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1. ME HA JEKAPCTBEHWS TPOAYKT

deGykcocrar PIL 80 mg pryMupany TalJeTKH
Febuxostat PIL 80 mg film-coated tablets
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Beska Tabnerka chabpxa 80 mg gpeGykcocTar (febuxostat).
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®wimHpaHa TadIeTka (TabneTxa)

BieRoXBATH A0 XBATH QHIMHPAHHU taGnerku ¢ QopMa Ha Kancyla, IUIOCKA OT NBETE cTpaHt ¢
rpasspano "F80"or eqHaTa CTpaHa, ¢ pasmepn 17,6 X 6,0 mm.

4. KJIMHTYHN JAHHHA
4.1 TepaneBTHYHH NOKAIAHHA

JTeuenne Ha XPOHMIHA XHNepypHKeMUt HPU CHCTOAHMS, TIPA KOMTO Bede ¢ HACTHIMIO OTIAraHe Ha
ypaTil (BITIOYMTENHO AHAMHE33 HIIH panpupe Ba ToGY WM NMOAArpo3CH apTPHT).
Oebyxcoctar PIL e iokasaH py BE3PacTHY.

4,2 o3NPOBKA K HAMMH HA [IPHIOKEHAC

[To3upoBKa
[Ipenopb4BaHaTa 103a debyxcocrar ¢ 80 mg eguH ITET HHERHO, HE3aBHCUMO OT XpaHaTta. Axo

KOUHATA KucemuEa B cepyma e Han 6 mg/dL (357 umol/L) cren 2-4 CefMuLI, MOXKE A2 ¢ obMuCTH
npunaranero Ha GebyKkcocTat 120 mg eavs BT AHEBHO.

®ebykcocTar AeHCTBa KOCTATHRHHO Gup30, KOSTO T03BONABA MOBTOPHO H3ccABAHE HAa NHUKOYHATA
KHCeTWHa B CEpYMa Ciiel 2 CemMulM. TepanesTHiHaTa Hen ¢ Ia ce NOHIKY 1 MOIAEPRA [THKoHATA
KucenHa B cepyma mof 6 mg/dL (357 umol/L).

[TpenopsyBa Ce Hali-Maiko 6 Meceiia NpodENaKTUKa Ha TONArpO3CH NPHCTHI (mx. Touxa 4.4).

Xopa ¢ cmap1ecka 6v3pac
He ce Hasiara alafiTRpane Ha 103aTa JpH [0-Bb3pacTHh xopa (8. TOUKa 5.2).

Bvpeuno yspeoicaane

EduxacHocTTa ¥ 6e30nacHOCTTa IIPH areRTH ¢ Texxo Op0pedHo YBpeKIahne (kpeaTHHHEOB KIHPBHC
<30 ml/min, Bx. Touxa 5.2) He Ca HAMMBJIHO OLCHEHHU.

He e HeoOXOMMMO aJanTHpane Ha J03aTa NP MANKCHTH € nexo wim ymepero 6p0peuno yBpeaiaic,

UepHoOdpobro yepeicoane

EduxacHocTTa 1 6e30MacHOCTTa Ha hebykcocTaT NPy TMALNEHTH ¢ TEKKO qepHORPOOHO YBPEKNAHE
(Child Pugh Class C) ne ca npoy-sat.

{IpenopbuUTEnHaTa 4032 NPU TALWEHTH © [EKO Y4epHORPOOHO YBPEKIAHS € 80 mg. Mma orpannieHa
prGOpMALVI TP NAUKEHTH ¢ YMEPEHO yepHOAPOOHO YBPEKAAHE.

[Teduamptnra ROMAAYUA
BesonacHOCTTa ¥ ebrKacHOCTTa Ha (ebyKcocTar npH Aeud o 18-roauirHa Bp3pacT H oKasaHa.
Hama HanuyHu JAHHU.




HauyuH Ha TPHICKCHHE
[MepopanHO NPHIOKEHHE.

®ebyxcoctar PIL Tpsabea 1a ce nprdema Npe3 ycTaTa i MOXe Aa ¢ npheMa Coe il be3 xpasa.
4.3 TIpoTHBONOKA3aAHMN

CBPBXYYBCTBUTENIHOCT KBM aKTUBHOTO BEMIECTBO H/TH KbM HAKOE OT NOMOLIHHATE BEIECTRA, W3OpOoeHN
B TOUKa 6.1 (BXK. chio To4ra 4.8).

4.4 CrieHANHA NpexyNpexcIeHAs u NpeANasHR MEPKH NPH yroTpeda

Copoeuno-cvdogu 3ab0196aHUA

[lpy mauueHT¥ C NPenuUIecTBALM 3HAYMMH CHPACYHO-CHAOBH 3a6onapanpg (Hanp. MHQapKT Ha
MHOKApIa, HHCYAT #iIH HecTabOniHa GHTHHA), 110 BPEME Ha pa3paloTBaHeTO HA MPOAYKTA M B €AHO
npoyuBaHE CNeN paspeniaRane 3a ymorpeba (CARES), e nHafmogabaH To-rojsiM 6poll seTantm
CBPIAEUHOCHAOBH ChOuTHA npu HedykcocTaT B CpaBHEHNE € ANONyPHHOI,

Bropekd TOBa, B MOCHEABAILO NPOYYBaHE Crie/l paspellaBaHe 3a ynorpeGa (FAST), ¢eGykcocTar ce
gBsBA HeMHGDEPHOPEH CIIPAMO AJOITYPHHO/I 110 OTHOIICHHE Ha HECTOTaTd, KAKTO Ha ACTalkH, TaKa ¥ Ha
HeJIeTalHA ChPAEYHOChAOBH CBOUTHA.

JleyenyeTo NpW Taszd Tpyna NalMeHTH TpabBa jxa ce W3BbPIIBA BHHMATEMHO M TC TpabBa Ja ce
HabMOAaBaT peaoBHO.

3a NoBede HOAPOOHOCTH OTHOCHO 6€30MacHOCTTa 110 OTHOIIEHHE Ha CBpAEUHOCHA0BATA CHCTEMA Ha
JebykcocTar BiKTe ToUKa 4.8 1 TOUKA 5. 1.

Anepzus KoM NeKapemeeHus nPooyKm/CepbLX{yeCMEUmMeaHocH

[Tpy MOCTMAPKETHHTOBHA ONHT PHJAKO Ca NOK/IANBAHM CEPHOIKH ANCPIHiHHU peakiMy/peakiny Ha
CBPBXUYBCTBATENHOCT, BKIIOUMTENHO KHBOTO3ACTPAMIABAMIHTEG CHHIPOM  Ha Stevens-Johnson,
TOKCHYHA eIH/IePMAllHa HEKPOIN3a U 0CTpa aHapunakTyIHa peakii/ 10K, B 1oBeyeTo CayJan Te3u
peaxLMy BH3HUKBAT IT0 BpeMe Ha [TbPBHA MeCey] OT JISYEHHETO ¢ debykcocrar. Haxon, HO HE BCHUKH
OF Tesd [amueHTH, ca cpobumM 3a  Ovdpedno  yBpexnaHe w/uny  TpealescTBalla
CBPBXMYBCTBHTENHOCT KbM aJI0ITy PHHOL.

CepHO3HUTE PEaKLMHA HA CBPBXIYRCTBHTEMHOCT, BRIIOYATE/IHO JIEKApCTRCHA, pEaKiiii © e03NHOPIITHA
u cucremur cwMnTomd (DRESS), ce cBLp3BaT B HAKOM Ciydad ¢ BHCOKA TEMIIEpaTypa,
XEMATONOrHIHO, 6LOPEUHO M YePHOAPOOHO 3acAraHe.

[Tauperrure TpaGpa na GbAaT HHQOPMUPAHY 33 MPHIHALNWTE W CHMITOMHTC U /g CC HaOONaBaT
BHMMATETHO 3a CHMITTOMH Ha aJIePrutdHE peakliiu/peakiyy Ha CBPhXYBCTBUTCIHOCT (BK. TOUKa 4.8).
Jleuenuero ¢ deGykcoctar TpaGsa BenHara Aa Obhe CIpPAHO, aKO BBIHHKHAT CEpHOSHH aneprudHu
PeaKIEH/peakuiH Ha CBPHXYYBCTBHTEAHOCT, BKIIOUHTEHO CHHIPOM Hd Stevens-Johnson, Teli KaTo
PAHHOTQ MPEeKpaTABaHe € CBBP3BAHO © no-no6pa mporHesa, Ao TALMEHT € PasBHIl ANCPrivihu
peakUWH/ peaKlii Ha CBPBXUYBCTBHTENHOCT, BIOUWTENHO CHHIPOM HA Stevens-Johnson # ocTpa
aHAQUIAKTHYHA peaKiuA/moK, JeYEHHETO C delykcocrar He TpadBa HHKOra Ia ObLe 3amouBaHO
OTHOBO IIPH TO3W MALUECHT.

