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1. UME HA JJEKAPCTBEHHUS NTPOJYKT £ Y73/ 07 -05- 2075

debycran 80 mg puamupanu TabneTku
Febustad 80 mg film-coated tablets

e KAYECTBEH U KOJIMYUECTBEH CbCTAB
Besika tabnerka cvabpxa 80 mg dpebykcoctar (febuxostat).

[loMOLIIHO BELIECTBO C U3BECTHO JAEHCTHE:
Besika TabneTtka chabpka 76,50 mg nakTo3a.

3a MbJIHUA CMUCHK HA NMOMOLIHUTE BelleCcTBa BUKTE To4YkKa 6.1.

3 JEKAPCTBEHA ®OPMA

dunmupaHa cBeTN0XKbATA TabseTKa (TabneTka).
CBeTNIOKBIATH KPbIVIH PUAMUpaHU TabneTku ¢ penedHo obo3Havyenue ,,.80° ot eaHaTa cTpaHa M AHaAMETHP
11 mm.

4. KIUHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aHHA

JleyeHue Ha XpOHWYHA XUINIEPYPHUKEMHUS MPH CbCTOSHUSA, NIPH KOUTO BEYE € HACTBITUIIO OTJaraHe Ha ypaTH
(BKJIOYMTEJIHO aHAMHe3a WM HaJInyue Ha TO(HU U/UJIKH NoAarpo3eH apTpHT).

MdebycTaj e rnokasaH Npy Bb3pPacTHH.
4.2 Jlo3HPOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBKka
[IpenopbuBanara no3a ®@edycran e 80 mg eAMH BT AHEBHO, HE3aBUCUMO OT XpaHaTa. AKO NNHKOYHaTa
kucesnHa B cepyma e > 6 mg/dl (357 umol/l) cnen 2-4 ceamuiu, MOXke aa ce OOMUCIM NpHJIaraHeTo

®ebycraa 120 mg eauH NbT AHEBHO.

®ebycran aelcTBa 40CTaTb4HO OBP30, KOETO M03B0OJIsIBA NOBTOPHO M3CJI€ABAHE HA MHUKOYHATA KUCEJIMHA B
cepyMa ciieq 2 ceaMuuM. TepaneBTHUYHATa L€l € J1a Ce NTOHWIKHK M NMOJIbpXKa NMMKOYHAaTa KUCeJIMHa B cepyMa

noa 6 mg/dl (357 umol/l).
[IpenopbyBa ce Hali-manko 6 Mecela npoguJakTHKa Ha 10arpo3€eH NpUCTh (BX. Touka 4.4).

Xopa 6 cmapuecka 8v3pacm
He ce Hanara anantupaHe Ha 1103aTa Nnpv No-Bb3pacTHHU Xopa (BXkK. TOYKa J5.2).

bvbpeuno yspeoicoarie
EdukacHocTra 1 0e30nacHOCTTa NPH NaUMEHTH C TEXKKO ObOpeyHOo yBpexkaaHe (Kpeat

Yeprnoopobmno yepexcoane




EdukacHocTTra H Oe3omacHocTTa Ha debykcocTaT NPH NAUUEHTH ¢ TEXKO YepHoApobHO yBpexaane (Child
Pugh Class C) He ca npoy4BaHH.

[penoprunTEenHATa 4032 NPU NMALKEHTH C JIEKO 4epHOAPOOHO yBpexaaHe € 80 mg. HMa orpannyeHa
HHPOPMAaLIHA NTPH NAUHEHTH ¢ YMEPEHO YepHOApOOHO yBpeXIaHe.

Ieouampuuna nonyaayus
BezonacHocTTa M eprkacHOCTTA Ha Pebycraa npyu aeua noa 18-roguniHa Bb3pacT HE € JOKa3aHa.
HaMa HATH4YHYA NaHHH.

HauuH Ha NpHAQKEHHE
[NepopanHo HPUNOKEHHUE.
DebycTan Tpabpa Ja ce NpHeMa npe3 yerata i MOXKe Aa ce NpUeMa CbC WK 0e3 XpaHa.

4.3 HpoTHBONOKA3aAHHSA
CBpBXUYYBCTBHTENIHOCT KbM aKTHBHOTO BELLECTBO MM KbM HAKOE OT NOMOLIHUTE BellecTBa, U30poeHH B

Touka 6.1 (Bx. cb1o TOuKa 4.8).
44 CroensajHH nNpeayupeKIcHHd A NPeANAIEE MEPKH OPH yno*rpeﬁa‘

Copoeyno-cv0o8u 3aborasanus

[1pu mauneHTH ¢ NpeRllecTBALLK CEPHO3HH ChPAECYHOCHAORH 3a0onsBanus (Hanp. KHQapKT Ha
MHOKapaa, HHCYJT WM HecTabuNnHa CreHOKapAHusa), No BpeMe Ha pa3paboTBaHETO HA NPOYKTa H B
€JIHO NpoyuBaHe ciiej paspeluaBaHe 3a ynorpeda (CARES), e HabnionasaH no-ronam 6poi netanuu
ChPACYHOCHAOBH ChOUTHA NPH PedyKcocTaT B CpaBHEHUE C aJIONYPHHOI.

Bwnpeku ToBa, B NocneaBalio Npoy«BaHe ciep paspeuiasate 3a ynorpeda (FAST), pebykcocTar ce
ABABA HEHH(EPHOPEH CIPAMO aJIONYPUHON NO OTHOIIEHHE HA YECTOTATa, KAKTO Ha JIETAJIHN, TAaKa H Ha
HENIETAHHA ChPASYHOCHAOBH CHOHTHA.

JleueHHeTO NpM Ta3H rpyna NalHeHTH Tpabsa Na ce H3BbPLIBA BHHMATENHO H Te TpA6Ba Ja ce
HabnloaaBatT peJoBHO.

3a noBeye MoApPOOHOCTH OTHOCHO 0€30MAaCHOCTTA MO OTHOLIEHUE HA ChPASYHOCHAOBATA CHCTEMA Ha
dedbykcocrat BuXKTe Touka 4.8 ¥ Touka 3.1.

Anepz2us KoM 1EKAPCMBEHUR RPOOYKM/CEPLXUYECMBUMERHOCM
[1pn NOCTMapKETHHTOBHS ONUT PAAKO Ca JOKJIA/IBAaHH CEPHO3HH ANICPrHYHH PEakLMH/peakiliy Ha
CBPBbXYYBCTBHTEIHOCT, BKIIOUYHTENHO XHBOTO3aCTpallaBallluTe CHHAPOM Ha Stevens-Johnson, TokcH4Ha
eNKUAEPMATHA HEXPOTH3a U OCTPa aHaPHNAKTUYHA peakuua/1I0K. B noseyeTo ciydan Te3H peakliun
Bb3HHKBAT 110 BpeMe Ha TbPBUSA Mecell 0T NeyeHHeTo ¢ pebykcocrar. Hakou, HO HE BCHUKR OT TE3H
nauydeHTy, ca croOUIHIN 33 ObOpeYHo yBpeXaaHe W/HAY NpeAlecTBallia CBPbXYyYBCTBUTENHOCT KBM
ANONYPHHOJ.

CepHO3HHTE peakLiiH Ha CBPBXHYBCTBHTENHOCT, BKIHOYUTEHO IEKApCTBEHA peakUHs ¢ €O3HHOPHINA H
cucteMHH cuMnToMu (DRESS), ce cBBp3BaT B HAKOH CIY4aH ¢ BUCOKA TeMNepaTypa, XeMaTOJIOTHYHO,
6bOpeuHo H yepHORpoOHO 3acsrane. [Taunenture Tpabea aa ObAAT HHPOPMHPAHHU 3a NPH3HALIHTE H
CHUMIITOMHTE M Ja ¢ce HabMmoAaBaT BHUMATEIHO 3a CUMIITOMH Ha A/IEPrUvHH PeakUMn/peakliiy Ha
CBPBbXYYBCTBHTENHOCT (BX. ToUKa 4.8). Jleuenuero ¢ dpebykcocrar Tpabpa BeaHara aa 6bae CpsaHoO, ako
Bb3HUKHAT CEPHO3HH AIEPrHYHH PEaKLMH/PEaKLMH Ha CBPbX41YBCTBUTENHOCT, BKAKYUTENHO CHHAPOM Ha
Stevens-Johnson, Th# KaTO pAHHOTO NPEKpaATABAHE € CBbP3aHO ¢ 10-100pa Nporuoza. AKO MALMEHT € pa3BUJI
anepruvyHl peakitii/ peakuuy Ha CBPBbXUYBCTBUTENHOCT, BKIKOYHTENHO CHHAPOM Ha Stevens-Johnson u
oCcTpa aHa(MIaKTHYHA PEaKUHA/IIOK, eyeHHeTo ¢ pedykcocTaT He TpaOBa HUKora aa O6bae 3arno4yraHo
OTHOBO NMPH TO3U MaLUEHT.

Ocmpu nodazpo3nu Kpusu (Ro0azpo3en Npucnmsvi)
JleueHnero ¢ pebykcoctaT He Tpadea 1a ce 3anoyBa NPEAH OCTpaTa NOAArpo3Ha
oT3Byvana. Ilogarpo3Hn npucTbIM MOFAT Aa HACTBIAT NPU 3aMoUBaHe Ha JeUYeHHe




CepYMHHTE HUBA Ha TMKOMHATA KHCEJIHHA, KOETO BOAM N0 MOOUNN3UpaHe HAa ypaTH OT TbKaHHUTE aena (Bx.
rouka 4.8 u 5.1). [1pu 3anouBane na neyenne ¢ pebykcoCTaT ce npenopbyBa Hali-Manko 6 MeceLa
npodunaktuka Ha npuctena ¢ HCIIBC unu konxuiue (BX. Touka 4.2). AKO HaCTBIIH NOJArpo3eH NPHCTHI
no BpeMe Ha jieueHue ¢ gpebykcocrtar, T0 He TpabBa na ce npeycranoBaBa. [logarposHuaT npuctsn Tpsbsa
1a ce oBlajiee elHOBPEMEHHO, MO HAYHWH NOAXOAI 32 OTAEAHUS NAUNEHT. [IpoABIKHUTENHOTO Ae4eHHE C
ebykcocTaT HamManABa YECTOTATa M CUJIAaTa Ha MOJAArpO3HUTE NPUCTHIH,

Omaazane Ha KCanmun |
[IpH namMeHTH CbC CHITHO NOBHMILEHA CKOPOCT Ha o0pasyBaHe Ha ypar# (Hamnp. 3/i0KayecTBEHO 3abonaBaHe M
HEroBOTO JiedeHHe, CHHAPOM Ha Lesch-Nyhan) abcontoTHara koHIliEHTpallHad Ha KCAHTHH B YpHHATa MOXE, B
peaKy Cyyau, Ja c€ MOBULIUA AOCTATbYHO U Ja AOBEAE A0 OTJaraHe B NMKOYHUTE MbTHILA. [lopanu nunca
Ha ONHT ¢ PpedyKcocTaT, ynorpebara My IpH NMaLMEHTH ¢bC CHHAPOM Ha Lesch-Nyhan He ce npenopsusa.

Mepxanmonypun/azamuonpun

He ce npenopsuba ynoTpebara Ha PpeOyKCOCTAT NPH NAUKMEHTH, IEKYBaHH €JHOBPEMEHHO C
MEPKaITOMYpPHUH/a3aTHONIPHH, ThA KaTO HHXHOHpPaHEeTO Ha KCAHTHHOKCHIa3arta oT ¢edyKkcocTaT Moxke
Jla NPUYMKHHY NOBRIIEHH MJIa3MeHH KOHUEHTPalluH Ha MEPKanTONnYpHH/a3aTHOIIPHH, KOETO MOXkKe Jia
NoBeJe TO TexKa TOKCHUYHOCT, Korato koMOuHaLBATa HE MOKe Aa ce u3berHe ce npenopbuBa
HaMansgBaHe Ha J03UTe Ha MepKanTonyprH/asaTuonpul 20 20% uan no-Manko oT NpeaxojHara
npeanMcaHa J103a, 3a ia ce u3berHaT Bb3aMOXXHH XeMaToNnoruyHu edekTH (BxK. ToukH 4.5 u 5.3).

