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1. UME HA JIEKAPCTBEHMSA MMPOJAYKT

Hpynunep 80 g n:punMHpaHH Taﬁnemn
Hpynunep 120 mg |

Drumler 80 mg ﬁlm—coated tablets

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

Hpynunep 80 mg dhurmupanu mabnemru: |
Beska punmupana tabnetka chabpika 80 mg dpebykcoctar (febuxostat) (kato xemuxuapar) (as hemihydrate).

[lomomHO(#) BelecTBo(a) ¢ H3BECTHO JEHCTBHE:
Beska gunMupana tabnerka chabpka 72,68 mg nakTo3a (kaTo MOHOXHIPAT).

3a bJIHKS CIMHMCHK Ha MMOMOLHUTE BEIEeCTBA BHIKTE To4yka 6. 1.

3. JEKAPCTBEHA ®OPMA
OuiMmupaHa Tabnerka.

80 mg:

brienoxbATH 10 XKBJITH NpoaAbAroBatH Guamupanu Tabnerky, ¢ rpaBupad Haanuc “80” oT efHara cTpaHa u 6e3
Ha/IHC OT JIpyrara, ¢ pasmep 16,5 mm x 7,0 mm

4. KJIUHHUYHH JAHHH
4.1 TepaneBTHYHH NMOKa3aHHS

JpyHunep e nokasaH 3a Je4yeHHe Ha XPOHHYHA XHUMEPYPHUKEMHS TIPH CHCTOSHHS, IPH KOMTO BEYE € HACTBIIMIIO
OTJIaraHe Ha yparT (BKJIIOYMTETHO aHaMHe3a WM HaJIMYKe Ha TO(H W/ UM [TOJarpo3eH apTpUT




JIpyHHIIEp € noKa3aH MpU Bb3PACTHH.

4.2 JI0O3HpOBKA H HAYHMH HA NPHJIOXKECHHE

J103upOoBKa

_ pa: IIpenopbunTennara nepopainna no3a lpyuunep e 80 mg BeiHbX AHEBHO, HE3aBUCHMO OT XpaHaTa. AKO
IMKOYHATA KHCE/HHA B cepyma e > 6 mg/dl (357 umol/l) caen 2-4 ceamuLiM, MOXeE J1a c€ OOMHCIIH MPUIAaraHeTo
Hpynunep 120 mg BeaAHBK JHEBHO.

JpyHunep aeiictBa JoctaThb4HO OBp30, KOETO aaBa BB3MOXKHOCT 3a MOBTOPHO M3CIe/BaHEe Ha MHMKOYHATa

KHCE/IHHA B cepyMa ciel 2 ceaMuuu. TepaneBTHYHATA L€ € [a Ce MOHMKH M NOJAbp)Ka HHBOTO Ha NMHMKOYHA
KHcellMHa B cepyMa noa 6 mg/dl (357 umol/l).

[IpenopwuBa ce Hall-manko 6 Meceua mpodUIaKTHKA Ha N01arpo3eH NPUCTHI (BXK. To4ka 4.4).

Cmapuyecka ev3pacm
He ce Hanara aganTvpane Ha f03aTa NpH NalUEHTH B CTapyecka Bb3pacT (BX. Touka 5.2).

Bvbpeuno yapeacoane

E¢ukacHocTTa 1 6€30macHOCTTa NpH MALKMEHTH C TEXKO OBOPEYHO yBpexkaaHe (KpeaTHHHHOB KIMPBHC <30
ml/min, BX. Touka 5.2) He ca HABbJIHO OLIEHEHH.

He e HeoOxoauMo afantupade Ha 103aTa NPU NALHEHTH C JIEKO WM YMEPEHO ObOpeYHO yBpexkIaHe.

Yeproopobro yspesicoane

E¢uxacHocTTa 1 6e3onacHocTTa Ha pebykcocTaT MpU MaLMEHTH ¢ TEXKO YepHoapoOHOo yBpexaane (kiac C mo
Child Pugh) se ca npoy4Banu.

Ileoazpa: npenopbunTenHaTa 103a NpH NalHEeHTH C JIEKO YepHOoApoOHO yBpexaaHe € 80 mg. Mima orpanuueHa
MHQOPMALIUS [IPH NMALMEHTH C YMEPEHO Y€PHOAPOOHO YBPEK IaHe.

Ileduampuuna nonyrayus

besonacHocTTa M epukacHOCTTa Ha dedyKcoCcTaT NpH Jela H IHOIHM 1o 18-roguisa Bb3pac
Hsma Hanu4Hu JaHHH.

HayuH Ha NpUIOXKEeHHE




[lepopanno npunoxenue.
HApyHunep TpsabBa 1a ce npuema npes ycrara ¥ MOXe Ja ce nprHeMa cbe M 6e3 xpaHa.

4.3 [IporuBOnOKa3aHuA

CBpbX4YYBCTBHTETHOCT KbM aKTHBHOTO BELECTBO MJIM KbM HAKOE OT MOMOIIHHTE BELIECTBA, H30POEHH B TOYKA
6.1 (BX. cb1IO TOuKa 4.8).

4.4 Cnennajnn npeaynpexieHus U NpeAnasHH MEPKH nNpH ynorpeda

& bpdeuno-cadoeu 3a60,fznﬂanua

[lpy nauueHTH ¢ npeaxoaHu capnequn ChJAOBH mﬁonﬂsa}mn (Hanp HH(papKT Ha Mumcapna MUHCYJIT HWJIH
HecTabM/IHA CTEHOKAapAHA), MO BpeMe Ha pa3pabOoTBaHETO HA NPOAYKTA M B MOCTPErHCTPALMOHHO TIPOYYBaHE
(CARES) ca Habmonasanu no-ronsm Opoit darainu cbpaeyHO-ChI0BH ChOUTHA ¢ (ebyKcocTaT B CpaBHEHHE C
aJIOIy PHHOJL.

Benpeku ToBa, B mocnezapamo nocrpeructpauuorno npoyusane (FAST), dgebykcocrar nokassa He Mmo-majka
YECTOTa OT AJIONYPHHOJI KakTO Ha ¢aranHM, Taka U Ha HedaTaaHH ChPAEYHO-ChIOBH CHOUTHA.

JleueHneTo Ha Ta3u rpyna nauHeHTH TpsAOBa Ja ce M3BLPLIBA C TOBUIIEHO BHUMAHHE M J1a Ce MPOCIIeisBa pe10BHO.

3a noseye MoJApOOHOCTH OTHOCHO ChPAEYHO-Ch0BaTa Oe30macHoCT Ha pebykcocTar BikTe Touka 4.8 U Touka
3.1

Anepeus KoM exapcmeenus NPoOYKm/CepvX4yeCmeumenHocn

[Ipy NOCTMApKEeTHHIOBHS ONMUT PAAKO Ca JOKIAaJBAaHM CEPHO3HM AJIEPrHYHH DPEeakiuu/peakiMyd Ha
CBPBXYYBCTBUTEJIIHOCT, BKIIOYHTEJIHO XUBOTO3acTpallaBalldTe CHHApOM Ha Stevens-Johnson, Tokcu4Ha
enuAepMallHa HEKPOJIK3a B 0CTpa aHapuJIaKTHYHA peakuus/moK. B moBeyeTo ciyyau Te3W peakiiii Bb3HHKBAT
I10 BpEME Ha IIbPBHUS MeCel] OT JIeyeHUeTo ¢ pedykcocrar. Hakou, HO HE BCHYKH OT T€3H MalUeHTH, ca ChOOLIWIH
3a ObOpeUHO yBpexkJaHe /UM MpeuecTBaila CBPbXUyyBCTBHTEIHOCT KbM anonypHHo. CepHOo3HUTE peakiuu
Ha CBPBX4YYBCTBHTEITHOCT, BKIIKOUHTE/IHO JIEKAPCTBEHA peakL U ¢ €03MHOPHIUA U cucTeMHH cuMnitoMu (DRESS),
CE€ CBbP3BaT B HAKOM CIy4aH C BUCOKA TEMIIepaTypa, XeMaTOJOrH4HO, ObOpEeYHO U YepHOAPOOHO 3acaraxe.
[Tauuenture TpabBa na 6baaT HHGOPMHUpPAHH 33 NIPU3HALMTE ¥ CHMIITOMUTE M Ja ce Hab/o1aBaT BHUMATETHO 34
CHMITOMHM Ha aJICPrHYHH PeaKLUH/peakliMi Ha CBPbX4yBCTBUTEIHOCT (BX. Touka 4.8). Jleuenuero ¢ dhebykcocrar
TpsidBa BexHara na ObJe COpsAHO, aKO BB3HMKHAT CEPHO3HHM AQJEPrHYHM  peaKklUMM/PeakuuH Ha
CBPBXYYBCTBHTEIIHOCT, BKIIOYHTEIHO CUHAPOM Ha Stevens-Johnson, Thit kaTo paHHOTO NMPEKPATABAHE € CBBP3aHO
¢ mo-go0pa mnporHo3a. AKO TMAaLMEHT € pa3BUJ aJepruyHy peakuuH/ peaklUud Ha CBPBXYYBCTBHTEIHOCT,
BKJIFOYMTENTHO CHHIPOM Ha Stevens-Johnson u octpa aHaduIakTHyHa peakLus/IoK, JeyeHneTo ¢ pebykcocrar
He TpsAOBa HUKOra Ja 6b/e 3a0YBaHO OTHOBO NPH TO3H MALUEHT.

Ocmpu nodazposnu kpusu (nodazpo3ex npucmvh)
Jleyenunero ¢ pedykcocrat He TpsOBa Aa ce 3amoyBa npeau OCTpara Mojarpo3Ha Kpusa Jia € Ha
[Toaarpo3uu NpUCTHNM MOTaT a HACTHIAT MPH 3a0YBaHE Ha JEYEHHETO, OPaaH MPOMSH




3ano4BaHe Ha Je4yeHue ¢ edykcocrar ce npenopbyBa Hal-majiko 6 Mecela npoduiIakTHKa Ha MPUCTbIA C
HCIIBC unu xonxuuuH (BX. Touka 4.2).

AKO HacThIIM NOAArpo3eH NPHUCTHII M0 BpeMe Ha JieyeHue ¢ pedykcocTar, To He TpAOBa 1a ce nmpeycTaHOBABA.
[lomarpo3HuaT npucTen TpsAOBa Ja ce OBJa/iee €JHOBPEMEHHO, 110 HAYMH MOAXOAALL 32 OTJAENHHS TMAalHEHT.
[IpoabmkuTeIHOTO JIeueHue ¢ pedyKcocTaT HamalisiBa YECTOTATa M CHJIATa Ha MOAArpPO3HUTE MPUCTBITH.

Omaazane Ha KCAHMUH

[Ipu manHeHTH CHC CUITHO NMOBMILEHA CKOPOCT Ha 00pa3syBaHe Ha ypaTH (Hamp. 3JI0Ka4ecTBeHO 3a00/1sBaHe M
HErOBOTO JieyeHKe, CHHAPOM Ha Lesch-Nyhan) abcontoTHara KOHLIEHTpaLMs Ha KCAHTHH B YpHHATa MOXe, B

Tmmﬂm Ha TYMOPEH JIH3HC.

O/IaBAHO B OCHOBHOTO KJIMHHYHO [POYYBaHE C b
[lopangu nunca Ha onut ¢ dedbykcocrar, ynorpebara My npu nauueHTH cb¢ cuHApoM Ha Lesch-Nyhan ne ce
[penopb4Ba.

Mepxanmonypun/azamuonpun

He ce mpenoppuBa ynorpebara Ha ¢ebykcocTaT mnpM NALMEHTH, JIEKYBAHH €JIHOBPEMEHHO C
MEpPKAlTOIypHH/a3aTHONIPUH, Tbi KaTo WHXWOMpaHe Ha KCaHTHMHOKcHZasata oT ¢ebykcoctaT Moxe Ja
NpeAM3BHKA MOBHILICHH MMJIa3MEHH KOHLEHTPALMH HAa MEPKANTONYpPUH/a3aTHONPHH, KOUTO MOTraT Jia J0BeJaT 10
TEXKa TOKCHYHOCT.

