.1). [Ipu 3anouraHe Ha nedeHUe ¢ GebyKkcocTaT ce MpenopbuBa Hal-MaIKo 6 Mecela
rnpogunakTika Ha npuctsna ¢ HCTIBC und konxuuus (Bx. Touka 4.2). AKO HACTBIH NIOJArPO3EH
IIPHCTBII 10 BpeMe Ha NleyeHHe ¢ pebykcocTar, To He TpabBa Aa ce npeycTaHossaea. [logarposuusar
MPHCTHI TPAOBA 13 ce OBNAaee SAHOBPEMEHHO, 110 HAYHH NOAXOIALY 32 OTAECNANS TAlIMEHT.
[TponBIIXHTENHOTO JieueHue ¢ GefyKCoCcTaT HaMansaBa YecToTaTa H CHJIaTa Ha TIGAarpo3HHTE IPHCTHIIL.

Omnazane na xcawmun

[pn nauueHTH CbC CHIHO NOBHILEHA CKOPOCT Ha 00pasyBaHe Ha ypaTd (Hamp. 3I0Ka4eCcTBEHO 3a601aBane
H HETOBOTO NIeYCHKE, CHHIPOM Ha Lesch-Nyhan) abconmorHara koHuesTpalMa Ha KCAHTHH B YpHHATA
MOX€, B pEAKH Cllydau, Ja ce NOBHLIY JOCTAaTbYHO U Ja JOBeAE N0 OTNAraHe B MHKOYHHTE IMbTHING. ToBa
HE ¢ HabI1aBaHo B OCHOBHOTO KIMHUYHO NPOYYBaHe ¢ Alapa NPH TYMOP-JIH3UC CHHApPOM. [Topaaw

JNUIICA Ha ONHT ¢ GiedykcocTar, ynorpebata My IIpH MALMEHTH Ch¢ CHHAPOM Ha Lesch-Nyhan me ce
npenopbysa.

Mepranmonypun/azamuonpun

He ce npenopsuea ynorpebara xa debykcoctaT npy NALKENTH, IEKYBAHH SAHOBPEMEHHO ©
MEPKanTonypHH/azatuonpus. Korato koMOGHHALKATA HE MoXe 13 ce u3berde nauHeHTHTe TpaOBa
CTPUKTHO Aa ¢e Habmoaasar. [IpenopbyBa ce HamMansBaHe Ha JO3HTE HA MEPKAIITONYPHH HIIH
a3aTHOIIPHH, 32 a € H30EerHaT Bb3MOXHH XeMaToJJOTHYHH edeKkTH (BX. Touka 4.5).

Peyunuenmu na opeannu npucaoxu
[Topanu JsMncaTta Ha ONUT OPH PELMITUEHTH HA OPTaHHHU MIPUCAIKH, HE CE MPENOPbYBA YIIOTP
(ebykcocTar IpH TakuBa naLHeHTH (BXK. TOUKa 5.1).

Teounun



YCTaHOBEHO €, Ue NUNCRAT hapMakOKHHETHYHH B3aUMOJICHCTBHS TPU €IHOBPEMEHHO NpUiaraHe Ha
pebyxcocrar 80 mg u reodunun 400 mg enHOKpaTHa 034 IPH 3APaBU Xopa (BX. Touka 4.5).
®edyxcocrar 80 mg Moxke Aa ce ynoTpeOaBa NNpH NaLHEHTH, JIEKyBaHH €AHOBPEMEHHO C TeopHIHH, be3
PHCK OT YBEJIHYEHHE Ha NNa3MeHHTe HUBa Ha Teodunuy. HamMa sanuuHy gaHuM 3a debykcocrar 120 mg.

Yepnodpobru napyuenus

1o Bpeme Ha obeauneHuTe (a3za 3 KIHHHYHEYE NPOYUBAHUA ¢a HAO/IOAABAHH MeKH OTKJIOHEHHS IIPH
yepHoApoOHNTE QYHKLHOHAIHM TECTOBE IIPH MAIlHEHTH, JekyBaHH ¢ PebykcocTtar (5,0%).
YeproapobeH QyHKUHOHANEH TECT ce NPenopbYBa Npeal 3anousaHe Ha Tepanus ¢ ¢pebykcocTar
NnepHogUYHO CJiell TOBa, B3 OCHOBA HA KIHHM4HATA [IpelieHKa (BX. TOo4ka J.1).

Tupouodnu 3aborasanus

[loBuiuenn croinoctd Ha TSH (35,5 pIU/ml) ca Habnopasany npi NALKEHTH Ha MPOABIKHTEIHO
neyeHue ¢ pebykcocrtar (5,5%) npu ALArOCPOUHH OTBOPEHH pa3lMpeHH npoyusanus. Hanara ce
NOBHUIEHO BHUMaHHUe, KoraTo ¢ebykcocTat ce ynorpedspa npu nalMeHTH ¢ HapyLieHa THPOHIHa
dhyHKLHA (BXK. TOYKa 5.1).

llomownu eewyecmaa

Tabnerkute pebyxcocTat chbabppxar nakTosa. [TaumenTy ¢ peaxy HacneACTBEHH NpobieMH Ha
HEMOHOCHMOCT KbM ajlakTo3a, NbJAEH NaKTa3eH AeGHIHT WK [NIOKO30-TalakTo3Ha Manabcopbuna He
TpsaOBa Aa IPUEMAT TOBA NEKAPCTRO.

4.5 Biaamoae#cTBHE ¢ APYTH JIeKAPCTBEHH NPOAYKTH H ApYrd popMH HA B3aHMOIEHCTBHE
Mepranmonypun/asamuonpun

B3 ocHoBa Ha MexaHH3Ma Ha AeiicTeHe Ha ¢ebykcocrat, uHxubupaHe Ha kcantuHokcyaasa (KO), ve ce
IpenophyBa eAHOBpEMEHHaTa UM ynoTtpeba. Muxubupanero Ha KO ot pedykcocrar Moxe jia A0Be/E 110
yBEIHYABAHE HA TUIA3MCHATA KOHILIEHTPALIKA HAa TE3H JIEKapPCTRA, KOETO BOJAH A0 TOKCHYHOCT (BXK. TOYKA
4.4). He ca npoBeXaHH NIPOYYBaHHA 34 N€KAPCTBEHO B3aUMOJIeiicTBHE Ha (pebyKCOCTaT ¢ JIEKapCTBa,
KOUTO ce Metabonuzupar ot KO.

He ca npoBexaaHy npoyuBanms 3a 1€KApCTBCHO B3auMoeiicTeHe Ha PeDyRCoCTaT ¢ LIHTOTOKCHYHA
XUMHOTepanus. B 0CHOBHO KITHHHYHO W3NHTBAaHE TIPH TYMOP-1H3uc CHHAPOM, dhebykcocTaT 120 mg
OHEBHO € MPHJIArad Ha NayMueHTH, MTOJIOKEHKE HA TEKKH XHMHOTEPAlEBTHYHH CXEMH, BKIIIOYHTETHO
MOHOKNOHAIHH aHTHTena. Obaue, B3aHMOAEHCTBHA OT THIIA ,,JIEKAaPCTBO-JIEKAPCTBO™ H ,,IEKAPCTBO-
3abongBaHe™ He ca M3CIEABAHU [0 BpeME HA TOBa MpoyuBaHe. ETo 33110 He MoXke J1a € H3KITI04aT
Bb3MOXXHH B3aHMOAECHCTBHA ¢ BCAKO €/1HO €AHOBPEMEHHO NMpHIaraHO EUTOTOKCHYHO JIEKAPCTRO.

Pozuzaumazon/CYP2C8 cybecmpamu

YeTanoseHo €, ye pebyxcoctar e cnab uaxubutop Ha CYP2CS8 in vitro. Ilpu npoy4BaHe IIpH 34paBH
XOpa, eIHOBPEMEHHOTO Npunoxkenue Ha 120 mg pebyxcocTaT eJHOKPATHO JHEBHO H €AHOKpATHA
epopanHa Jo3a POSHITIMTA30H 4 mg HiaMa edexT Bbpxy PpapMakOKHHETUKATA HA POIUITIHTA30H H HEMOBHA
meTabonuT N-IHcMeTHN po3dTiIHTa3oH, KOETO MoKasga, uye ¢ebykcocrar He e mHxHOHTOp Ha CYP2C8
€H3HMA in vivo. ETO 3al10 He ce oyakBa eZJHOBPEMEHHOTO npujarane Ha ¢pedyKkcocTar ¢ po3HIIHTa30H
nin apyru CYP2CS8 cybeTpaT na Hanara aaanTHpaHe Ha J103aTa HA TE3H Che/IHHEHHS.

Teohunun
IIpoBeneHo € mpoyysane 3a B3aHMoAeHCTBHE NPK 31paBH Xopa ¢ ¢edyKcocTar, 3a Ja ce OLEHH AalH

HHxuOHpaHeTo Ha KO Moxe na nprYHHH MOBHIIEHHE HA UMPKYJHPALMTE HUBA Ha TEOQHUIIHH, KAKTO €
cpobLIEHO NPH OpyrH HHXHOuTOpH Ha KO. Pesynratute oT npoy4yBaHETO NOKA3BaT, Y€ €JHOBPEME

edekT BBpXY (papMakokuHeTHKaTa WK Oe3omacHocTTa Ha TeodruiuH. ETo 3aio He ce npenop
MOBHIIEHO BHUMAHHE, ako edykcocrar 80 mg 1 TeodumuH ce npunarat eqHOBpeMeHHO. H;
naHHY 3a debykcocrar 120 mg. {



Hanpoxcen u Opyzu unxubumopu na 2moxKyposupanemo

Meraboan3meT Ha PedyKkcocTar 3aBHCH OT ypUaHH rmiokypuHAN TpaHcpepasun (UGT) ersumu.
HexapcTBeHUTE NPOAYKTH, KOWTO HHXMOMPAT Moy ponnpareTo, xato HCIIBC » npobennnmna,
TEOPETHYHO OMXa MOIIH 14 NOBIHAAT eNHMHHHpaneTo Ha ¢ebykcocTar. [TpH 3apasH xopa,
eJHOBpEMEHHATa ynoTpeda Ha debykcocTar 4 Hanmpokced 250 mg /1Ba ITETH AHEBHO, € CBBP3aHa ¢
NMOBHIIEHA €KCIO3UIMA Ha pedykcocTat (Cmax 28%, AUC 41% n 1, 26%). pu xinHuyHH 21
Npoy4YBaHui, ynorpedara Ha Hanpokcen wiH Apyru HCIIBC/Cox-2 nExubuTOopH He € CBbp3aHa C
KNTHHHYHO 3HAYHMO YBEJIMYABAHE HA HEXKEIaHHTE PeaKLiHH.