[TauuenTHTE TpOBA Aa ce MOHMTOPKHPAT OTONH30 U J03aTd HA MEPKANTONYPHH/a3aTHONIPHH TpaOBa Aa
ObJe kopHrepaHa BNOCNEACTBHE Bb3 OCHOBA Ha Oll€HKaTa Ha TEpaleBTHYHHA OTTOBOD M HA4aloToO Ha
EBEHTYaIHH TOKCHMHH e(eKTH.

Peyunuenmu na opzannu npucaoxu
[lopaau nxncaTta Ha ONKUT NMPH PELHNKHEHTH Ha OpraHHHU NPUCAJKH, HE Ce NIpenopbUBa ynorTpedara Ha
pebykcocTaT npy TaKKBa nalueHTH (BX. Touka 5.1).

Teogpunun

YCTaHOBEHO €, Ye JTMNCBAT (PAapMAaKOKHMHETUYHH B3aUMOAEHCTBAA IPH €AHOBPEMEHHO NPUIaraHe Ha
debykcocrar 80 mg 1 Teopunun 400 mg eaHoKpaTHa A03a NPH 34pasu Xopa (Bx. Touka 4.5). GebykcocTar
80 mg Moxe 1a ce ynorpedasa 1py NaLMEHTH, JIEKYBAHH € AHOBPEMEHHO ¢ Teodunun, 6€3 pUCK OT
YBENHYEHHE Ha NNAa3MEHUTE HIBA Ha Teopunun. HaMa HanvyHH JAaHHH 3a ¢pebykcocTaTt 120 mg.

Yepnoopobru napywernus

[lo BpeMe Ha oOeauneHuTe $a3a 3 KIMHUYHY NPOYYBaHUA ca HaOMOAaBaHK NIeKH OTKIOHEHHS NPH
yepHOZpoOHHTEe PYHKLIMOHAIHY TECTOBE NPH MAaLKEHTH, JieKyBaHH ¢ pebykcocTar (5,0%). YepHoapoben
(pYHKLIHOHATICH TECT CE NPENOPHYBA NPEAM 3ano4BaHe Ha Teparnus ¢ PedykcocTaT U NEPUOANYHO CNEA TOBA,
Bb3 OCHOBA Ha KJIMHAYHATA NpeleHka (BxK. To4ka 3.1).

Tupouodnu 3abornganus
[Topuwenu crofinocTu Ha TSH (>5,5 pIU/ml) ca nabnronasanu npu nauMeHTH Ha NPOABLIDKMTENHO I€YEHUE
¢ dedbykcocrtart (5,5%) npH ABAroCpoOYHH OTBOPEHH pasLIMPEHH NpoyuBanvs. Hanara ce nopuilieHo

BHUMaRHe, korato debyxcocTar ce ynorpeOaBa npu NauMeHTH ¢ HapyHieHa TAPOMAHA PYHKIIHA (BXK. TOYKA
5.1).

ITomowmu eewyecmaa
Tabnerkure gebykcocraT ChABPKAT NaKkTo3a. [laukeHTUTE C peIKU HacAeACTBEHN Npodn
HEMOHOCHMOCT KbM raakTo3a, Lapp nakTaseH AeHUUT HITH FIIOKO30-TalaKToO3Ha M
1padBa Aa npueMar ToBa JIEKapCcTBo.

4.5 BianmonelicTBHE ¢ APYIH JeKAPCTBCHR NPOAYKTH H Apyrd opmMs Ha B




Mepxanmonypun/azamuonpun

B13 ocHOBa Ha MeXaHH3Ma Ha AelicTBHe Ha pebykcocTaT, MHXUOUpaHe Ha KcaHTHHOKCcHAa3aTa (KO),
He ce penopbyBa efHOBpeMeHHaTa WM ynoTtpeba. Muxubupanero na KO ot debykcocrar Moxe na
JOBEAS N0 YBENUYABAHE Ha N1a3MeHaTa KOHUEHTpaUMs Ha Te3H JIEKApPCTBa, KOETO BOAH 0
MHENOTOKCHYHOCT. B ciyyail Ha eqHOBpEMEHHO MpUioXkeHHe ¢ pedykcocTart, Ao3aTa Ha
MEpPKanToNypHH/a3aTHONPHH Tpabha aa ce HamManu Ao 20% uiu no-Manko OT NpeAXOAHATA
npeanucaHa a03a (BxK. TokH 4.4 1 5.3).

ANEKBAaTHOCTTA HA NIPEeANOKEHATa KOPEKLMs Ha 103aTa, KOATO Ce€ OCHOBaBa Ha MOJENHpaHe !
CHMYJIAUHOHEH aHA/IK3 OT NPEAKIHHNYHH AaHHH NPH IUTbXOBE, € NOTBbPAEHA OT PE3yATATHTE OT
KIMHUYHO NPOYUYBaHe 3a B3aHMOAeCTBUE OT TUNA ,,JIEKAPCTBO-IEKAPCTBO" NpH 3ApaBH A0OpOBOIILH,
npueMauy azaTuonpuH 100 mg caMoCTOATENHO H ITOHW)KEHA 1032 Ha asaTUONpHH (25 mg) B
xkoMOKHauusa ¢ pebykcocrar (40 unu 120 mg).

He ca npoBexaaHy MpoyUuBaHKA 3a JEKAPCTBEHO B3akMoAeHCTBHE Ha pebyKcocTaT ¢ HIHTOTOKCHYHA
XHMHoTepanud. HaMa nauHu oTHOCHO Oe3onacHocTTa Ha debyKeocTaT 1o BpeMe Ha LINTOTOKCHYHA TEpanus.

Posucnumaszon/CYP2(C8 cybcmpamu

YctaHopeHo e, ye ¢pebykcoctar e cnad unxudburop Ha CYP2CB in vitro. Ilpn npoyuBane npH 3apasu xopa,
eJHOBPEMEHHOTO npuinoxeHue Ha 120 mg ¢pedykcocTar eAHOKPATHO AHEBHO H €AHOKPATHA NEpopanHa A03a
PO3UIINTa30H 4 mg HAMA eeKT BppXy PapMakOKMHETHKATA Ha PO3UITINTA30H H HEeTOBHA MeTabonuT N-
AUCMETHJI PO3HIIHTA30H, KOETO TI0Ka3Ba, ye dpebyxcocraT He € uHXuOnTOp Ha CYP2C8 ensuma in vivo. Ero
3a1110 HE CE€ O4YaKBa €AHOBPEMEHHOTO NpHiaaraHe Ha ¢pebykcocrar ¢ posurnutasol unu apyru CYP2C8
cyOcTpaTy A4 Hanara afanTHpPaHe Ha A03aTa HAa TE3H CbEANUHEHHA.

Teogpurun

[1IpoBeaeHo e mpoyyRaHe 3a B3aUMOACHCTBME NIpK 3apaBH xopa ¢ pebykcocTar, 3a Ja c€ OLEeHH Jau
nHxHOUpaHeTo Ha KO Moxe aa npHYMHM NOBHIIEHHE HA LMPKYJIMPALINTE HUBA HA TEOQHIIUH, KAaKTO €
cbobiieHo npu Apyrk HHXHOUTOPH Ha KO. Pe3ynTaTHTe OT RpOYy4BaHETO MOKA3BAT, Y€ €AHOBPEMEHHOTO
npunaraHe Ha gpebykcocrar 80 mg eqHOKpaTHO IHEBHO ¢ eAHOKpaTHA Ao3a TeodprnuH 400 mg He oxasBa
edekT BpXY hapMakoKHHEeTHKaTa HiIK Oe3onacHocTTa Ha TeodunuH. ETo 3allio He ce npenopbiba
MOBUILIEHO BHHMaHHUe, ako pedykcocrar 80 mg u TeodUnuH ce npunarat eAHoBpeMeHHO. HsiMa HanuiHu
naHHM 3a debyxcoctar 120 mg.

Hanpoxcen u opyzu unxubumopu naQ coKypoHupanemo

MerabonusmbT Ha PedykcocTaT 3aBHCH OT YPHAHMH IIIOKYpHHHI TpaHcdepasud (UGT) eH3umn.
JlekapcTBEHHTE NIPOAYKTH, KONTO HHXHOMpAT rmokypoHupatero, kato HCIIBC n npobenuuyn, TeopeTuyno

61Xa MOIH /12 NOBJIMAAT €IMMUHHpaHETO Ha debykcocTart. [Ipu 3apaBy xopa, eJHOBpeMeHHaTa ynotpeba
Ha pebykcocTaT u HanpokceH 250 mg ABa MbTH JHEBHO, € CBbpP3aHa ¢ NOBULICHA eKCINO3ULUA Ha
¢debykcoctat (Cmax 28%, AUC 41% u t1/2 26%). [lpy kmMHWYHH NpoyuBaHHA, ynoTpedaTa Ha HANPOKCEH
unu apyru HCIIBC/Cox-2 HHXHOUTOPH HE € CBbp3aHa ¢ KIMHHYHO 3HEAYKMO YBE/IMHABAHE HA HEXKEITAHUTE

peaKkliH.

debyKcocTaT MOXKE J1a Ce NpU/ara eAHOBPEMEHHO ¢ HanpokceH 0e3 aa e HeoOX0AUMO afanTHpaHe Ha 103aTa
Ha PebyKCOCTAT HIIHM HAPOKCEH.

Hnudyxkmopu Ha erioKypoHupanemo
Mounn nuaykropu Ha UGT en3umuTe 6uxa MOrnu Aa AOBEAAT 40 NMOBULICH METa00M3bM ¥ HamaleHa
edpukacHocT Ha PpedykcocTaT. [Topaau ToBa Ce NpenopbuBa NpocieAsBaHe Ha THKOYHATA KUCEINHA B

cepyma 1-2 ceAMHIIM CNEJ HaYaloTO Ha IeYEHUE ¢ MOLLIEH HHAYKTOP Ha IIIOKY pPORHPAHEToO.
peKbCBaHe HA NEYEHHNETO ¢ HHAYKTOP OM MOrNo Ja AOBEAE A0 NMOBULIEHH NJIa3MEHH HH

Konxuyun/unoomemayun/xuopoxnopomuasuod /eappapis
QebykcocTaT MOXKe J1a ¢e mpuara € JHOBpPeMEHHO ¢ KONXULMH WX HHAOMETALHH, §
ananTHpaHe Ha go3ata Ha pebykcocTaTr WM Ha €eJHOBPEMEHHO MPUJIAraHOTO AKTUBH




He e HeoOxonuMo apanTupaHe Ha f03aTa Ha GeOyKCoCTaT, KOraTo ce nNpuiara ¢ XHAPOXJI0pOTHa3H.

He e HeobxoanMo ananTupane Ha Ao3aTa Ha BapdapuH, korato ce npunara ¢ gedykcocrar.

[Npunaranero Ha pebykcoctar (80 mg unu 120 mg BegHBXK ZHEBHO) ¢ BapapHH HE OKa3Ba ePeKT BbPXY
dapMakoxHHeTHKaTa Ha BapdapuH npu 3apasu 106poeonuu. INR ¥ aktuBHOCTTZ Ha daxTop VII chllO HE ce
MOBNHABAT OT €JHOBPEMEHHOTO NMPUIOKEHHE Ha PebykcocTar.