Koraro komOuHauusaTa He MOxe Ja Obae u3berHara ce MnpenopbuBa HamajisBaHe Ha Jo03ara Ha
MepKanTonypuH/asationpud a0 20% wunu nmo-Manko OT MpeanucaHara nmpead ToBa J03a, 3a Aa ce u3derHar
BB3MOXKHH X€MATOJIOrH4YHU edeKkTH (BXK. ToukH 4.5 u 5.3).

[laupenture TpsaOBa na ce MOHUTOPUpPAT BHUMATENHO M J03aTa HA MEPKANTONypHH/a3aTHONPUH TpsOBa aa ce
ONpPEAE/H B MOCJIEICTBHE, B 3aBUCHMOCT OT OLIEHKATa Ha TEPareBTUYHUS OTIOBOP U HACTHIIBAHETO Ha EBEHTYA/IHH
TOKCHYHH €hEeKTH.

Ipancnaanmupanu nayuenmu
[lopaau numncara Ha ONMT NPH TPAHCIUIAHTHPAHH MALMEHTH, HE Ce MpenopbyBa ynorpebara Ha pebykcocrar npu
TaKHBa JIMLa (BX. TO4Yka 5.1).

Teogunun

YCTaHOBEHO €, Y€ JIMNCBAT papMaKOKHHETHYHH B3aMMO/EHCTBHUA NPH €JHOBPEMEHHO NpHiaraHe Ha pebykcocTar
80 mg u Teopunun 400 mg eaHOKpaTHa J03a MPH 3]pasu xopa (Bk. Touka 4.5). Pebykcocrar 80 mg Moxe aa ce
ynoTpeOsBa NpH NMalMeHTH, 1eKyBaHH €JHOBPEMEHHO C TEOMUIIHH, 0€3 PHCK OT YBeIHYEHHE Ha M1a3MEHUTE HHBA
Ha TeodHInH. Hama Hanuyeu nauuu 3a pebykcocrar 120 mg.

Yeprnoopobru napywernus

[Io Bpeme Ha obOenuHeHuTe (haza 3 KJIMHMYHM [IPOYYBAHHMS ca HAOMIOJABAHM JIEKM OTKJIOHEHHS IIPH
4YepHOAPOOHHTE (YHKLMOHATHM TECTOBE NPH MALMEHTH, JeKyBaHu ¢ ¢ebykcocrar (5,0%). YepHoapoben
(GYHKIMOHAJIEH TECT Ce MpPenopbyBa Npe/y 3ano4ypase Ha Tepanus ¢ pebyKcocTar H NEPHOAHYHO Clie]l TOBA, Bb3
OCHOBA Ha KJIHHHYHATa NpeleHkKa (BxK. Toyka 5.1).

3abonasanus Ha WUMOBUOHAMA HCae3d

[ToBuimenu croinoctd Ha TSH (>5,5 pulU/ml) ca nabnoaaBanu npu NauMeHTH Ha NPOABIDKUTENHO JIEUEHHE C
debykcocrar (5,5%) npu ABATOCPOYHHM OTBOPEHH pa3lIMPEHH NpoyyBaHus. Hanara ce moBHIIEHO BHHMaHHUE,
Korato (pedykcocTaT ce npusara npH MalUeHTH ¢ HapylieHa GyHKIMS Ha IMTOBH JHATA XJie3a (BXK. Touka 5.1).

Lpynunep cvovparca nakmosa




Tabnetkurte pedykcocrar chaAbpKaT akTo3a. [laleHTHTE ¢ peIKH HACIEACTBEHH NMPOOIEMH Ha HEMOHOCHMOCT
KbM rajiakTosa, o0l JiakTa3eH AeULMT WIH TII0K030-rajlakTo3Ha ManabcopOuus, He TpsOBa 1a NpHeMaT TO3M
JIEKApCTBEH MPOAYKT.

HApynunep cvovpoica Hampuii

To3u nekapcTBeH NMPOAYKT ChAbpxka mo-Manko ot 1 mmol satpuii (23 mg) Ha TabneTka, T.e. IPAKTHYECKH HE
CbIbpiKa HATPHH.

4.5 B3aumopeiicTBHe ¢ IPYrH JeKapcTBEHH NPOAYKTH H APYrd JopMH Ha B3aHMoeHCTBHE

Mepranmonypun/azamuonpun

Bb3 ocHOBa Ha MexaHu3Ma Ha jJeiicTBue Ha (ebykcocraT, HuHXHOUpaHe Ha kcauTHMH okcureHasa (KO), He ce
npenopbyBa €AHOBpeMeHHata UM ynorpeba. Muxubupanero Ha KO ot debykcocTtar Moxe Ja aoBeae 10
yBeJIMYaBaHe Ha IJla3MeHaTa KOHLIEHTpALUs Ha T€3H JIeKapCcTBa, KOETO BOJH 10 MHEJIOTOKCHYHOCT.

B cny4ait Ha eIHOBpEMEHHO NpuioXeHue ¢ (pedyKkcocTar, 103aTa Ha MEPKANTONYPHH/a3aTHONPHH TpsAOBa J1a ce
Hamanu 10 20% uiM no-manko OT npeanucaHara npead ToBa jJo3a (BX. ToukH 4.4 u 5.3). AnekBaTHOCTTA Ha
MPEAIOXKEeHATa KOPEKLMA Ha /03aTa, KOATO C€ OCHOBABA HA aHAJIM3 HA MOJACJHPAHETO U CHUMYJAUMUATA OT
NPEeAKIMHUYHH JaHHHU TPH MJTBXO0BE, CE NMOTBBP}KAaBa OT pe3yJATaTHTe OT KJIMHHUYHO NPOYyYBaHe 3a JIEKapCTBEHH
B3aUMOJICHCTBHSA NPH 3ApaBu 100poBOILM, NoJyyaBaly azatonpuH 100 mg caMoCTOATENHO M HaMalleHa J03a
a3aTHONpHH (25 mg) B komOuHauus ¢ dpedykcocrar (40 unn 120 mg).

He ca npoBexaaHd npoyuBaHHs 3a JIEKAPCTBEHO B3amMojelicTBHe Ha (pedykcocTaT ¢ Jpyra HUTOTOKCHYHA
XUMHOTEpPAIUA.
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Posuznumaszon/CYP2C8 cybecmpamu

YcTaHoBeHO €, 4e ¢edykcoctat e cnab unxuburop Ha CYP2CS8 in vitro. Ilpu nmpoyuBaHe npH 3ApaBH XOpa,
€AHOBPEMEHHOTO mnpHokeHHe Ha 120 mg debykcocTar BeaHBX AHEBHO M €JHOKpaTHa MNepopajlHa [03a
PO3UIIIMTAa30H 4 mg HAMA e(PeKT BbpXy PapMaKOKWHETHKATA HA PO3UIIMTA30H H HeroBus MeTaboauT N-1ecMeTHI
PO3UIIIUTa30H, KOETO MoKa3Ba, 4ye pedykcocrar He e uuxuOuTop Ha CYP2CS8 ensuma in vivo. ETo 3aio He ce

O4YaKBa €JHOBPEMEHHOTO NpuiaraHe Ha gedykcocrar ¢ po3urnura3od unu apyru CYP2C8 cybctparu aa Hanara
alalITHPAHE HA J103aTa Ha T€3H CbE€JHHEHHA.

Teogpunun

[IpoBenieHo € npoyyBaHe 3a B3aWMOJIEHCTBHE NPH 3/paBH Xopa ¢ (ebykcocrar, 3a Ja ce OLEHH JalH
nHXHOupaHero Ha KO Moxe 1a npHuMHM NOBHIIEHHE HA LMPKYIHPALIMTE HUBA Ha TEOMHIIHH, KAKTO € ChOOIIEHO
npu aApyrd uHXxuOuTopH Ha KO. Pesynrature OT mpoyyBaHeTo mOKa3BaT, Ye €IHOBPEMEHHOTO MpHJaraHe Ha
dpedykcocrar 80 mg BeaHBK AHEBHO ¢ egHOKpaTHa no3a teopuwiuH 400 mg He oka3Ba e(eKT BBPXY
(hapMakOKHHETHKATa WM Oe3omacHOCTTa Ha TeoduauH. ETo 3a110 He ce npenopsyuBa NOBULIEHO BHHMAHHE, aKO
pebykcocrar 80 mg u TeodunuH ce npunarat eaHoBpeMeHHO. Hima Hanmuay naHHy 3a pedykcoctar 120 mg.

Hanpokcen u opyeu unxubumopu na 2nmokyponupanemo
Metabonu3smMbT Ha (ebykcocTar 3aBMCH OT YPUAMH-TIIOKYPOHO3MI TpaHchepe
JlexapcTBEHHTE IPOAYKTH, KOUTO MHXUOMpAT rimokyponupaneto, karo HCIIBC u npobey




MOIJIH fAa TOBMHAAT €IMMHHHpaHeTO Ha ¢edykcoctar. [Ipu 3apaBH Xopa, egHOBpeMeHHATa ynotpeba Ha
dedyxcocTar u HanpokceH 250 mg JBa MbTH AHEBHO, € CBBbP3aHa ¢ MOBUILIEHA ekco3HLIMA Ha debykcocTat (Cuax
28%, AUC 41% u t1p 26%). [Ipu KiIMHUYHY ripoy4BaHus, ynoTpebarta Ha HanpoxceH und aApyr HCTIBC/COX-
2 HHXHOMTOPH HE € CBbP3aHa ¢ KIIHHHYHO 3HAYHMO YBe/IHYaBaHe HA HeXKeNaHHUTE peaKLiHH.

DebykcocTaT MOXe A4 CE NIpUIIara eIHOBPEMEHHO ¢ HANpOoKceH 0e3 Ja € HeoOxoaumMo aJanTHpaHe Ha A03aTa Ha
debyKkcocTaT HIIH HATIPOKCEH.

HHOYKmMOpu Ha 2RIOKYDOHUPAHEMO

Momnn uHaykropd Ha UGT ensumuTe OmMxa MOriM 1a J0BeJarT A0 NOBHLIEH MeTa0OJIM3BM H HamalieHa
epukacHocT Ha ebykcoctar. [Topaau ToBa ce NpenopbyYBa NPOCIEAIBAHE HA TMKOYHATA KHCEIMHA B cepyMa 1-2
CEAMHULM ClIeA Ha4a/loOTO Ha JIEYEHHE ¢ MOLIEH HHAYKTOP Ha MoKypoHHpaHeTo. OOpaTHO, MPEKBCBAaHE HA
ICYCHHETO C HHAYKTOP OM MOTNIO Aa AoBeAe A0 MOBHINEHH IIJa3MEHH HUBA Ha PebyKcocTar.

Konxuyun/undomemayun/xudpoxniopomuasud/eapgapun
DebykcocTaT MOXKE Oa ce fipuaara eJHOBPEMEHHO C KOJNXMIHH MM MHAOMETAudH, 0e3 ja € HeoOXoaumo
ajanTHpaHe HA 103aTa Ha (PedyKCoCTaT UM HA EHOBPEMEHHO PHIIAaraHOTO aKTHBHO BELLECTBO.

He e Heobx0aMMO aganTHpane Ha J03aTa Ha GedyKCcoCTaT, KOraTo ce NMPUIIAra ¢ XHApPOXJI0poTHA3HI.

He e HeoOxoaumMo agantupade Ha go3ata Ha BapdapuH, korato ce npuniara ¢ ¢ebykcocrat. [IpunaraHero Ha
hebykcocTar (80 mg unu 120 mg Beanbk AHEBHO) ¢ BaphapuH He oka3Ba edekT BHPXY (apMaKOKMHETHKATA Ha
Bap¢apuH npu 3apaBd Muua. INR u aktuBHOCcTTa Ha dakrop VII ¢buio HE ce NMOBJHABAT OT €AHOBPEMEHHOTO
MPHICKEHHE HA pebykcocTar.

Hezunpamun/CYP2D6 cybempamu

YcTaHoBeHO €, 4e debykcocTar e cnab uuxubutop Ha CYP2D6 in vitro. Ilpn npoydsaHe npH 3apaBu Jinia, 120
mg PebykcocTaT BeAHBK JHEBHO € AOBEN N0 cpenuo ysenanuenue ¢ 22% na AUC na aesunpamun, CYP2D6
cyOcTpaT, nokassaiku noTeHUHaneH ¢nad HHXHOUTOpeH edekT Ha pebykcocTar BepXy CYP2D6 enzuma in vivo,
[lopanu ToBa, HE ce oyakBa €QHOBPEeMEHHOTO NpunaraHe Ha ¢ebykcoctat ¢ Apyru CYP2D6 cyOcrpatd jaa

H3HCKBA aJallITHPAaHE Ha 103aTa Ha TE€3H ChEJUHEHUHA.