®edyxcocTaT MOXE Ja ce IpHara ¢JIHOBPEMEHHO ¢ HANpOKceH 0e3 Aa e HeoOXOAHMO afanTHpaHe Ha
ao3ara Ha $pebyKkcocTaT WM HanpoKCeH.

Huodyxmopu na cHoKypoHupanemo

Mouwnn uaayxTopd Ha UGT en3umuTe 6Mxa MOy Ja OBEAAT A0 NOBHINEH MeTabONU3bM H HaMalleHa
eduKxacHOCT Ha ¢ebykcoctat. [lopaau ToBa ce npenopsyuBa NpocicigBaHe Ha NHKOYHATA KHCENHWHA B
cepyMa 1-2 ceAMHLIH clle/] HAYAIIOTO Ha JIEYSHHE ¢ MOUIEH HHAYKTOP Ha I'MIOKypoHupaHeTo. Q0paTHo,
NIPEKBECBAHE HA NEYEHUETO ¢ HHAYKTOp OU MOIJic Aa AOBE/AE [0 NOBHINEHH IU1a3MeHH HHBA Ha
debykcocTar.

Konxuyun/undomemayun/xuopoxnopomuasuo /sappapun
DebyKcoCcTaT MOXKeE Aa Ce MpHiara e AHOBPEMEHHO ¢ KONXMIMH HIIK MHIOMETalMH, 03 Ja € HeoOX0uMo
afanTHpane Ha no3ara Ha pedykcocTar HIH Ha €NHOBPEMEHHO IPHAAraHOTO aKTHBHO BELIECTBO.

He e neobxonumo ananTupaHe Ha go3ara Ha $pebyKkcocTaT, KOTaTe ce npujara ¢ XHApoXJIopOTHasH.

He e neobxo/iuMo aganTHpaHe Ha fo3ara HA BapdapiH, KoraTo ce npuiara ¢ ¢pedykcocTar.

[Ipunaranero Ha pebykcoctar (80 mg uan 120 mg BeaHbxk JHEBHO) ¢ BapdapHH HE OKa3Ba edeKT BBPXY
dapmMakoKHHeTHKATA Ha BapdapuH npu 3apasu nodporonuu. INR 4 aktuenocTra Ha dakrop VI ¢bio ne
ce TORIHABAT OT €JHOBPEMEHHOTO TIPHNOKEHHE Ha PedyKcocTar.

Hesunpamun/CYP2D6 cybcmpamu

YcraHoBeno e, e pebykcocrar € cnab unxudbutop ha CYP2D6 in vitro. Ilpn npoy4BaHe NpH 31paBH
xopa, 120 mg Anapa THeBHO € JIOBENO 10 cpeaHo ypenuuenue ¢ 22% Ha AUC Ha nesunpamuna, CYP2D6
cyOCTpaT, MoKa3sBaikH NMoTeHIHaleH cnab nuxuburopeH edexT Ha pedykcocrar BbpXy CYP2D6 eH3uma
in vivo. llopanu ToBa, He Ce O4aKBa €AHOBPEMEHHOTO IIpHiarane Ha ¢pebykcocrar ¢ Apyru CYP2D6
cyberpary a H3HCKBA aJlaNTHPaHE HA J03aTa Ha TE3H CheAHHEHHA.

Anmuayuou

YCTaHOBEHO €, Y€ EAHOBPEMEHHOTO IIPpHEMaHE Ha aHTHALW/, ChbPKAlll MarHe3HeB XHAPOKCHI H
aJlyMHHHEB XHAPOKCcH], 3abaBa abcopOunsta Ha dedykcocrar (npubansnrento | wac) u npu4ungea 32%
Hamanerue Ha Cmax, HO He e HaOawaBada 3Haynma npomsina Ha AUC. Tlopaau ToBa, pedykcocTart
MOXKE J1a Ce IpHEMa HE3aBHCHMO OT ynoTpebaTa Ha aHTHALH].

4.6 @epTHAHTET, GPpeMEHHOCT H KLPMEHE
Bpemennocm

JaHHHTE OT MHOTO OrpaHHueH 6o cliyuaw Ha eKCIIO3HLHKA 110 BpeMe Ha OpeMeHHOCT He ToKa3BaT
HeXkenaHu eextH Ha dedykcocTaT BbpXy OpeMEHHOCTTA WiiH 3APaBeTO Ha heTyCa/HOBOPOAEHOTO AETe.
ExcnepHMEHTANTHUTE MPOYYBAHHA NPH )KHWBOTHH HE MOKA3BAT NIPAKO WIH HEIIPAKO BPEIHO Bb3AEHCTR
BLpXy OpEMEHHOCTTA, eMOPHOHAIHOTO/(ETATHO Pa3BUTHE HIIH paskAaHeTo (BXK. To4Ka 5.3).

[loTeHUHATHAST PUCK OpH XOpa He € u3pecTeH. PebykcocTar He TpAOBa Aa ce H3NOJ3BA MO BP
OpeMeHHOCT.




KepMeHe

He e u3BecTHO Aanam gedykcocTar ce ekckpeTHpa B KbpMaTta, EKCliepHMeHTaNHUTE TPOYYBaHHA MPpH
’KHBOTHH MOK&3BAT ¢KCKPELUA Ha TOBA aKTHBHO BEIIECTBO B KbPMAaTa U HapYLISHO Pa3BUTHE HA CYUCLIUTS
MankH. He Moxke ma ce n3kmoun pucka 3a kbpmadeto. Gebykcoctat He TpabBa aa ce ynotpebasa 1o
BpEME Ha KbpPMEHE,

DepTUNUTET
PenpolyKTHBHH NMpoyYBaHUA IPH )KUBOTHH ¢ A0 48 mg/kg/ned He NOKA3BAT 1030-3aBHCHMH HEXKENAHH

peakuuH BepXY Qeptunutera (BX. Touka 5.3). EdexTsT Ha Anapa opXy depTHIUTETA IIPH XOPa HE €
H3BECTEH.

4.7 EdjexkTH BBPXY cn0ocOGHOCTTA 32 IIOhHpaHe H paboTa ¢ MALIHEH

[Tpu ynotpebara na ¢pedbykcocTaT ca AOKIaABAHH COMHOJAEHTHOCT, 3aMasTHOCT, NMAPECTEe3Hsl H 3aMBIIICHO
3peHue. [lauuenTnre Tpadra aa mpospaBaT HOBHIIEHO BHHMaHKUE IPeay Aa wodupar, paboTaT ¢ MallHHE
WJI¥ Y44cTBaT B ONACHU REHHOCTH, I0KATO CE YOemaT, ue Aflapa HAMA /la NOBJIHAe HeDNaronpusTHO
H3ObJIHEHHUETO,

4.8 HexelaHH NeKAPCTBEHH PEAKIHH

Obobwenue na npoguna Ha besonacnocm

Haii-uecto cho0lapaHATE HEeXENaHH PeakliMH NPH KITHHUYHK U3NMHTBaHUA (4 072 nMua, TeKyBaHH IOHE ©
ao3a or 10 mg no 300 mg) ¥ npH NOCTMAPKETHHTOBHA ONUT MPH MAalUEHTH C MoAarpa ¢a nogarpo3HH
NpUCTBIH, abHOpMHA YepHOApoOHa GyHKIEMA, THAPHA, raaeHe, raBoboaue, oOpuB H OTOK. Te3n
HEKEJIaHU PEAaKIIHH B NOBEYETO CAY4YaH ca NEKH 0 YMEPEHH N0 TexecT. Pajiko npH NnOCTMapKETHHIOBUA
OITHUT Ca Bb3HUKHAIH CePHO3HM PeakiiH Ha CBPbXYYBCTBHTEIHOCT KbM eOyKCOCTaT, HIKOH OT KOKTO €a
CBBP3aHH ChC CHCTEMHHU CHMITOMH,

Heoxcenanu nexapemeenu peaxkyuu 8 mabauuer auo

Yectn (>1/100 po <1/10), newectr (>1/1000 no <1/100) u peaxu (>1/10 000 xo<1/1000) Hexenanu
PEaKLHH, Bh3HUKHAJH IIPH IaLUKHEHTH Ha JedeHHe ¢ pebykcocTar ca H3bpoeHd no-10iy. Yecrorara €
Ga3HpaHa Ha IPOYYBAHHA U HA MOCTMAPKETHHTOBUA ONKT FIPH [TALKEHTH ¢ NOAArPA.

[Ipu BCAKO rpynupaHe HEXENaHUTE JIEKAPCTBEHH pPeaKiWH ce U30pOosIBAT B HU3IXOIALL Pell 0 OTHOLIEHHE
Ha TAXHATA CEPHO3HOCT.