Hesunpamun/CYP2D6 cybempamu

YcTaHoBeHO e, ye pebykcocrar e cnad unxudutop Ha CYP2D6 in vitro. Ilpu npoyuBaHe npH 34paBu Xopa,
120 mg @ebycras JHEBHO € A0BeNo A0 cpenHo yeenuueHue ¢ 22% Ha AUC ua aesunpamuba, CYP2D6
cybcTpar, nokassaitku notenuuaneH cnabd HHXUONTOpeH edekT Ha pebykcoctaT Brpxy CYP2D6 enzuma in
vivo. [Topanu ToBa, He Ce OYaKBa eJHOBPEMEHHOTO NpHiaaraHe Ha pebykcocrar ¢ Apyru CYP2D6 cyberpatu
Ja H3KUCKBA ajanTHpaHe HA 03aTa HA Te3H CbeJAMHEHHUA.

Anmuayuou

YCTaHOBEHO €, Y€ e IHOBPEMEHHOTO NPHEMaHe Ha aHTHAUUJ, ChbABPXKALL MAarHE3HEB XUAPOKCHI W
aJTyMHMHHEB Xuapokcha 3abaes abcopbuuara Ha dpebykcoctar (npubnusutento 1 yac) ¥ npuyunsasa 32%
HamaneHHe Ha Cmax, HO He ¢ Habmoaasana 3HauKMa npoMsaHa Ha AUC. IMopaau Tosa, debykcocTaT Moxe
Ja c& NpHeMa HE3aBHCHMO OT ynoTtpebara Ha aHTHALUA.

4.6 @epTuanTer, GpEeMEAROCT B KbPMeHe

bpemennocm

JaHHHTE OT MHOTO OrpaHHYEH Opol Clydyas Ha eKCIIO3ULKA N0 BPpeMe HA OpEMEHHOCT HE MOKAa3BaT
HeXxenaHH edekTH Ha PedyKcocTaT BbpXy OpeMEeHHOCTTA UIH 38PaBETO Ha (eTyCa/HOBOPOAECHOTO JETE.
ExcnepuMeHTaIHUTE NPOYYBAHUA NPH XKHBOTHH HE NMOKA3BaT NMPAKO HWIH HENPAKO BPEAHO BBIAECHCTBHE
BbpXY OpeMeHHOCTTa, eMOPHOHANHOTO/eTanHO pa3BUTHE UITH paxJaHeTo (Bx. Touka 5.3). [loTreHunanHusT
PHCK NpH Xopa He e u3secTeH. MedykcocTaTr He TpAOBa Aa € U3Noa3Ba NO BpeME Ha OPEMEHHOCT.

Kvpmerne
He e u3BecTHO aand ¢ebykcocTaT ce ekCKpeTHpa B KbpMara. EKCIEpUMEHTAIHUTE NPOyYBaHUS NPU
’KUBOTHM [TOKA3BAT EKCKPELHs HA TOBA AKTHBHO BELUECTBO B KBPMATA H HAPYLIEHO Pa3BUTUE HA CYYCLLHMTE

Maiiki. He Moxe Ja ce H3KmOYH pHCKa 3a KbpMaueTo. Debykcocrar He TpsOBa Aa ce ynorpe0aBa no BpeMe
Ha KbpMEHE.

Depmuarumem

PenpoayKTHBHH NPOYYBaHUA NPH KHBOTHH ¢ 10 48 mg/kg/neH He noka3saT 1030-3aBHCHMH HEXENAHU
peakUHH BbpXy pepTHauTera (BK. Todka 5.3). EdexThT Ha PebycTaa BbpXy DEPTHIMTETA ITPH XOpa HE €
W3BECTEH.

4.7 Ed¢exrn BLpxy conocofuocTTa 3a ohupane B pabora ¢ MAIUHHH

[Tpu ynorpebara Ha ¢pebykcocTaT ca AOKIaABAHKH COMHOJCHTHOCT, 3aMasHOCT, NAPECTE3UA H 3aMBIJICHO
apedue. [Nauuenture TpsOBa Ja NpoABsBaT NOBULLIEHO BHUMAHUE NpelH Aa wodupat, paboTAT ¢ MAlIUHH
HJIH YYaCTBAT B ONACHU AeHHOCTH, N0KaATO ce ybendT, ye debycran HAMA 1a NORNUAEC HeONaronpPHUATHO
H3MBAHEHHETO.

4.8 HexelaHH NeKAPCTBEHH PEAKNHHA

Obobwyernue na npogura na besonacrocm 3
Haii-yecTo cho0inaBaHuTE HEXKENAHW PEAKLHY TTPH KNHHWYHH W3nKuTBanus (4 072 nuua, / rBakid
noxe ¢ 103a ot 10 mg ae 300 mg), nocTMapKeTHHIOBOTO NpoyuBaHe 3a 0e3onacHOCT (FANY Wthay-
3001 yyacTHYUY ca JeKyBaHH ¢ 1034 oT 80 10 120 mg) ¥ npK NOCTMAPKETUHTOBUA ONAT R ,
MOJArpo3HH NPHUCTBITH, aDHOPpMHA YepHOoApoOHa yHKUNR, AHApH, rajieHe, rmaBobo { 3 it

nHcnHea, oOpuB, ChpOex, apTpanrud, Muairus, 6onka B KkpallHHLKTE, OTOK ¥ yMopa. [Tes HEHEH ’




peakiiiHi B TOBEYETO Cly4aH ca JIEKH A0 YMEPEHH N0 TexecT. P4AKo Npy NOCTMApKETUHIOBUA ONNT Ca
BBb3HHKHAIH CEPHO3HH PeaKkUUy Ha CBPbXUYBCTBUTENTHOCT KbM pedyKcocTaT, HAKOH OT KOUTO ca
CBBbP3aHH CbC CHCTEMHU CHMITTOMH H PeaKH ChOMTHA Ha BHe3alHa CbpAEHHA CMbLPT.

Hexcenanu nexapemeernu peaxyuu 8 mabauier euo

Yectn (>1/100 go <1/10), neuectu (=1/1000 go <1/100) n peaku (=1/10 000 ro<1/1000) Hexxenanu
peakiiHH, BFb3HHKHAIH [P NAUMEHTH Ha AcueHHe ¢ pedykcocTar ca u3bpocHU no-gony. Yecrorara €
OasupaHa Ha MPOYYBAHHUS U HA MOCTMAPKETHHIOBHA OTIMT NPH MALMEHTH C NIOAArpa.

IlpH BCcAKO rpYNHPAHE HEXKEAAHUTE NECKAPCTBCHH PEAaKUUY ce U30pOsSBaT B HU3XOAALU pell IO OTHOILIEHHE Ha

TAXHaTa CCpPHO3HOCT.

Tabnnna 1: Hexelann peakuuu npn KoMORHERpaHA ¢a3a 3 ABArOCpoOYHH NPOABLIAKEHHS HA
BPOYYBARHS, NOCTMAPKETHHIOBO OPOYYBaHe 32 H€30NaCHOCT A NOCTMAPKETHHIOB ONAT

Hapymenus Ha kpbBTa M NMM¢HATa CHCTEMA

Penku
NaHuXUTONEHNS, TPOMOOLUTONEH S, arpaHyIoLMTO34,
aneMus"”

Hapyuienus Ha HMYHHATa CUCTEMA

Penku
AnajunakTH4Ha peakuus*, rexkapCcTBeHa
CBPbXYYBCTBUTEIHOCT*

Hapyiuenus Ha eHAOKpHHHAaTa CHCTEMA

HeuecTH
[ToBHINEHY HUBA Ha THPEOCTHMYJIHPALL XOPMOH B KPbBTA,
XHIIOTHPOHAN3bM”

HapylueHus Ha O4YHUTE

HeuectH
3aMBITIEHO 3pEHUE

Penku
3anylusale Ha peTHHaJHarTa aprepus’

HapyweHnns Ha MmeTabonu3ma H XpaHeHeTo

YecTn***
[loparpo3Hu NpUCTHIH

Heuvectn
3axapeH aAnader, XHNepaAHNUAeMHSR, HaMaJIeH aleTHT,
NMOBH1IIABAHE HA TErJIOTO

Penku
[ToHnkaBaHe Ha TErN0TO, NIOBMILEH aMeTHT, AHOPEKCHA,
XHIEPIMITHAEM U

[McHXHYHY HapyLIEHKS

HeuectH
HaMmasneHo nubupo, 6e3chHHe

Penxu
HepeHocT, AenpecHBHO l-lEIC’l]}OCHHE#, HapylleHHA Ha

ChHAH

HapyineHus Ha HepBHATa CUCTEMA

YecTH
I'napoboinue, 3aMasHOCT

HeuecTH
[TapecTe3us, xemunapesa, COMH
BKYC, XHITOECTE3UA, XHITOCMHA




Penku
Areysns’®, ycemase 3a napese’

Hapymenus Ha yxoTo H n1abHpHHTA

HeuecTH
THHHUT

Penxn
Bepturo®

CopaeuHy HapyLIeHHs

HedecTH
[1peacbpano MexaeHe, nannuTauun, oTKIonenua B EKI,
apuTMHUs”

C1I0BH HapylUEHHS

Peaxu
BHesanHa cbpieuHa cMbpt*
HeuvecTu

XHHEPTDHHH, 3a4YCPBABAHE, NOPCIIH BRJ/IHH

Penxu

LlnpxysnaTopeH Konanc”

PecnupaTopHH, TPLAHK H MEAHACTHHAHH
HapyLIEHUA

YectH
HucnHesd

HevecTH

Bpouxut, HHEKLMs Ha FOPHHTE JUXATENHH MBTHIA,
uHpeKums

Ha JONHHUTE AUXATENHY MbTHILA#, Kamnuna, xpema®

Peaxu
[MueBMOHMSA"

CroManiHo-4YpeBHH HapylIeHNA

Hectu
Huapua**, raneHe

HeuecTn:

AbaoMuHanHa 6onka, abJoMHHasIHa 00JIka B ropHarta
yacT” ,pazqyBaHe Ha kopeMa, ractpoesodareanHa
pednykcHa O0necT,MOBpBILAHE, CYyX0Ta B YCTATa,
JUCTIETICHA, KOHCTHNALKA, YECTH

H3XO0XKJaHuA, GIaTyIeHI[HA, FaCTPOHHTECTHHAIIEH
AUCKOM(OPT, I3BH B YCTATa, NOAYBAHE HA YCTHUTEY,
MaHKPEaTHUT

Peaku
CroMamHo-upeBHa nepdopaunsa”, croMaTuT”

XenaTto-OUNHAPHH HAPYLUEHHA

YectH
Hapyuwienne Ha uepHoapobHara ¢pyukuna**

HeuecTn
XonenutHasa

Penku .
XenaTtuT, KbATeHHLAY, YepHoagC BHE vy
XOJIELIUCTHT T




HapyuieHus Ha koXara 4 NoAKOXHAaTa ThKaH

Yectn .
O6puB (BKIIOYHTENIHO pasaiu4HU THIOBE OOpPHB,
ChOOLIABAHM C MO-HUCKa YECTOTa, BXK. M0-A011Y ), ChpOex.