Ocmpu nodazpo3nu Kpusy (no0azpo3ex HpucHsh)
Jleuenuero ¢ pebykcocTar He TpAOBA Ja Ce 3aM04Ba Npeay OCTpara Nofarposa KpH3a Ja e HaImbiIHo
oT3Byuana. [1ojarpo3Hy MPHUCTHIY MOTaT 13 HACTBILAT MIPH 3allO4BAHE Ha NeYeHneTo, MopalIy NPpoMIHa
Ha CepyMHUTE HUBA Ha MMKOYHATA KHCENnHa, KOeTo RO A0 MoOHIH3NpaHe KA YPAaTH OT ThKaHHHTE
nena (Bx. Touka 4.8 u 5.1). IIpy 3am04BaHS HA JICYEHUC © debyKcocTaT c¢ npenopbuka Hali-ManKo 6
Mecena MpodunakTuka Ha NPHUCTHIA C© HCTBC vy xomxunue (Bx. Todka 4.2). AKO HaCTEIH
ROJArpo3eH MPUCTHII MO BpeME HA JIEUEHHUE C pebykcocrar, T0 He TpA0Ba na ce NpeyCTaHOBIBA.
[fomarposHUAT GPHCTHI TPAGBA A2 ce OBJANES EAHOBDPEMEHHO, N0 HAHH NOAXOAAI, 33
nanvenT. TIpoIBIDKATETHOTO Nevenne ¢ peSyKcocTaT Hamalisa HecTOTaTa H ciiidta H
PHCTBIIH.




Omaazane HQ KCaHmuH

{Ipy DAUMEHTH ChC CUIIHO NOBHINCHA ckopocT Ba obpasyBatie Ha yparh (Hamp. 3NOKAYECTBEHO
saGongBaye H HEroBoTO JIeUeHHE, CHHIIPOM Ha Lesch-Nyhan) abcomoTHATa KOHNEHTPANI Ha KCAHTHH
B yPUHATA MOXE, B PElKY CIIYHaH, id ¢€ [OBMINY JOCTATEYHO ¥ Jia IOBEAE A0 OT/IAraHe B TMUKOYHHTE
TpTHINA. 1lOpanyd NIHICE Ha ONMT C debyxcocrar, ynorpebara My TipH Te3i [ONyIALMY HE C€
npenopsYBa.

Mepranmonypun/asamuonpuy

He ce npenopsysa ymorpebara Ha debyxcocTaT MNPH MAUWCHTH, ACKyBakH eIHOBPEMEHHO C
MepKATITOMy PHH/83aTHONPUH, THH KAaTO HEXUOUPAHETO HA KCAHTHHOKCUAA3aTa 0T ebyKCOCTaT MOXE
72 TIPHYAHY (OBHILERA IA3MEHY KOHUEHTPAlHA HA MEPKAITTOIY PUH/a3aTHONDRH, KOETO MOXE Nd
ROBEAE O TEXKA TOKCHIHOCT.

Korato KOMOMBALMATA He MOke na ce H30erHe ce NpeniopbuBa HaMANABAHE HA M03WTE HA
MEpKAITTOITYPHH/83aTHONPHH A0 70% BIH TO-MAIKO OT HpElXORHaTa MnpeAnncata no3a, 3a Aa ce
A36erHaT BhIMONHI XEMATONOTHYHY 6QEKTH (3. TouKa 4.5 1 5.3).

TlaupenTte TPAGBA Na C€ MOHWTOPUPAT o630 M 03aTa HA MEPKAITTOITY PUB/a3aTHONIPHA Tpabna na
6be KOpHTHPAHa BIIOCAEICTBHE BB3 OCHOBA HA OHEHKATA HA TEPANCRTHYRAN OTIOBOP H HAYANOTO Ha
eBEHTYANHH TOKCHYHU eQeKTH.

Peyunuenmu Ha GpeanHu NPUCAOKU
Tlopaay NANCATE Ha OTAT NpH PEUMITHCHTH Ha OprauH¥ NPUCAAKH, HE C& NpEmOphHEa yrorpebara Ha
deGykcocTaT NPy TAKMBA MALMSHTH (BxK. TOUKa 5.1).

Teoghunur

VCranoOBEHO &, ye JHMNCBAT QapMakOKHHETHIHA A1aMMOREHCT IS TIPH SAHOBPEMEHHO NPUIIATAHE Ha
pebyxcoctar 80 mg ¥ reotbunue 400 mg egnoxparHa 1033 NpH 3npaBy xopa (BX. TOUKa 4.5).
®ebyxcoctar 80 mg MOXE Aa €O yrnoTpe64Ba 1IpK NALMEHTH, JICKyBaH! EHOBPEMEHHO ¢ TEOQINHH,
6e3 pHCK OT yBEHHEHHE Ha TUIASMCHUTC HHAEZ na Teopunve. Hama HaIMyHy NAHHY 32 ¢ebyrcocrar
120 mg.

UeproOpoOHU HADYULEHUA

To speme Ba ofenunennte (asa 3 KIHHHIHY npoy4Banus ¢a HaOMONaBany JICKU OTKIOHEHUsA TIPH
gepHORpoOHUTe (YHKUMOHAIHN TECTOBC npi DANWMERTH, JEKYBaHn C debyxcocrar  (5,0%).
Yeproapoben $yHKIOHANCH TECT CC npenophuBa Ipead 3aiouBaHe Ha Tepamid ¢ debyxcocTar K1
NepHOAHHYHEO Crief] TOBA, Bb3 OCHOBA Ha KIHIYHATA [TpetieHKa (B, To4Ka 5.1).

Tupoudnu 3a60A6aAHUA

Tlopumeny crotiwocrs wa TSH (35,5 wlU/ml) ca HabnoxasaHy NMpy DRlWEHTH Ha IPOMBIDKATEITHO
neuenne ¢ pedyxcocrar (5,5%) TpH HBArOCPORY OTBOPEHY pasLIHPEHH NPOYIBAHUA. Hanara ce
NOBMIIEHO BHMMaHME, koratc §edyxcocTar Ce yroTpebaBa NPH TAUACSHTH C HADYINEHA THPOWAHA
byuxmws (8. Touka 5.1).

ToBa AeKapCTBO ChABPKA NO-MAITKO OT 1 mmol sarpnii (23 mg) #a tabnerka, T.8. MOXe Ja €& KaXe, e
PaKTHYECKN He ChIAbPHKA HATpHHA.

45 BsaumonelicTBNE C APYIH JIEKAPCTBEHN HPOIYKTH H npyru Gopmu ha p3auMoneicTame

Mepxanmonypur/asamuonpun
B3 OCHOBa Ha MexaHH3Ma Ha JeHcTRre HA debyxcocTat, MHXHOHpaye Ha keanTuHoKcHazata (KO),
He e HperopbyBa CAHOBPCMEHHATA HM ynorpeba. Muxubupanero Ha KO or dpebykcocTar MOXKE N3
nposeje IO yBenvuasane Ha [Ua3MCHaTa KOHIUEHTpauMs Ha Te3W JIeKapeTsa, KOSTY BOAY IO
MHENIOTOKCHYHOCT.




B cnyuali Ha eJHOBPEMCHHO MPHIOKECHHE C delGyxcocrar, 103aTa Ha MEpPKaITTOILy PHH/a3aTHOTIPHH
TpsbBba Aa ce Hamanu Ao 20% WK 1Mo-MaJIKo 0T IpeAXOqHATA Npeanucata n03a (BX. TOUkH 4.4 1 5.3).
AZIeXBATHOCTTA HA INPENNOKECHATA KOPEKIMA Ha /03aTd, KOATO ce OCHOBAaBAa HA MOJAEIHpaHe H
CHMYJALMOHEH AHAU3 OT NPENKTHHHYHH JaHHH TIpH [UTBXOBE, € MOTBBPACHA OT Pe3yNITaTHTe OT
KIMHWYHO NPOYUBAHE 33 B3aHMOASHCTBHC OT THIIA JIEKAPCTBO-JIEKAPCTBO™ NIPH 3NPABHU noOpPOBOJILIH,
npuemamy aszatdonpue 100 mg CaMOCTOATENHO H OHIDKEeHa Jo3a Ha asaTHOmpuH (25 mg) B
xomGuHams ¢ pedykcoctar (40 win 120 mg).

He ca mpoBeXAaHH NpoyuBaHus 32 JIEKapCTBCHO szauMonelicteue Ha (Ppebykcocrar ¢ Apyra
LIHTOTOKCHYHA XUMHuoTepanua. HaMa qaHHH OTHOCHO 6e3onacHoCTTa Ha ebyKCOCTaT o0 BpeMe Ha
Apyra IATOTOKCHUYHA TePariis.

Pozuznumazon/CYP2C8 cybempamu

YCTaHOBEHO €, ue (hebykcocTtar e cnab HHXHOHTOp Ha CYP2CS8 in vitro. [Tpu npoy4BaHe Mpy 31paBu
X0pa, eTHOBPEMEHHOTO IPIIIOKCHHE HA 120 mg ¢ebykcocTaT eMHOKPATHO IHEBHO U CIHOKPATHA
mepopaHa 1033 PO3MIIMTAa3CH 4 mg HAMA edexT BHpXy (apMaKOKMHETHKATa HA POHUIVIMTA3OH W
HeroBus MeTabomuT N-IucMeTHI PO3HT/IHTa30H, KOSTO N0Ka3ea, 1 debykcoctaT He € HHXHOUTOP Ha
CYP2CS ensuma in vivo. ETO 3aI0 HE ce OYaKBa e[HOBPEMEHHOTO TIpHiarane Ha theGyxcocTar €
posurnuTasox wim apyra CYP2CS cyfcTpaTy Ja Hanara aflanTHpaHe Ha 103aTa Ha Te3H CHEOMHEHHS.