Tabauna 1: HeskenanH peakunn NpH koMOnEApany ¢ga3a 3 ILArocpounH NpoAb/IKeHHS HA
NPOY4BAHHY H NOCTMAPKETHHIOB ONHT

HapylueHns Ha KpbBTA U JEMQHATA CHCTEMA Penku
[TanuuTONEHHA, TPOMOOLHTONCHHA, ATPaHyI0LHTO3a

HapyuieHnus Ha HMyHHATA CUCTEMA Peaxu
AHadunakTH4Ha peakiuua®, iekapcTBeHa
CBPBXJYBCTBHTENHOCT*

HapylueHns Ha eHJOKpHHHATA CHCTEMA HeyectH
[TopulueHy HHBA HA THPEOCTHMYJIHDAIk XOPMOH B KPhBTA

Hapyiienus Ha ouHTe Penku
3aMBbraeHO 3pCHHE

Hapyumenus Ha MeTaboIH3Ma U XPAHEHETO YecTu***
[Moparposuu NpHCTHOH

Heuectu

NOBUILIABAHEC HA TCIJIOTO




Penxu
[TonuxaBane Ha TErIOTO, MOBHIIEH ANIETHT, AHOPEKCHA,

XHIIEPJINNEAEMHAS

TIcHXUYHM HapyuIeHHS

HeuectH
Hamaneuno jubugo, 6e3cnHue

Peaku
HepBHOCT

HapyLieHus Ha HepBHaTa CHCTEMA

YecTH
[ masobonne

HeuecTH
3aMasgHOCT, IAPECTE3HA, XEMHNAape3a, COMHOJIEHTHOCT,
IPOMEHEH BKYC, XHIIOECTE3HA, XMIIOCMHA

Hapymenua na yxoto u nabupunra Peixu
Tusut
CopraeuHn HapyieHHs HeuecTtu

[TpeacsprHO MbXJEHe, MANTHTalUH, OTKIOHEHHA B EKI,
nae 6enper 650K (BHX pasnen ,, T YMOP-ITH3HC-CHHAPOM ),
CHHYCOBa Taxukapana (Bux pasaen ,,TyMop-1u3uc-
CHHAPOM )

Cb10BH HapyleHHS

Heuectu
XunepToHHs, 3a4epBABaHe, ropellld BhIHH, XeMoparus (Bx.
pasaen ,, TyMOp JAM3HC-CHHAPOM ™)

PecriHpaTopHH, rpbAHH H MEANACTUHATHH
HapyIleHHs

HeyecTn
Hucnnes, 6poHXHUT, HHPeKLUMA HA TOPHUTE AWXATE/IHU
ITBTHILG, KAULTHIA

CToMaluHO-upeBHK HApYLHEHHA

Yectu
Hnapus™**, ranexe

HeuecTu: AOnoMHHaNHa DONKa, pa3iyBaHe Ha KOpeMa,
racTpo-ezodareansa pedgaykcHa 60/1€CT, NOBPBLUAHE,
CyXOTa B yCcTaTa, AUCTHENCH, KOHCTHIALHSA, YCCTH
U3XOKIAHHS, QIIAaTYJNEHUHE, racTpO-HHTECTHHANIEH

OHCKOMGOPT

Penxu
ITaHkpeaTuT, yanepanms B ycrara

Xenaro-OMnuapHi HapylIeHHA

YectH
Hapymenue Ha yepHoapoOHaTa QyHKIUA**

HedecTn
XoneauTHaza

Peakn
Xenatur, xbiATeHHLa*, yepHoapobHO YBpekaane®

Hapyimennsa Ha koxara H [10JKOXHATAa ThKaH

YectH
QOO0pHB (BKIIOYHTETHO pa3InYHU THIIOBE 00pUB,

Hedectu _
JepMaTuT, YpTHKapHi, PypUTYC, 06€311




KOKaTa, KOKHA JIe3us, TIeTeXHH, MaKyJo3eH o0pHB,
MaKyJionaiyiao3eH oOpMB, namnyJio3eH oOpuB

Penku
Tokcuuna enuaepmainia Hekpoxusa*, CHHApoOM Ha Stevens-

Johnson , aHruoeaem®*, nexapcTBeHa peakiud C
€O3MHO(HINA H CHCTEMHH CUMIITOMA®, reHepanu3upan
oOpuB {cepHo3eH )*, epuTeMa, eKCHOAUATHUBEH 0DPHR,
¢doMKyapeH oOpHB, Be3HKYJI03€H OOpUB, TYCTYJIO3CH
o0pus, crpbaLl 0OpUB*, epuTEeMaTO3€H OOPHB,
MOpOHIKQOpMEH OOPHB, aloneLHs, XHIIEPXHAPO3a

HapylueHus Ha MycKYJIHO- CKEJIETHaTa CHCTEMa H
ChEAVMHUTENHATA ThKAH

HeuecTH

ApTpanrus, apTpuT, MHAITHA, MYCKYJIHO-CKeNeTHa DoJka,
MYCKYJIHa C1a00CT, MYCKYJIHH CIIa3MH, CKOBAHOCT Ha
MYCKyuTe, BypeuT

Penxu
PabaoMHoH3a, CKOBAHOCT HA CTABUTE, CKOBAHOCT B

MYCKYJJHO- CKEJETHATA CUCTEMA

HapyleHHsa Ha 6B0pelinTe R THKOYHKUTE THTHILA

HeuecTu
BLOpeuHa HEOCTATHYHOCT, He(PPONUTHAZE, XEMATY PHA,
MONAKUYPHA, MPOTEUHY PUS

Penku
TyOynOBHHTEPCTHIHANEH HE(PPUT*, HEOTIIOKHH [1O3HBH 34

YPHHHDPAHE

Hapymenus Ha BE3MpOU3BOAHTENHATA CUCTEMA U
rbpaara

Heuectu
EpekTinna 1uchyHKIHA

061 HapyineHus W e(heKTH Ha MACTOTO HA
IPHITOXKEHHE

YecT

Enem

Heuectu
YMopa, e1eM, 6osika B rbpANTE, YCEIl[aHE Ha THCKOMPOPT B
TPbAHHA KOII

Penku
Kaxna

Hi3cnearanns

Heuectu

[ToBuineHa aMHNa3a B KPBBTA, MOHWKEH Opod TpOMOOLMTH,
MoHHKeH Opoil Henut KPHBHU KIETKH, IOHHKEH OpoH
HAMPOUUTH, TOBHLIECH KPEATHHHH B KPBBTA, NOHMXEH
XxeMon00KH, TOBHIIEHA yped B KPbBTa, IOBULICHH
TPHITTHLEPHAM, NOBHLIEH XOJIECTEPON B KPbBTa, HAMAJICH
XEMAaTOKpPHUT, NOBHIICHA JIAKTaTHA JEXUAPOreHas3a B KpbBTa,
MOBHIIECH KAJIMH B KPBBTA

Peaku
ItoBuiIeHa KpbEHA 3aXap, YIb/KEHO aKTHBUPAHO




* Hexxenanu nexapcTeeln peakUMH 0T DOCTMEPKETHHIOBHA ONUT

*¥ JlexapcTBeH0-00ycnoBeHaTa HeMHGEKUMO3HA JHAPHA H OTKJIOHSHNS B UePHOAPOOHHTE (yHKIHMOHATHH
TECTOBE B 00eZlMHENH (ha3a 3 MpOy4BaHHs Ca NO-4ECTH MPH MALMEHTH, JICKYBAaHH eAHOBPEMEHHO C
KOIXHUHH

*¥** Buxre Touka 5.1 3a 4€CTOTA Ha MOAATrPO3HK NPHCTLIH B oTACAHH da3a 3 paHAOMHU3HpPAHH
KOHTPOJHPAHH TIPOYYBAHHUA.

Onucanue Ha u3bpanu nexceranu peaxyuu

IIpH MOCTMAapKETHHTOBHSA ONHT Ca BH3HUKHAIH PEAKH CEPHO3ZHH peakliiy Ha CBPbXUYBCTBHTEAHOCT KbM
¢ebykcocTaT, BIUTFOUHTENHO CHHAPOM Ha Stevens-Johnson, TokcHYHA eMHIEPMATHA HEKPOIH3A H
aHaprIakTH4Ha peakuns/mok. CHHAPOMBT Ha Stevens-Johnson M ToxcHYHATa €IMAEPMAIHA HEKPOIH3a
C€ XapaKTepH3HpaT ¢ NPOrPeCHpallid KOXKHH o0pHUBH, CBBP3aHH C MOIBaTa Ha MEXYPH WM JIE3HH Ha
JIMraBHLATE 4 BL3NANeHHE Ha OUHTE. PeakuMuTe Ha CBPBXYYBCTBHTENHOCT KbM (edykcocTar Morar aa
ObaaT CBEP3aHH ChC CEAHHTE CHMITTOMH: KOYKHH PeaKiH, XapaKTepH3HPAIH ce ¢ HHPUITPHpaILH
MaKyJonanyJo3HH €pyNnuHy, reHepaIH3UPaH HIH €KCHONHATHBHH OOPHBH, HO CBHIIO H JIE3HH Ha KOXKarTa,
OTOK Ha JIHLETO, BHCOKA TEMIIEPATYPa, XEMATONOTHYHH OTKJIOHEHHSA KaT0 TPOMOOIUTONEHHS U
€O3HHOMHUNNSL H €THHHYHO HIIH MHOXKECTBEHO OpraHHo 3acsrane (Ha YepHus Apob unu OuOpeuure,
BKJIIOYHTEIIHO TYOYIOUHTEpCTHLMANEH HePPHUT) (BK. TOYKa 4.4).