HeuecTH

HepMaTHT, ypTHKapHs, 00e3UBeTABaHE HA KOXATa, KOXCHA
jle3ns, NeTEXNHU, MaKyji03eH 00OpUB, MaKyJIONanyJio3eH
oOpHB, nanynoseH oOpHB, XHNEPXUAPO3a, ATOTIEIH,
ex3ema”, eputeM, HOLHO H3NOTABaHe™ ncopuasuc?,
cupbaur o6pus®

Penkn

TokcHuHa enuaepManHa Hekponausa*, CuHapom Ha
StevensJohnson, aHruoegem*, nekapcTBeHa peakuus ¢
€03HHO(HJIHS K CUCTEMHHU CUMNTOMHU*, reHepanu3npaH
obpus (cepuosen)* exchonnatuseH obpue, GoaukynapeH
0OpHB, BE3UKYNO3CH OOPUB, MYCTYJIO3€H OOpHB,
epuTemMarosed 00puB, MopbunrgopMeH obpus

HapylﬂEHHH Ha MYCKYJIHO- CKCJICTHaTa CHCTEMA H
CHCAHHHTCNHATA TbKaH

YecTH
ApTtpanrus, Mmuanrus, 6onka B kpakinuuuret

HedecTu

ApTpHT, MyCKYIHO-CKeNeTHA D0yKa, MYCKYJIHa ciabocT,
MYCKYJIHH CIIa3MH, CKOBEHOCT Ha MYCKYJIUTE, OYPCHT,
noayBaHe Ha cTaBute” , 6onkH B rupba’, MyckynHo-
CKeJleTHA CKOBAHOCT", CKOBAHOCT Ha CTABHUTE

Penxy
Pabnomuonuza*, cHHIpOM Ha POTATOPHUA MAHILIOH,

PE€BEMAaTHYHA I1O0JIMMHAIIIHA #

Hapyuienns Ha 6x0peiyre H NHKOYHHTE IMhTHINA

HeuecTu
brOpeuyna HEAOCTAaTHLYHOCT, HEPPONHTHARE, XEMATY U4,

NOJIAKHYPHA, NTPOTEHHY PHUSA, REOTIOKHHU ITO3HBH 3a
ypuHHpane®, uHbeKUHU Ha YPUHAPHHSA TPAKT

Penku
TybynounTepcTHUHANCH HEGpUT®
HapyiwueHus Ha BB3NPOH3BOAKTEIHATA CHCTEMAa H | HeuecTH
rbpAaTa EpexTrina AUCHYHKIUS
OOl HapylleHHA H edeKTH Ha MACTOTO Ha HecTn
NPUNOXKEHHE Enem, yMopa
HeuecTH

bonka B repauTe, ycellaHe Ha AHCKOMQOPT B IPbAHAS
kou Sonka®, Hepasnonoxenue®

Penxu
Xaxna, ycelate 3a ropeinyHHa’

HM3cnensarns

HeuecTH

A ¥

R Sy




[ToBulIeHA aMH1a3a B KPBBTA, IOHNXKEH Opoii
TPpOMOOLHTH, MOHMKEH Opoii 6enn KpbBHY KIETKH,
noHHXeH Opoii nMMAoLUTYH, NOBHILIEH KPEATHHHH B

NOBHILEHH TPHIIHUEPHIH, NOBHIIEH XOJECTEPO B
KpbBTa, HAMAJIEH XeMaTOKPHUT, NOBHLUICHA TaKTaTHA
DeXKApOoreHasa B KphBTa, NOBULIEH KATHH B KPbBTA,
nosuiieHHe Ha INR?

Penku
[loBHILIEHA KpbBHA 3aXap, YABJIKEHO aKTHBHPAHO

HEPBEHHUTC KPBbBHH KIICTKH, [TOBHIIICHA AJIKAJIHA

KPbBTd, [IOHHXKCH KEMOFJ'IOﬁHH, NOBHIICHA YPCA B KPbAT4,

napiuianHo TpoMO0NNacTHHOBO BpeMe, HamaneH Opoli Ha

¢ocdarasza B KPeBTa, NOBHIlleHA KpeaTHH POCPOKUHA3A B

kpbBTa*
HapaHspaHe, OTpaBaHE M HeuecTtH
| YCJIOKHEHHUS cllefl TpoueaAypH KoHTY3HH

* Hexxenanu IeKapCTBEHH PEAKLIMU OT NOCTMAPKETHHIOBUS ONUT

** JlekapcTBeHO-00YyC/IOBeHATA HEMHQEKLIHO3HA JUAPUA B OTKJIOHEHHKA B HEPHOAPOOHHTE PYHKLHOHAITHU
TecToBe B 06equHeHH (Da3a 3 npoyuBaHus ca NO-YeCTH NPH NALHEHTH, JIEKYBaHH eJHOBPEMEHHO C
KONXHIUH

*** BioxkTe Touka 5.1 3a 4ecToTa Ha MoAarpo3HH MPHCTHIM B OTAETHY Pa3a 3 paHIOMH3HPaAHH
KOHTPOJIUpPAHH NPOYYBaHHA.

# HexxenaHu peakllid OT NOCTMApKETHHIOBH NTPOYYBaHHKA 3a O6e30MacHoCT

Onucanue Ha u3bpanu nHexceranu peaKxyuu

[IpH NOCTMApKETHHTOBHA ONHUT Ca Bb3HUKHAIH PEAKH CEPUO3HY PEAKIIMH HA CBPBXYYBCTBHTENIHOCT KbM
dedykcocTar, BIIIOYHTENHO CHHAPOM Ha Stevens-Johnson, TOKCHYHA eNKASPMATHA HEKPONH3a U
ana@unakTHyHa peakuus/mok. CHHAPOMBT Ha Stevens-Johnson ¥ TOKCHYHATA ENUAECPMaAIHA HEKPOJIH3a Ce
XapaKTepU3HpaT C Nporpecupallid KoxHH 0OpHBH, CBbP3aHM C NI04BaTa Ha MEXYPH UJIH JIe3UM Ha
JTUTaBHIaTa U Bb3NaJIeHHE Ha ounTe. Peakijnure Ha CBPBbXYYBCTBHTENIHOCT KbM (pebykcocraT Morar 2a
OBIaT CEBP3aHH CHC CIEAHUTE CUMIITOMH: KOXKHH PeaKliy, XapaKTepU3upalln ¢e ¢ HHQUNTpHpalH
MaKyJIONanyno3HH epynuMy, FeHEpaIH3HpaHu HITHM €KC(hONTHATHBHI OOPUBYH, HO CBHILO H JIE3UH Ha KOXaTa,
OTOK Ha JIMLIETO, BUCOKA TEMMEPATYpa, XeMAaTONOrMUHHK OTIJIOHEHHA KaTO TPOMOOLMTONERHUS H
€03UHODUNNA H eIHHHYHO HIH MHOXKECTBEHO OPraHHO 3acAraHe (Ha 4yepHus Apob unu 6nopenure,
BKIIOUHTENHO TYOYIIOMHTEPCTHLHANEH HEQPHT) (BXK. ToUKa 4.4).

[Tonarpo3Hy NpHeTHNU 0OMKHOBEHO ca HabnloaaBaHH CKOPO CIEA HAYANOTO Ha JICYEHUETO M MO BPEME Ha
nspBUTEe Mecenn. Cnes ToBa, 4eCToTaTa Ha NOJArpo3HH NPHCTBIIM HaAaMangdBa B 3aBUCHMOCT OT BPEMETO.
[IpodunakTukaTa Ha NOAATPO3HK NPUCTLIH € NPENopbUHTENHA (BXK. ToUka 4.2 U 4.4).

Cpo0LiaBaHe HA NOAO3MPAHH HeXeNaHH peaKkiMu
Crpo0uiaBaHeTo Ha noA03upaH HexeNaHh peakliMy cliel pa3peluaBaHe 3a ynotpeda Ha JeKapCTBEHHA
NPoAYKT € BakHO. TOBa NO3BONABA J1a NPOABLILKH HAONMIOASHUETO Ha CHOTHOIICHHETO NOJI3a/PHCK 3a
NeKapCcTBeHUA NPOAYKT. OT MeIHLIMHCKUTE CIICLIHANHCTH CE H3HMCKBA Ja chboObLIIaBaT BCcAKa NMoAO3HpaHa
HEXENlaHa peakiiHsa vpes. |
H3nbsnHMTENHA areHLuA 110 NieKapcTBaTa
yi. ,,JlamsH ['pyeB™ Ne 8

1303 Codus

ten.: +359 2 8903417

yebcaliT: www.bda.bg




4.9 Ilpeno3npane
[TaunenTHTe ¢ NMpeao3upane Tpadpa aa ce nana,ues'r CBC CHMNTOMATHYHO H MOAIBPAKAILO JICHEHHE.

5. ®OAPMAKOJIOTHYHH CBOMCTBA

5.1 PapmakoiHHAMHAYHH CBOHcTRA
dapmakoTepanesTHYHa rpyna: AHTHNOJArPO3HM Mpenaparw, Hﬂmﬁﬁpamn 0o0pa3zyBaHETO Ha MHKOYHA
kucennHa, ATC xon: MO4AAQD3

MeXxaHH3bM Ha ACHCTBHE

[TMkouHaTa KHCeNnuHA e KpalHMAT POAYKT OT MeTaboNH3Ma Ha IIYPUHY NIPH XopaTa U ce obpalysa no
BEPUTaTa XHIMOKCAHTHH — KCAHTHH — NHMKOYHA KUCEeTHHA. /[BeTe CTHIKH HA TOPHUTE NPEBPBLIAHUA C€
KaTanusupar ot kcaHTHHoKcHAa3a (KO)., PebykcocTar € 2-apunTHa3onos JepHBAaT, KONTO OCBLIECTBIBA
TEpPANEBTUYHHUSA CH e(PEeKT KaTO NOHUXKABA NMKOYHATA KHCEIHHA B cepyMa upes CeJIeKTHBHO HRXnbupaHe Ha
KO. ®ebykcoctar € MollleH, He-nypuHoB cenextuberd HHXUOUTOP HA KO (HIT-CHUKO) ¢ in vitro Ki
CTOMHOCT Ha MHXUOHpaHe NNo-Manka OT €AHH HAHOMOJ. Y CTaHOBEHO e, 4ye pedykcocTaTr MOLHO HHXHOMPa,
KaKTO OKHCJIeHaTa, Taka ¥ peayuupaHaTta popma Ha KO. [Ipn TepaneBTHYHM KOHUEHTpanuy, ¢pedykcocTar
He HHXUOUpa ApyrH €H3UMH, y4acTBallli B MeTabou3Ma Ha NyPHHH WK MHPUMHAUHHM, NO-CNEUHANHO
r'YaHHH AeaMHHa3a, XMIIOKCAHTHH ryaHHH (ochopubosuntpancdepasa, oporat pocoprnboszuntpanchepasa,
opoTHAMH MOHOdochaT gekapbokcunasa uiu MypuH HYKIeo3nA gochopunasa.

KnunnuHa edpukacHOCT B §€30MacHOCT

EdnkacHocrra Ha dpebykcocTan € 1oka3aHa npH TpH OCHOBHY (ha3a 3 mpoyuBaHus (nBete ocHOBHE APEX u
FACT npoyuranus u aoneaHurenHoto npoy4yBane CONFIRMS, onucanu no-gony), nposeacuu npu 4101
MalHeHTH ¢ Xunepypukemus U noaarpa. [Ipn Bcako ocHOBRO ¢aza 3 npoyuBaHe, peOyKCOCTa € mokazan
no-aobpa cnocoOHOCT Ja NOHMXKH K NOJAAbPKA CEPYMHHTE HUBA Ha NMUKOYHATA KHCENTHHA, B CPABHEHHE C
anonypuHoi. [IepBHYHaTa kpalina Touka 3a epnkacHocT B npoyusaHuata APEX u FACT e choTHOlEeHneTO
HA NAaUHEeHTUTE, YHUTO NOCHEAHH 3 MeCceuHH cepyMHM HHUBA HA MUKOUYHATA KUcendHa ca < 6,0 mg/dl (357
umol/l). B nonwnuutensoro dasa 3 npoyusane CONFIRMS, 3a xoeTo pe3yaTaTuTe ca HaTUYHH cliel
H3JJABAHETO Ha paspellieHHeTo 3a ynorpeda Ha pebykcocran, mMbpBHYHATA KpaliHa TOUKA 32 ePHKACHOCT €
IA71a NALHUEHTH, MPH KOUTO CEPYMHHTE HUBA HAa MUKOYHATa KMceanHa ¢a < 6,0 mg/dl npu nocneanoro
nocewenue. [TanpeHTH ¢ Opraill NPUCaAKHA HE Ca BKIHOYEHHN B TE3M NPOYy4BaHusA (BX.Touka 4.2).