Teogwiun

TIpoBeEHO e NpOoyH4BaHe 3a B3AUMOJIEHCTBHIE TIPH 31paBH XOpa ¢ debykcocrar, 3a I3 ce OLEeHH AalH
nrxubupanero Ha KO moxe ga MPUMHHK NOBUUICHHE Ha IMpKyIMpanUTe HABA HA TEOQHIINH, KaKTO &
choblieHo npu Apyrm uHxuGmropu Ha KO. Pesynrarire OT MNpOYYBAHETO TMOKa3BaT, He€
eJHOBPEMEHHOTO MpHIaraHe Ha ¢QedykcocTat 80 mg eJHOKpaTHO JHEBHO C €JHOKpaTHa A03a
reodmtun 400 mg He 0Kka3Ba e(PeKT FbPXY apMakOKMHETHKATA WK OE30MaCHOCTTa Ha reoduuH. ETO
3ai0 He ¢e MPeNnophuBa NOBHIICHO BHUMAHUE, aKO debyxcocrar 80 mg ¥ TEOQUIHH Ce TpHiIarar
enHoBpeMenHo. HaMa HamuHA JaHHU 32 debyxcocrar 120 mg.

Hanpoxcer u Opyeu unxubumopy Ha e0KypOHUpaHemo

MeTaGonu3MbT Ha PeGyKCOCTaT 3aBHCH OT YPHIMH TIIOKYPOHHI tpancepasad (UGT) eH3NMH.
JlexapcTBEHUTE TNPOILYKTH, KOHTO HHXUOUpAT [JIEOKYpPOHUPAHETO, KaTo HCIIBC u mpofeHeuun,
TeopeTHYHO OWxa MOrnd Ja TMOBJIHAAT enuMuHHpanero Ha (eObykcocTar. [Tpu 3xpaBu XOpa,
efHOBpeMeHHaTa ynorpeba Ha QeOyKCOCTaT H HanpoKCeH 250 mg nBa MHTH JHEBHO, € CBBP3aHa €
nopumieHa excnosumus Ha (ebykcoctaT (Cmax 28%, AUC 41% u tip 26%). Ilpu KIMHUIHH
Mpoy4BaHud, ynorpeGara Ha HAIpOKCEH WIH APYTH HCTIBC/Cox-2 nHXuOHTOPH He € CBbp3aHa C
KIKHHYHO 3HAUMMO YBEITHYABAHE HA HEXEIAHHTS PEaKLInH.

PeGyKCOCTAT MOXKE Jla Ce Mpuiiara eIHOBPEMEHHO C HAMPOKCCH 6e3 na e HeoOXOAUMO AJarTHPAHE Ha
nosara Ha $efyKcocTaT WM HaNPOKCEH.

Hudyxmopu na 2N0KyporRupanemo

Mormsu unaykrop Ha UGT ensumuTe GHXa MOIIIH 2a NOBEIIAT 10 noBunIeH MeTaboMn3bsM H HaManeHa
eduxacHocT Ha (eGykcoctar. ITopany TOBA ¢& IIPETIOPBTIBA mpocniefgBaHe Ha MMKOYHATA KHCEMHA B
cepyMa 1-2 CeIMHIIH clief] HAYanoTo Ha JIeTeHKe ¢ MOIICH MHAYKTOP Ha ITHOKYpoHHpaneTo. OOpaTHO,
NpekbCBaHe HA JEUEHMETO ¢ HHIYKTOp 6 MOINIO 7Ja HOBe#e A0 TOBMIIEHH IIa3sMEHH HHMBa H4
debykcocTar.

Koncuyun/und oMemayun/xudpoxnopomuasuo /eapapun

DefyKCOCTaT MOXE [a C¢ TpHiara eHOBPEMEHHO C KOMXUIMH WM WHIOMeTalnH, 6e3 Ja €
HeoOXOIMMO aJaNTHpaHe Ha 103aTa Ha ¢edykcocTaT Uiy Ha eTHOBPEMEHHO MMPHJIATaHOTO AKTHBHO
BELLIECTBO.

He e HeoBGXOMMO AnanTUpaHe Ha fo3ata Ha deBykcocTar, KOraro ¢e npujara ¢ XY IPOXJIOPOTHA3HA.




He e HeoOXOAMMO alanmTUpaHe Ha 703ara Ha BapapuH, KOraro c¢ npmwmara ¢ ¢ebykcocTarT.
[Ipunaranero Ha pefykcocrar (80 mg win 120 mg BEOHBX mIHeBHO) ¢ BaphapuH He OKassa eeKT
BypXy dpapMakOKHHETHKATa Ha paphapiH NpH 3pasy AOOPOBOILA. INR 1 axTHBHOCTTa Ha (haktop VIl
CBHILO HE CE IOBIHABAT OT CIHOBPEMEHHOTO MPHIOKEHHS Ha beGykcocTar.

ezunpavun/CYP2D6 cybcmpami

VeTaHOBEHO €, ue pebykcocrar e cnab HHXUOKTOP Ha CYP2D6 in vitro. [ipu npoy4BaHe NpH 31paBH
xopa, 120 mg ¢ebyxcocTaT ABSBHO & KOBEJIO A0 CpefHO yBemueHue ¢ 22% Ha AUC na ne3unpamMiuHa,
CYP2D6 cyGcerpar, nokaspaiiku NOTEHHUAICH cnaG wuxuburopeH edexr Ha ¢reOykcoCTaT BEPXY
CYP2D6 enzuma iz vivo. TIopalH TOBa, He Ce 04aKBa eIHOBPEMEHHOTO npuiarade Ha (ebykcocTaT ¢
npyru CYP2D6 cyOcTpaTi 1d H3UCKBA aJaITUpaHe Ha A03aTa Ha TE3H CheUHCHNA.

Anmuayuou

VeTAHOBEHO €, 4¢ eJHOBPEMEHHOTO NMpHEMaHe Ha aHTHAltll, CHABPKAI MArHe3neB XHAPOKCUL U
ANyMUHHMEB XUAPOKCH] 3a0aBs aGcopbuuara Ha PpedykcocTaT (mpubmusuTento 1 4ac) U NPpHYHHABA
329% naManeHse HA Cmax, HO HE € HaGmonapaHa 3Hay¥Ma NpoMiHa Ha AUC. Tlopanu TOBA,
deGyKcocTaT MoXe 1 Ce PHeMa He3aBUCUMO OT ynotpeGaTa Ha aHTHALMA.

4,6 MepTranTeT, GpEMEHHOCT H KbPMEHE

Bpemennocm

JlanHuTe OT MHOTO Orpasuder Opo# Ciydal Ha eKCIO3MIAA TI0 BpeMe Ha OpeMeHHOCT He TIoKa3BaT
gexenand edekt Ha PeOykcocTaT BLPXY GpeMEHHOCTTa WA 35PABETO Ha deryca/HOBOPOIEHOTO
nete. EXCOEpUMEHTATHHTE NPOYYBaHHA NPH KHBOIHH He NIOKA3BaT NPAKO WIH HEMPAKO BPEIHO
Eh3AcHCTBYe BEpXy OpEeMeHHOCTTA, eMOpHOHANHOTO/dleTanHo pasBUTHE HIlH paaHeTo (BX. TOUKA
5.3). TToTEHUMATHUAT PUCK [TPX XOpa HE € Hasecten. ®eGyKCOCTAT He TpA(Ba 1a C6 H3TOM3Ba N0 BPEME
ua OpeMEHHOCT.

Kvpmene

He e w3pecTHO Aand pebyKcocTar ce eKCKpeTHpa 8 KbpMata. ExcrepyMeHTAIHATE NPOYy4Batusd IpH
KWBOTHY TIOKA3BAT EKCKPEIHMA HA TOBA AKTHBHO BEILECTBO B KbpMala M HApyLIeHO Pa3BWUTHE HA
cyuemuTe Manku. He Moxe 7a €€ HIKMIOHH pHCKa 3a KbpMRUETO. ®ebykcocTar He TpAabBa Ja ce
ynoTpeOsABa 1O BpeMe Ha KbpPMEHE.

Depmunumem

PenpopyKTHBBH NPOYYBaHIs NPY XHBOTHH € 10 48 mg/kg/med He moka3BaT Z030-3aBHCHMU HEeXEeTIaH!
peaKLH BhpXyY (pepTIIHTETA (Bx. Touxa 5.3). EdexrsT Ha hebykcocTaT BBpXY QepTiiiuTeTa IPU X0pd
He € W3BECTEH.