[loparpo3nu nprcThnN 0GMKHOBEHO Ca HabMIOAAaBAHH CKOPO CIIE] HA4AlI0TO Ha JIEYEHHETO H 10 BpeEMe Ha
TBPBHTE Meceld. Crie/i TOB&, YECTOTATA Ha NMOJArPO3HH NPHCTHIIH HAMAJIfRa B 3aBUCHMOCT OT BPEMETO.
[IpopunaxkTrkaTa Ha MOAArpO3HU NPHCTHIIN € NPENOPBYUTENHA (BXK. Touka 4.2 u 4.4).

TyMop-nu3nc CHHAPOM

Obobwenue na npoguna na bezonacrocm

B panagomn3npaHoTo, ABOHO-cIsiNoO, ocHoBHO npoyypaHe FLORENCE (FLO-01) ¢aza 3, cpaBHsBaiio
hebykcocTar ¢ anonypuHon (346 nauneHTH, NOUIOKEHH Ha XHMHOTEPaNHA Ha 3/I0KAYECTBEHH
XEMaTONIOTHYHK 3a00IBaHHS H C yMEPEH A0 BHCOK pHCk oT TJIC), camo npr 0610 22 (6,4%) naiuenTu
Ce NIPOABABAT HEXKETaHH peaKlHH, no-To4HO 11 (6,4%) mauMeHTH BBB BCAKA Tepal¢BTHUHA IpyIia.
[ToBedeTo OT HEXETaHUTE pEaKuy ca MiH JIEKH, WK ymMepend. Kato wano, npoyusaneto FLORENCE ne
H3THKBA HAKAKBH CHELUHAIHH ChOOpaKeHHs 32 6€30NacHOCT B JOITBIHEHHE KbM MPeARIIHHSA OIHT C
AJlapa IpH NOAArpa, ¢ H3KITIOYEHHE HA CICIHATE TPH HeXeJIaHH PEeaKLHH (ONMHCAHH IO-Tope B Tabnnua

1).

Copaeunu HapylnleHHs:
Heuectn: nas 6eapen 610K, CHHyCOBa TaXHKAPIUS

Cpa0BY HapylIEHHS
HedecTn: xemoparns

CroflaBaHe Ha TOO3HPaHH HEKENAHH PEaKLHN
Cp0o0u1aBaHETO Ha NOAO3HPaHH HEKeNAHK PEAKLIHK CIie] pa3pelaBaHe 3a yrnoTpe0a Ha TIeKapCTBEHHA MPOIYKT
€ BaXKHO. TOBa MO3BOJIABA 1A MPOABIKY HAOMIOEHHETO HA CHOTHOLIEHUETO TI0JI33/PUCK 34 JIEKAPCTBEHHA
NpoAyKT. OT MEAHIIHHCKUTE CASUHATHCTH Ce M3HCKBA [a ChOOLIABAT BCSKA MOA03APAHA HEXEIAHA PEaKI[Hs
ypes:

M3nbenHuTENHA areHuMs no JIeKapeTBaTa
Y. ,,Jlaman ['pyep™ No 8

1303 Codus

Ten.. +359 2 8003417

yebcalit: www.bda.bg

4.9 Ipenosupane /
ITanuenture ¢ mpenosupade TpAOBa Aa ce OBNANEAT ChC CHMITOMATHYHO H NOAIBPKALILO neqeune{




5. ®OAPMAKOJOTHYHH CBOVICTBA

5.1 PDapmakoaAHHAMHYHH CBOHCTBA

dapMaKkoTepaneBTHYHA Ipyla: AHTUNOAATPO3HY MpenapaTH, HHXHMOMpamu oOpasyBaHETO Ha NMUKOYHA
kucenaHHa, ATC koa: MO4AAO3

MexaHu3bM Ha JeHCTBHE

[Inko4yHaTa KHCEIMHA € KPaHHUAT IPOAYKT OT MeTabONHM3Ma Ha MyPHHH MPH XOpara u ce obpalysa 1o
BEpHIaTa XHNOKCAHTHH — KCAHTHH — MUKOYHA KUCENMHA. J/IBETE CTHIKK Ha TOPHUTE MPEBPBLIAHHA CE
KaTaJu3ypaT OT KcaHTHHOKCHAa3a (KO). @ebykcocTaT ¢ 2-apHJITHA30I0B IEpHBaT, KOUTO OCHLISCTBABA
TEPANEBTHYHMA CH eeKT KAaTO MOHHXKaBa IHKOYHATA KMCENMHA B CepyMa 4pe3 CEIeKTHBHO HHXHOupaHe
Ha KO. QebyxcocTat € MollleH, He-nypHHOB cenekTHBen HHXuOuTOp HAa KO (HIT-CHUKO) ¢ in vitro Ki
CTOHHOCT Ha HHXHOHpPaHe NO-Manka OT eAAMH HAHOMOJI. YCTaHOBEHO €, 4e (ebyKcocTaT MOLHO
HHXHOHpa, KaKTO OKHC/IEHaTa, Taka u peayuHpanara gopma Ha KO. [IpH TepaneBTHHYHH KOHUEHTPALHH,
¢ebykcocTaT He HHXHOHPA APYTH €H3UMHM, YJACTBALIH B MeTab0NH3Ma Ha TYPHHH KK NUPAMHUANHY, 110~
CTICHHATHO TYaAHHH JicaMHHa3a, XUTIOKCAaHTHH ryatuH ¢ocdopubosnnrpancdepasa, oporarT
docdopubosmntpanchepasa, opotuanH MoOHoGochaT aekapOOKCHAA3a HIH MyPUH HYKNEO3UI
docdopunasa.

KnunnuHa epHKacHOCT B 6€30I1aCHOCT

Ilonarpa

EdrkacHocTTa Ha (pedykcocTan € noKka3zana npy TpH OCHOBHHM (aza 3 npoyusadus (asete ocHOBHH APEX
1 FACT npoyusanua 1 nonsinutentoro npoyupadie CONFIRMS, onucann mo-mony), nposeacHy npu
4101 nanxeHTH ¢ XHNepypHkeMHs K noaarpa. [Ipu Beako ocHoBrO dasa 3 npoyusane, pebykcocTas ¢
noxasan 1no-xoopa cnocodHOCT Ja NOHWKY H MOAXbPKA CEPYMHHTE HHBA Ha NTMKOYHATA KHCEIHHA, B
CpaBHCHHE ¢ anonypuHo. [IspBrHYHaTa KpaiixHa To4uka 3a epukacHocT B npoyusBanusta APEX u FACT e
CBEOTHOUICHHETO HA MMALMEHTHTE, YHHUTO MOCAEAHH 3 MECEYHHU CEPYMHH HHBa Ha MHKQOYHATA KHCEIHHA Ca
< 6,0 mg/dl (357 pmol/l). B nomenaurennoro ¢aza 3 npoyusane CONFIRMS, 3a koeto pesynrarure ca
HaJIHYHH CJIe[ H3IaBaHETO Ha paspelleHHETo 3a ynoTpeba Ha dedykcocTa, nspBHYHATA KpalHa TOYKa 3a
eUKacCHOCT € 171 MALIMEHTH, IPU KOUTO CEPYMHHMTE HHBA Ha MMKOYHATA KHcenuHa ca < 6,0 mg/dl npu
noclegHOTo noceleHte. [anuenTr ¢ Opraiiy IPHCaIKH He ¢a BKIIOYEHH B TE3H NPOYYBAHHA

(Bk.TOYKa 4.2).

APEX npoyusare: AnollypuHON M Inanebo KOHTpoMpaHo npoyyBane Ha dpebykcoctar (The Allopurinol
and Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e ¢asa 3, panaoMu3HpaHo, 1BOHHO-CIANO,
MYJITHLHEHTPOBO, 28-CeAMUYHO NpoyyBane. Xuusja celieMaeceT v 1Bama naunenTa (1072) ca
panaoMH3Mpany: nnauedo (n=134), pebyrcocran 80 mg BeaHnk AHeBHO (n=267), pebykcocran 120 mg
BEAHDLK AHEeBHO (n=269), debykcoctan 240 mg Benubx AHeBHO (n=134) i anonypunon (300 mg
BeJIHBX AHEBHO [N=258] NpH NnauueHTH ¢ H3IXOAEH cepyMeH kpeatuHHH <1,5 mg/dl unn 100 mg BeHBX
AHEeBHO [n=10] OpH MauMHeHTH ¢ U3XOJeH cepyMeH kpeatuHuH 26 >1,5 mg/dl u <2,0 mg/dl). [iBecta 1
yetupraeceT mg ¢edykcocrtat (2 mbTH npenopbYBaHaTa Half- BHCOKA J03a) ca H3AO0A3BaHy KaTo 1032 3a
OlieHKa Ha 6e30MacHoCTTA.

[Ipoyusanero APEX moka3sa CTATHCTHUECKH 3HAYHMO IIPEBB3XOJCTBO HA JBETE paMeHa Ha JICYEHHE C
(debykcoctan 80 mg Benubk aHeBHO H PebykcocTan 120 mg BeAubxkK JHEBHO CPEILY paMeHaTa Ha

NedyeHHe ¢ KOHBEHIIHOHANIHO H3NOoI3BaHuTe A03H anonypHHoa 300 mg (n = 258) /100 mg (n = 10),
noHwxkasaiiki sUA noa 6 mg/dl (357 umol/l) (sx. tabauua 2 1 durypa 1).

FACT npoyusane. ANOIYPHHO KOHTPOJIMpaHo npoy4sane Ha pebykcoctar (The Febuxostat 'd
Controlled Trial) (FACT) e ¢asa 3, panaoMusupano, ABOHHO-CAANO, MYNTHIEHTPOBO, 52- ce



npoy4sane. CeemMcToTHH M wectaecet (760) nauuenTn ca panaomuzupann: pebykcocran 80 mg BeHbXK
NHEBHO (n=256), pebykcocran 120 mg Beaubxk AHeBHO (n=251) uau anonypuron 300 mg BeAHBK

AHEBHO (n=253).