APEX npoyusane: AnonypuHon u niaanebo KOHTpoavMpaHo npoyusaHe Ha ¢pedykcocrar (The Allopurinol and
Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e ¢a3a 3, pangoMn3upato, ABOHHO-CIANO,
MYJITHLIEHTPOBO, 28-CeAMHUYHO NpoyyBaHe. XUIA4a ceaeMaeceT U ABaMa nauuenTtd (1072) ca
paHaoMH3upaHy: ninauedo (n=134), dedbyxcoctan 80 mg reanbx aAHerHO (n=267), pebykcocran 120 mg
BeJHBX JHEBHO (n=269), pebykcocTan 240 mg Beanwx aAHeBHO (n=134) nunu anonypunon (300 mg BenHbX
AHEeBHO [N=258] npH nauMeHTH ¢ H3XoHeH cepymeH KpeaTHHHH <1,5 mg/d]l unu 100 mg BeAHBK AHEBHO
[n=10] npn nanuenTH ¢ U3X0eH cepyMeH KpeaTurHH 26 >1,5 mg/dl u <2,0 mg/dl). JBecta u ueTHpuaecer
mg ¢pedykcoctaT (2 MbTH NpenopbYBaHATa HAall- BHCOKA A03a) ca M3N0JI3BAHH KaTO J03a 3a OLIEHKA Ha
HesonacHocrTa.

[IpoyurateTo APEX noka3Ba CTaTHCTHYECKH 3HAYHUMO MPEBb3X0ACTBO HA JIBETE paMEHa Ha JIeYeHHE C
pebykcocran 80 mg BeaHbx AHEBHO U pebykcocTan 120 mg BeaAHBXK AHEBHO Cpelly paMeH
KOHBEHIIMOHANTHO H3noa3BanuTe A03M anonypHHon 300 mg (n = 258) /100 mg (n = 10),
noa 6 mg/dl (357 umol/l) (Bx. Tabnuua 2 u durypa 1).

FACT npoyusane: AnonypHHOJI KOHTPONHPaHo NpoyyBane Ha ¢pebykcocrat (The F
Controlled Trial) (FACT) e ¢aza 3, panaomusupaso, ABOHHO-CARN0, MYJITHLEHTPOB




npoyusaHe. CeneMcToTHH U wectaecet (760) nauuenTu ca paHaomusupanu: gpedykcocran 80 mg BeAHBK
nHeBHO (n=256), ¢pedykcocran 120 mg BeaHbxk AHEBHO (n=251) unu anonypuHoi 300 mg BeAHBK AHEBHO
(n=253).

[TpoyuBaneto FACT noka3Ba cTaTHCTHYECKH 3HAYMMO TNPEBB3X0/ICTBO HA JIBETE paME€Ha Ha JICYEHHE C
debykcoctan 80 mg u pebykcocran 120 mg BeAHbXK JAHEBHO CpELLY paMOTO Ha JIEYEHHUE C KOHBEHLIHOHAJIHO
u3noJs3BaHaTa jo3a anonypuno 300 mg, nonuxkasaiiku U noaaspxkaiku sSUA noa 6 mg/dl (357 pumol/l).

Tabnuua 2 060611aBa pe3ynTaTuTe OT NMbLPBUYHUTE KpaHH TOYKH 3a €)UKACHOCT:

Tabauna 2: /i1 Ha NANHEHTHTE CHC CEPYMHH HHBA HA NHKOYHA KHceJHHa < 6 mg/dl (<357 umol/l)
[Mocsaeann 3 MecedyHH BH3HTH

[IpoyuBane

®edOykcocTan 80 mg
Be/IHbK IHEBHO

PedykcocTaa 120 mg
Be/IHbIK IHEBHO

Aaonypunoa 300 /100
mg BeAHbK JHEBHO '

APEX (28 ceamuLn)

48% * (n=262)

65% *, (n=269)

22% (n=268)

FACT (52 cenmMuun)

53%* (n=255)

62%* (n=250)

21% (n=251)

51%* (n=517)

63%*, (n=519)

22% (n=519)

KoMOuHupanu
pe3yJITaTi

| pesynratu npu xopa, noaydasaiuy viav 100 mg Beaubxk AHEBHO (n=10: nalUeHTH CbC CEpPyMEH
kpeaTHHUH >1,5 1 <2,0 mg/dl) nnu 300 mg Beanbx aHeBHO (n=509) ca cbOpaHH 3a aHAIU3HTE.
*p <0,001 cpemy anonypunon, p < 0,001 cpeuy 80 mg

CnocobHocTTra Ha ebykcocTaa Aa NOHUKABA CEPYMHHUTE HMBA HAa MMKOYHATa KMCe/MHa € Obp3a u
nocrosiHHa. [loHW)KeHHe Ha CepyMHOTO HUBO Ha MUKOYHATa KucenuHa Ao < 6 mg/dl (<357 pumol/l)

e orOens3aHo npu Bu3uTaTa Ha CeaMulia 2 ¥ € NOJIbPXKAHO 10 BpeMe Ha 1saioTo JieyeHue. CpeaHure
CepyYMHH HMBa Ha MUKOYHATa KMCEJIMHA BbB BPEMETO MPH BCAKA rpyrna Ha JieyeHUe OT ABETe OCHOBHHM (pa3a 3
Mpoy4YBaHHUs ca Nnokas3aHu Ha ¢urypa I.

@urypa 1: CpeaHn cepyMHH HHBA HA NHKOYHA KHCEJIHHA, B 00elHHeHH OCHOBHH (pa3a 3 npoyyBaHHuA
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3abenexxka: 509 nmanuenTu nonyuasat anomypudon 300 mg BeaHBXK AHEBHO; 10 NaUHEHTH ChC CEPYMEH
kpeaTHHHH > 1,5 1 < 2,0 mg/dl nonyuyaear no3a 100 mg Beansk AneBHo (10 nauueHTH ot 268 npu
npoyuaHeTo APEX). 240 mg ¢ebykcocTar ca W3noa3BaHy 3a oU€HKa Ha Oe3onacHOCTTa Ha pebykcocTaT
[pH JBa NbTH HaH-BUCOKATA ITpenopbyBaHa 103a.

[Mpoyuysane CONFIRMS: npoyusanero CONFIRMS e ¢asa 3, paHTOMH3HpaHO, KOHTPOJIUPAHO, 26-
ceAMHYHO NPOYYBaHe 3a olieHKa Ha Oe3onacHocTTa H edpukacHocTTa Ha dedykcoctar 40 mg u 80 mg B
cpaBHeHHe ¢ anonypruron 300 mg uiax 200 mg npy NalUKMEeHTH C NOAArpa U XUInepypukemus. JlBe xunsaau
JBecTa mectaeceT U AebeT (2269) nauuneHTa ca paHaoMu3upanu Ha: ¢pebykcoctan 40 mg BeAHBXK AHEBHO
(n=757), pebykcocran 80 mg BenHbkK AHeBHO (n=756) unu anomypuHon 300/200 mg BeJHBXK JHEBHO
(n=756). Haji-manko 65% oT nanyenTHTe €a ¢ JeKo. 0 YMepeHo 660peuto yBpexaaHe (C KpeaTHHHHOB
knupbHC 30-89 ml/min). IlpodunakTnkaTta Ha Mogarpo3Hy NPHCTHIU € 33AbKUTENHA N0 BpeMe Ha 26-
CeAMHYHHUA IIEpHOA.

TIanbT NalHeHTH CbC CEPYMHHM HHBA Ha MHKoYHA kucenuHa < 6,0 mg/dl (357 umol/1) npn nocneanoto
rnocelieHre e coTBeTHO 45% 3a 40 mg pebykcocrar, 67% 3a pebykcocrar 80 mg u 42% 3a anynypHHon
300/200 mg.

ITepsuuna kpaina moyxa 8 nogzpynama na nayuenmu ¢ bvbpeuno ygpexucoane:

[Ipoyusanero APEX ounensaBa eduxacHoctta npu 40 nannenTH ¢ 660peyuHo yBpexcaaHe (1.e, H3X0oaHa
cTOHHOCT Ha cepyMeH KpeaTHHHH > 1,5 mg/d]l u <2,0 mg/dl). [Tpu xopa ¢ 666peuno yapexaase,
paHAOMH3HpAHH Ha anomypuHon, npeaenHara ao3a ¢ 100 mg Benubxk aueBHo. Gebykcoctan aocrura
MbPBUYHATA KpaliHa TOUKa 3a eduxacHocT npH 44% (80 mg Beaunpx AHEBHO), 45% (120 mg BeaAHBXK
nHeBHO) 1 60% (240 mg BeAHDBAK AHEBHO) OT MAUMEHTHTE, B cpaBHeHHe ¢ 0% nipu rpynuTe Ha anioIry pHHOJ
100 mg Beanbx AHeBHO U nnaiebo.

HaMa KTHHHYHO 3HAYUMH Pa3iHKHU B IIPOUCHTHOTO HAMAJICHHE HA CEPYMHATA KOHLICHTPALMA HA NHKO4YHA
KHCEIHHA MPpY 31paBH Xopa, He3aBUCUMO OT TAXHara ObOpeuna pyHxums (58% B rpynara ¢ HopManHa
6pOpeuna dyHkiHa B 55% B rpynara ¢ Texka 6n6peuna nuchyHKiug ).

AHanu3 Ha nalHeHTHTE ¢ nojarpa U 6LOpeyHo yBpexaaHe, IPOCIEKTUBHO ONMPEAE/ieH B NPOYUBAHETO
CONFIRMS, noka3sa, ue dpedykcocTaT € CHrHU(PHKAHTHO No-e(h)eKTHBEH 3a NTOHMKEHUE Ha CepYMHUTE HUBA
Ha MHKOYMHATA KicelnHa A0 cToiHocTH < 6 mg/dl B cpaBHenue ¢ anonypuHon 300 mg/200 mg npu

MAalHEHTH ¢ nojarpa, KOMTO HMaT Jieko A0 yMepeHo 0p0peuHo yBpexaane (65% o1 npoyuBaHUTE

MalueHT! ).

ITvpeuuna xpatina mouxka 8 nodzpynama sa nayuenmu ¢ sUA 2 10 mg/dl:

[Tpubnusutenno 40% ot nauventurte (odbeaunenn ot APEX u FACT) uMar u3xoaHa CTOHHOCT

sUA ot > 10 mg/dl. B ta3su noarpyna ¢edbyxcocran nocTHra NbpBUYHATA KpaliHa TOYKA 332 €(PHUKACHOCT
(cepyMHH HHBA Ha MNUKOYHATa KucenrnHa < 6 mg/dl npu nocneauute Tpu noceuicHus) npa 41% (80 mg
BeJHbXK AHEBHO), 48% (120 mg BeaHDbXK AHEBHO) B 66% (240 mg BeAHBK JHEBHO) OT MalHEHTHTE, B
cpaBHeHMe ¢ 9% B rpynara Ha anonypuHon 300 mg/100 mg seaubx qHeBHO ¥ 0% B rpynara Ha nmnauedo.