Anmuayuou

YCTaHOBEHO €, Y€ €AHOBPEMEHHOTO MpHEMaHe Ha AHTHALHA, ChAbPXKALl MArHEIHEB XHAPOKCHA U alyMHHHCB
XHAPOKCHI 3abaBs abcopOumara Ha debykcoctat (mpubansurenyo 1 yac) u npuunHasa 32% HamaneHne Ha Cpay,
HO He ¢ HabmopaaBaHa 3Ha4MMa npomMaHa Ha AUC. Mopaau ToBa, debykcocTaTr Moxe na ce MpueMa He3aBUCUMO
oT ynotpedara Ha aHTHALH.

4.6 DepTHNHTET, OPEMEHHOCT H KhPMEHE

bpemennocm

JlaHHHTEe OT MHOrQ orpaHHveH 6poil ciyuan Ha eKCIIO3MLMA 10 BpeMe Ha OPEMEHHOCT HE MOKa3BaT HeXellaHH
peakuHH Ha (QeOykcocTaT PRbpPXY OpeMEHHOCTTA HIM 3ApaBeTo Ha  (eTyca/HOBOPOAEHOTO  J€Te.
EKCNepUMEHTAIHUTE [IPOYYBAHHA IIPU KABOTHH HE MOKA3BAT NPAKO HIH HENPAKO BPEIHO BE3AECHCTBHE BBPXY
OpeMeHHOCTTa, eMOpHOHANHOTO/PETAaNHO pa3BUTHE HIIW paxaaHeTo (BX. Touka 5.3). [ToTeHHMANHHUAT PUCK MPH
Xopa He € H3BecTeH. PedykcocTar He TpaOBa 1 ce mpuiara no BpeMe Ha OpeMeHHOCT.

Kvpuene




Depmunumem
PenpoaykTHBHH NpOy4BaHUA NMPH KUBOTHH ¢ 10 48 mg/kg/neH He moka3Bar 1030-3aBUCHMH HEXEJIaHH peakLHu
BbpXY (epTunuTeTa (BXK. To4ka 5.3). EdexTsT Ha hebykcocTaT BbpXy (epTHIHTETA MPH XOpa HE € U3BECTEH.

4.7 E¢exrn Bbpxy cnocoOHOCTTA 32 modHpane u padoTa ¢ MAIIAHHA

[Ipu ynotpebara Ha pebykcocTar ca chboOIIaBaHH COMHOJIEHTHOCT, 3aMasHOCT, TMAPECTE3HA M 3aMbIJIEHO 3PEHHE.
[TaunentuTe TpsAbBa 1a NposBABAT MOBHINIEHO BHUMaHKE NpeaH Aa modupar, paboTaT ¢ MalIMHHA HIM Y4acTBarT B
OMacHH NEHHOCTH, JJOKATO CE YBEPAT, 4ye JIpyHunep HiMa Ja rnopause HeOnaronpuaTHO H3MbJIHEHHETO.

4.8 HexelaHu ileKapcTBEHH peaKlHH

Obobwenue na npoguna Ha bezonacnocm

Haii-yecto cbhoOlaBaHuTe HeXeENaHU peakiuy IIpH KIHHWYHH u3nuTBanud (4 072 numa, JeKyBaHH MOHE ¢ J03a
ot 10 mg no 300 mg), npoyuBanus 3a Ge3omacHocT ciea paspemasae 3a ynorpeba (FAST npoyusane: 3001
y4acTHULH, JIEKy BaHH Hau - Masko ¢ 103a ot 80 mg a0 120 mg) ¥ npu NOCTMAapKETUHIOBHSA ONUT HNPH NMALMECHTH
TOAarpa ca MnoJarpo3HH MPHCTBIM, HapylleHa 4YepHOApOoOHa (YHKUMSA, IWapus, raieHe, riaBoboiue,
3aMasHOCT, JHCITHea, OOpPHUB, NMPYPHUTYC, apTpaiarus, MUairus, 0onka B KpaHHHLIMTE, OTOK H HEpasNnoJIoKeHHe.
Te3n HexeNnaHW peakUUM B TMOBEYETO CIy4YaH Ca JIEKH [0 YMEPEHH 110 TEXeCT. PAako mpH MmocTMapKeTHHTOBUS
ONUT Ca BB3HHUKHA/IW CEPHO3HH PEAKLHMHM HAa CBPBbXYYBCTBUTETHOCT KbM (PeOyKkcocTar, HAKOM OT KOHTO ca
CBbP3aHH CbC CHCTEMHH CHMIITOMHM H PE/IKH CJIy4yad Ha BHE3alHa CbpAe4HO-ChJ10Ba CMBPT.

Heowcenanu aexapcmeenu peaxkyuu 6 madonuuen euo
Yectu (>1/100 po <1/10), newectu (>1/1 000 mo <1/100) u peaxu (>1/10 000 mo <1/1 000) HeXxenaHu peaKiHy,
Bb3HHKHAIH npu nauneﬂm Ha JIeYeHHE C c[:eﬁyxcac'ra'r ca H36POEHH nu-nony

[Ipu BCAKO rpynvpaHe HeXelaHWTe JIEKapCTBEHH peakilMM ce M30posBaT B HM3XOMAALI pel MO OTHOUIEHHE Ha
TAXHATa CEPHO3HOCT.

Tabnuya 1: Hexceranu peaxyuu npu xombunupanu ¢aza 3 0wA20CPOUHU NPOOBANCEHUS HA NPOYYBAHUA,
ng_ayqeaﬂuﬂ 3a be3onacrocm cieod paspewiagane 3a ynompeba u npoy4eanus npe3 NOCMmapKemun206us nepuoo

npu nayuenmu ¢ nodazpa




Hapyuienus Ha kpbBTa H
nuMmdHaTa cucremMa

Penku

[TanuuTONEHUS, TPOMOOLIMTONEHHUS, arpaHyIoLuTO3a*, anemus ™

HapyiieHnus Ha UMyHHaTa
CHCTEeMa

Penku
AHaunakTH4YHA peakuua*, jeKapcTBeHa CBPbX4yBCTBHTEIIHOCT?

HapyumeHnus Ha eH1I0KpHHHATa
cucreMma

Heuyectu
[loBUlIEHH HUBA HA THPEOCTUMYJIHpALll XOPMOH B KPbBTa,
XUNOTUPOUIUIBM*

Hapylienus Ha o4uTe Heyectu
3aMbIJIEHO 3peHHe
Penku
3anyuiBaHe Ha peTHHAJIHATA apTepus ™
HapyuieHus Ha YecTn***
MeTtabosu3zma u [loparpo3nu npucTbnu
XPaHEHETO Heuectn

3axapeH auadeT, XUnepJIunuaeMus, HaMaJieH aneTHT, MOBHILIaBaHe
Ha TEerJoTo

Penku

[loHuxaBaHe Ha TErJIOTO, MOBULIEH all€THT, aHOPEKCHS

[IcuXUYHU HapyLIEHHUA

HedectH

Hamaneno nubuno, 6e3cbrHue

Peaku

HepBHOCT, A€MPECHBHO ChbCTOSHUE", HAPYILIEHHE HA ChHS

Hapywienus Ha HepBHaTa
CHCTEMA

YecTH
[ naBoOoue, 3aMasiHOCT
HeuecTu

[Tapecre3us, xemunapesa, COMHOJIEHTHOCT, JIETaprus™ IPOMEHEH BKYC,
XHITOECTE3HUA, XMITOCMHUA
Penku

Arey3us’, yceiaHe 3a napexe”

Hapyluenus Ha yXoTo u
NnabUpPUHTA

HeuecTn

Tunuryc
Penku

Bepruro”

Chbpae4yHu HapylIeHHS

HeuyectH

[IpeacbpaHo MbxiaeHe, nannutaluH, oTkaoHeHus B EKIT

.2. =

apUTMHUSA"
Penku

BHe3anHa cbpaeyHa cMbpT*




Cp10BH HapyLIEHHS

Heuectu
XUNEepPTOHHUS, 3a4epBsBaHe, NOpelly BbJIHH

-

Penku
[{upkynaropen kosanc’

PecniupatopHu HapyleHUs

YectH

JlucnHes

Heuectu

BpouxuT, nHGEKIK Ha TOPHUTE AUXATEHH TbTHILA, HHOEKLUSA HA JOTHUTE
JAHXaTeHH MbTHIIA™ KalLIMLa, pHHOpes”

Peaku

[THeBMOHUS"

CroMamHo-4peBHU HApYLIEHHS

Yectu

Huapus**, ragene

HeyecTn:

Kopemua 6osika, 60s1ka B ropHara KopeMHa 001acT”, pa3ayBaHe Ha
Kopema, ractpoe3odareanta pedaykcHa 6oaect, noBpblaHe, CyX0Ta B
ycTarTa, AMCIENCHs, 3arneK, YeCTH H3X0XKAaHHs, METEOPU3BM, CTOMALLIHO-
YpeBeH JUCKOMDOPT, A3BM B yCTaTa, NOJAYBAHE HA YCTHHTE', MTAHKPEATHT
Penku

[Tepdopauus Ha CTOMALIHO-YPEBHUA TPAKT', CTOMATHT"

Xenaro-OWJIMapHHU HApYIIEHHUS

YectH

Hapyuienus Ha yepHoapoOHaTa pyHKuusa**

HeuecTu

XoJelnuTHasa

Penku

XenartuT, *KbJTeHHIa*, 4epHOAPOOHO yBpeXxaaHe*, X0NeuucTHT”

Hapyuienus Ha Koxkarta u
IMOJAKOXHATa ThKaH

Yectu

OOpuB (BKJIOUYHTENHO pa3IMYHH THIIOBE 0OpHUB, CbOOLIaBaHH C
MO-HUCKA YECTOTa, BXK. MO-A0JY), IPYPUTYC

Heuectu

JepmaTuT, ypTHKapus, NpoMsHa 1IBE€Ta Ha KOXaTa, JIE3HH 10 Ko)KaTa,
METEXHH, MaKyJio3eH 0OpuB, MaKyjonamnyjio3eH oOpHB, namyjo3eH
0OpHB, XHIIEPXH/PO3a, ANONELHs, eK3eMa”, epuTeMa, HOLIHH
H3TOTABAHUA", icoprasuc’, copbsiy 06pus*

Penku

Toxcuyna enuaepmania Hekponusa*, cHHApoM Ha Stevens-Johnson*,
aHruoeneM™, nekapcTpeHa peakuus ¢ €e03MHODUIUA U CHCTEMHH
CHUMITOMU™, reHepanu3upaH obpuB (ceproseH)*, exconuaruseH
o0puB, GokynapeH oOpuB, BE3UKYI03€H 00pHB, NMyCTYy103€H 00pHB,
epureMaros3eH 0opus, MopounudopmeH 0Opus




HapyuieHus Ha MyCKYJIHO-
CKENETHATA CHCTEMA U

CheIHHUTEAHATA ThKaH

HecTn

ApTtpanrus, Maairug, 6oska B kpaiuuuure”

Heuectu

ApTPHUT, MyCKYJTHO-CKeJleTHa O0JKa, MyCKyJiHa ¢J1aboCT, MyCKYJTHH
CIa3MH, CKOBAHOCT HAa MYCKYJIHTE, OYPCHT, NOYBAHE HA CTABHTE",
Gonka B rppba®, CKOBAHOCT B MyCKYJIHO-CKEIETHATA CHCTEMA ",
CKOBAHOCT HA CTABHUTE

Penku

PabnoMuonuza*, cHHAPOM Ha pOTaTOPHHA MaHLIOH ¥, peBMaTH4HA
nomuMHaRrus”

Hapylienus Ha 050penyTe u
MUKOYHUTE THTHUINA

HeuecTH

BrOpeyHa HeAOCTATEYHOCT, HePPOIUTHASA, XEMATYPHA, NOJaKuypu,
OPOTEUHYPHA, HEOTIOKHHU [IO3HBH 3a YPUHUPAHE, HH(PEKIMS HA
[MUKOYHHUTE MbTHIIE"