[IpoyuBanero FACT noka3Ba CTaTHCTHYECKH 3HAYMMO NTPEBB3XO/ICTBO Ha JIBETE paMEHa Ha JIeYeHHe C
¢pebykcocran 80 mg u pebykcoctan 120 mg BeAHBK AHEBHO CPEILly PaMOTO Ha JIe4EHHE C
KOHBEHILIMOHAJIHO M3MOoJI3BaHarta J103a anonypuHon 300 mg,noHmwkasaiiku u noaavpxaiiku sUA noa 6

mg/dl (357 umol/l).

Tabnuua 2 06061masa pesynraTure OT MbPBUYHHTE KPaliHU TOYKH 3a €HKACHOCT:

Tabnauna 2: /Is;1 Ha NaNHEHTHTE CbC CEPYMHH HHBA HA NHKOYHA KHceaHHa < 6 mg/dl (<357 pmol/l)
Ilociennn 3 MeceuHH BH3HTH

IlpoyuBane ®ebykcocran 80 mg | Pebyxkcocran 120 mg | Anomypuuoa 300 /100
Be/IHbXK JIHEBHO Be/lHbK IHEBHO mg BeJAHBXK JHEBHO '

APEX (28 cenmuun) | 48% * (n=262) 65% *, (n=269) 22% (n=268)

FACT (52 ceqnmuun) 53%* (n=255) 62%* (n=250) 21% (n=251)

KomOunHnpanu 51%* (n=517) 63%*, (n=519) 22% (n=519)

pe3yaTaTH

1 pe3ynrati npH xopa, nony4asaiu Wi 100 mg Beanbxk AHeBHO (n=10: MalKEeHTH CbC CepyMeH
kpeaTHHHH >1,5 1 <2,0 mg/dl) unu 300 mg Beauwsx aAHeBHO (n=509) ca cbOpaHHu 3a aHaTU3HTE.

*p<0,001c

my anonypusos, p < 0,001 cpemy 80 mg

CnocobHocTTa Ha pebykcocTan 1a noHMKaBa CepyMHHTE HHBA Ha MMKOYHATA KHCeNHHa e Obp3a u
nocrosiHHa. [ToHHkeHHe Ha cepyMHOTO HMBO Ha MHKOYHATA KKHcenaHuHa o < 6 mg/dl (<357 umol/l)
e oTOens3aHo npu Bu3HTaTa Ha CeMHLa 2 W € NOAXbPXKAHO N0 BpeMe Ha LsAI0To neyeHne. CpeanuTe
CEpyMHH HHBA Ha MHKOYHAaTa KHCEJIHHA BbB BPEMETO NpPH BCAKA Ipyna Ha Jie4eHHe OT JIBeTe€ OCHOBHH
¢a3a 3 npoy4BaHus ca nokasaHu Ha urypa 1.

®urypa 1: Cpeann cepyMHH HHBAa HA NHKOYHA KHCEJHHA, B 00eJHHEeHH OCHOBHH da3a 3

Npoy4YBaHHuSs

a
)

kucesmua (mg/dL
s =

 CpeaHa cToRHOCT (£SEM) CepyMHO HHBO HA ITHKOYH

BL=mrvoama cTodmocT

- . - - 1 -

Cenaoa

SEM=CTanIapraa rpemixs N2 CPeIRaT) CTORMOCT




3abenexka: 509 naunenTH NoMyyasar anonypuHon 300 mg BeAHBX AHEBHO; 10 MalHeHTH Cbe
CepyMeH KpeaTHHHH > 1,5 u < 2,0 mg/dl monyuapar ao3a 100 mg Begusx THEBHO (10 MallueHTH OT
268 npu npoyusaHeTo APEX). 240 mg (pebykcocTaT ca M3NOM3BaHH 3a OLEHKa Ha 6e30nacHOCTTa
Ha ¢ebyKcoCTaT IIpH IBa TTH Hali-BHCOKATa Npenope4BaHa A03a.

IIpoyusane CONFIRMS: npoyusaneto CONFIRMS e ¢asza 3, pauoMH3NpaHo, KOHTPOAHPAHO, 26-
CeIMH4HO MPOY'BaHE 3a OLIEHKA Ha Oe30nacHOCTTA U ehuKacHOCTTA Ha dedykcocrar 40 mg n 80 mg B
cpaBHeHue ¢ anonypHHoa 300 mg unu 200 mg npu nanHeHTH ¢ nojarpa U xunepypukemus. JIpe Xunsau
ABECTA LIeCTAECET H Aeser (2269) nanuenTa ca paHnoMu3Hpani Ha: pedykcoctan 40 mg BeIHEK AHEBHO
(n=757), pebykcoctan 80 mg renuwx qHeBHO (n=756) unu anomypunon 300/200 mg BeHBX JHEBHO
(n=756). Hai-Manko 65% or nauueHTHTE Ca ¢ JeK0 [0 yMepeHo OpOpedno yBpexaane (¢ KpeaTHHHHOB
KaupbHC 30-89 ml/min). [IpodunaxTukaTra Ha mogarpo3HU NPUCTHNH € 3aABKHTENHA IO BpeMe Ha 26-
CEAMHYHHA TIEPHOL.

JansT NAUHEHTH ChC CEPYMHH HHBa HA TMKOYHA KMcenuHa < 6,0 mg/dl (357 pmol/l) npu nocneaAHoTo

noceleHne € CboTBeTHO 45% 3a 40 mg debykcoctar, 67% 3a debykcoctar 80 mg u 42% 33 anmynypuHOn
300/200 mg.

[Tepsuvna xpauna mouka e nOO2pynama Ha nayuesmu ¢ BvOpeyHo yepexcoane:

[Ipoyusanero APEX ouenssa epuracHoctta npu 40 naunedTn ¢ 666peuno yBpexaane (1.€, H3X0xHa
CTOHHOCT Ha CEpYMeH KpeaTHHUH > 1,5 mg/dl u 2,0 mg/dl). Ilpu xopa ¢ 6s0peuno yepexaane,
paHIOMHM3MpaHH Ha a1onypuHOIN, npeaendHarta [03a ¢ 100 mg BeaHbX AHEBHO. (pedyKcoCTal JOCTHIA
IIbPBUYHATA KpaiiHa TOYKA 3a eHKacHOCT nIpH 44% (80 mg Beanbx AHeBHO), 45% (120 mg BeaHbXK
AHeBHO) H 60% (240 mg BeAHBK OHEBHO) OT MALIMEHTHTE, B cpasHeHHe ¢ 0% npH rpynuTe Ha
anonypuron 100 mg BeaAnsX THEBHO M 1aLe60.

Hsima KITHHUYHO 3HAYHMM PA3THKH B IPOLEHTHOTO HAMANIEHHE HAa CEPYMHATA KOHLIEHTpAL|sI Ha ITHKOYHA
KHCEJIMHA MPHY 3APABH X0pa, HE3aBUCHMO OT TAXHaTa ObOpeuHa QyHkuua (58% B rpynaTta ¢ HopMaTHa
OLOpeuna pyHKuHA H 55% B rpynata ¢ Texxka 660peuna AHCHYHKLIHS).

AHajH3 Ha NalHEHTHTE € NoAarpa U &EOpeyYHo YBpeKAane, MPOCIEKTHBHO ONPEAECIEH B IPOYYBAHETO
CONFIRMS, nokassa, ye ¢pebykcocTar € CHrHHHKAHTHO N0-e()eKTHBEH 33 MOHWKEHHE HA CEPYMHHTE
HHMBA Ha IMKOYHATA KUCEJIHHA A0 CTOHHOCTH < 6 mg/d] B cpaBHeHHe ¢ anonypuHon 300 mg/200 mg npu

NanMeHTH ¢ NoAarpa, KOMTO HMaT N€KOo J0 yMepeHo OpOpeuHo yepexane (65% oT mpoydyBaHUTE
MAMEHTH ).

Ivpeuuna kpaiia mouka 6 nodepynama na nayuenmu ¢ sUA > 10 mg/dl:

[Tpubnusutenno 40% ot nauuenture (o6equnedn or APEX u FACT) umar uzxoana croiinoct sUA of >
10 mg/dl. B Tasu noarpyna ¢gedykcocraj J0CTHra MEPBUYHATA KPAHHA TOUKa 33 ePHKACHOCT (CEpYMHM
HNBa Ha NUKOYHaTa kKuceluHa < 6 mg/dl npu nmocneanuTe Tpu noceuterun) npu 41% (80 mg BeaAHbxK
AHesHo), 48% (120 mg BeaHnXk AHEBHO) M 66% (240 mg BeAHDX NHEBHO) OT NALUCHTHTE, B CPABHEHME C
9% B rpynarta Ha ajonypuron 300 mg/100 mg senumx AHeBHO H 0% B rpynara Ha miuaiebo.

B npoyusanero CONFIRMS nanbT Ha nauueHTHTE, KOMTO JOCTUrAT 10 IMbPBHYHATA KpaiHa TOUKA 33
€(HKACHOCT (CepPYMHH HHBA Ha MHKOYHATA KHCENHHa < 6 mg/dl mpu HOCHAEHOTO NOCEIEHHE) 32
NanueHTH C Ha4YaJIHKM CEpYMHH HUBA HA NMKo4YHaTa Kucenuna > 10 mg/dl nexysann ¢ dedykcocrat 40 mg
BERHDBXK MHEBHO € 27% (66/249), ¢ pebykcoctar 80 mg BeanbK AHEeBHO € 49% (125/254) 1 ¢ anonypHHON
300 mg/200 mg BenHBK qHEBHO € 31% (72/230).