B npoyusanero CONFIRMS aansT Ha nauMeHTHTe, KOKTO JOCTHIaT 40 MbpBHYHATA KpaliHa TOUKa 3a
e(HKacHOCT (CEpYMHHU HMBA HA NMHKOYHATa KHcenuHa < 6 mg/dl npu nocneJHOTO NOCEWEHHE) 32 TALUEHTH C
Ha4yalHW CepyYMHM HUBA Ha NUKOYHATa kucenuHa > 10 mg/d]l nexysauu ¢ dpebyxcoctar 40 mg peaHBK
JHeBHO € 27% (66/249), ¢ debykcoctar 80 mg BeaHLX AHEBHO € 49% (125/254) u ¢ anonypunon 300
mg/200 mg BenHbxk JHeBHO € 31% (72/230). .

Knunuunu pesyamamu. [{an va nayuenmume, Hyxcoaewu ce om 1edenue Ha nooazpo3s
[Tpoyusahe APEX: npe3 8-ceAMHYHHA NPOPHNAKTHYEH NIEPHOA, TIO-TOJIAM AS JIHL
debykcoctar 120 mg (36%) n3KcKBaT eYeHHE HA NOAArPO3eH NMPUCTBN CrpaMo e




anonyprnoi 300 mg (23%) u naauedo (20%). [IpucTenuTe ce yBenuyaear ciiell NpoPUIaKTHUHHA NEpHOI U
NOCTENEHHO HaMansBaT ¢ BpeMeTo. Mexay 46% u 55% oT nuuara nojayvyasar JiedeHHe 3a NoJarpo3HUTe
NpHCTHIIM OT 8 ceamuua 1o 28 ceamuua. IToaarpo3nyu npuCThK Npe3 NOCASAHATE 4 CEAMHLM OT
npoyuysaHeTo (ceamuua 24-28) ce nabmopaasar npu 15% (debykcoctat 80, 120 mg), 14% (anonypunon 300
mg) 1 20% (nnanedo) ot nuuara.

IIpoyugane FACT: npe3 8-ceAMUYHUA NTpOPHNIAKTHYER NEPHOI, NO-TOJAM A4 JAKLA B rpynara, leKyBaHa ¢
pebykcocrar 120 mg (36%) u3nckear AeueHHe Ha NOAAIPO3EH NPUCTDBI CAPAMO JBETE MPYIH JEKYBaHH ¢
debGykcocTat 80 mg (22%) u anonypuron 300 mg (21%). Cnen 8-ceaMuyHus NpoUIaKTHUEH NEPHOA,
YeCTOTATa Ha NPUCTLIIK C€ YBEIHYABA U CJICA TOBA NOCTENEHHO HaMaldBa ¢ BpeMerto (64% v 70% ot nuuara
NONIYYaBaT JeYeHUe 3a MOJarpoO3HATE NMPUCTBIN OT 8 10 32 ceamuua). [lonarpo3Hu NpUCTLIM npes3
nocaeaHuTe 4 cenMHLM OT npoyuBaHeTo (ceamuuu 49-52) ce Habmoaasart npu 6-8% (dpedykcocrat 80 mg,
120 mg) u 11% (anonypunoa 300 mg) oT a4uara.

HenbT Ha XopaTa, HyxJaeHiu ce ot neuesue Ha nogarposed npucten (APEX u FACT npoyupanus) e
YHCJIEHO MO-HHCKO B IPYNUTE, KOUTO Clell H3XOAHOTO HHBO Ca JOCTUTHANM CPEHO HHBO HAa YPaTH B CepyMa
< 6,0 mg/dl, < 5,0 mg/dl unu <4,0 mg/dl, cpapHeHH ¢ rpynara, KOATO Cle]l H3XOAHOTO HUBO € AOCTUTHAJIA
cpeaAHO HKBO Ha ypath > 6,0 mg/d]l npe3 nocneaHuTe 32 ceAMHIM OT Nepuoaa Ha JIeueHHe (MHTepBaly
Cenmuua 20- Cemnua 24 npo Ceagmuua 49-52).

[To Bpeme Ha npoyysaHero CONFIRMS, nNpoueHThT NanHeHTH, KOHUTO C€ HYXXKJAAT OT JICHEHHE Ha
MOAArpo3HM NpucTbnH (JeH 1 Ha Mecel 6) e 31% u 25% cboTBeTHO 3a rpynuTe Ha pebykcocraTt 80 mg u
anonypuHoi, He ce Habnionaea pa3nuka B 1412 NALUEHTH, KOHTO C€ HYXKAAAT OT ICYEHHE HAa NIOAArPO3HM
NpUCTHIH B rpynuTe Ha ¢gedykcocrar 80 mg n 40 mg.

Llvazocpounu, omeoperu, pasumuuperu npoyYeanus

MNpoyueane EXCEL (C02-021): npoyusanero EXCEL e tpu-roauinno ¢aza 3, 0TBOpEHO, MHOTOLEHTPORO,
PaHAOMH3HPaHO, alONypPHHOA-KOHTPOIHPAHO, PAa3lIMPEHO NpoyUuBaHe 3a He30N1acHOCT 3a nallieHTH, KOHTO
ca 3aBbpLIHIH ocHOBHHTE (hasa 3 nmpoyuBanusa (APEX wim FACT). Obuo ca sxmouenn 1086 nauuenTy:
tdebykcoctan 80 mg Beanbxk AHEBHO (n=649), debykcocTan 120 mg BeaHbX AHEBHO (n=292) unu
anonypunon 300/100 mg BenHbxk AneHo (n=145). Oxono 69% oOT naiueHTUTE HEe UBUCKBAT NPOMEHH B
JICYEHHUETO 3a MOCTAraHe Ha KpaitHO cTaOWIHO NnedeHHUe.

[NauneHTH ¢ 3 NOCNEROBATEIHM CEPYMHM HHBA HA TMKOYHATaA KUcenuHa >6,0 mg/dl oTrianar.

CepyMHHTE HUBA HA THKOYHA KHCENHHA C€ NOIABPpXAaT BbB BpeMeTo (T.e. 91% u 93% oT nanueHTHTE Ha
HauyaHo neyeHHne choTBeTHO ¢ debykcocrar 80 mg u 120 mg ca cbe CepyMHU HUBA Ha MTUKOYHATA KMCEJIHHA
<6 mg/dl ua 36 mecena).

TpuroaMiiHK JaHHH NOKa3BaT HAMANSABAHE Ha YECTOTATa Ha MOJArPO3HH NPHCTHIH KATo o-Manko ot 4%
OT NALUMEHTUTE Ca CE HYACAACNH OT JICHEHHE HA NIPHCTDII (T.€. noBeye oT 96% OT naLMeHTHTE HE ca UMAaTH
HYXa OT lIe4eHHEe Ha noAarpo3eH npucron) npes Meceu 16-24 u Mecen 30-36.

46% n 38% ot nauMeHTHTE Ha KpaiHo CTabHUNHO neyeHne croTBeTHO ¢ PpedykcocTtaTr 80 unu 120 mg
BEAHBX QHEBHO €a C IIbJIHO pa3HacAHEe Ha ITbPBHYHA NaAnaTopHa To¢ga OT HIXOAHO HHBO 10 KpahHOTO
NnocelleHKe.

[TpoyuBanero FOCUS (TMX-01-005) e 5-roauiiiHo, ¢a3a 2, OTBOPEHO, MHOTOUEHTPOBO, Pa3LIMPEHO
Mpoy4BaHe 3a 0€30NMaCHOCT 3a MAUMHEHTH, KOHTO Ca 3aBbPIUHAH 4-CEeIMHUYHO ABOHHO-CIIANO AO3HPaAHE Ha
¢pebykcoctar B npoyusaHeTo TMX-00-004. BxnroueHH ca 116 NalMeHTH, KOMTO MoJyyaBaT HaualHo
pebykcoctatr 80 mg BeAHDBK AHEBHO. [Ipn 62% OT nauueHTHTE He ce U3UCKBA KOPHTUpaHE H

KOpUTHpaHe Ha J03aTa 3a J0CTHIraHe Ha cTabuiiHa KpaiiHa no3a.



AnbT nalMeHsT! Che CEPYMHH HMBA Ha NHKo4YHaTa kAcenuna <6,0 mg/dl (357 umol/l} Ha nocneaHoOTO
noceuienue € no-ronaM ot 80% (81-100%) 3a Beska ot go3ure PpedykcocTar.

[To BpeMe Ha a3a 3 KIHHHUHK NPOYYBaHKUA ca HaONMIOaBaHH JIEKHA OTKIOHEHHS NPU YEPHOAPOOHHUTE
(byHKUHMOHATHA TECTOBE NPH NAaUMEHTH, NeKyBaHH ¢ pebykcocTar (5,0%). CrenennTte Ha OTKIOHEHHSATa Ca
noAoOHU Ha CTENMEHHTE, CHOOLIeHN npH anonypuHon (4,2%) (Bx. Touka 4.4).

I[loBuienu crodinoct Ha TSH (>5,5 plU/ml) ca HabnropaBaHu Npx NauHeHTH HA ABATOCPOYHO IEYEHUE
pebykcocrar (5,5%) 1 nauMeHTH Ha anonypuHon (5,8%) NpH ABLATOCPOUHH OTBOPEHH paslIUPEHH
npoyuBaHHs (BX. To4ka 4.4). |

Iocmmapxemunzoeu ObA20CPOUHU NPOYHEAH W

[IpoyuBanero CARES e MHOroLeHTpOBO, PAHAOMH3HPAHO, ABOAHOCIAN0 HEHHEPUOPHO U3NIHTBAHE, KOETO
CpaBH%BA ChbPACYHOCHAOBHTE pe3ynTaTh NMpH GebyKCoCTaT CNPAMO anonypHHO NMPH NMaUHEHTH ¢ ITojarpa H
aHAMHE3a 33 3HAYUMH ChPASYHOCHAOBHU 3a00/19BaHuS, BKIIKOUKMTENHO HHDAPKT HA MHOKAp/a,
XOCTIMTaAH3alluA nopafy HecTabHHA aHrMHa, NpoLEAYpa [0 KOPOHAPHA HIIM MO3bYHA PeBacKynapH3anus,
HHCYT, XOCIIHTANH3a1HS N0 TOBOA TPAH3IUTOPHA HCXeMHMUHA aTaka, nepudepHo CbAOBO 3ab0NsBaHe HIY
3axapeH aquaber ¢ JaHHE 32 MUKPOBACKyJIApHO WIH MakKpoBacKynapHo 3abonsapaHe. 3a jocturane Ha sUA
noa 5 mg/dl, no3zara ebykcocrar ce Tutpupa ot 40 mg ao 80 mg (He3zaBHucHUMO oT OBOpeunara pyHkUud), a
N03aTa anoNypHHOJ c¢e THTpHUpa Ha cThIKH no 100 mg ot 300 no 600 mg npu nauueHTH ¢ HOpManHa
Obbpeuna ¢pyukuua unu 6s0peuHo yBpexaaHe B sieka crenel ¥ ot 200 10 400 mg npM nauMeHTH ¢
660peuHo yBpeKIaHe B YMEPEHaA CTENEH,

[IepBuunara kpaftHa Touka Ha CARES ¢ BpeMeTo ao nopsa nosisa Ha MACE, cecraBHa ot HedaTaneH
WH}apKT Ha MHOKapAa, HedaTaneH HHCYNT, CbpASHYHOCHA0BA CMBPT HIH HecTabMIHA aHTHHA ChC CNIElHA
KOpOHAapHa peBacKynapH3alimsi.

KpaiinuTe ToMKH (IWbPBHYHH H BTOPHYHK) ce aHanu3upar cnopea ITT (intention to treat, ¢
HaMepeHHe 3a JISUCHHE) aHANIN3, KOHTO BIJIIOUBA BCUYKH YYaCTHHIIH, KOKMTO ca paHJAOMH3HPaHH
H MOJIYYaBaT MOHE €AHA 1034 OT ABOHHO-CAANOTO MU3MHUTBAHO JICYEHHE,

06110 56,6% OT NAUMEHTUTE NPEYCTAHOBABAT U3NMUTBAHOTO NEUeHHE NpexaAeBpeMeHHOo U 45% or
MALMEHTHTE HE 3aBbPLUBAT BCUYKH BU3HTH OT U3NHTBAHETO.