Penku

TybynonarepcTinuaneH Hegput*

Hapywenus Ha Heuectu
BL3IPOU3BOIMTE/IHATA EpexTunta aucdynkius
CHCTEMA U I'bpHaTa
Odun HapyHieHHS U YecTn
e(eKTH Ha MACTOTO Ha Enem, ymopa
IPpUI0KEHHNE HeuecTH
bonka B repauTe, AUCKOMPOPT B IPhAHHA KOII,
bonka®, Hepasnonoxenue”
Penku
Kaxna, ropemu BpaHu”
HUscnensanus HedecTH

[TopnineHa aMuiIasa B KpbBTa, HOHWKEH Opoii TPOMOOLIHTH, MOHKXEH
Opoil 6¢1H KPpbBHH KIIETKH, HOHHXKEH Opoli THMPOLIUTH, TOBUILICH
KPEATHHHH B KPbBTA, MOHMXKCH XEMOTrMOOHH, MOBHLIEHA YPEA B KPbBTA,
MOBHULICHH TPUTAHLICPHAN, IIOBHIIICH XO/MECTEPON B KPbBT4, HAMAJICH
XEMATOKPHT, MMOBUILIEHA JAKTATHA AEXHJIPOreHa3a, TIOBHIIIECH KanHi B
KpbBTa, nopuieH INR”

Penku

[loBuieHa kprBBRHA 3axap, YIb/IKEHO aKTHBHPAHO RAPLUUATHO
TpOMOONIACTHHOBO BpeMe, HaMaleH Opoif Ha YepBeHHTE KPhBHU KJICTKH,
[OBHIIICHA KpeaTHH (Goc(OKHHA3a B KPbBTA

HapauaBanus, oTpaBIHus H
YCJIIOKHEHHSA, Bb3HUKHAIIH B
pe3yanTaT Ha MHTCPBESHIIHH

HeyecTn
Konty3us®

* HexenmaHH nexapcTBeHY peaKliHH OT [IOCTMAPKETHHIOBHS OMUT

** JlekapCcTBeHO-00YCnOoBeHaTa HEHH(EKIMO3HA HAPHS H OTKIIOHEHH B UEPHOAPOOHHTE (YHKIMOHAT

{TeCTOBE
B 0beuHens Gaza 3 Npoy4BaHHA ca MO-YECTH NPH NALMEHTH, JEKYBaHH €XHOBPEMEHHO C KA n

*** Buxre Touka 5.1 3a YecToTa Ha IOAArPO3HHK NMPHCTHIHN B OTAETHH (asa 3 paHIOMupSE

NpOoyYBaHuA.,

#
Hexxenanu peakuuu cien NpoyyBaHusa 3a 0¢30MaCHOCT Cle paszpelleHue 3a yrnorpeda




Onucanue na usbpanu Hexceranu peaxyuu

[Ipy MOCTMApKETHHIOBHS ONMUT Ca BB3HHKHAIM PEIKH CEPHO3HH PEAaKLMH Ha CBPBHXYYBCTBHTEIHOCT KbM
(hebykcocTaT, BKIOYUTENHO CUHAPOM Ha Stevens-Johnson, TOKCHYHA eNHIEPMAIHA HEKPOJIH3a H aHa(UIaKTHYHA
peakuus/mok. CuHApoMbT Ha Stevens-Johnson W TOKCHuYHATa enuaepMalHa HEKPOJIM3a C€ XapaKTEPHU3HpaT C
[pOrpecupaniy KOXHH OOpHBH, CBBP3aHH C MOABATA HAa MEXYPH WJIM JIE3MM HA JIMraBMIIAaTa U Bb3MaJEHHE Ha
oyHrTe. Peakuuure Ha CBPBXYYBCTBHTEIHOCT KbM (hebykcoctar Morar fAa ObaaT CBBp3aHH ChC ClEIHHUTE
CUMIITOMH: KOXHH peakKlMH, XapakTepusupaud ce ¢ HWHQUATpHpaAld MaKyJIOoNanyjl03HH epyILHH,
reHepaJIM3upaHd HWJIH €KC(ONUAaTHUBHM OOpPHBH, HO CBHILIO M JIe3MM HA KO)Kara, OTOK Ha JIMLIETO, BHCOKA
TEMIIEpaTypa, XEMaTOJIOTHYHH OTKJIOHEHUA Karo TPOMOOLMTONEHUS M €O03WHOPUIHUA W E€AHHHUYHO WIIH
MHOXE€CTBEHO OpraHHO 3acsiraHe (Ha 4epHus Apod uau OBOpeuMTe, BKIOYUTENIHO TYOYJIOHMHTEPCTHLHAIEH
He(dpHuT) (BXK. Touka 4.4).

[loparposuu NpUCTHIH OOMKHOBEHO ca HabMIOAaBaHH KAKTO CKOPO C/ie/] HAYaIOTO Ha JICYEHHETO H MO BpeMe Ha
nepBUTe Meceud. Cnex ToBa, 4yecTorara Ha MOAArpoO3HHM TNMPHUCTBIIM HAMalisBa B 3aBHCHMOCT OT BPEMETO.
[IpodunakTHkaTa Ha NOJArpoO3HH MPHCTHITH € IpenopbYuTeHa (Bx. Touka 4.2 u 4.4).

YMH3HpaF 30MHO-CIIS o, ocHoBHO mnpoyyBaHe FLORENCE (FLHI) dasa 3, cpaBHABALIO
1: mmttypmon (346 NalHeHTH, NOANIOXEHN Ha XHMHOTEpanys Ha 3JI0Ka4eCTBEHH XeMaTOJIOTHYHH
HC ymm .I[ﬁ BHCOK pacn oT CTJI) camo nipu obo 22 (6, 4%} Mﬁmeeﬁpom HEXE/IaHu

A Jiem, myuepem | =
R'ﬂ'm 10, npqunaﬂm FI,{)RENCE ‘HE M3TbKBA HSKAKBH CHIEUMaIHH Ct

CrobuiaBane Ha N0103UPAHU HEXKEJIAHH PEAKLIMH
Cro011aBaHeTo Ha NOAO3UPAHH HEXeJIaHU PeaklMM Clie/l pa3pellaBaHe 3a ynoTpeba Ha JIeKapCTBEHHUs MPOIYKT €

BaykHO. ToBa 1o3BosigBa Jja MpoABIDKUA HAOMIOAEHHETO Ha ChOTHOLIEHHETO M0J13a/PUCK 32 JIEKAPCTBEHUS NMPOAYKT.
Ot MeQMUMHCKHTE CHNELMAIMCTH CE€ HW3UCKBA Ja ChOOIABAT BCAKA MNOAO3MPAHA HEXKENaHA peakLus upes
M3nbaHUTENHA areHuys no nexapcreara yi. ,,Jlamsu ['pyes” Ne 8, 1303 Codmus, Ten.: +35 928903417, yebcaiir:
www.bda.bg.

4.9 IIpexosupane

ITanuenTHTeE C [PpEA03HUPAHE T[JHGB& Aa C€ OBJIAJACAT CbC CUMIITOMATHYHO H NMOAABPXALIO JICYEHHE.

5. OAPMAKOJIOIT'HYHHU CBOUCTBA

3.1 PapMaKoOAHHAMHYHH CBOHCTBA




dQapmakoTepaneBTHYHa rpyna: AHTUINOAArpO3HH NpenapaTy, HHXHOUpauu o0pa3yBaHETO Ha MUKOYHA KUCETHHA,
ATC xoo: MO4AAOQ3.

MexaHu3bM Ha JISHCTBHE

[InkoyHaTa KHCEMHA € KPaiHUAT NPOAYKT Ha MeTabo1M3Ma Ha MypHHA NPH XopaTa M Ce N'eHepHpa B Kackazaa Ha

XMIOKCAHTHH —> KCAaHTHH —> NNMKOYHa KuceluHa. /[BeTe CThbNKU HA FrOPHUTE NMPEBPbLUAHUSA C€ KaTaJlu3upar OT
kcaHTHHOKCcHa3a (KO). ®ebykcocrar e 2-apu/ITHA30JI0B JEPHBAT, KOMTO OCBIIECTBABA TEPANIEBTHYHHSA CH €(EKT
KaTro MOHWXaBa MMKOYHATA KMCEIHHA B cepyMa 4pe3 ceneKTHBHO MHXxuOupane Ha KO. dedykcocTar € MOILIEH,
He-mypuHOB cenekTHBeH WHXHOUTOp Ha KO (HIT-CHUKO) ¢ in vitro Ki cToliHOCT Ha HHXHOHMpaHe Mo-Majka OT
€MH HAHOMOJI. ¥ CTaHOBEHO €, ye (edykcocTaT MOILIHO HHXHOMpa, KAKTO OKHCJEeHAaTa, Taka ¥ peAylupaHara
¢opma Ha KO. Ilpu TepaneBTHYHH KOHIEHTpaLuH, (peOyKcocTaT He MHXHMOUpA APYrd €H3MMH, Y4acTBall¥ B
MeTabonM3Ma Ha MYpPHHM WIH TNUPUMHIWHH, [O-CIIELHAJHO TyaHMH JeaMHHa3a, XWIIOKCAHTHH TYaHHH
(pochopudosuntpanchepasa, oporat bochopubdosuntpanchepasa, opoTHaAHH MoHODochaT AekapOOKCHIIa3a HITH
MypUH HYKJI€03u hochopunasa.

KiaunnyHa edukacHOCT ¥ 6e30MacHOCT

EduxacHocTra Ha pebykcocTaT € qoka3aHa npu TpH OcHOBHH (a3a 3 npoyuBanus (aBere ocHoBHH APEX u FACT
Npoy4YBaHUsA U J0MbAHUTENHOTO npoyuBaHe CONFIRMS, onucanu no-gony) npoeaeHu npu 4101 nauueHTH c
Xunepypukemus M nogarpa. Ilpum Bcgko ocHoBHO (asa 3 npoyusae, ¢edykcocTar e mokasan Imo-aodpa
CITIOCOOHOCT J1a NOHMXH M MOAXBbpPXKAa CEPYMHHUTE HMBA Ha NMHKOYHATA KHCEIHHA, B CPAaBHEHHE C aJIOIypPHHOIL.
[IepBuyHaTa KpaiiHa Touka 3a edukacHocT B npoyuBaHuaTa APEX u FACT e chOTHOLIEHHETO Ha MALMEHTHTE,
YHUTO TNOCJHEAHH 3 MECeYHH CEepyMHHM HHBa Ha MHKOYHaTa KucenuHa ca < 6,0 mg/dl (357 pmol/l). B

JAOIBJIHUTENHOTO (asa 3 nmpoyuyBaHe CONFIRMS, 3a koero pe3ynrature ca HaJHYHM CJIed H3/1aBAHETO Ha
paspemeHneTo 3a ynorpeda Ha debykcoctar, B pombianurenHoro ¢asza 3 nmpoyusaHe CONFIRMS, 3a koero

pe3yJITaTUTE Ca CTaHAIM HaJIMYHU CJIe]l M3[aBaHETO HA pa3pelileHueTo 3a ynorpeda Ha pebykcocrar, OCHOBHATA
KpaiHa TOYKa 3a €PHKACHOCT € NPOLEHTHT Ha NaLUMEHTHTE, YUUTO CEPYMHH HHBA HA MUKOYHA KHUCEJIMHA ca OHIIH

< 6,0 mg/dl npu nocnennoto noceuienue. [layueHTH ¢ OpraiEy NPUCAIKH HE Ca BKJIKOYEHH B T€3U NMPOYYBaAHUA
(Bk.TOYKA 4.4).

APEX npoyueane: AnonypuHon u mianebo koHTponupaHo npoyusaHe Ha debykcoctar (The Allopurinol and
Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e ¢a3a 3, paHaoMH3WpaHO, ABOHHO-CIAMNO,
MHOT'OLIEHTPOBO, 28-CeIMUYHO TNpoyuBaHe. Xuasaa ceaemaecer U apamMa nanueHtH (1072) ca paHgoMu3MpaHu
naanedo (n=134), pedykcocrar 80 mg Beaubxk qHEBHO (n=267), pebykcoctaT 120 mg BeaHBXK AHEBHO (n=269),
debykcocrar 240 mg BeaHbk AHEBHO (n=134) unu anonypuno (300 mg BeAHBK AHEBHO [N=258] NpH NauueHTH
C U3X0JeH cepyMeH KpeaTHHUH <1,5 mg/dl unu 100 mg Beausxk AHeBHO [n=10] npu nauHeHTH ¢ H3XOJAEH CEPYMEH

kpeatuHuH >1,5 mg/dl u <2,0 mg/dl). [IBecta u yetupuaecer mg ¢ebykcoctar (2 mpbTH NpenopbyYBaHarTa Hai-
BHCOKa /103a) ca U3IIOI3BaHH KaTo 032 3a OlleHKa Ha Oe30macHoCTTa.