Knunuunu pesyamamu: J{an na nayuenmume, Hyxcoaewyu ce om 1e4enue Ra nodazposex npucmbﬂ/,
[fpoyuBane APEX: npe3 8-ceaMuvHus npoduiakTHYeH NEPUOJ, O-FONAM I JHLA B Fpynara;

¢ pebykcoctat 120 mg (36%) U3HCKBAT JIeHeHHE Ha NOAArPO3EH IIPHCTBII CIPAMO (PeBYKCOCT
(28%), anomypuron 300 mg (23%) v mnauebo (20%). TIPHCTHINTE ce YBEIMYABAT CIEN IIPO




[IEPHOA ¥ NOCTENCHHO HaMaJIABaT ¢ BpeMeTo. Mexay 46% u 55% OT AMlara nojy4yasar JeyeHHE 3a
NOJarpO3HUTE NIPHCTBIH OT 8 ceamuila A0 28 ceamuua. [TogarposHy NPUCTBIH Ape3 MmocnegHuTe 4
CEe/IMHIH OT NpOY4YBaHeTO (ceamulia 24-28) ce nabmoaasat npu 15% ($edbykcocrar 80, 120 mg), 14%
(amonypunon 300 mg) n 20% (nnauebo) or nHLaTa.

IIpoyusane FACT: npe3 §-cenmuumus npodHIIaKTHYEH NEPHO, TO-TONAM JIA] JIHIA B IPYNAaTa, IEKYBaHa
¢ ebyxcoctat 120 mg (36%) H3KMCKBAT NeYeHHe Ha NOAArPO3ECH NPUCTHIT CAPAMO ABETE IPYINH JIEKYBAHH
¢ pedyxcoctar 80 mg (22%) n anonypuHoa 300 mg (21%). Cnen 8-ceaMHYHHMS NPOPHIAKTHUEH NEPHOL,
YECTOTaTa Ha MPHCTHIN CE YBENK4YaBAa M cliell TOBA TIOCTETIEHHO HaMasaBa ¢ BpeMeTo (64% u 70% ot
JIHiaTa Mnojay4aBaT JIeUEHHE 3a [IOAArpoO3HHATE NPHCTLRK OT 8 A0 52 ceaMuua). [logarpo3nn npucTHIN
Npes NOCNEAHUTE 4 CEAMHLN OT Npoy4BaHeTo (ceaMuLy 49-52) ce vabmoaaear npu 6-8% (dedykcocrar
80 mg, 120 mg) u 11% (anonypunon 300 mg) oT nuuara.

JlensT na xopara, Hyxaaein ce ot neueHne Ha noparposed npucthll (APEX u FACT mpoyusasis) e
YHC/IEHO MTO-HHCKO B I'PYIIHTE, KOUTO CEJ H3XOAHOTO HHBO €A JJOCTHTHANH CPEAHO HEBO Ha YpaTH B
cepyma < 6,0 mg/dl, < 5,0 mg/dl wunu <4,0 mg/dl, cpaBHenH ¢ rpynata, KOSTO Cliell H3XOAHOTO HHUBO €
AOCTUTHAJIA CPEAHO HHBO Ha ypartud > 6,0 mg/dl npe3 nocnenuuTte 32 CeIMUIIM OT NEPHO/IA HA JICYEHHE
(uuTeppann Ceamuua 20- Cemuna 24 no Cenmuua 49-52).

I1o Bpeme Ha npoyusanero CONFIRMS, NpoueHTsT NaUMEHTH, KOMTO C€ HYXK/IAAT OT JEYEHHE Ha
NOAATPO3IHH NPUCTHNU (AicH 1 Ba Mecel 6) e 31% 1 25% choTBETHO 32 rpynuTe Ha debykcocTtar 80 mg u
anonypHHol. He ce HabmonaBa pasnuka B /iA714a TRIHEHTH, KOUTO CE HyXJa4T OT JIeMEeHHE HA TOAArPO3HH
MPHCTHIHN B TPYNHTE Ha gebykcoctar 80 mg u 40 mg.

Q LACOCPOYHU, OMBOPERU, PASWIUPEHU RPOYYIBAK IS

I[Tpoyysane EXCEL (C02-021): npoyuranero EXCEL e tpu-roguuaso ¢aza 3, oTBOpeHo,
MHOTI'OLECHTPOBO, PABAOMH3UPAHO, AONYPHHOA-KOHTPOJIIMPAHO, Pa3LINPEHO NTPoYyYBaHe 3a 6e300acHoCT
3a TaLlHEHTH, KOUTO Ca 3aBbpLIKAH OCHOBHUTE (ha3a 3 npoyusanus (APEX unu FACT). O6mo ca
Bo4eHH 1086 naimentu: pebykcocran 80 mg seaunx anesno (n=649), pebykcoctan 120 mg BeaHbX
AHEeBHO (N=292) niu anonypunon 300/100 mg Beanbx aHesHo (n=145). Oxono 69% OT NalMEHTUTE HE
M3UCKBAT [IPOMEHH B JICYEHHETO 33 TIOCTHTAHE HA kpalHo cradunno neuenue. Haimentu ¢ 3
MOCIEAOBATEIHN CCPYMHH HYBa Ha NHKOYHATa KHcennHa >6,0 mg/dl otnanat. CepyMHUTE HHBa Ha
NUKOYHA KHCENHHA Ce MOJIbPKAT BbB BpeMeTo (T.e. 91% 1 93% oT NauMeHTHTE Ha HAYaJIHO JIEYEHHE
CHOTBETHO ¢ (ebykcoctat 80 mg 1 120 mg ca ¢hC cepyMHH HUBA HA MHKOYHATA KuceadHa <6 mg/dl Ha 36
Méeceln).

TpHroaniiny JaHHW NOKAa3BaT HAMAJIABAHE Ha YECTOTATA HA NOAArpO3HH MIPUCTHIY KATO Mo-Majiko oT 4%
OT HALMEHTHTE €a C€ HYKAAE/IH OT IeYSHHE Ha IPUCTDII (T.€. noBeye OT 96% OT MALlMEHTHTE HE ¢a HMastH
HYXJla OT JISYCHHE Ha NOJArpo3eH NpucThl) ipe3 Mecel 16-24 u Mecen 30-36.

46% n 38% oT nauMeHTHTE Ha KpaitHO CTaOMIIHO NeyeHHe cboTBeTHO ¢ pebykcoctaT 80 win 120 mg

BCAHBXK JHEBHO C4 € MIBJIHO pa3HaCcAHE HA MbpBHYHA NAJIMATOPHA TU(IJ& OT U3XOAHO HHBO 10 KpﬂﬁHOTG
NOCCIICHAE.

IIpoyueanero FOCUS (TMX-01-005) e S-roguiuno, dasza 2, 0TBOPEHO, MHOTOLEHTPOBO, Pa3liHpEHO
Mpoy4BaHe 3a 6E301aCHOCT 3a NALMEHTH, KOHTO Ca 3aBbPLIHIH 4-ceAMUUHO ABOHHO-CNIANO A03MPAHE HA
¢pebyxcocrar B nnpoyusaHero TMX-00-004. Bkmouenu ca 116 naiueHTH, KOHTO NOJIYYABAT HAYATHO
pebyxcoctar 80 mg Beansxk AHesBHO. [1pn 62% OT nalMenTHTE He cE H3HCKBA KOPUTHpaHe Ha 103aTa 32
NOAABPAKAHE HA CEPYMHH HHBA Ha IMUKOYHATAZ KHCeNHHa <6 mg/dl, a npu 38% oT nalMeHTHTE C€ H3HCKB
KOPUIrHpaHe Ha /103aTa 3a JOCTHraHe Ha cTabUNHA KpaiiHa ao3a.

JUATBT TAUHEHTH CbC CEPYMHH HHBA Hd MHKOYHATa KucemuHa <6 mg/dl (357 umol/l) Ha mocney
nfoceueHne € no-royiaM ot 80% (81-100%) 3a Bedka o1 ao3uTe pebykcocTar. i
'



Ho Bpeme Ha ¢a3a 3 KIHHHYHY NPOYYBaHHA ca HAOIIOAABAHM JIEKH OTKIIOHEHHA NPH YE€PHOAPOOHUTE
(pyHKUHOHAIHH TECTOBE NIPH TIALMEHTH, NeKyBaHH ¢ gebykcoctar (5,0%).CTenenuTe Ha OTKJIOHEHUATA Ca
noA0OHK HA CTEMEHHTE, ChOOIIEH  MpH anonypruon (4,2%) (Bxk. Touka 4.4). [TosHilEeHH CTOHHOCTH Ha
TSH (>5,5 plU/ml) ca HabntogaBaHy NpH MALHEHTH HA ABATOCPOYHO eqeHHe ¢ pebykcocTar (5,5%) u
NalHEHTH HA aonypuHON (5,8%) NpH ABArOCpoOvHM OTBOPEHHU Pa3LIMPEHH MPOyYBaHHs (BXK. Touka 4.4).

TyMOp-1u3HC CHHAPOM

Edukacnoctra 1 0e3onacHocTTa Ha (ebykcocTal 3a NPEBEHIIMA U JIEYEHHE Ha TYMOP-JIH3HC CHHIPOM ca
AemoHCTpupanH B mpoyysaHeTo FLORENCE (FLO-01), ®ebykcocTan nokasea no-godpa 1 no- 6upsa
aKTHBHOCT 32 [TOHH)KABAHE Ha MMKOYHATA KHCENHHA, B cpaBHeHHe ¢ anonypHoHon. FLORENCE e
pangomusupano (1:1), aBoHo-cnsino, ocHOBHO u3cneaBane dasa 3, cpasnsapauo pebykcoctan 120 mg
BEHDBXK AHEBHO ¢ anonypuHon 200 xo 600 mg aHeBHO (cpeHa AHEBHA 1032 ATONYPHHON [+ CTAHAAPTHO
oTkIcHeHue}: 349,7 £ 112,90 mg) o oTHOUICHHE HA KOHTPOJIA Ha CEPYMHHTE HMBA HA IIHKOUHA
KHCeNnHA. [loaxoasimy mauveHT! e Tpiadsano Aa 6bAaT KaHAMJATH 3a JIEUeHHE ¢ aloNyPHHON HITH
TAKWB4, KOHTO ca HAMAJH AOCThI A0 pacOypukasa. [IepBHYHHK KpaliHH TOYKHA ca MUlolTa oA KpHBATa Ha
cepyMHara nHKkovHa kuceauHa (AUC sUA1-8) u npoMasaTa B HHBaTa Ha cepyMHHUA kpeaTHHHH (sC), oT
H3XO0JXHOTO HHBRO JO JieH & W 3a ABeTe.