4.7 EdexTn BLPXY CHIOCOGHOCTTA 32 modupane u paboTa ¢ MAIHHY

[Tpu ymorpebara Ha debykcocTaT ca AOKIANBAHA COMHOJIEHTHOCT, 3aMasHOCT, MapecTesyd, H
saMbrieHo 3penme. Taiventure TpAOBa fa NPOABARAT [TOBMIEHO BHHMaHHe IIpedH Ja Wodupar,
pafoTAT ¢ MAIMHY WK y4acTBar B ONACHH nettsocTy, nokaro ce yoemar, ue ¢efykcocTar HAMA 12
[OBJHsAE HeGnaronpuATHO U3THIHEHHETO.

4.8 Hexenan JexapcTBeHH PEAKIHH

O6o6wenue Ha npogura Ha He3oNacHocm
Hati-yecto choOLI@BAHATE HEXENaHH Peakuuu fpy KnHHATHH penurBanua (4 072 nuua, NeKyBaHH
Hole ¢ noza or 10 mg mo 300 mg), NOCTMAPKETHHTOBOTO npoyusaHe 3a 0€30NaCTHOCT (FAST
study: 3001 yuacTHHI# ca ICKYBaHH C 1031 01 80 mo 120 mg) ¥ npH NOCTMAPKETHHrOBHA ORUT
ca TOJArpo3HM NPHCTHIM, a0HOPMEHA yepuoapobua yHKUMA, Juapud, TajeHe, riasobonue,
3aMagHOCT, UCIHea, OOPHB, ChpOek, apTParis, MHAIIHA, Honka B KpaliHULIKUTE
HeXeTaHn DeakImM| B TOBEYETO ClIydad ca Jekd A0 yMEpEHH 110




MOCTMAPKETUHIOBUS ONUT CA BB3HUKHANM CEPHO3HH DEAKIHH Ha CBPBXUYBCTBHTEJHOCT KBM
theByKcoCTaT, HAKOM OT KOMTO €2 CBBP3aHM CbC CHCTEMHU CHMITTOMY M PEAKH ChOHTHA Ha BHE3aIIHa
ChpHeYHa CMBPT.

Heowcenanu nexapcmeeny peakyuu 6 mabauyen euo
Yeeru (>1/100 <1/10), mewectu (>1/1 000 <1/100) # peaxn (>1/10 000 no <1/1 000) HexenaHu
peaKLiK, Bb3HNKHAIM IPY NALUMEHTH Ha JIEHEHHE C $ebykcocTtat ca H30pOeRH NOo-10Jy.

Tlpu BCAKO TPYIMpaHe HEXENAHWTe NEKAPCTBEHH peakuuy ce M30poABAT B HH3XOAAIL pell HO
OTHOIIEHHE HA TAXHATA CEPHO3HOCT.

Tabnuya 1. Hexcenanu peaxyuu npu KOMOUHUpanu pasa 3 Ova2ocpoynu NPOOBANCEHUA HA
NPOYHEAHUS, NOCMMAPKEMYUH2060 NPoyyeane 3a 6e30nacmuocnt U NOCMMAaPKemuH208 Onum
Hapymenus Ha KpbBTa U Penky

nuMdHATa CHCTEMA [laHUHTONeHus, TPOMGOLMTONEHKS, arPaHy AoLMTO3a*¥, aHemus*
Hapyurenns Ha UMyHHaTa|PeKu
CHCTEMA AHa(DHIAKTHYHA Peaxuys*, IeKapCTBeHa CBPLXYYBCTBATENHOCT
Hapymenus Ha eHfiokpuHHaTa  |HeuecTH
CHCTEMA [lopuIieHH HWBa Ha THUPEOCTHMyINHpall XOPMOH B KpPBEBTa,
XUMOTHPEOHIH3EM
Hapymenns na oyure HeyecTH
3aMBITIEHO 3PEHUE
Pelky

JanyluBaHe HA peTHHaNHATA apTepus#

Hapymenus Ha metabonusma u  |Heoru**¥

XpaHEHEeTO [ToparposeH BPMCTEHIT

HeyecTH

3axapeH auaber, XunepaunuieMus, HAMAICH aneTuT,
NOBHIIIaBaHE K& TETNIOTO

Penku
MopuKagaHe Ha TENIOTO, TNOBHINEH  AMCTHT, AHOPEKCHA,
XHIEPIHIHAEMHUA

[TcuxuyHYK HapyLIeHHA HeyecTn

Hamanero aubuno, 6e3cphue

Penxu

HepBHOCT, AeNPeCHBHO HaC’[pDEHHB#, HapyLIeHUA Ha CBhHA#H
HapyiieHnsa Ha HepBHaTa cucreMa) Hecty

'nasobonue, 3aMasHOCT

Hedectn

[Tapecreswsi, xemunapesa, COMHOICHTHOCT, NeTaprus®, NpoOMeHEH
BKYC, XMIIOECTE3HA, XHIIOCMHUSA

Pepxu

Arey3us# , ycelllane 3a napeHes

HapymeHnus Ha yXoTo U Heuecty

naOUpHHTA TUHHT

Penxu

Bepruro#

CrpaeuHy HapyIeHUA Heuectu

[IpenchpAHO MBbXIAEHE, MAMMUTANKH, OTKIOHCHAA B EKI,
APUTMHUIH

Penku

Brezanua copaeyHa cMspr*

Cpa0BHU HapyiLIeHH Heuecrn

XuneproHui, 3a4epBABaHge, TOPeLA BBAHN
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Penku
LlupKynapopeH KonancsH

PecnupaTOpHH HAPY HICHUA

Yecty

Jucrues

HeuecTy

BpoHXHT, HHGEKUMS Ha FOPHUTE AHXATENIHH NBTHIIA, nAGeKLwn Ha
NOJTHUTE [UXATeNHN WHTHIUAY, KALLTHLA, XpeMaH

Penkn
TIHeBMOHMAH

CToMalTRO-YPeBHY HAPYICHHA

Yectu

Huapua** ;ranexe

Heuecty:

Ab6pomunanaa Goixa, agoMmunansa Oonka B TOpHATA 4acTH,
pasIyBaHe Ha Kopema, racTpoesofareansa pedurykcHa Oosiecr,
OBPBLIAHE, CyXOTd B YCTATa, AHCHIENCHA, KOHCTHNIALMA, HCCTH
MEXOkIaHng, duaryneHums, racTpOUHTECTHHAICH anckoM$opr,
S3BY B YCTATA, [o/lyBaHe Ha yCTHUTEH, IAHKPEATHT,

Penku
CroMalso-apeBHa nepdoparma#, CTOMaTHT#

Xernato-0unpapHn HapymICHUA

Yectn
Hapyuenne Ha yepHOApPOOHATa dyHxya**

Heuecry
XonendTaasa

PelKy
XenaruT, JpITeHUIA* , HePHOAPOOHO quemane*, XONELUCTHUTH

HapylueHus Ha Koxara H YectH

NOAKOXKHATA ThKaH O6pus (BKAIOUHTETHO PAIMIHH THIORE oOpue, cholluaBafu ¢
[10-HHCKA YecTOTa, BiK. [0-10Y), NPYPHTYC
HevecTtn
IlepMatuT, ypruxapms, oGesUBCTABAHE HA KOXKATa, TETEXHY,
MaKyJIo3eH OOpHB, MaKylonamyloleH OOpHB, MAIy/TO3¢H obpus,
XATIEPXUAPO3a, AIOTELHS, ex3emMal, epaTeM, HOLIHO WIMOTABAHER ,
ncopuazuc# , cepdam o6pus#
Penku
TOKCHYHA enpiepManTsa Hekpousa*, CHHAPOM Ha Stevens-
Johnson*, aHruoeaeM*, NEKAPCTBEHA PEAKIMA C SO3HHOQHIUA H
CHOTEMHK CHMITOMU™, reHepamaupat o6pus (ceproseH)*,
epuTeM, exchonuaTuper 00pHB, PONHKYNAPEH ofpus,
pe3NKyNO3eH 06puB, NycTyno3eH oGpuB, CHpOAIL o0pns*,
epuTEMaTO3eH 05puB, MopSuudopMen obpus

HapyuieHus Ha MyCKyJIHO- Hectt

ckefleTHaTa CHCTEMA | ApTpairis, MAarud, 6onka B KpaRHBLMTe!