[IpoyusaneTo APEX moka3Ba cTraTHCTHYEeCKHM 3HAYMMO MPEBBH3XOJACTBO Ha [ABETE paMEHa Ha JIEYEHHE C
(pedykcocrar 80 mg BeaHbK AHEBHO M (edykcocrar 120 mg BeAHBK JHEBHO cpewyy paMeHaTa Ha JeueHHe C
KOHBEHIIHOHA/IHO M3M0I3BaHuTe 103K anomypuHoa 300 mg (n = 258) /100 mg (n = 10), nonmnxkasaiiku SUA nox
6 mg/dl (357 pmol/l) (Bxk. Tabnuua 2 u durypa 1).

FACT npoyueane: ANONypUHON KOHTpodupaHo mnpoyuBaHe Ha (peOykcoctar (The FE
Controlled Trial) (FACT) e ¢a3a 3, pangoMu3supaso, ABOHHO-CJISNO, MHOTOLIEHTPOBO, 5



CeneMCTOTHH ¥ wectaeceT (760) nauneHTH ca pagaomusupans: pebykcoctar 80 mg BeaHBK AHeBHO (N=256),
dpebykcocTat 120 mg Beaubxk AreBHO (n=251) wiu anonypuHon 300 mg Benub¥k JHEBHO (n=253).

[IpoyuBanero FACT nokasBa cTaTHCTHYECKM 3HAYMMO IIPEBB3XOACTBO HA ABETE paMeHa Ha JIeYEHHE ¢
debdyxcocrar 80 mg u debykcocrar 120 mg BeAHDBXK AHEBHO Cpellly PaMOTO HA JICYCHHE ¢ KOHBEHLUHOHAIHO
H3II0/13BaHaTa 103a anonypuHon 300 mg, noHwxkasaiku U nogabpxaiiku sUA noa 6 mg/dl (357 umol/l).

Tabnuua 2 o6061maBa pe3yiTaTUTE OT MLPBUYHUTE KPalHY TOYKH 33 €(PHKACHOCT:
Tabnama 2

A HA NANHEHTHTE CHC CePYMHH HHBA HA NHKOYHA KAceanHa <6,0 mg/dl (357 pmol/)
Ilocniennn 3 MeceuHn BH3HTH

[IpoyuBBane ®ebykcoctar | Pebykcocrar | ANONYPHHON
80 mg 120 mg 300/
BEAHbXK BEeIHBXK 100 mg
AHEBHO JTHEBHO BEJHDXK
IHEBHO'
APEX 48%' 65% " 22%
(28 ceamnin) (n=262) (n=269) (n=268)
FACT 53%" 62%" 21%
(52 ceaMuun) (n=255) (n=250) (n=251)
KomBuuupanu 51%" 63% * 22%
pe3ynTaTu (n=517) (n=519) (n=519)
' pesynTaTi npU xXopa, nonyyasamy i 100 mg BeHBK THEBHO
(n=10: mauueHTH cbC cepymen kpeatHaud >1,5 u <2,0 mg/dl) wu
300 mg Benubx aHeBHo (n=509) ca cxOpaHH 3a aHATH3HTE.
* p <0,001 cpewy anonypunon, * p < 0,001 cpeury 80 mg

CnocobrocTTa Ha debykcocTaT Aa MOHWXKABA CEpYMHHTE HMBA HAa MHKOYHATA KHCENHHA € OBbP3a U MOCTOAHHA.
[lonnxeHHe Ha CepyMHOTO HHBO Ha MUKOYHATA Kucenuna a0 <6,0 mg/dl (357 pmol/l) e otbenasano npu BH3UTaTA

Ha CeaMHLUA 2 ¥ € TOJABPXKAHO MO BpeMe Ha LisioTo nederre. CpeHHTE cepyMHH HHBA Ha IIMKOYHATa KHCENHHA
BBB BPEMETO TIpH BCAKA rpyrna Ha JICYEHHE OT ABETE OCHOBHH (pa3a 3 npoy4yBaHHA ca NoKa3aHH Ha ¢urypa |.




®urypa 1 Cpeann cepyMHH HHBA HAa MHKOYHA KHCEJIHHA, B 00eHHEHH OCHOBHH (a3a 3

NpoOy4YBaAHHHA
11 4

= Mnauebo
= 10 1
=
=
=
e = 9 -
-+
> |

=
E B 7 . AnonypvuHon
= 9 |

> i
7 = . :
NI .
< = 6 ADENURIC 80 mg
S
= 2 5
5 = _ :
2 4 4 ADENURIC 120 mg
o
o 3 '

ADENURIC 240 mg
2 - T I e [ | T T T T e e e e—1
BL 2 4 6 8 12 16 20 24 28 32 36 40 44 48 32
Ceamunua
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3abenexka: 509 nauuenTu nonyyasar asonypuHos 300 mg BeAHBX AHEeBHO; 10 mauMeHTH CbC CEpyMEH
kpeatiHuH >1,5 u <2,0 mg/dl nonyuasar no3a 100 mg Beausx aHeBHO (10 mauuentu ot 268 npu
npoyusaHeTo APEX). 240 mg dedykcocTar ca H3moa3BaHM 3a OLEHKA Ha 0€30MacHOCTTa Ha
¢dedykcocTar npu ABa NbTH HaK-BHCOKATa NpenopsuBaHa 103a.

[IpoyuyBane CONFIRMS: npoyuBanero CONFIRMS e ¢aza 3, paH1oMHU3HpaHO, KOHTPOIHPaHO, 26-CEIMUYHO
Mpoy4yBaHe 3a OLiEHKa Ha Oe3zonacHocTtTa M edukacHoctTa Ha (ebykcocrat 40 mg U 80 mg B cCpaBHEHHUE C
anomyprHoJ 300 mg unu 200 mg npu nauMeHTH ¢ nojarpa U XunepypukeMus. /[Be Xuisau ABeCTa LEeCTAeCeT U
aeset (2269) nauuenta ca pangomusupanu Ha: dedykcoctat 40 mg BegHBK AHEBHO (n=757), pedykcocraT 80
mg BEAHBX AHEBHO (n=756) wnu anomypunon 300/200 mg Beaubxk aHeBHO (n=756). Haii-manko 65% ot
MalHEHTHTE ca C JEKO J0 yMepeHo ObOpeuHo yBpexaaHe (¢ KpeaTuHWMHOB KiaupbHC 30-89 ml/min).
[TpodunakTkara Ha MOJArpoO3HU MPUCTHITH € 3ab/DKHTENIHA N0 BpeMe Ha 26-CeIMUYHHA TTEPHOI.

JenbT MalMueHTH CbC CEpPYMHM HUBA Ha MHUKO4YHA kucenuHa < 6,0 mg/dl (357 pmol/l) npu mocaeaHOTO nocelieHne
e cboTBETHO 45% 3a 40 mg dpebykcocrar, 67% 3a dhebykcocrat 80 mg u 42% 3a anonypunon 300/200 mg.

ITvpsuyna kpauna moyka 8 nodepynama Ha nayuenmu ¢ OvoOpeyHo yepexcoane




euracHocT npu 44% (80 mg BeHbx) AHEBHO), 45% (120 mg BeaHbx AHEBHO) H 60% (240 mg BegHbX JHEBHO)
OT MAalHEHTHUTE, B cpaBHEHHE ¢ 0% npu rpynute Ha anonypuHon 100 mg BeaHbX AHEBHO H nniauedo.

Hama KIHHHYHO 3HAYWUMH pa3iKH B NPOLEHTHOTO HaMajeHHEe Ha cepyMHaTa KOHUEHTpaUHs Ha MHKO4YHA
KHCETHHA IPH 3/IpaBH XOpa, HE3aBHCHUMO OT TAXHATa 0n0peuna dyukuusa (358% B rpynara ¢ HopManna 0b0pedHa
¢yHxuHa U 55% B rpynara ¢ Texka ob6peuna AHCHYHKLHA).

AHalM3 Ha TAUHEHTHTE ¢ noaarpa W ObOpeqHO yBpexAaHe, NMPOCMEKTHBHO OMpPEAENeH B IMPOYUYBAHETO
CONFIRMS, nokaspa, ue ¢ebOykcocTar e 3HauMMO Mo-ePEeKTHBEH 3a NOHUKXEHUE HAa CEPYMHHMTE HHMBA Ha
IMKOYHATA KHCEJIHHA 10 CTOHHOCTH < 6 mg/dl B cpaBHeHue ¢ anonypuHon 300 mg/200 mg npy nmauueHTH ¢
moaarpa, KOMTO HMAT JIEKO A0 yMepeHo ObOpeuno yBpexaaHe (65% oT npoy4BaHHTE MALUEHTH).

[Tvpeuuna xpaitna mouxa 6 nodzpynama na nayuenmu cvc SUA > 10 mg/dl

[Tpubiusnurenno 40% ot naunenture (obeannenu or APEX u FACT) umar usxoana croinoct sUA > 10 mg/dl.
B Tasu noarpyna gedykcocrar 1ocTiHra mMbpBHYHATA KpailiHa TOYKa 332 €PUKACHOCT (CEpPYMHH HHBA HA MHKOYHATA
KitcennHa < 6,0 mg/dl npu nocnenunte Tpu nocewmenus ) npu 41% (80 mg Beansxk qHeBHO), 48% (120 mg BeAHDBXK
AHEeBHO) H 66% (240 mg BeAHBX JHEBHO) OT NNAUHEHTUTE, B CpaBHEHHE ¢ 9% B rpynara Ha ajonypuHon 300
mg/100 mg Benapx AHEBHO M 0% B rpynara Ha nuaue6o rpynuTe.

B npoy4saneTo CONFIRMS nenbT Ha naiueHTHTE, KOMTO JOCTUraT 10 MbPBHYHATA KpafiHa TOYKa 3a epHKaCHOCT
(CepyMHH HHBa Ha NHKOYHATa KHcenwHa <6,0 mg/dl nmpu mocnefHOTO noceleHne) 3a NalUHeHTH C HavalHM
CepyMHH HHMBA Ha NMUKo4HAaTa KucenuHa > 10 mg/dl nexysanu ¢ dedykcocrar 40 mg BeaHbXK AHEBHO € 27%
(66/249), ¢ pebykcoctar 80 mg Beanbk qHEBHO € 49% (125/254) u ¢ anonypuxon 300 mg/200 mg BeAHBX JHEBHO
e 31% (72/230).

Knunuunu pesyimamu: Oan Ha nayuenmume, Hyxcodewu ce Om IeYenue Ha nooazpo3er npucmvh

IIpoyuBane APEX: npe3 8-ceaMuuHus npoduIakTH4YeH NEPHOA, NMO-TOAAM I JIKNA B Tpynarta, JeKyBaHa ¢
pebykcoctar 120 mg (36%) usKcksar nedyeHHe Ha MMOAArpoO3eH NpUCThO cnpaMo Ppebykcoctar 80 mg (28%),
anomypuHon 300 mg (23%) u nnauedo (20%). IMpucTenuTe Ce yBenHUaBaT ciel MpopHIaKTHYHHA MEPHO] M
MOCTENEHHO HaMmajABaT ¢ BpeMeTo. Mexay 46% u 55% oT nvuata nony4yaBar JIEYEHHE 3a IOJarpO3HHUTE
MPUCTBNH OT 8-Ma ceamuua no 28-ma ceaMuua. [MojgarpossHu npucTenM npes nociaefHuTe 4 ceaMHUUH OT
npoy4BaHeTo (ceamuua 24-28) ce nabmoaaear npu 15% (dpebykcoctat 80, 120 mg), 14% (anonypuuon 300 mg)
U 20% (nnauebo) or aULaTa.