0610 ca BknroyeHH 346 NauMeHTH ¢ XeMaTOJOTHYHH 310Ka4eCTBEHH 3a00J1s1BaHHA, NOAJIOKEHH Ha
XHMHOTEPANHA H C YMEPEH/BHCOK PHCK 0T TyMop-in3uc cungpom. Cpeagnara AUC sUA1-8 (mgxh/dl) e
CUT'HH(HKAHTHO NO-HUCKA NpH JieueHue ¢ dedykcocran (514,0 = 225,71 cnpamo 708,0 £+ 234,42; paznuka
CIopea METOAA HA Hali-MaJIkhTe KBaapaTH: -196,794 [95% noeepurened HATepBat: -238,600 ; -154,988];
p <0,0001). Oceen TOBa, CPeJHOTO CEPYMHO HHBO Ha MHKOYHA KHCEIHHA € CHIrHU(HKAHTHO MO-HHCKO
npu aedeHne ¢ pedbykcocTa npes NbpPBUTE 24 yaca OT JEYEHHETO H BbB BCAKA €J{Ha OT NOCAEABallUTE
BpeMeBH TOUKH. He ce u3gBaBa CHrHH(MKAHTHA PA3THKa B CPEAHATA MPOMAHA HA CEPYMHHS KPEATUHHUH
(%) Mexny gebykcocran u anonypuno:n (-0,83+26,98 cupamo - 4,92+16,70 CbOTBETHO; Pa3iIHKa CIIOpen
METO/1a Ha Hal-MankuTe kBaapatu: 4,0970 [95% noseputenen untepsan: -0,6467 ; 8,8406]; p=0,0903).
Ilo oTHOIIEHHE HA BTOPUYHHUTE KpaHHH TOYKH, HE € OTKPUTa CHTHU(MKaHTHA pa3iika 110 OTHOLIEHHE Ha
yecrorara Ha naboparopen TJIC (cvotBeTHO 8,1% 1 9,2% B pameHara Ha hebykcocTan ¥ alONypPHHOI,
oTHocHTeneH puck: 0,875 [95% norepurenen unrepean: 0,4408 ; 1,7369]; p=0,8488) uuro 3a WIMHHYEH
TJIC (cvotBeTHO 1,7% 1 1,2% B pameHata Ha Anapa v anonypunoi; orHocureneH puck: 0,994 [95%
nosepuTeneH HHTepBal: 0,9691 ; 1,0199]; p=1,0000). O6mara yecToTa Ha IPH3HALMTE H CHMIITOMHTE,
M3SBCHH 10 BPEME Ha JIEYEHUETO, U HEXeNaHHUTe peakiinn € 67,6% cnpamo 64,7% u 6,4% cnpsamo 6,4%,
CBOTBETHO IPH JIeUeHHe ¢ PeOyKcocTaa H anomypHHOI.

B npoyusanero FLORENCE, ¢ebykcocran aeMoHcTpHpa nmo-a0656p KOHTPOJ Ha CEpYMHHTE HHBA Ha
MMKOYHA KHCEJIHHA CTIPAMO AIONYPHUHON NMPH NAlHEHTH, KOUTO ¢a MJTaHKPaHH Ja [fony4aBaT NocieJHOTO
aekapcTBo. IloHacTOsIeM IUTICBAaT JaHHHM, CpaBHSBAILK (edyKcocTan ¢ pacOypHkasa.

EdukacnocTtra 1 6e30macHocTTa Ha PebyKCOCTAT He Ca YCTaHOBEHH TIPH NMaLHeHTH ¢ ocThbp Texkbk TJIC,
Hanp. Npy NalHeHTH, KOUTO Ce JIEKYBAT HEYCNELIHO ¢ APYTH YPaTOIOHWKABALIH TeparuH.

3.2 (DapMaKOKHHEeTHYHH CBOiicTBA

IIpu 3apaBK xopa, MAKCHMaNHHTE MAa3MeHH koHUenTpaumy (Cmax) 1 NAOLITa 0/ KPHBATA TIa3MEeHa
koHUeHTpaunsa/BpeMe (AUC) Ha dpebykcocTaT ce yBenHuasaT nponopiMOHANIHO Ha 103aTa Cle]
€IHOKPaTHO M MHOT'OKPATHO Mpujarade Ha 10 mg go 120 mg. [Tpu o3u Mexay 120 mg u 300 mg, ce
HaONAaBa No-TONAMO OT MPOITOPUHOHANHO Ha Ao3aTa yeenuyeHHe Ha AUC na pebyxcoctat. Hama
KyMyJIHpaHe, KoeTo MOXe Jia Obe OLleHeH, TPy Npinarane Ha 1o3u ot 10 mg no 240 mg Beexu 24 yaca.
(ebykcocTaT UMa MPUBHACH CPe/ieH TEPMHHANIEH eTUMUHALIMOHEH TIONYXHUBOT (1)2) 0kono 5 110 8 vaca.

[Tomynaunonss gapMakOKHHETHYHH/ hapMakoAHHAMHYHH aHAIM3H ¢a NIpoReAeHH npH 211 naune,
XHIICPpYPHKEMHS H IOAArpa, ackysau ¢ Agapa 40-240 mg Beausx aHeBHO. KaTo Lano,

(papMaKOKMHETHYHHTE NapaMeTpu HA $eOYKCOCTAT, OLIEHEHH Ype3 H3MEPEHH C TE3H aHaAH3H C’I:f



Ha TE3H, NOJy4EHH NMpH 3JPaBH X0pa, KOETO MOKAa3Ba, Ye 3qpaBUTE Xopa ca NIpeACTABHTENHH 3a
(papmakxoknHeTHyHa/PpapMakOAMHAMHYHA OLIEHKA MTPH TONY/IALHATA NALMEHTH ¢ NoJarpa.

Abcopbyus
®edykcocrar ce abcopbupa 0Bp30 (tmax 1,0-1,5 h) 1 pobpe (Haii-manko 84%). Cnen eAHOKPATHO HIH
MHOTOKpaTHO nepopaiHo apuiaarade Ha 80 1 120 mg eann nbT AHeBHO, Cmax € CBOTBETHO

npubnuzurenno 2,8-3,2 pg/ml u 5,0-5,3 pg/ml. A6comoTHara GHoHANTHYHOCT Ha TabneTHaTa popMa Ha
bebykcocrar He € mpoyyeHa.

CleA MHOIOKpaTHO IepOopaiHo npuiarade Ha 80 mg euH IIbT AHEBHO WJIH €JHOKPATHO NpUiarade Ha
120 mg ¢ xpaHa, 6borara Ha Ma3HUHH, ¥Ma 49% U 38% nonmxenue Ha Cpnax H ¢HOTBETHO 18% H 16%
HaMmansBaHe Ha AUC. Obaue, npu H3cneasaHe (MHOrokpaTHO npujiarade Ha 80 mg) He e HaOmo1aBana,
KIHHHYHCO 3HAYHMa NpOMAHA B NPOLECHTHOTO HaMaJIeHHE HA CepyMHAaTa KOHLUEHTpalua Ha IHKOYHA
KucenuHa. CrneaoBarenso, Ajgapa MOXe Ja ce IpHeMa HE3aBHCHMO OT XpaHara.

Pasnpeodenenue

IlpuBuanusTa 00eM Ha pasnpeaenesye B cTayHoHapHo cberosnne (Vss/F) Ha pebdykcocTar e B 1uanasoH
oT 29 no 75 | cnea nepopannu go3u o1 10-300 mg. Cebp3Banero Ha ¢ebykcocTaT ¢ MIa3MEHHTE
NpPOTEUHH € NpUbnu3uTenHo 99,2%, (rasHO ¢ andyMUH) 1 € NOCTOAHHO B AHarna3oHa Ha
KOHLEHTpAUMATa, mocTuraata ¢ Ao3u ot 80 u 120 mg. Crup3raHeToO ¢ IUIa3MeRHUTE TIPOTEHHK Ha
AKTHBHHUTE METabONHTH € B iHana3oH ot 82% no 91%.

buompancghopmayun

PedykcocTar ce MeTaboJTH3UpPa EKCTEH3HBHO Ype3 KOHIOralus 4pes YpHARH aucdocdat
riaoKypoHosuntpaucgepasnarta (UDPGT) enzuMua cuicTeMa H okcHpupade upes nutoxpomM P450 (CYP)
CHCTEMATa. ¥ CTAHOBEHH €a YeTHPH (papMaKkoJIOTHYHO aKTHBHH XHAPOKCHI MeTabOIUTH, TPH OT KOUTO C€
HaMHpAT B NJ1a3MaTa NpH Xopa. In vitro NpoyyBaHHs C YOBEIIKH YepHOIPOOHH MHKPO30OMH [IOKA3BAT, Y€
TE3H OKCHAATUBHHY MeTabonkTk ce obpasysar riagHo or CYP1AL, CYP1A2, CYP2C8 unu CYP2C9,a
debykcocTaT rmokyporul ce obpasyea masuo o UGT 1A1, 1A8 n1AS9.