CHEAUNHTEHATE THKAH Hedecrn

ApTpHAT, MyCKYJIHO-CKesleTHa G0NKa, MYCKYJIHA cnalocT, MyCKy/IHA
CTIA3MH, CKOBAHOCT Ha MYCKyNKTe, OypCUT, NOKYBAHE HA CTABUTEH ,
6ok B rbpba# , MyCKYyJIHO-CKEICTHA CKOBAHOCTH# , CKOBAHOCT HA
CTaBUTE

Penkn

PabROMUONT3a*, CHHAPOM Ha POTATOPHUA MAHIGOH# , PEBMATH'HA
ROJMMHBANTASH

Hapyuienus Ha Os0peunre ¥

HeuecTH




NMKOYHUTE ITETUIIA b56peyna HENOCTATHUKOCT, HeQPOIHTHAIA, XEMATY P,
TNONAKUYpPUA, NPOTCHHYPHE, HEOTIOKHH TO3MBU 32 YpUHAPAHE,
MEQEKIMA Ha THKOYHHTE IFTHILAH

Penxy

TyGyJoUHTepCTALHANCH HeBPATY

Hapyuteaus Ha E4ECTH

BL3IPOH3BOANTENHATA CHCTeMa | EpeKTHIHA JUCPyHKIMA

H repAara
O6uIs HapylueHus U edekTy Ha | HecTH

MACTOTO Ha TPIIIMKEHUE Enewm, ymopa

Heuecty

BoJika B Ibp/INTE, YCEMaHe Ba AUCKOMPOPT B IPHAHHA KO, Gonka#,
HEPA3MOJIOKCHUCH

Pemxn

Kaxma, yoeulaHe 3a ropellHal

Hacneppanys Hegectd

[loBMIIEHA aMWIa3a B KppBTd, MOHMKEH Opo# TPOMOOLNTH,
HOHMKEH Gpoit Getu KpbBHH KIETKH, ToHIkeH Gpoll THMQOHHTH,
TOBHIIEH KpeaTHHUH B KPBBTA, NOHWKEH XeMOriIoOuH, MoBHIIEHA
ypes B KPHBTA, NOBUIICHN TPHTIHUCPHAH, TOBHIIEH XONCCTEPO]1 B
KPBBTA, HAMAJIGH XEMATOKPHT, NOBHIIEHa JAKTaTHA ACXUIpOrenasa
B KPHBTA, MOBHIIIEH KanMii B KPHBT2, NOBUIEHUe Ha INR#

Penku

Nopumena KPbBHA 3aXdp, YABIKEHO AKTHBHPAHO MapuyaiHo
TpoMOOILNACTHHOBO BpeMe, HaManeH Opoll Ha 4epBEHMT® KPbBHH
KTeTKH, I[IOBHIUEHa aikanHa (Qocdartaza B KpbBTR;, HOBHIUCHA
kpeatiH pochoknHa3a B KpBBTA*

l

Hapaugsane, OTpaBsHE pu|HedyecTH
YCIOKHEHNA CASH NPOUSIYPH Kontysnu#

* HexxeslaHy FEKapCTBEHH PEaKUiy 0T THOCTMAPKETHHI OB ONTHT

#*  JlexapcTeeHO-00yCNOBeHaTa Heufidekiuo3Ha JHapus B OTKIOHCHWA B yepHOonpoOHUTe
$YHKIMOHANHA TecTOBe B oOemuHenH $asa 3 mpoyyBaHUs ca MO-4eCTH [P NAUACHTH, JICKyBary
e[HOBPEMEHHO ¢ KOIXHIUH.

*%% Byoxre TOYKa 5.1 32 YECTOTA HA NOJArPO3HH MpHCTHNIM B OTAeNHM (aza 3 paHAOMU3UPAHR
KOHTDPOJAHPAHY BPOYYBAHMA,

# HexenaHy peaKiMa oT HOCTMAPKETHHIOBH NpOyYBaHus 33 6€30MacHOCT

Onucarue #a u3ODAHU HEXNCENAHU DeaKyuu

TIpy NOCTMAPKETUHTORKS OMHT €& BE3HHKHANA PEOKH CEPHO3HY PEAKUMH HE CBPBXTYBCTBUTEIHOCT
KbM (eByKCcoCTaT, BKIFOUHTENHO CHRAPOM Ha Stevens-Johnson, TokCHYH2 eNNICPMAHA HEKPOIH3a 1
aHaHIakTHUHA peaxiy/iiok. CuBIpoMsT Ha Stevens-) ohnson ¥ TOKCHYHATA efMIepMalHa
HEKpONIH3a C& XapaKTepH3UPaT ¢ NporpecHpaly Koy 00pusH, CBEP3AHH ¢ HOABATE HA MEXYDPH W
Je3WHN HA SIUTABMUATA ¥ Bh3TAICHNEE Ha ouyTe. PeakuunTe Ha CBPBXMYBCTBHTENHOCT KBM thebyxcocTar
Morar ga ObaaT CBBp3aHM CBC CTNENHATEe CHMITOMH: KOXHH PEaKlM, Xapakrepu3upamg cc ¢
HHQUITPAPALIA MAKY NOTIAILYIO3HW, FEHEDANTH3HPIRN HITY exchoniaTHBHA OOPHUEH, HO CHILIO H JICIUH
Ha KOXKATA, OTOK §a JMIETO, BHCOKA TEMIEpaTypa, XeMaTONOTHYHM OTKIOHCHWA KaTo
TPOMGOUMTONEHRA H €O3HHOPUINSA ¥ IHHUYHO WM MHOXKECTBEHO OpTaHHO 3aCAraHe (Ha uepHuA Apod
1 Gu6pelHTe, BKIBOYHTENHO TGy NOMRTepCTHLKANeH Ho(ppHT) (BX. TOYKA 4.4).

Nonarposuu OpucThd 0GHKHOBEHO €2 HAOMONABAHK CKOPO C/Ie] HAHA/I0TO Ha NEUSHUETO H 110 BpEME
Ha UBpBUTe Meceud. Cyel TOBA, HUECTOTATA HA NOAATPO3HM HPHUCTHNY HaMandBa B 3aBUCHMOCT oT
BpeMeTo. TIpopHiIaKkTHKATa Ha IORArPO3HA NPHCTHITH € HPEOPHINTEIHA (BXK. TOUKA 4

Cro0llapade Ha NOAQ3HPAHY HEXENAHH PeAaKIINY
0



Crol1maBaneTo Ha NONO3NPAHH HEXESTaHH PEaKLHH CACK paspelaBaHe 3a ynorpeda Ha NeKapCTBeHs
OPOAYKT € BaXHO. ToBa ro3Bo/siBa Ja NPOASHIDKY HAGMIONEHWETO Ha CHOTHOIIEHHETO M013a/PUCK 32
NeKapCTBEHHA NPOoRyKT. OT MENHIHHCKHTE CIENMATTICTY Ce H3KCKBA Aa Cho01LABAT BCAKA IOJOIMPARA
HEXeIaHa peakiius upe3 HAUMOHAHA CHCTEMA 38 ChOOIIaBaHe:

HM3anbinKTeNHA areHMus 10 JeKapCTBaTa

yi. Jamad I'pyer” Ne 8

1303 Codusn

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 [Ipepoznpane

IanuenTyre ¢ npenosupade Tpabsa Aa ce OBIAJEST CBC CUMITTOMATHYHOC H NOAALPKAILO TSUEHHE,
5. G®APMAKOJOTMYHN CBONCTBA

5.1 ®apMakoaMHAMHYHY ¢BOKCTBA

PapMakOTEPAIEBTHYHA IPYNa; ARTUIIONATPO3HH NIpenapaTh, HHXuOHpaiin 00pa3yBateTo Ha ITHKOYHA
KUCEIIUHA
ATC xon: MO4AAG3

MexanyisM Ha neficTBHE;
[TukoyHaTa KMCENMUHA € KpaHUAT TPOAYKT OT MeTalonu3Ma Ha IIyPHHM IPH XOpaTa U ¢€ 00pasysa 1o

BEPUTATA XUNOKCAHTHH —  KCaHTHH  ~> DHKOYRA KUCenwHa. [{Bere CTRIKM HA TOpHHTE
NPEBPBINAHUA C€ KaTAIM3NPaT 0T KcaHTHHOKCHAaza (KO). debykcocrar € 2-apuiTuasonos aepusar,
KONTO OCHINECTBABA TEPATICBTUYHMS CY €DEeKT KAaTO MOHIIKABRA MMMKOYHATA KHCEANHA B CEPyMA upes
ceneKkTHBHO HHXuGHpaHe Ha KO, PebykcocTar e MOLIEH, He-IIyYPUHOB cefleKTHReH WRXUGHTOp Ha KO
(HI1-CHUKO) ¢ in vitre Ki crofinoct na nHxubupase no-Majika OT eiUWH HAKOMOA, YCTaHOBEHO €, ue
debykcocrar MOMHO WUHXUOHPA, KAKTO OKMCIEHATd, Taka H peayumpanara dopma Ha KO. [Ipn
TepANIEBTHYHY KOHUEHTpaluH, $edykcocTar He MHXubHMpa Apyryd eH3uMyl, Y4acTBalli B Merabomusma
Ha MYypHHY WIH [IHPHMMIHHHE, MO-CNEIMATHO IyaHMH JSeaMHHa3a, XWIIOKCAHTHH TIVaHUH
dochopubosmnTpancepasa, oporar  (PocdopuGoswrrpascepaza, OpOTHAMH  MoHodochar
JexapOOoKcHIaza Ny NypuH Hykneo3na docdopiasa.