[Ipoy4uBane FACT: npe3 8-ceaMuuHHA npodHIaKTHUEH AEPHOJ, MO-TOMAM AAJ NHLA B rpyINara, JeKyBaHa ¢
dedyxcocrar 120 mg (36%) u3ucKBAT NeyYeHHe Ha [OJarpo3eH NPHCTBI COPAMO ABETE€ IPYMH JEKYBAHH C
pedyxcoctar 80 mg (22%) u anonypunon 300 mg (21%). Cnen 8-ceaMuunKs NpodUIAKTHYEH IEPHO/, YECTOTATA
Ha MPHCTBIH C¢ YBENUYABA W CJIEA TOBA NOCTEINEHHO HaMaliaBa ¢ BpeMeTo (64% u 70% ot auuaTa nony4asar
JICYEHHE 3a NNOJIArPO3HUTE NPUCTBIH OT 8. 10 52. ceamuna). [logarpo3Hu NPUCTHIH [IPe3 NOCAESAHUTE 4 ceIMHULIU
OT NPOY4BaHETO (CeaMHUIU 49-52) ce HabnoaasaT npHu 6-8% (dhebykcocrat 80 mg, 120 mg) u 11% (anomypuHon
300 mg) ot auuara.

JemrsT Ha Xopata, Hy>KJaelly ce oT JedeHre Ha nojarposeH npucren (APEX u FACT npoyuBanusi) € YHCIEHO
[10-HUCKO B IPYIIHTE, KOUTO CIEJ U3XOAHOTO HUBO Ca AOCTHIHAIH CPeJHO HHBO Ha ypaTH B cepyMa <6,0 mg/dl,
<5,0 mg/dl unu <4,0 mg/dl, cpaBaeHn ¢ rpynara, KOATO CIEd U3XOAHOTO HUBO € JOCTHTHAIA CPEJHO HHBO Ha
ypatit 26,0 mg/dl npe3 nocneanunte 32 ceIMHULM OT MEpHOA Ha jleucHHe (MHTepBanu ceamuua 20 - ceamuna 24
10 ceamuua 49 - 52),

[lo Bpeme na mpoyusanero CONFIRMS, npougHTLT NauMeHTH, KOUTO C€ HYXAAAT OT JICUCHLH i ﬂ‘ﬁﬁﬂﬁﬂ;@

nprcThNK (aeH 1 Ha Mecen 6) € 31% u 25% choreeTHO 3a rpynHTe Ha pebykcoctar 80 mg uHfignip Q1. e A
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HaOI01aBa pasivka B s71a NMalHEHTH, KOMTO Ce HYKIaAT OT JIe4eHHE Ha MOJArpo3HH NPUCTHIM B IPYNUTE Ha
¢pedykcoctar 80 mg u 40 mg.

Hwvnzocpounu, omeopenu, pasuupenu npoy4eanus

IIpoyusane EXCEL (C02-021): npoyusanero EXCEL e tpuroaumuo ¢aza 3, 0TBOPEHO, MHOIOLEHTPOBO,
pPaHAOMH3HPAHO, AJIOMYPHHOI-KOHTPOJIMPAHO, pa3lIMPEHO Mpoy4YBaHe 3a 0E30MacHOCT 3a MalieHTH, KOUTO ca
3aBbpUIMIM OCHOBHMTE ¢(asa 3 mpoyuBaHus (APEX unm FACT). O6umo ca Bxkmoyenu 1086 naumeHTH:
debykcocrar 80 mg BenH®BXK AHEBHO (n=649), debykcoctar 120 mg BeAHBK AHEBHO (n=292) U ATOMypPHHON
300/100 mg Benuwbx aHeBHO (n=145). Okono 69% OT NauUMEHTHTE HE W3MCKBAT MPOMEHH B JEYEHHETO 3a
[IOCTHIaHe Ha KpaWHO cTabuaHO neuenue. [TauuenTy ¢ 3 mocrienoBaTeHM CEPYMHH HMBA Ha MMKOYHATA KUCETHHA
>6,0 mg/dl ornanar.

CepyMHHTE HHBA HA MHKOYHA KHCEIMHA CE MOJABPKAT BbB BpeMeTo (T.€. 91% u 93% oT nauMeHTUTEe Ha HA4YaJIHO
JIe4eHHe CbOTBETHO C pedykcocTtaT 80 mg u 120 mg ca cbe cepyMHH HMBA HAa MUKOYHATA KMCEIHHA <6 mg/d] Ha
36 mecelr).

TpuroauiiHKM JaHHH MOKa3BaT HaMaJisBaHe HA 4YecToTara Ha MOJAarpo3HU MPHUCTBIIM KaTo Mo-Majiko oT 4% ot
MAHEHTHTE Ca C€ HYXKAAeJIH OT JIEYEHUE Ha PUCTHII (T.€. noBeye oT 96% oT nalueHTUTE He ca UMaJIk HYXJ1a OT
JICYEHHE Ha noAarpo3eH NpucTsoil) npe3 Mecer 16-24 u Mecew 30-36.

46% u 38% OT mauMeHTUTe Ha KpaiHO cTabUIHO JeYeHHue choTBeTHO ¢ debykcocrar 80 uan 120 mg BeaHBXK
JHEBHO Ca C ITBJIHO pa3HacsiHEe Ha MbPBHYHA NaJnaTopHa To(da OT H3X0JHO HHUBO JI0 KPaHHOTO MOCELIEHHE.

IIpoyusanero FOCUS (TMX-01-005) e 5-roaumso, ¢asa 2, 0TBOPEHO, MHOrOLIEHTPOBO, Pa3lIHPEHO MPOYYBaHE
32 0€30MacHOCT 3a MALMEHTH, KOUTO Ca 3aBbPLIMIN 4-CEIMHYHO JBOWHO-CIANO A03MpaHe Ha pebyKcocTar B
npoy4usaHero TMX-00-004. Bxitouenu ca 116 nauueHTH, KOUTO Noay4yaBar HayainHo dedykcoctat 80 mg BeHbK
nHeBHO. Ilpu 62% oT mauueHTHTE He Ce M3HCKBA KOPMIHPAHE Ha 703aTa 3a NMOANbPKAHE HAa CEPYMHH HHBA Ha
NHKO4YHAaTa KHcenuHa <6 mg/dl, a npu 38% oT nauueHTHTE Ce M3MCKBA KOPUIHpaHEe Ha J03aTa 3a JIOCTHraHe Ha
crabuiHa KpaiiHa 103a.

JenbT nauMeHTH ChC CepyMHM HHBAa Ha NHKOYHaTta kucenmHa <6,0 mg/dl (357 pumol/L) Ha nocneaHoTo
noceiieHue e no-roisM ot 80% (81-100%) 3a Beska ot no3ute pebykcocTar.

[lo Bpeme Ha (azsa 3 KIMHMYHM NPOYyYBaHMS ca HAOMIONABAHM JIEKH OTKIOHEHHA TNpPH YEpHOAPOOHUTE
(pyHKUMOHAIHM TECTOBE NMpH MALMEHTH, JeKyBaHH ¢ (debykcocrar (5,0%). CTeneHuTe Ha OTKIOHEHHSATA ca
O00HH Ha CTENEHUTE, CLOOLIEHH NPH anonyprHoi (4,2%) (k. Touka 4.4). [ToBumenu croiiHoctd Ha TSH (>5,5
uIU/ml) ca nHabmonaBanu npu mauMeHTH HA JBITOCPOYHO JeueHHe ¢ ebykcocrar (5,5%) M MaLueHTH Ha
anomypHHOII (5,8%) NpH ABATOCPOYHH OTBOPEHH pa3lIMPEHH NPoy4BaHus (BXK. Touka 4.4).

IT KaF JMJATH 38 JICYEHHE C mnypmim m rm&, KOUTO ca mmm
" Tmm ca MIowTa Moji KpHBaT ce . HHA




CUHU(UKAHTHO MO-HHCKA Tipu jevenue ¢ pebykcoctar (514,0 £ 225,71 cnpsamo 708,0 & 234,42; pazmuka criope]
MeTO/a Ha Haii-MankuTe KBagpaty: -196,794 [95% Rﬂmmmﬂ 1HTepBai: -238,600; -154,988); = 0,0001).
OcBen ToBa, cpagmﬂ'm CEpYMHO HMBO Ha NUKOYHA KHCEIMHA € i:ﬁrﬁmbnmmo TIO-HHCKO ,___j E
' )BATE 24 Haca OT JICYEHHETO M BbB BCAKA €JIHA OT NIOC/]E/BALINTE BPEMEBH TOUKH.
TR PRSI 3 CpeIATa TDOURKS . TS W cepyA Kpeari
MIypHHOI (choTBeTHO -0,83 £ 26,98 cripaMo 4,92 : }6 70; pasuka cnape;;....m,ga Ha Haﬁ-
646 _______ 3 | - ona’ o _

4,09 0 [95% noBepuTeneH MHTEpBAT:
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TOYKH, HE € OTKPHTa CHIHH(HKAHTHA Pe AT THKa T 6
CTJI (ceoTBETHO 8, I% u 9.2% B pameHaTa Ha tbeﬁyxccm'ar " amn}rpﬂnon OTHOCHTEJIEH pHCK‘ {} 875 [95%
noseputenen unrepsain: 0,4408; 1,7369]; p=0,8488) uuto 3a kuungen CTJI (cvoTBeTHO 1,7% U 1,2% B paMeHaTa
Ha ¢ebykcocTaT W anomypHHON; OTHOcHTeneH puck: 0,994 [95% mosepurenen uuTepsanr: 0,9691; 1,0199];
p=1,0000). Obmiara 4yecToTa Ha NPU3HALMTE W CHMIITOMHTE, H3IBEHH 110 BPEME Ha JIEYEHHETO, H HEXKEIaHUTE
peakuuu e 67,6% cnpsamo 64,7% u 6,4% cnpamo 6,4% crOTBETHO NpH JedeHue ¢ pebykcocraT u anonypuHoi. B
npoyusanero FLORENCE, ¢ebykcocrar aemoHcTpHpa nﬁ-mﬁ'bp KOHTPOJI Ha CEpyMHHMTE HMBAa Ha MHMKOYHA
KHCE/IHHA cnpme aﬂﬂﬁyfﬁf”ﬂm TIpH TaLMEeHTH, Kom ca IUIaHHD Jia TOJy4aBaTr MOC/EIHUs IeKapCTBEH
et }'ﬁcﬂcra'r ¢ pacOypukasa. E@mcnm H
6esonacrocTta f*ﬁ (ebykcocTar He ca ycTaoBenH NpH naleHTH c wn»p rexsk CTJI, Hanp [ I
KOMTO Ce JIEKyBaT HEeYCNIELIHO C APYTrH YPAaTONOHHKABALIY TEPANHH. — e - =