Enumunupane

DebykcocTaT ce endMHEYpa No YepHoapobeH ¥ 6u6peuen nbt. Cnen 80 mg opanna ao3a 14C-6ensizan
pebyxcoctaT, Npubau3uTenHO 49% OT H03aTa C€ BB3CTAHOBABA B YPHHATA KATO HEIIPOMEHEH
debykcoctat (3%), alHi FNIOKYPOHHIBT Ha aKkTHBHOTO BeulecTBo {30%), HerOBUTE H3BECTHH
OKCHJIATHBHH MeTaDOoNHTH M TeXHHTe KoHIoraTH (13%) u Apyru HeuzBecTHH MeTabonuTH (3%). Karo
AOTTBIHEHNE KbM YPHHApHATA eKCKpelds, Npubausutendo 45% oT Ao3ata ce Bp3CTaHOBABA BBB (eleca
KaTo HelpoMereH gedykcocTar (12%), aiun rroKypOHHIBT Ha aKkTHBHOTO BeliecTBO (1%), HETOBUTE
M3BECTHH OKCHAATHBHH MeTalbONNTH H TEXHATE KOHIOTaTH (25%) ¥ ApYTH HEeH3BECTHH MeTabonuTH (7%).

Bvwopeuno yepexcoane

Criel MHOrOKpaTHO nepopaliHo npunarase Ha 80 mg ¢ebykcocran nNpH MaLUEHTH € JIEKO, YMEPEHO HIH
TEXKKa cTereH Ha ObOpeuno yBpexiane, Cnax Ha (heOYKCOCTAT HE C€ MPOMEHS, B CPABHEHHE C XO0pa C
HopMaiHa ObpOpeyna ¢yuxuua. Cpennara obma AUC Ha debGykcocrtar ce yBennuasa npudausuTenyo 1,38-
kpaTHO oT 7,5 pg-h/ml B rpynara ¢ nopmanna 6sbpeuna ¢pyakuua o 13,2 pg.h/ml B rpynara ¢ Texko
HapyuieHa 6s0peuna ¢pyuxknus. Cmax u AUC Ha akTHBHHTE METabONHTH HapacTBa ChOTBETHO 2- H 4-
KparHo. He3aBHCHMO OT TOBa, He € HEOOX0AUMO aJlanTHpaHe Ha J03aTa NPH NalHEeHTH ¢ NEKO HAH
yMepeHo Op0peyuno yBpexkaaHe,

Hepnodpobno yepexcoane
Cren MHOTOKpaTHO nepopanHo npunarane sHa 80 mg ¢pebykcoctan npu manvenTty ¢ neko (Child-P
kinac A) unu ymepeno (Child-Pugh xnac B) uepnoapo6uo yepexnane, Cmax u AUC Ha debyxe
Ha HETOBHTE METaDONHTH HE C€ MPOMEHAT 3HAYUMO, B CPABHEHHE € XOpa ¢ HOPMaJIHa YepHOIp



dyHkuna. He ca nposeaeHH npoyyYBaHus IpH MALUHEHTH ¢ TEXKO YepHoapobHo yspexaane (Child-Pugh
xiac C).

Bw3pacm
He ca Habmonasann sHaunMy npoMenn B AUC Ha pebykcocrar HAH Ha HEIrOBUTE METaOONHTH Clel

MHOTOKPATHO NEPOPATTHO TIpHaraHe Ha (peOyKcocTaa NpH Xopa B CTap49ecKa Bb3pacT, B CpaBHEHUE C MO-
MJIaJH 3paBRy Xopa.

Hon

Cnen MHOTOKpPATHO nepopaiHo npuiarane Ha Agapa, Cmax u AUC ca cborBeTHO 24% 1 12% no-BHCOKH
IIPH KEHY, OTKONKOTO NpH Mexe. (Jbaue, kopurupanute cnpaMo TernoTo Crax 1 AUC ca monobuu npu
Apara riona. He e HeoOGxoauMo apanTHpaHe Ha 103aTa Bb3 OCHOBA Ha MOJa.

53 IlpeakaHnAvHH JaHHNA 32 6€30MACHOCT

Edexty npyr HEKIMHUYHATE NPOYyUBaHHUS ce HabmOoAaBaT rMasHO MPH EKCTIO3HIMA, KOHTO HajBHIIaBaT
MaKCHMAJIHaTa EKCTIO3HLIHA TIPH XOpa.

Kapyunozenesa, Mmymazenesa u yspexcoane na pepmunumema

[Ipy MBXKKH NIIBXOBE CTATHCTHYECKH 3HAYMMO yBeIMYEHHE HA TYMOPHTE Ha THKOYHHA MeXyp (IIpexogHo-
KACTHHCH ManuIoM H KapL#HOM) € YCTAHOBEHO CaMQ BbB BPB3Ka ¢ KCAHTHHOBH KaMbHH B IpynaTta Ha
BHCOKH 1034, HAXBHINABALOH NMPHOIU3UTENHO 1] ITBTH €KCITO3HIHMATA NMPH Xopa. HaMma 3HauHMo
YBEAHYESHHE HA JIPYT THII TYMOP HUTO NPH MBAXKUTE, HUTO MPH KESHCKHTE MHILKHA HJIH IUIbXOBE. Tesy
HaxOJKH Ce€ CYHTAT 3a [TOCACACTBHE OT BUAOBO CelMMHYHHUSA MYPHHOB MeTAOOIH3bM U CBCTABA HA
YPHHATA, H 0¢3 3HAUEHHWE 33 KIHHUYHATa yrnoTpeba.

Crannapred Habop OT TeCTOBE 32 TEHOTOKCHYHOCT HE MOKA3Ba OHOJIOrMYHO CBBP3aHH F'¢HOTOKCHUHH
edeKTH Ha ebdykcocrar.

YcTaHOBEHO €, Ye nepopaniy ao3u a0 48 mg/kg/areBHo dedykcoctar Hamar edekT BbpXy deprunnreTa
H PENPOAYKTHBHATA AEHHOCT HA MBXKKH U XKEHCKHU MITbXOBE.

HsaMa naHHM 33 YBpeAeH PEepTHINTET, TepaTereHHH e(peKTH HITH YBpexXAane Ha deTyca, IBJDKALNHK ce Ha
pedyxcoctart. I1pu BHCOKH 1031 e HabnKJaBaHa TOKCHYHOCT MPH MaiikaTa, NPUAPYKEHA OT HAMAJIEHHE
Ha HH/ICKCA Ha OTOHBaHe U 3a0aBeHO pPa3BHTHE HA IOKOJIEHHETO NPH MHXOBE NpH MPHOIM3HTENHO 4,3
I'bTH SKCMO3HUHATA IIPH X0pa. TepaTonord4Hu NpoyUYBaHUA, MPOBEACHH TPy OpeMeHHH IUTBXOBE, IIPH
NpROIHINTENHO 4,3 TbTH W GpeMerHR 3aiiliy npy npubau3uTenHo 13 MbTH eKCHO3MLMATA IPH X0Opa He
NOKa3BaT TEPATOTeHHHU edeKTH,

6. DOAPMAIIEBTHYHH JAHHH
6.1 CnHchLK HA HTOMOIMHHTE BeINECTBA

Aopo na mabremxkama.

JlakTo3a

MHKpOKpHCTAIHA LIENYNOo3a

Marnesues creapat

Marse3HeB anyMHHOMETACHIIHKAT
Konosuaon (K)

KpocroBHAOH (THIT A)

KonouaeH, XuIpaTHpaH CHIHIIHEB AUOKCH




Tabremna obeuska:
Opadry 11, xbaT:
[TONUBHEWIOB AJIKOXOII
THTaHOB AHOKCHA

0.2 HechLbBMeCTHMOCTH
Henpuioxumo

6.3 Cpok Ha rogsocer
binucrepu:
2 roquHn

HDPE onakoska 3a TabneTku:
HeoTBopeHa onakoBka: 2 roguuu
Crnen nbprO oTBapsAHE; 28 NHH

6.4 ChnenuaanH yCIOBHA HA ChXPAHCHHE
To3u nexapcTBeH NMPOAYKT HE H3HCKBA CIIELHAHH YCIOBHSA HAa ChXpaHEeHHeE.

6.5 BHIH ¢BABPKAHHE HA OOAKOBKATA
Azapa e onakopaH B Al/Al 6nuctepu ¢be cymuTen, chabpxaity 14, 28, 30, 84 u 98 dunMupanu
TabNeTKH.

Anapa e onakoBaH B ONAaKOBKa 3a TableTKH OT NOJHETHIICH ¢ BHCoKa MAbTHOCT (HDPE) ¢be cywuuTen n
ChC 3alllHTERA OT Aelia Kanavka, cbhabpxainy 100 1 500 tabGnetku.

He BCHYKH BHAORE ONAaKOBKH Morat Aa O'bJaT MyCHATH Ha nasapa.

6.6 ChnenuajaHs NIpeANa3HH MEPKH NPH W3XBHLPJIAHE H padoTa
Heunsnonspauugr JCKAPCTBCH MPOAYKT HNTH OTIIAABbYHUTE MATEPHAIH OT HETO TpﬂGBa JAa CC H3XBLPIJIAT B
CBOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. INPUTEXATEJI HA PASPEIIIEHHETO 3A YIIOTPEEBA
STADA Arznemmittel AG

Stadastrasse 2-18

61118 Bad Vilbel

['epmanus

8. HOMEP(A) HA PAZPEILIEHUETO 3A YIIOTPEBA
Per. Ne: 20180196

9, JMATA HA ITBPBO PAZPEHIABAHE/MOAHOBABAHE HA PASPEIIEHHETO 3A
YINIOTPEBA

Jlata Ha mhpBO paspeularane: 24.07.2018

JlaTa Ha nocneaHO NOAHOBABAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
07/2023