Kauuuyna edrxacHocT ¥ 6e30nacHOCT;

EduxacHocTTa Ha pebykcocTar € 0Ka3aHa NpH TpH OCHOBHH (asa 3 npoyuypanms (IBeTe OCHOBHH
APEX u FACT npoyusanus u xomeauurentHoro npoyusane CONFIRMS, omucaum no-gosy),
nposenend Apd 4101 naurenTh ¢ xunepyprkeMua i nogarpa. [pu Besko OCHOBHO $aza 3 npoyyuBane,
{ebykcocTar & noKasan no-100pa cnocoGHOCT Aa MOHHKE H NOAXEPHKA CepyMHHTE HHBA Ha ITHKOYHATA
KHCeNINHA, B CPAaRHEeHWHE C AnonypdHon. [IspsHuHaTa KpaiHa TOuKa 33 e(PUKACHOCT B NPOYYBAHUATA
APEX n FACT ¢ chOTHOWIEHHETO HA NANUEHTHTE, YAWTO NOCNEAHH 3 MECeyHH CepyMHH HHBR Ha
nuKoYHaTa KucemHa ca < 6,0 mg/di (357 pmoit). B nomsanarentoro ¢aza 3 npoyusane CONFIRMS,
32 XOSTO Pe3yNITATHTE Ca HATHYHY CNEA H3AABAHETO Ha pajpelieHnero 3a ynorpefa Ha debykcocTar,
ITEPBHYHATA KpaliHa TOYKA 32 €QHKACHOCT € 24712 NALUCHTH, NIPH KOHTO CEPYMHKHTE HUBA HA TMKOYHATA
Kucenusa ¢a <6,0 mg/dl npn nocaennoro nocemenue. [IaNeHTH ¢ OpraHHY HPHCALKH HE €A BKIIOYECHU
B TE3M NPOYYBAHUA (BXK.TOUKA 4.2).

APEX npoyusane : Aoy pyHOR 1 aueb0 KOHTPOANparo NpoyuBane 3a edukacHOCT Ha GebykcocTar
(The Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e daza 3,
PaHZOMH3UPARD, NBOWHO-CIANO, MyNTHUEHTPORO, 28-CEAMHURO NpOYyYBaHe. XWisna ceneMueceT u
nsaMa nanuenty (1 072) ca parpoMuzdpann: mnanebo (n=134), pebykcocrar 80 mg BeAHBK JHEBHO
(n=267), deGyrcoctat 120 mg Bennnbxk AHeBHO (n=269), pebyxcoctar 240 mg Beausxk AueeHo (n=134)
win anonypuHoa (300 mg BeAHLX qHEBHO [n=258] rpu malueHTH ¢ H3XOAEH CEPYMEH KD <1,5




u <2,0 mg/dl). isecra u gernpunecer mg deGykcocrar (2 MHTH HpenopbYBANATA Habti-BNCOKA K034) ca
H3TIONI3BAHH KATO 4032 3@ OlleHKa Ha 6e30NnacHoCTTA.

INpoyusaneTo APEX noka3pa CTaTUCTHUECKH 3HAYKMO IPERB3XOACTBO Ha JBETE PaMcHA Ha NeYeHue ¢
Pebykcocrar 80 mg Beaubxk FHEBHO U QebykcocTar 120 mg BenyLK NHEBHO cpewy PaMEHATA Ha
NEeYEHHe ¢ KOHBEHUHOHAJIHO H3MON3BaHuTe 03K anonypuHon 300 mg (n = 258) /100 mg (n = 10),
nmouuxapaixy SUA nox 6 mg/dl (357 pmolA) (ex. Tabnuoa 2 u ¢urypa 1),

FACT npoyusane: AnomypmHOR KOHTpONHpaHo mnpoyubase Ha debykcocrar (The Febuxostat
Allopurinol Controlled Trial) (FACT) e dasa 3, pannoMu3upaHo, ABOKHO-CASIIO, MY ITHIICHTPOBO, 52-
CeAMHYHO Apoy4Bane. CeneMcTOTHH M mectaecet (760) mauueHTH ca panroMusupann: helyxkcocrar
80 mg BenHbX HHEBHO (N=256), Ppebyxcocrar 120 mg Beznbxk AuesHo (n=251) umm anoypunon 300
mg BeOHBXK JHEBHO (n=253).

Mpoyusanero FACT 1noxa3sBa CTATUCTHUECKH 3HAYHMO NPEBB3X0OACTRO HA IBETE PAMEHA Ha JICUCHME ¢
pebyxcocrar 80 mg u delyxcocrar 120 mg BeAR®BK AHEBHO cpeufy PAMOTO HA JIEUEHHE C
KOHBCHIMOHAIHO WAMTONI3BAHATA 1034 ajtonyprHoa 300 mg, nonmwkasaliky u noggspxakixn sUA nozg 6
mg/dl (357umol/1).

Tabmua 2 obo0imapa pesynTaTuTe OT TEPBUYHATE KPRIHHH TOYKH 33 ePUKACHOCT:

Tabauua 2
JARA Ha nauygeHTNTE Che CepYMHY HMBA HA MAKOYHA KHceTHHa <6,0 mg/d] (<357 nmol/l)
Tlocaeaiu 3 MeceuHH BHINTH

debykcoctar | Oebyxcocrar ATOnypHHON
[lpoyuBane 80 mg 120 mg 300/
BEIHBX BEIHDBK 100 mg BeHbK
IJHEBHO IHEBHO IHEBHO |
APEX 48% * 65% * # 22%
(28 cepmuun) (n=262) (n=269} (n=268)
FACT 53%* 62%* 21%
(52 cenMULH) (n=253) (n=250) (n=251)
KoMOuunpasm 51%* 63%* # 22%
pe3yaTaTy (n=517) (n=519) (n=519)
} pesyartatuTe NpH Xopa, nonyyasau wik 100 mg sendsx gHesHo (n=10:
NalMeHTH ChC CepyMEH KpeartHHuH >1,5 u <2,0 mg/dl) umm 300 mg seausx
JHeBHO (n=509) ca ceOpauy 3a aHANM3HTE.
* p <0,001 cpeuty mronypunosn, # p < 0,001 cpenry 80 mg

Cnocobrocrra Ha pebykcocTar Aa MoOHMKABA COPYMHHTE HHBA H3 MMKOYHATA KMCEIHHA € Obp3a W
nocrosiHaa. [IOHWKEHRE Ha CEPYMHOTO KHBO HR DHKOYHATA KHcennHa 1o <6,0 mg/dl (357 umoll) e
oTOeNA3aHO Npy BU3MTaTa Ha CeaMmuna 2 ¥ e NOLIEPXAHO MO BpeMe Ha AioTo neueHue. CpeaHuTe
CEPYMHH HHBa Ha NHKOYHATa KMCe/INHA BbB BPEMETO [IPH BCAKA IPylid Ha JISHeHHE OT ABETE OCHOBHY
¢aza 3 npoyyBaHNs ca rokasaHu Ha Gurypa 1.
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®urypa 1 Cpensin cepyMHH HUBA HA NAKOYHA KHUCETHHA, B obeanHenn OCHOBHRA dasa 3

NPOyYBAHHHA
\

11

L

10

M

i
H

Iw

AnomyprHon

GebGyrcoctar 80 mg

S Debyrcobrar 120 mg

o 5 4 6 8 12 16 20 24 28 32 36 40 44 48 52

CpefiHa crainoct (SEM) Cpeano HMBO HA IMKOWHA
-hl

g 1

g 2.

o Qeobyxcocrar 240 mg

§ CenMHia

BL=w3x0nHa CTOHMOCT SEM=cTaHzapTHA rpeulxa Ha CPEIHATA CTOHHOCT

JaGenexka: 509 NaUBCHTH NOJTyYaBaT ajlomyprroit 300 mg BemELk qHeBHO; 10 MAMEHTH ChC CepyMeH
kpearugug >1,5 u 2,0 mg/dl nonyyasar gosa 100 mg BeAHBXK KHEBHO (10 nauuenTy oT 268 Npu
npoy4ranero APEX).

240 mg (ebyKcocTaT ca WINON3BAHH 38 OLEHK Ha 6e30MACHOCTTA Ha $ebyxcocTar npy JBa b Hal-
BHCOKaTa [IpenopbyBana 1033,

IIpoyusane CONFIRMS: npoyusanero CONFIRMS e haza 3, pAHZOMHM3MPAHO, KOHTPOIHPAHO, 26-
CEAMHYHEO TIPOYUBAHE 38 OLEHKA Ha BezonacHocTTa ¥ eHKacHOCTTa Ha debyxcocrar 40 mgu 80 mg B
cpaBHesme ¢ anomypuron 300 mg wir 200 mg npH NAUMEHTH C NOAArpa ¥ XUICDYPHRKCMUA. Hge
XWEINY IBecTa Wecraecer M HemeT (2269) manueHTa ca paHiOMH3HpaHu Ha. deGykcocrar 40 mg
BeIHBX NHEBHO (n=757), debyKcocrar 80 mg BeAHBK AHEBHO (N=756) KK ANOMYPHHO 300/200 mg
BenuEK qHEBHO (1=756). Hait-Masnko 65% OT naumeHTUTe ¢a ¢ JIEKO A0 yMEPLHO Op6pedHo yRpeKIaue
(¢ KpearnRuEoB KEpbHE 30-89 mi/min). [Ipo¢unakTiKaTa Ha NOAArpO3HY NPUCTHRIH © 3aMBIKHTENHS
110 BpeMe Ha 26-CenMUuTHIEE HepHOl.