Hwvli2ocpoynu nocmmapkemunzo6u npoy48anus
[Ipoyusanero CARES € MHOroueHTpoBO, paHAOMH3HPAaHO, ABOMHO-CIANO, HEMH(PEPHOPHO NpPOYy4BaHE,
CPaBHABALLO Cly4YaH HA ChPAEYHO-CHJOBH HHUMIAEHTH ¢ (eOdYKCOCTaT CNpAMO ajJOMypPHHOJ TMPH TMALHEHTH C
[1oJlarpa 1 aHaMHe3a 3a OCHOBHO ChpAe4HO-ChA0B0 3a00nsaBane (CC3), BKIOYUTEIHO MHOKapAeH HHapkT (MH),
XOCMHUTAIM3alMA 3a HECTAOM/IHA CTEHOKApJus, MpOLeAypH Ha KOpPOHApHA WM MO3b4YHA peBacKyJiapu3alus,
MHCYJIT, XOCIIMTAIM3alHA 33 NPEXoJHa UCXEMHYHa araka, nepudepHa cbaoBa 00NECT WM 3axapeH Auader
JAHHHM 32 MUKpPOBacKyJlapHa WM MakpoBackyJiapHa Oosect. 3a ga ce nmocturue Ha sUA no-manko ot 6 mg/dl,
fo3ara Ha (edykcocrar ce Turpupa ot 40 mg mo 80 mg (He3aBucumo ot OBOpeyHaTa GyHKIMSA) H H03aTa Ha
aJIONYPHHON ce TUTpHpa HAa cThIKU OT no 100 mg or 300 xo 600 mg npu nauueHTH ¢ HOpMaHa OBOpeuHa
GyHkuus QyHkuus u geko 6s6peyHo yspexaaHe u ot 200 go 400 mg npM NaUHeHTH ¢ yMepeHo ObOpevHo
yBpexxkaaHe. OcHoBHaTa KpaiHa Touka npu CARES e BpemeTo 3a mppBa nosiBa Ha 3HAYHUTEIHH ChbPIEYHO-ChI0BH
uHuuaeHTH (MACE), BxirouBaiun Hedaraned MU, HedaTanen WHCYNIT, ChPAEYHO-CHA0BA CMBPT H HecTabuIHA
CTEHOKapAus CbC CHElIHA KOpOHapHa peBackylapusauus. Kpaiinure TOYkKM (NMbpBHYHM H BTOPHUYHH) ca
aHanu3upanu cropen intention-to-treat (ITT) ananus, BKIOYBALIO BCHYKH MALMEHTH, KOUTO Ca PAHIOMH3HpaHH
M Ca MOJy4YHJIM MOHE €IHa 103a OT JIEKapCTBOTO Ha ABOHHO-cANO npoy4BaHe. Karo usio 56,6% oT nmauueHTuTe
Ca MPEKbCHAJIH JICHEHUETO OT MPOYYBAHETO MPEKACBPEMEHHO, a 45% OT MaLlMEHTHUTE HE Ca 3aBBbPLUKUIH BCHUKH
BU3HTH Ha npoy4BaHeTo. O0wo 6190 nmauueHTH ca npocneasBaHd 3a MeauaHa oT 32 Mecella, a cpeaHara
MPOAB/DKHTEIHOCT HA €KCNO3ULMsATaA € 728 1HM 3a nmauueHTH oT rpynara Ha pedykcocrar (n 3098) u 719 nuu B
rpynara Ha anomypuHon (n 3092). [IbpBuunara kpaiina Touka Ha MACE ce HabGmoaBa npu CXOJIHH TEMMOBE B
rpynuTe 3a JjedeHwe ¢ ¢edOykcoctar W anonypunHon (10,8% cnpsmo 10,4% oOT nauMeHTHTE; CHOTBETHO
koepuuueHT Ha puck [HR] 1,03; aBycrpanno nosrapsin ce 95% nosepureneH uurepsan [CI] 0,89-1,21). Ipu
aHaliM3a Ha oTaeHuTe KOMNOHEHTH Ha MACE, NpoLeHTsT Ha CMBPTHOCTTA OT ChbPACYHO-CHJOBH HHIIHMIAEHTH €
MO-BHCOK NpH (edyKkcocTaT OTKONKOTO npH anonypuroi (4,3% cnpamo 3,2% ot nauuentute; HR 1,34; 95% CI
1,03 1,73). Yecrorure Ha apyrure cOuTHs Ha MACE ca cxoquu B rpynute ¢ ¢pebyKcocTaT v ajlomypHHOII, T.€.
Hedaranes MU (3,6% cnpsamo 3,8% ot naumenture; HR 0,93; 95% CI 0,72-1,21), Hedaranen uncyar (2,3%
cripsaMo 2,3% ot maumentute; HR 1,01; 95% CI 0,73-1,41) u cnemHa peBacKyiapu3alus nopaau HecTabuaHa
creHokapaus (1,6% cnpamo 1,8% ot nauuenture; HR 0,86; 95% CI 0,59-1,26). YecTtoTata Ha CMBPTHOCTTA OT
BCHYKH MPUYUHHUTEH € CBIIO N0-BUCOKA NpHU (pedykcocTaT B cpaBHeHHE ¢ anonypuHo (7,8% cnpamo 6,4% ot
naupenture; HR 1,22; 95% CI 1,01-1,47), k0oeTo OCHOBHO € B pe3yJITaT Ha MO-BHCOKATa Y€CTOTa H

OOJTHMYEH NPHEM 3a aPUTMHH, KOMTO HE Ca CBBP3aHH C MCXEMHs, BEHO3HHM TpoMmboe
XOCMUTAIM3ALUA 32 MPEXOJHHU HCXEMHYHH aTaKH ¢a CpPaBHUMH 3a (peOyKCOCTaT U ajonyp



FAST npoyyBaHe € NpoCIieKTHBHO, PaHAOMH3HPAHO, OTBOPEHO, CIIAIO KPaiHO NpoyuYBaHe, CpaBHABAIID Npoduia
Ha OesonacHOCT Ha CC Ha ¢ebykcocTar cripsMo amonypHHON NPH NALMEHTH ¢ XPOHHYHA XHIIEPypHKeMus (pH
CbCTOAHHS, [IPH KOUTO BEYE € HACTHIIHIO OT/IaraHe Ha ypatH) H daktopute Ha puck Ha CC (T.€. nauueHTH Ha 60
FOOHHH HITH IO - Bb3PAacTHH H ¢ NOHE ¢AuH Apyr puckoB paktop Ha CC). JlomycHaTHTE MAUUEHTH ¢a MoayvYaBaid
JICYCHHE C aJIONMYPHHOI NpeJH paHAOMH3MpaHE M MIPH HEOOXOJMMOCT C€ € Hajlarano KOpMIHpaHe Ha [03aTta,
Cropel KJIMHHYHaTa npeueHka, npenopbkHTe Ha EULAR u onobpenata mosupoBka. B kpasd Ha ¢asara Ha
NpUIarabde Ha ajonypuHoJ nauueHTHTe ¢ HHBO Ha sUA 0,36 mmol/l (6 mg/dl) nnu nomyvyasawy MakcumanHara
[IOHOCHMA 703a HNH MaKCHMajHATa paspellicHa J03a anonypHHON Ca paHAOMH3HpaHW B CbOTHOWeHHe l:1 aa
MOTyYaBaT HiIH PeOyKCOCTaT, WM alomypHHON. [TbpBuyHaTa kpaiiHa Touka Ha nnpoy4saHeTo FAST e speMeTo 10
MTbpBATA MOABa Ha KOETO K Aa € CbOMTHe, BKNIOUEHO B KOMOHHHpaHaTa KpafiHa TOYKa 3a ChbBMECTHA TEpanus ¢
aHTHTPOMOOIHTHH TpuanucTH (APTC), koaTo Bmousa: 1) xocnutanusauus 3a Hedartasedn MW/6uomapkep
NOJIOKHUTENIEH OCThp KopoHapeH cuHApoMm (OKC), 2) nedaranen uHcynt, 3) cMbpT nopaau CC cnbutue.
[TbpBHYHHAT aHANN3 ce OCHOBABA Ha MoAXoAa Ha neuenne (OT).

O6uio 6128 nauueHTH ca panaomusupan, 3063 Ha ¢pebykcocrar u 3065 Ha anomypHHOIL.

ITps nepBuvunus OT ananus ¢pebykcocTar He e ¢ Mo-MaNKa OT AJIONMYPHHOJI YECTOTA HA IBPBUYHATA KpaiiHa TOUKa,
KOATO ce HaOmonasa npu 172 nmaumentn (1,72/100 naupeHToroanHM) Ha ¢ebykcoctar B cpaBHeHHE ¢ 241
nmauHeHTH (2,05/100 nanuenToronuus) Ha anomypuHos, ¢ kopurupad HR 0,85 (95% CI: 0,70, 1,03), p<0,001.
Ananu3bt Ha OT 3a nbpBUYHATA KpaiiHa TOYKA B [IOArPYyNara nainHeHTy ¢ anamuesa 3a MU, uncynt unn OKC ne
[IOKa3Ba 3HAYMMa pa3nMKa MEXKAOY I'PYIMTE HA NeyeHue: umMa 65 (9,5%) nmaumeHTH che cuOMTHA B rpynara Ha

hebykcoctaT 1 83 (11,8%) naumeHrTn ¢che cLOUTHA B rpynata Ha anonypuHon; kopuriapada HR 1,02 (95% CI:
0,74-1,42); p=0,202.

Jleyenunero ¢ pebykcocTar He € cBbP3aHO ¢ NMOBHIIABAHE HAa CMBPTHOCTTAa 0T CC MM OT APYrH NPHYHHH, 06110
WJIH B MIOATpYyNara nauveHTH ¢ H3X0/IHa aHaMHe3a 3a MUoKapaeH UHCyNT, uHCyaT win OKC. Karo waio uma no -
MajikO CMEPTHH CllyuaH B rpynarta Ha debykcocrtar (62 cMmbpTHH cayyvas oT CC u 108 cMbpTHH clyyas OT ApyTH

MPUYHHH), OTKOJAKOTO B Ipynara Ha anonypHHon (82 cmbpTaH cnyuas o1 CC u 174 CMBPTHH Cliyyas OT APYrH
[IPHYHHH).

Habmonasano € no-rojiisiMo NOHMXXCHHE HA HMBATa HA NMHKOYHATA KHCEIHHA NpH NeuycHUEe ¢ PedYKCOCTaT, B
CpaBHEHHE C NIEYEeHHE C ANOMYPHHOI.

5.2 OapMaKOKHHETHYHH CBORCTBA

[Ipu 3ppaBH XOopa, MaKkCHMaTHHTE MJIa3sMEHH KOHUEHTpaUuH (Cmex) M [JIOLITA [OJ KPHUBaTa INa3MeHa
KoHUeHTpauus/Bpeme (AUC) Ha ¢ebykcocTaT ce yBennyasar NponopLUHOHAIHO HA J103aTa Clell e€IHOKPaTHO H
MHOroxpaTHo npunarade Ha 10 mg go 120 mg. Tlpu no3u mexay 120 mg u 300 mg, ce HabnioaaBa No-roasaMo oT
NMpONOpLUHOHANHO Ha Ao03aTta yeenHucHre HA AUC Ha ¢ebykcoctar. Hama KyMmyaHpaHe, KOETO MOXKE Ja ObAc
OLECHEHO, NpHA npuiaraHe Ha ao3u ot 10 mg no 240 mg Bcexw 24 yaca. PebykcocTaT HMa NPUBUACH CpeAcH
TEPMHUHANEH ¢THUMHHALMOHEH NMONMYXKUBOT (t,2) okoJio 5 a0 8 yaca.

I[lonynaunosny ¢apMakoKMHETHYHH/(apMaKOJMHAMHYHH 3HAJIM3M ca NpoBeAcHH mpuH 211 nanuedTd c
XHIIEpYPUKEMUA W 1noAarpa, JekyeaHu ¢ dedyxcocrar 40-240 mg BeaHwvk AHeBHo. Karto w4no,
(papMakOKMHETHYHHTE NapaMeTpH Ha QebyKCOCTAT, OlieHEHH Upe3 H3IMEPEHH C Te3H aHAIH3H ChOTBETCTBAT HA
TE€3H, MOJYUYCHH TMpH 3ApaBH XOopa, KOETO (10Ka3Ba, 4Ye€ 3[ApPaBHTE Xopa Ca [PeACTaBUTC/IHH 32
QapMaKOKHHETHYHA/ (hapMakoJMHAMHYHA OLIEHKA IIpH NOMYJalMATa NALUeHTH ¢ OAArpa.

Abcopbyun



Debykcoctar ce abcopbupa 6Bp30 (tmax 1,0-1,5 h) u nobpe (Haii-manko 84%). Cnea enHOKpaTHO HIH
MHOTOKPDATHO nepopanHo npunarade Ha 80 u 120 mg eadH nbT AHEBHO, Crax € CHOTBETHO NMpHOIH3KHTENHO 2,8-
3,2 ug/ml u 5,0-5,3 pg/ml. AbcomoTHaTa OHOHATHYHOCT Ha TabneTHaTa popMa Ha PeByKCcoCTaT He € TpoyUeHa.

Cnen MHOPOKPaTHO NepopalHO Npunarave Ha 80 mg eflMH MbT AHEBHO HIH €RHOKPATHO Mpuaarade Ha 120 mg ¢
XpaHa, Oorara Ha Ma3sHHHH, HMa 49% H 38% nouunskeHHe HA Cax ¥ CboTBeTHO 18% u 16% Hamanssane Ha AUC.
Obaue, npu H3cneasaHe (MHOTOKpaTHO mpuiarade Ha 80 mg) He e Hab1101aBaHa, KIIMHUYHO 3HAYMMa NPOMSAHA B
IPOLEHTHOTO HaMal¢HHE Ha CEPyYMHaTa KOHLEHTpaUuWa HA TMHKO4YHa KHcennHa.CnepomarenHo, ¢edbykcocTar
MOXK€E 12 Ce IPHEMA HE3aBHCHMO OT XpaHara.