O6u10 6 190 nauueHTH ca NpocNeieHy ¢ MEAHAaHa OT 32 Mecella, 4 MeRMaHaTa HanpoIb/HKUTENHOCTTA HA
eKcro3nuMaTa e 728 nHM 3a naukeHTHTE B rpynarta Ha ¢pebykcocrar (n=3098) n 719 ann B rpynara Ha
anonypunona (n=3092). Ilvpeuunata MACE kpafiHa TOYKa Bb3HHKBA CbC CXOAHA YECTOTA B IPYIIHUTE,
neKyBaH# ¢ ¢pebykcoctaT U anonyprHon (ceoteetHo10,8% cnpamo 10,4% ot nauuentnte; HR 1,03;
ABYCTpakHo noeTopew 95% Cl 0,89-1,21).

[Tpy ananu3 na otaenHuTe KoMitoHeHTH HAa MACE, 4yecTOoTa Ha CHpAIeUHOCHA0BA CMBPTHOCT € [IOBHCOKA
npu ¢ebykcoctat cnpamo anonypuron (4,3% cnpamo 3,2% ot naunenture; HR 1,34; 95% CI 1,03-1,73).
YecroTtaTa Ha Apyrute MACE cpbutna e cxoana B rpynute Ha GpedykcocTar 4 anonypuHol — HedaTanleH
HH}apKT Ha MHoKapaa (3,6% cnpamo 3,8% ot nauuenture; HR 0,93; 95% C10,72-1,21), HedaTtanen
HHCYAT (2,3% cnpsamo 2,3% ot naumentute; HR 1,01; 95% C1 0,73- 1,41) u cneuina pesackynapusaums
nopany HecrabunHa anruna (1,6% cnpsamo 1,8% ot naunenture; HR 0,86; 95% CI 0,59-1,26). Uecrorarta Ha
001112 CMBPTHOCT CHILHO € No-Bucoka npu debykcocrar cnpaMo anonypunon (7,8% copsamo 6,4% ot
nauneHTHTe; HR 1,22; 95% CI 1,01-1,47), KOeTO ce Ab’KH OCHOBHO HA NO-BUCOKATA YECTOTA Ha
CHPASYHOCHAOBATa CMBPTHOCT B TA3U rpymna (Bx. Touka 4.4).

YecToTaTa Ha NOT BbpACHA XOCINMHTANIH3AIMWA NNOpadH ChpACYHAa HCAOCTATEYHOCT, XOCINIHTANTH3AllHHU NTOPAON

TPaH3UTOPHH HCXEMHYHH aTaky ca ¢paBHHMHU 3a PebyKCcoCTaT M anonypHHO.

[Ipoyusanero FAST e npocnekTHBHO, paHAOMH3HPaHO, OTBOPEHO, CBHC 3aCeNneHa
CpaBHABALLO Npoduaa HA 6€30MaCHOCT MO OTHOUWIEHHE HA CHPACYHOCHA0BATA CHC



dedykcocTaT cnpaMo aNoMypPHHON NPH NAUKHEHTH ¢ XPOHHYHA XHNEPYPHKEMHS (KOraTo BEUE €
HACTBIIMJIO OTJIaraHe Ha YPaTH) M ChPACYHOCBAOBH PUCKOBH (akTODPH (T.e. nauMeHTH Ha 60 roauHu
HJIH TI0-Bb3PACTHHU U € NOHE €HH ChPAESYHOCBAOB PUCKOB PpakTop). [loaxoasuuuTe nauMeHTH ca
NOMYYHIN JIEUEHHE C aANOTYPHHON ApelH PaHAOMHU3ALHATA H NPH HEOOX0AHMOCT Ca HANPaBEeHH
KOpeKLHH B J03aTa, Cnope] KIMHHYHATA NpeLeHka, npenopekute Ha EULAR H onobpenara
no3uposka. B Kpas Ha BbBexkAaLaTa (a3a NalUdeHTUHTE, TPHEMAaLY aTonypHHONA ¢ HHBO Ha SUA ot
<0,36 mmol/l (<6 mg/dl) unu npuemamy MakCUMaJHATa NOHOCHMA HIIH MaKCUMAaJIHATa paspelicHa
2033 aNOoNyPHHON Ca paHAOMH3UPaHU B CbOTHOLIEHHE 1:1 Ha nedyeHne ¢ pebykcocTaT nin
anonypuHon. IIspBuyHaTa kpalfiHa TouKka Ha npoy4BaHeTo FAST e BpeMero A0 nbpBara nosABa Ha
KOeTo U Aa € chOMTHe, BKIIOYEHO B ChCTaBHaTa KpaiiHa Touka no Antiplatelet Trialists’ Collaboration
(APTC), koaTo BKNIOUBA: 1) XOCOHTANH3a1KA 3a HedaTaleH HHPapKT Ha MUOKapRa/OCThp KOpOHapeH
CHHApPOM ¢ nonoxuTenHn 6nomapkepn (OKC); i1) HedataneH nHCyNT; 1i1) CMBPT NOpaiH
ChPIASHYHOCHIOBO CHOMTHE. [IbPBHYHHAT aHaIN3 ¢ce OCHOBaBa Ha [OAX0Ja Ha NIeYEHHeE.

Karo nano 6 128 nauuenTtu ca pangoMuaupady, 3063 va gedyxcocrar 1 3065 na anonypuHon.

[Ipn oppBHYHKHA aHANHK3 CIOPEA MOAX0a Ha Je4yeHHe, GedyKCOocTaT € HEHHPEPHUOPEH CHPAMO
aJlONypPHHON MO OTHOLIEHHE HA Y€CTOTATA HA ITbPBUYHATA KpaHHa TOYKA, KOATO € HACTBIUIA NpH 172
naupenTH (1,72/100 nauuentoroaunu) Ha debykcocrar B cpaBHeHHe ¢ 241 naumenTty (2,05/100
NaudeHTOroguHM) Ha anonypuHo, ¢ kopurupad HR 0,85 (95% CI: 0,70, 1,03), p<0,001. AHanu3pT
Cnope] 1oAXo/a Ha JIeHEHHE N0 OTHOLICHUE Ha MbPBUYHATA KpaHHa TOUYKa B NOArpynaTa NaldeHTH ¢
aHamHe3a 3a MHGapKT Ha MHOKapaa, HHCYJIT wiH OKC He noka3Ba 3HAYKMMAa pa3nivKa MEXIy JIBEeTe
rpyNH Ha JeveHne: 65 (9,5%) nauuenTn ca ¢be cubOuTHA B rpynara Ha ¢gedykcocrar v 83 (11,8%)
NalMeHTH ca CbC CHOHTHS B rpynarta Ha anomypuHox; kopuripad HR 1,02 (95% Cl1.: 0,74-1,42);
p=0,202.

Jleuenunero ¢ HpebYKCOCTAT HE € CBBP3aHO C YBENUWHABAHE HA CMBPTHOCTTa NOPAAH ChbPAEYHOCHAOBH
IIPHUYUHH HITH CMBPT 110 BCAKAKBY MPUYUHHU, KATO LANIO MM B IOATPyNaTa NalHeHTH ¢ aHAMHE3a 34
uHdapkT Ha MHOKapAaa, HHCYAT uan OKC na u3xoanoTo HUBO. KaTto uano ce HabmoaasaT no-Majiko
 CMbPTHH chyuaH B rpynarta ¢ ¢pebykcocraT (62 CMBPTHH Cay4ast N0 CLPASYHOCHROBY NPHYHHU K 108
CMBPTHH ClTy4as no BCAKAKBY NPHYKHHK), OTKOJKOTO B FPyNarta ¢ anonypuHon (82 cMBPTHH cayyad no
ChPACYHOCHAOBH NMPHYHHH H 174 CMBPTHH Ciyyas Mo BCAKAKBH IIPHYHUHK),

Habnionasa ce 110-rojisMo HaMajeHUe B HHBATa Ha MHKOYHATA KUCEIMHA NpH eyeHHe ¢ debykcocTar
B cpaBHEHHE C TEUECHHUETO C AJIOMYPHHOIL.

5.2 DapMaKOKHHETHYHH cBOHCTBA

Ilpu 3apaBy Xopa, MAKCUMAIHKTE NJa3MeHH KoOHLeHTpalH (Cmax) M NJolTa o KpyBara rnnaimMeHa
koHueHTpauus/speMe (AUC) Ha ¢ebykcocTaTr ce yBenu4aBaT IpONoOPLHOHAIHO HA A03aTa CIEA CAHOKPATHO
¥ MHOTOKpaTHO npunarade Ha 10 mg no 120 mg. I1pn no3u Mexcay 120 mg 1 300 mg, ce Habnroaapa no-
roisMo OT APOMOPLHOHANHO Ha ao3aTa yeenuueHne Ha AUC Ha debykcocrar. Hama kymynupane, KoeTo
MOXe Z1a ObJe olleHeHOo, ripy npunarake Ha 1034 ot 10 mg 10 240 mg Bcexy 24 yaca. PebykcocTar HMa
NPUBUICH CPEACH TEPMHHANIEH €JIMMHHAUHOHEH NonykuBoT (t1/2) okono 5 ao 8 yaca.

[TonynaunoHHH PapMaKOKHHETHYHH/PapMakOAUHAMHYHY aHATTH3H Ca NPOBEASHH Ipy 211 nauueHTy ¢
XHIIEpYpPHKEeMHA U nojarpa, jekyBain ¢ Pebdycran 40-240 mg seansk gHeBHo. Karo usno,
(papMaKOKHHETHYHHTE napaMeTpH Ha pebyKkcocTarT, OLEHEHH Ype3 H3IMEPEHH C TE€34 aHANTM3H ChOTBETCBAT
Ha Te€3M, NONYYEHH IIPH 3ApaBH XOpa, KOETO NMOKA3Ba, Ye 34PABHTE X0pa ca NPESACTABUTEIIHH 34
(hapmMakoKHHETHYHA/papMaKOAHHAMHYHA OLEHKA NPy MONYJalMATa NALHERTH ¢ nojarpa.

Abcopbyun
debdykcoctar ce abcopbupa 61p30 (tmax 1,0-1,5 h) n nobpe (nali-Manko 84%). Cnen eaHOKpaTHO Ny
MHOT'OKpAaTHO nepopaiHo npuaaraHe Ha 80 u 120 mg exun nbt AHEBHO, Cmax € CbOTBETHO
2,8-3,2 pg/mlu 5,0-5,3 ug/ml. AbconroTHara OuoHanuyHocT Ha TabneTHaTa popMa Ha
Npoy4eHa.




Cnex MHOTOKpaTHO MEPOPaIRO Npunarade Ha 80 mg efiMH MbT JHEBHO WM €HOKPATHO NMpuiaraHe Ha 120
mg ¢ XpaHa, forara Ha Ma3HHHH, UMa 49% u 38% nonnxenne Ha Cmax u cboTBeTHO 18% U 16%
namanspane Ha AUC. Obaue, npu nicneapane (MHOrokpaTHo npunarane Ha 80 mg) He e HabnronaBaHa,
KIHHUYHO 3HAYMMa NPOMAHA B NMPOLLEHTHOTO HaMANIEHHE HAa CepyYMHATa KOHLIEHTPALIMA Ha TTMKOYHA
kucenuHa. Cnepoparenno, @ebycraa Moxe Ja ce NpHeMa HE3aBHCHMO OT XpaHaTa.