TIAXBT MAHEHTH CHC CEPYMHM HEEA HA NUKOYHA KUCEIHHA < 6,0 mg/dl (357 umol/l} npu noCHERROTO
HOCelIeHHe € ChOTBETHO 45% 3a 40 mg (ebykcocrar, 67% 3a eGykcocrar 80 mg u 42% 3a
anynypuHon 300/200 mg.

ITvpeusrHa Kpaiina mouxa 8 n0OZPYNama KA Nayuenmu ¢ bvbpeuno yepeacdare

[Tpoyusanero APEX ouensra eduracHoctra pH 40 NaleHTy ¢ 656peuno YBpexXaane (T.e., N3XONHA
CTOHHOCT Ha cepyMes kpeatnnus > 1,5 mg/dl u < 2,0 mg/dl). [ipu xopa ¢ 6nbpeuno yspexkIaHe,
PAHIOMH3HPAHK HA AJOMYPUHO, OpeAcaHaTa 1032 € 100 mg seaunxK KHeBHO. DebyKCOCTAT NOCTHIA
MbPBHYHATA Kpalina Touka 32 edukacHoct npr 44% (80 mg BemHBK AHEBHO), 45% (120 mg BEIHEK
areBno) # 60% (240 mg BeAHDbK AHEBHO) OT NAUMEHTWTE, B CPABHEHHC © 0% npu TpynuTe Ha
aonrypuHos 100 mg BefHEK KACBHO K N1aLebo.

HaMma KIMHWYHO 3HAYAMK DAsIHKH B NPOLEHTHOTO HAMANEHHE HA CePYMHATa KOHUCHTPAIMi Ha
NVKOYHA KMCETUHA IPK 31PABH XOpa, HE3ABUCHMO OT TAXHata OhOpevsa ynxuus (58% s rpynara €
sopMania OrOpenra dyuxuns u 55% B rpynara ¢ TeKKa Grbpeuna MuehyHKIMSN).

AHanius Ha TAUeNTHTe ¢ nofarpa 1 GL6peuHo yBpeAnaHe, NPOCHCKTHBRO OUPENE/IeH B {IpOYHBaHeTO
CONFIRMS, okassa, ue eByxcocTar & CUrHUGUKaHTHO RO-epeKTHBEH 32 IOHHAKCHHAS HA CEPYMANTE
HUBA Ha MUKOYHATA Kucenmmuya 10 crolinocTy < 6 mg/dl B cpaprReHue C A0y PHEO
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IIpH MAlKEHTH ¢ MI0AArpa, KOMTO HMAT Jieko A0 yMepeHo O6rbpedro yapexaade (65% or npoyysaHuTe
NaLlneHTH).

Ivpsuuna xpatina mouxa 8 nodepynama na nayuermu ¢ sUA4 > 10 mg/dl

[Tpubmusrrenno 40% ot namertHre (0beaunenn or APEX u FACT) umar u3xonHa crotinoct sUA >
10 mg/dl. B rasy nonrpyna ¢pebykcocTar 10CTHIa ITbPBUYHATA KpaliHa TOUKa 33 €QHKACHOCT {CEPyMHN
HMBA Ha MUKO4HaTa KucenvwHa < 6 mg/dl npu wocnegunTe Tpu noceiuenna) npu 41% (80 mg BeaHbXK
JHEeRHO), 48% (120 mg senusx nuesno) 1 66% (240 mg BenHEBK AHERHO) OT NALUSHTHTE, B CPaBHEeHHe
¢ 9% B rpymnara Ha anonypunon 300 mg/100 mg Bequbx axeBro ® 0% B rpynata Ha miaue6o.

B mpoyusanerc CONFIRMS J4n1bT Ha NAaUHMERTHTe, KOWTO AOCTHTaT A0 ThbPBUYHATA KpaltHa ToYKa 33
e(PHKacHOCT (CepyMHH HHMBA HA MHKOMHATA kucendHa < 6 mg/d! npu nocnedHOTO moceiieHue) 3a
NAaIMEHTH ¢ HAYAIHH CCPYMHH HHBA Ha NUKOYHaTa kucenwna > 10 mg/di nexysanu ¢ debykcocrar 40
mg BEAHDX OHEBHO e 27% (66/249), ¢ dedykcocrar 80 mg Beansx AHesHO & 49% (125/254) n ¢
anornypuson 300 mg/200 mg sensex asesHOo € 31% (72/230),

Knunnunu pesyimamu: [[n Ha nayuenmume, HYOKOQEWU Ce OM REYEKUE HA NOOAZPO3IEH NPUCTILN
[Ipoyusane APEX! mpes 8-ceaMuuuis npopuNaxTHues nepuos, IO-roNAM Al JIMLA B rpynara,
nexkysaHa ¢ ¢ebyxcocrar 120 mg (36%) M3UCKBaT JedeHME HA MOAATPO3CH NPHCTHH CAPIMO
PpebSykcocrar 80 mg (28%), anomypunon 300 mg (23%) i mnanebo (20%). IIpucTHinTE Ce YBENNYABAT
Cliel NPOQUWITAKTHYHHUA IEPHOI N HOCTENEHHO HAMANSBAT ¢ BpeMeTo. Mexny 46% u 55% ot nuuara
HOMYYaBaT JIYCHUE 3a NI0AArpO3HATE NPUCTHIH OT § ceamuLia 4o 28 ceamuua. [Toaarpo3Hs IPHCTHIN
1Ipe3 mocneHuTe 4 CeOMHUIM OT Ipoy4BaHeTo (ceamutla 24-28) ce nabmonaear npu 15% (Ppebykcoctar
80, 120 mg), 14% (anomypuron 300 mg) 1 20 % (nnaue6o) ot nuuara.

IMpoyusane FACT: npes 8-ceaMuyHua npodunakryden NEPUON, TO-TONAM Ji/ JIALA B rpynara,
nexysada ¢ debykcocrar 120 mg (36%) HW3HCKBAT JIEUEHUE HA NOJArPO3CH MPHCTHII CAPAMO JBETE
rpynu nexyeadu ¢ ¢pedyxcoctar 80 mg (22%) 4 anonypuuon 300 mg (21%). Cnen 8-ceqmuuHus
NpoQUSAKTHYCH [TEPHOR, 4ECTOTAaTa HA NPHCTRIIM C¢ YRSINYABA ¥ CIEJ TOBA NOCTEITCHHO HAMAIABR ¢
speMeTo {(64% n 70% o1 MMUATa NONTYyYasarT JeYeHUE 33 NOJArPOIRHTE [PUCTHIH OT 8 Ko 52 cenMuua),
Tonarposuu NpUCTHNH fTIpe3 NOCHeHHTE 4 CEAMUIH OT NpoyyuBaneTo (cenMuun 49-52) ce nabmoaasar
nips 6-8% (pebyxcocrar 80 mg, 120 mg) u 11% (anonypuson 300 mg) ot AHLaTA,

HeJTsT Ha Xopara, Hy KIaely ¢e or nedyenue Ha nogarpoieH npuctsil (APEX u FACT npoyupauug) e
YMCIIEHO NMO-HUCKO B IPYITUTE, KOUTO CIEN HIXOIHOTO HWRO Ca JOCTUIHANIMA CPElHO HUBO HA YPATH B
cepyMa <6,0 mg/dl, <5,0 mg/dl win <4,0 mg/dl, cpasHeHu ¢ rpynara, KOATO Clied H3IXOXHOTO HHBO €
JOCTUYHAIA CPENHO HUBO Ha YPATH B cepyMa >6,0 mg/d]l npe3 nocnemayre 32 CEAMULIM OT NEPHOIA HA
neuenue (mureppanu Ceamuua 20 - Cexpmuna 24 no Cenmvuna 49 - 52).