Pasnpedenenue

[IpuBHAHHSAT 00eM Ha pa3lipelieicHUE B CTAaIMOHAPHO CheToAHNE (V/F) Ha debykcocTaT e B aAnanasoH ot 29 1o
75 | caen nepopannd mosu ot 10-300 mg. Cebp3Baneto Ha GebyKkcocTaT € MIIA3MEHHTE IPOTEHHH €
npuOnusuTenso 99,2%, (rnaeHo ¢ anGyMHH) H € NOCTOSHHO B AMANA30HA HA KOHLEHTPALIHATA, TOCTHIHATA ¢ J103H
ot 80 ¥ 120 mg. Cebp3BaneTo Cc nnasMeHUTe NPOTEHHH HA AKTHBHHUTE MEeTabOMHTH € B AHana3oH oT 82% 1o 91%.

buompanchopmayus

GebykcocTar ce  meTaGonu3Wpa  eKCTEH3MBHO  4pe3  KOHIOFALUMf  uype3s  ypHAMH  aMcoocdart
MoKy poHo3unTpaHcepazHata (UDPGT) eH3MMHA CHCTEMA H OKCHAMpPaHe wpe3 LuToXxpoM P450 (CYP)
CHCTeMaTa. Y CTaHOBEHH Ca YETHPH (PapMaKkoIOrHYHO aKTHBHH XHAPOKCHI METabOIHTH, TPH OT KOMTO C& HAMHPAT
B [171a3MaTa MPH X0pa. /n vitro npoy4YBaHNs ¢ YOBEUIKH YepHOAPOOHH MHKPO30MH NMOKa3BAaT, Y€ T€3W OKCH/IATUBHH
MetabonuTu ce obpasysar rmaBHo ot CYP1A1, CYP1A2, CYP2C8 un CYP2C9, a ¢peSykcocTaT riaoKypoHH]
ce obpasyBa rnaBHo oT UGT 1A1, 1A8 u 1A9.

Enumunupane

PebykcocTaT ce elMMHHHpa NO 4YepHOApPoOeH M ObOpeden nbT. Cnesy 80 mg opanna no3a '‘C-Genazan
¢edyxkcocrar, npubiusnurento 49% ot f103aTa ce Bb3CTAHOBABA B YPHHATa KaTo HenpoMeHeH debykcocTat (3%),
alUW IIIOKYPOHUADBT HAa aKkTHBHOTO BewmecTBO {30%), HeroBuTe H3BeCTHU OKCHOATHBHH META0ONUTH ¥ TEXHHTE
kOHIOratu (13%) u apyrn HeusBectHn Metabonuth (3%). Kato nonbiHeHHe KbM YpHHAapHaTa E€KCKpeLMH,
npubnusutenHo 45% oT mo3ara ce Bb3CTAHOBABA BbB (delleca xaTo HenpoMeHneH (ebykcoctat (12%), auun
IMIIOKYPOHHOBT Ha AKTHBHOTO BellecTBO (1%), Heropute WM3BECTHH OKCHAATHBHH METabOMHTH M TEXHHUTE
KOHtoraTH (25%) n ApyrH Heu3BecTHH MeTabounTH (7%).

bvopeuno yapeocoane

Cnea MHOrokpatHo nepopaiHo npunarade Ha 80 mg debykcocTaT NpH NAUMEHTH € JIEKO, YMEPEHO HIIH TEXKA
cTeneH Ha ObOpeuHo yBpexaaHe, Crax Ha PpebyKcocTaT He ce NPOMEHs, B CPaBHEHHE ¢ XOpa ¢ HopManHa 6u0peyna
¢yukuus. Cpeanara obma AUC Ha debykcocrat ce ysennyasa npubnusutenno 1,8-xparso ot 7,5 pg h/ml B
rpynara ¢ HopmanHa 6p0peuna ¢ynkums no 13,2 pg h/ml B rpynara ¢ Texko HapylueHa 6n0peuna pyHKUUA. Coax
H AUC Ha akTHBHMTE MeTabONMTH HapacTBa ChOTBETHO 2- U 4-kpaTHO. HezaBHCHMO OT TOBa, HE € HeOOXOAHMO
aZanTHpaHe Ha J03aTa NPH NAUHEHTH C JIEKO WIH YMEpeHO OBOpedHo YBpexXaaHe.

Heprodpobno vepexcoane

Cnie MHOrOKpaTHO nepopanso mpunarade Ha 80 mg debykcocrtar npu nauuenTH ¢ nexo (knac A Child-Pugh)
i ymepeno (xiac B no Child-Pugh) yepnoapotuo yBpexnane, Cnex 1 AUC Ha ¢ebyKcocTaT u Ha HErosuTe
MeTa0OUTH He CE NPOMEHAT 3Ha4HMO, B CPaBHEHHE C Xopa ¢ HopMaJiHa YepHoApobHa yHkuHs. He ca nposenenn
IPOYYBAHHUA MPHU MALHEHTH C TEXKO YepHoapobHo yepexcaaHe (knac C no Child- Pugh).

Bw3pacm
He ca Habmonasan snauumu npomenn B AUC Ha ¢eOyxcocTar MM Ha HErOBHTE MeTabOTHTRENS
nepopayHo npuaaraie Ha gpedykcocrar npu Xopa B cTapyecKka Bb3pacT, B CPABHEHHE C NO-¥




Hon

Cnel MHOIOKPAaTHO NepopanHo npunarane Ha debykcoctar, Cma 1 AUC ca cpoTBeTHO 24% 1 12% no-BUCOKH
NpH XKEeHH, OTKOIKOTO TIpH Mbxke. Obaue, kopurupasute cnpaMo TeroTo Cnx H AUC ca nogobHu npu Barta
nojna. He e HeoOxoaumMo azjanTupade Ha A03aTa B3 OCHOBA HA M0JIA.

5.3 IlpeaK/INHAYHEA TaBHH 33 Ge30HACHOCT

EdexTH npH HEKIHHHYHMTE MpOyuBaHus ce HabmogasaT IIABHO MPH €KCMO3MLMH, KOWTO HaIBHLIABAT
MaKCHMaJIHATa €KCIIO3KLMA TPH XOpa.

(DapMakOKHHETHYHOTO MOJEMpaHe U CUMYJIHMPAHETO HA JAHHHTE OT TUIBXOBE MPEANONaraTr, 4e€ Koraro ce
NpHara CbBMECTHO ¢ (edyKkcocTar, KITMHHYHATA 4032 HA MEPKANTOMYpPHH/a3aTHONPHH TpAGRa Aa Ce HAMAlH [0
20% wix mo-Manko OT npeanucaHaTa Mpead TOBa J03a, 3a Aa ¢ H30eTHAT Bb3MOXKHH XeMaTOIOTHYHU e(eKTH
(BX. TOuKH 4.4 u 4.5).

Kapyunozenesa, mymazenesa u yspexcoare Ha hepmurumema

IIpi MBXKKH IUTBXOBE CTATHCTHYECKH 3HAYHMO YBEIHUEHHE HAa TYMOPHTE Ha NMUKOYHHA MexXyp (NpexoAHo-
KNCTHYCH ManWIOM M KapLUHHOM) € YCTaHOBEHO CAMO BbB BPBb3Ka ¢ KCAHTMHOBH KaMBbHH B I'PDyllaTa Ha BHCOKH
A034, npubnau3uTenHo 11 NbTH ekcrno3nuHATa NPH Xopa. HAMa 3HauyrMo yBelH4YeHHe Ha APYT THIT TYMOP HHTO
Mp¥ MBXKHTE, HUTO NMPH KEHCKUTE MHLIKH WM MIbXoBe. Te3Hn HAXOAKU CE CUHTAT 3a MOCIEACTBHE OT BHJOBO
crielu(pHIHHA MyPHHOB META00M3bM H CHCTARA HA YPUHATA, U Oe3 3HAYeHUe 3a KIMHUYHATa ynoTpeba.

CranjgapreH HaboOp OT TECTOBE 3a FeHOTOKCHYHOCT HE MOKa3Ba OMOJOTHYHO CBBP3aHH MeHOTOKCHUYHHU eEKTH Ha
(pebykcocTar.

YcTaHoBeHO e, 4e nepopandyu ao3m no 48 mg/kg/nHeBHo (ebykcocTtaT HAMAT e(eKT BbPXY (epTHUIMTETA H
penpoayKTHBHATa REHHOCT Ha MBbXKH H XEHCKH ILITbXOBE.

HsiMa naHHH 3a yBpeaeH ¢epTHIMTET, TepaTOreHHH e(deKTH WIH YBpekaaHe Ha ¢eTyca, Ob/Kallld ce Ha
debykcocrar. [TpH BHCOKM 103 € HaGJIOAaBaHA TOKCHYHOCT MpPH Maiikara, mpUApPYXeHAa OT HaMaleHHe Ha
HHIEKCa Ha oTOMBaHe M 3aDaBeHO pa3BUTHE HA MOKOJEHHETO MpU ILTBXOBE NpH MPHONU3HTENHO 4,3 MBTH
CKCTIO3ULIHATA IPU XOpa. TepaTos0ruyHHU NpoyYBaHUA, MPOBEAEHH Pu OPEMEHHH IUTbXOBE, IPU MPUOIH3UTENHO
4,3 nbTH U OpeMEeHHH 3alIH NPH NPUOIKH3HTENNO |3 MbTH EKCIIO3HLHUATA [IPH XOpa HE NOKa3BaT TePaTOTeHHH
eeKTH.

6. OAPMANEBTHYHHU TAHHHA
6.1 CnHchbK HA NOMOIHHTE BEIleCTBA

Copyesuna na mabnemxama

JlakTo3a MOHOXHpaT

[lenyno3a, Mmukpoxpucranna (E460)
Xuapoxkcunponunuenynosa (E463)
Kpockapmenosa HaTpuii

CunuuMeB n1HoKcHA, KonouaeH 6e3someH (E551)
Maruesunes creapart (E470b)

Hoxpumue na mabnemxama

[Tonu (BuHun ankoxon) (E1203)
Tank (E553b)




Turanos quokcug (E171)
Maxkporon 3350 (E1521)
Kononumep Ha MeTakpuiioBa KHceNnuHa - eTH akpuaar (1:1) (tun A)

XKenesen okcun, xuat (E172)

Harpues xuaporenkapbounar (E500(ii))

6.2 HecnBMecTEMOCTH

Henpunoxumo.

6.3 Cpox Ha roaHocT

3 roaunu

6.4 CnennajiHe yc/10BHA HA ChXpaHeHHe

To3H 1ekapCTBeH NPOAYKT He H3HCKBA CTIELHANHN YCIOBHS 3a CbXpPaHeHHe,

6.5 B H chABp/KAHHE HA ON3KOBKATA

bancrepu or Anymunni-OPA/AIW/PVC unn Anymunnii-PVC/PE/PVDC.
JpyHunep ce npeuiara B 0nakoBkH oT 14, 28, 42, 56, 84 u 98 ¢punmupanu TabneTku.

He BCHYKH BHAOBE OMIAKOBKHM MOTaT Aa ObAaT nycHATH B npoaaxoa.
6.6 CnensannHe npeana3ad MEPKH OPH H3XBLP/IAHE

Hen3noa3BaHUAT nekapCTBeH MPOAYKT HJIM OTNAXb4YHMTE MATEPHAIM OT Hero TpabBa Aa ce H3XBBLPJIAT B
CbOTBCTCTBHE C MECTHHTE U3HCKBAHHA.

7. I[NIPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Sandoz d.d.
Verovikova 57
1000 Ljubljana

CrnoBeHus
8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Hpynunep 80 mg purmupanu mabremxu: Per. Ne 20170281
Hpynunep 120 mg puimupanu mabremxu: Per. Ne 20170282

9. JAATA HA IIBPBO PA3PEIUABAHE/IOJHOBABAHE HA PA3SPEIHIEHHUETO 3A
YIIOTPEBA

Hara Ha nbpBo pazpemasane : 27.09.2017
Jlarta Ha mocaeaHo noaHosABane:17.01.2023




10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

08/2023