Pasnpeodenenue

[TpuBHAHHATA 00eM Ha pasnpeAeNeHUe B cTalHOHApHO cheTosiHue (Vss/F) na debykcocrar € B Anana3oH oT
29 no 75 1 cnepn nepopanuy Ao3u ot 10-300 mg. Cebp3paHeTo Ha PebyKCOCTaT C IA3MEHUTE TPOTCHHH €
npubnusutento 99,2%, (rnaBHo ¢ anOyMHH) 1 € NOCTOSHHO B JHANA30HA HA KOHLEHTPALMATA, NOCTRIHATA C

ao3k ot 80 1 120 mg. Cebp3BaHeTO ¢ NIa3MEeHUTE NIPOTEHHH Ha aKTHBHUTE MeTaOOJIMTH € B IHANA30H OT
82% 10 91%.

Buompancgopmayun

debykcocTar ce MeTabonH3Hpa eKCTEH3UBHO Ype3 KOHIOTalUHs Yype3 YpUIHR Jucgocdar
rmoxKypoxosunrpaicdepasuara (UDPGT) en3znMHa cucteMa H okcuaupase upe3 quroxpom P450 (CYP)
cucTeMara. YCTaHOBEHH Ca YeTHPH (apMaKONOrHYHO AKTHBHH XMAPOKCHI METabONMHUTH, TPH OT KOHTO ce
HaMHparT B MJIa3MaTa NpH xopa. In vitro npoyuBaHHs ¢ YOBELIKH YE€PHOAPOOHH MHKPO3OMH NOKA3BAT, Y€
Te3n okcMAaTHBHU MeTabonutu ce obpasysar riasHo oT CYP1 AL, CYP1A2, CYP2C8 unu CYP2(C9,a
tdebykcocrar rmoxkypouna ce o6pazysa rnasHo ot UGT 1A1, 1A8 ulAS9.

Enumunupane

PebykcocTar ce enMMUHKPa Mo YepHoapobeH u 6b0peved nuT. Cnex 80 mg opanua nosa 14C-6enssan
debykcocrar, npubausurento 49% ot no3ara ce Bb3CTAHOBABA B YPHHATa KaTO HEMPoMEHEH ¢edykcocTart
(3%), aunn rMOKYpOHUEBT Ha aKTHBHOTO BelleCTBO (30%), HErOBUTE H3BECTHH OKCHAATHBHH METabO0JINTH H
texHute Korrorat (13%) u apyru HenspecTHH MeTabonuti (3%). Karo jomnbiiHeHe KbM ypHHapHaTa
ekcKkpenus, npubnusntenHo 45% or Ao3aTa ce Bb3CTaHOBABA BbB (eueca kato HenpoMeHeH debykcocrtaTt
(12%), anun rIFOKYpPOHUABT Ha aKTHBHOTO BewlecTBO (1%), HErOBHTE H3BECTHH OKCHHATHBHH MeTabOIMTH U
TexHuTe KOHIorat! (25%) u apyru Hen3BecTHH MeTabonuTH (7%).

Bvbpeuno yapexcoane

Cnen MHOrOKpaTHO nepopanHo npunaraHe Ha 80 mg ¢pedyxcocraa npH NauKUEHTH C 1IEKO, YMEPEHO HITH
TeXKa crened Ha 660pedHo yBpexaane, Cmax Ha pebykcoCcTaT He ce NPOMEHA, B CpaBHBHME C XOPa C
HopMaliHa 6b6peuna ¢pynkuusa. Cpeanara odma AUC Ha debykcocrar ce ysennyasa npubnusurenyo 1,8-
KkpaTHO OT 7,5 ug-h/ml B rpynara ¢ HopmanHa 660peuna pyHkuus no 13,2 ug.h/ml B rpynara ¢ Texxo
HapyileHa 6b0peuyna dyHkuusa. Cmax U AUC Ha akTUBHHTE MeTabONHTH HapacTBa CHOTBETHO 2- H 4-
kpaTHO. He3aBHCHMO OT TOBa, HE € HEOOXOAUMO ANANITHPAHE HA J03aTa NPH NMALUEHTH C JIEKO HWIH YMEPEHO
OBOpeyHo YBpekKiaHe.

Heproopobro yepexcoare

Cnen MHOrokpaTHo nepopaiHo npunaraHe Ha 80 mg ¢pebykcoctan npn nauMeHTH ¢ nexo (Child-Pugh knac
A) unu yMepeso (Child-Pugh knac B) yepnonpobno yspexaaue, Cmax u AUC Ha ¢ebykcocrar v Ha
HEeroBUTE MeTabOoJIMTH He Ce TIPOMEHAT 3HAUYHMO, B CPABHEHME C XOpa ¢ HOpMaTHa YepHOAPoOHa dyHKUHA.
He ca npoBeaeHH Mpoy4BaHUs MPH NalHeHTH ¢ Texko YepHoapoedHo yepexaane (ChildPugh xiac C).

Bvapacm
He ca nabmoaasanu 3HaunMH npomMen B AUC Ha ¢debykcocTaT U Ha HeroBute MeTabonuTu cien

MHOTOKPaTHO NepopajHO npunarade Ha pebykcocTan npu Xxopa B cTapuecka Bh3pacT, B CPABHEHHE ¢ J10-
MaaH 3ApaBH Xopa. -

Ifon




Cnea MHOrOKpaTHO nepopaiHo npunarade Ha ®ebyctan, Cmax u AUC ca ¢cpoTBeTHO 24% 1 12% n1o-
BHCOKH ITPH XEeHH, OTKONKOTO NpH Mbxke. Obaue, kopurupanute cnpaMmo terinoto Cmax v AUC ca nogoOuu
npy Aeara nona. He e He0OXOAKUMO azanTupade Ha J03aTa Bb3 OCHOBA Ha NOJia.
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EdexTn npn HEKIMHHYHHATE NPOY4YBaHUA ce€ HaOMIOAaBaT [NTIABHO MPH €KCMO3HLUMH, KOUTO HEABHULIABAT
MaKCHMAaJTHaTa €KCTO3MLMA IPH XOpa.

PapMakOKHHETHYHO MOAECIHPAHE H CUMYNALMA Ha JaHHHU OT IUTbXOBE NPEeANOarar, 4e pH ¢JHOBPEMEHHO
npuaoxeHue ¢ hedykcocTar, KIMHUYHATA 4032 HA MEPKaNTONyPUH/a3aTHONPHH TpAOBa Ja ce HaManu g0
20% unx no-Manko OT NpeaxoaHara npeanucaHa 103a, 3a Ja ce u30ernar Bb3MOXHHU XeMaTOJIOTHYHH
edexTH (BX. Touka 4.5 1 5.3).

Kapyunozenesa, Mymazenesa u yapexcoane Ha epmuiumema

[Tp1 MbXKH NITbXOBE CTATHCTHYECKH 3HAUYUMO YBEIHUEHHE HA TYMOPHMTE Ha MUKOUHHAA MeXYDP (NpeXOJHO-
KJ1eThbUY€eH MAMHIOM H KapiMHOM) € YCTaHOBEHO CaMO BbB BPb3Ka ¢ KCAHTHHOBH KAMBHM B IpynaTa Ha
BHCOKM JO3H, HaABHLIABAUIH Npubnu3urento 11 mpTH eKcno3uliMara npy xopa. HaMa 3uauuMo yeennyeHue
Ha APYT THIT TYMOP HUTO NTPH MBXKHTE, HUTO NPH XXEHCKUTE MHUIIKHA MJIA IBXOBE. T€3n HAXOOKH ce CUHMTAT
3a OCNEACTBHE OT BHAOBO ClIeHHPUYHHA NYPHHOB MeTaboNHU3BM B ChCTaBa Ha YPUHATA, U Oe3 3naueHne 3a
KIHHMYHaTa ynorpeba.

CranpapreH Habop OT TECTOBE 32 FTEeHOTOKCHYHOCT He NMOKa3Ba OMONOrMYHO CBLP3aHU FeHOTOKCHYHH
edexTi Ha PedyxcocTar.

YCTaHOBEHO €, 4e nepopalHu 1034 10 48 mg/kg/nHeBno gebykcocrar HAMAT ecbem BLPXY depTHnUTETa U
peNpOAYKTHBHATa ASHHOCT Ha MBXKH M KEHCKH IUTbXOBE,

Hama nannu 3a yepeaeH GepTHAKTET, TepaToreHnH eGexTH WiK yBpexaaHe Ha (eTyca, IbAXKAaLH ce Ha
dbebykcocTar, ITpu BUCOKH [03M € HaGmoaBaHa TOKCHYHOCT MPH MalixaTa, MPUAPYXEHa OT HAMANEHHE HA
MHACKcAa HA OTOMBaHE H 3a0aBeHO pa3sBUTHE Ha NOKOJCHUETO MPH MIIBXOBE NpH npubnuzutenHo 4,3 mpTH
EKCTIO3ULMATA NPH Xopa. TepaToNorHyHy MpoyYuBaHUA, NPOBEACHU NPH OpeMEeHHH NITBXOBE, NpU
npuOnau3uTeNHo 4,3 NBTH U OpeMeHHH 3aiiuy npH npubau3nTento 13 NbTH eKCRO3NLHATA NIPH Xopa He
MOKa3BaT TEPATOTEHHH eeKTH.

6. DAPMAINIEBTUYHHA TAHHHA
6.1 ChnHchk BAa TOMOLIHATE BeIECTBA

Adpo na mabremxama:

JlakTo3a

MukpokpucTanHa uenyJosa

MarsxesuneB creapar

Marse3nes aly MUHOMETACHIUKAT
Konosugos (K)

Kpocnoeuaon (Tun A)

KononaeH, xuapaTupaH CHIRUKEB JHOKCH]

Tabremnua obauska:

Opadry I, xbnaT:

TTONHBHHMUIIOB ANKOXOJ
TUuTaHOB QAUOKCHI




6.2 HechbBMEeCTHMOCTH
Henpuinoxumo

6.3 Cpok ua rogaoct

bnucrepu:
2 TOJHHH

HDPE onakoBxa 3a TabneTku:
HeoTBOpena onakoeka: 2 FroAHHH
Cnea mbpBo oTBapsaHe: 28 AHH

6.4 ChnennajlHB yCIOBHA HA ChLXpaHeHHe
To3H NeKkapCTBEH MPOAYKT HE H3UCKRA CNIeLHANIHK YCIOBHA Ha ChXPaHEHHE.
6.5 BnaH cLALPKANHE HA ONAKOBKATA

debycran e onakoBaH B Al/Al 6nuctepu cbe cymuTes, coappkamy 14, 28, 30, 84 n 98 punmupann
TabNETKH.

debycTan € 0NakoBaH B ONAKOBKH 3a TableTkn oT nojueTuneH ¢ Bucoka mrbTHoCT (HDPE) ¢be cymuTen u
ChC 3alIUTEHA OT Jena Kana4uka, cbabpxamii 100 u 500 TabneTky. |

He Bcuuky BHI0BE ONAKOBKH MOTaT Aa ObaaT NycHaTH HA nasapa.

6.6 Cnennannp npeanasHH MEpPKH NPH K3XBLPAsHE H padoTa
Hen3non3BaHHAT NEKApPCTBEH NPOAYKT HIIH OTNAABbYHUTE MAaTepPHaNU OT Hero TpAOBa 1a ce H3XBLPNAT B
CHOTBETCTBHE C MECTHHUTE H3UCKBAHMA.

7. HNMPUTEXATEJ HA PAJPEIIEHHETO 3A YTIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18
61118 Bad Vilbel

['epmanus
8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEBA

Per. Neo: 20180195

9. JATA HA ITBPBO PAZPEHIABAHE/TIOJHOBABAHE HA PASPEIIIEHHETO 3A
YHOTPEBA |

Jara Ha mbpBo paspewmapane: 24.07.2018

IlaTa Ha nocneaHo noaHopaBaHe: 03.08.2023

10. JATA HA AKTYAJIU3IHPAHE HA TEKCTA
03/2024