ITo speme Ha npoyusaHero CONFIRMS, npoueHTsT NAUMEeHTH, KOUTO Ce HYKIAAT 0T JIeYSHUE Ha
NOnarpo3uK npHeTend (AeH 1 Ha Mecel] 6) e 31% u 23% choTBETHO 3a rpynuTe HA gedykcoctar 80 mg
n anomypuHOn. He ce mabmonasa pasznvka B A4 MDAUACHTH, KOHTO C€ HYXZAdr OT JICYEHHE Ha
NOZATPO3HY NPUCTENM B rpynute Ha ¢elykcocrar 80 mg w 40 mg.

vazocpount, omeoperu, pazuupeny NPOYHEans
[Mpoyusage EXCEL (C02-021): npoyusanmero EXCEL e Tpu-romuumiHo ¢aza 3, OTBOpEHO,
MHOTOLIGHTPOBO, PAaHIOMH3UPAHO, ANONYPUHON-KOHTPOIHPAHO, pasmIHpEeHO MNpoydysaHe 3a
£e30nacHOCT 3a MALMEHTH, KOUTO ¢4 3aBbpIlHnd ocRoBHETe (a3a 3 npoyusanua (APEX wnu FACT).
O6u10 ca exmogery 1086 nanuenty: Gebykcoctar 80 mg Beanbk AueBHO (N=649), dedykcoctar 120
mg BeJHbX JHeBHO (N=292) wimm anonypunon 300/100 mg seauwx aaesHo (n=1435). Oxomn0 69% ot
MALUEHTUTE HE M3MCKBAT MPOMEHH B JEUCHHMETO 3a NOCTHrade Ha KpaMHO CTabumHO [eveHue.
TlaueuTd ¢ 3 nMOCNENOBaTENAHM cepyMHM HMBAa HA NHKOWHara kucemuHa ~6,0 mg/dl ormapar.
CepyMHMTE BIBA HA ITMKOYHA KUCENUHA Ce MOATBPNAT BBB BpeMeTo (T.6. 91% u 93% ot nauueHTure
Ha Ha4yanHo JeyeHue cpoTBeTHO ¢ Pebyrcoctar 80 mg v 120 mg ca ¢vC CEpyMHH HUBA HA T
KHCEMHHA <6 mg/d} Ha 36 mMecen),
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TpUropHIMAHY JaHHN NI0KA3BAT HAMATMIBAHE HA YECTOTATA HA NOXATPO3HH IPHCTHIN KATO NO-MAIKO OT
4% oT NAMEHTHTE ¢a Ce HyKIACTU 0T ICHERHE Ha NpUCTEN (T.¢. nosede ot 96% or NAUeHTHTE He Ca
HMAJTH HYXKIa OT Ne4YeHHe Ha OpHCThN) npe3 Mecel 16-24 u Meceu 30-36.

46% u 38% ot naguenTHTE Ha Xpalino crabuiHo neteHue croTBeTHO ¢ dhebykcocrar 80 mnm 120 mg
BeIHLX JTHEBHO €A ¢ MMbIHO pa3HacAHe Ha [TbPRUYHA DUINATOPHA Toda 0T WAXOIHO HHUBO N0 KpayHOTO
NOCEILEHHUE.,

Hpoyuganero FOCUS (TMX-01-005) e 5-rogniuno, ¢ia3a 2, 0TBOPEeHO, MHOTOLIEHTPOBO, Pa3iinpeHo
npoyusaHe 3a $€30M1aCHOCT 3a NAlMEHTH, KOWTO Ca 3aRBPUIIM 4-CeAMUYHO NBOKHO-CNATIO A03UpaHe
Ha ¢elbykcocrar B npoyusaHerc TMX-00-004, Brmouenn ca 116 naiMeHTH, KOHTO IICAy4YaBar
HavanHo dpebyxcocrar 80 mg Beauwx JHeBHO. IIpu 62% OT NALMEHTHTE He Ce W3HCKBA KOPHIHPAHe Ha
003478 33 NOAABPKaHE Ha CEPYMHH HUBA HA IIMKOYHATA KHCenrHa <6 mg/dl, a npu 38% or naneHTNTe
Ce M3UCKBA KOPHMIUpaHe Ha K03aTa 3a JOCTHIaHe Ha cTa0uiHa KpaiiHa 1034,

JAITBT NALMEHTH CbC CCPYMHH HHBa Ha NUKOYHATa kxucenuna <6,0 mg/dt (357 umol/l) va nocnegnoro
moceerye € no-rojiaM or 80% (81 -100%) 3a Beaka or nosure GeGyrcocTar.

o Bpeme Ha (pasza 3 KIMHHYHM MPOYYBaHHA ¢a Hal/HonaBany JieKH OTKJOHEHNS fipy YepHoapoGHuTe
QyHKIMOHANHE TECTOBE [IpH HauMeHTH, Jnekypanu ¢ ¢elykcocrar (5,0%). Crenewure Ha
OTKNOHEHHATA ¢a MonoOHM Ha crenenwre, ChOOWEHM npH amonypudon (4,2%) (Bx. Touka 4.4).
[osumenu crofivoctu Ha TSH (>5,5 plU/ml) ca nabmoxasany npu nalimesTH Ha FBATOCPOHHO
JevyeHne ¢ Ppebykcocrar (5,5%) u mauueHTH H& amonypuuona (5,8%) npH ABATOCPOYHH OTBOPEHH
pasUIupeHN NPOyUBAHUA (BK. ToUka 4.4).

[locmmapremunzogu 8vAZ0CPOYHU NPOVYBAHUA
IIpoyysasero CARES € MHOTOUEHTPORO, PAaHAOMKUIHPAHO, ABOHHOCIANO HERHPEPHOPHO HAMUTBAHE,
KOETO CpaBHABa ChpASYHOCHAOBUTE pe3yaTaT npu febykcocTaT CNpAMO AJIOMYPHHON IPpH HALMEeHTH
C Tiojarpa ¥ aMaMHEe3a 34 3HAYMMM CHPIEUYHOCHAOBW 3a00NsBanug, BKIIOUHTETHC HHYAPKT Ha
MHOKapAd, XOCOHTAIH3auMs 1I0paqyl HecTabuiHa aHryHa, Npouexypa 10 KOPOHapHa H¥ MO3BYHA
peBacKyIapu3anysi, HHCYNT, XOCIUTAM3ALMS [10 [T0BOA TPAH3HTOPHA HCXEMHYHA araka, nepudepHo
CBA0BO 3a00MMBAaHE WM 3axapeH AWa0eT ¢ ZaHHM 32 MHKPOBAcKYJApHO WM MAKpOBACKYRAPHO
safonsasane, 3a socrurade Ha SUA nmox 6 mg/d), nozara fpeSykcocrar ce turpupa ot 40 mg o 80 mg
(He3aBHCHMO OT Obp0peunara QyHKIMA), 2 103aTa ANOMYPUHON C& THTpKpa Ha cThhku no 100 mg or
300 no 600 mg npy namenTd ¢ HopManHa OR6peuHa QyHkHUA unH GpOpevHo yBpekKnaHe B Neka
crened ¥ or 200 no 400 mg npu nasMeHTd ¢ 66pedHo yBpeKhaHe B YMePEeHa CTeneH.

[Tepeuunata kpakHa Touxa #a CARES e pemero 10 mepea nossa Ha MACE, ¢scraBHa 0T HediatasieH
HHAPKT Ha MUOKapAa, HedaralkeH MHCYAT, CHPIASUHOCHAOBA CMBPT WK HeCTabMiHa aurvHa Cbe
CHEUIHA KOPOHAapHa PERaCKy Iapw3alis.

Kpalinvure TOUKH (ITRPBUYHM K BTOPHYHH) ce anamusupar cnopen ITT (intention to treat, ¢ HaMepenue
3a JIUCHME) aHAIN3, KOHTO BKIFOUBA BCHYKH Y4aCTHHLH, KOWTO Ca PAHIOMU3MPAHH M [TOMYUABAT [IOHE
eJIHa. 1034 OT JBOHHO-CIIANOTO HIMUTBAHO JIEYEHHE.

O6wo 56,6% OT HatueHTHTe NPEYCTAHOBABAT M3NMTBAHOTO JICHEHHE NPEXACBPEMEHHO K 45% ot
NauMeHTHTE He 3a8bPUIBAT BCUYKY BU3HTH OT H3TUTBAHETO.

O6ui0 6 190 naneHTy ¢a NPOCHSACHH ¢ MeHaHa OT 32 Mecela, a MeIanaTa Ha PO BIDKHTEIHOCTTa
Ha eKCTIO3MUMATA € 728 AHH 3a nauneHTHTe B rpynata Ha gedykcoctat (n=3098) u 719 nHu B rpynara
Ha atonypruHon (n=3092). Ilvpprunara MACE kpalina Todka BB3HHKB& CHC CXOJHA YECTOTA B
rpynure, jexkysany ¢ pebykcocrar U anonypuHon (crorsetdo 10,8% cnpamo 10,4% or nauyneHTHre;
HR 1,03; neyctpanno nosroper 953% CI 0,89-1,21).

[Tpu ananu3 wa orfenuure KoMnoneHTH Ha MACE, uecTora Ha ¢bpAeuyHOCHIOBA CMBPTHOCT € 1O-
BUCOKA NpH QedykcocTar cnpamo anonypunon (4,3% crpamo 3,2% or nagwrerrure; HR 1,34; 95% Cl
1,03-1,73). Yecrorara Ha apyrure MACE ¢u6utHa € cxonga B rpynuTe Ha GefyKkcocTaT i anolypuson
— He(aranen HHcpapm HA MHOKapaa (3 6% crpamo 3, 8% oT naunemme HR 0,93, 95% C10,7
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0,59-1,26). MecroraTa Ha 0011a CMEPTHOCT CBIIO € TO-BHCOKA TIPH pebykcocTaT CHPAMO &R0y PHHON
(7,8% cnpsamo 6,4% OT NALMECHTHTE; HR 1,22: 95% CI 1,01-1,47), xoeTo ¢e ABJDKH OCHOBHO HA 10-
BHCOKATA YeCTOTa Ha CHPACYHOCHA0BATE CMEPTHOCT B Ta3U IPyna (B%. Touka 4.4).

UeCTOTATA HA MOTEBPACRA XOCTHTANM3ALMA NOpamu ChPHEYHA HEAOCTATHYHOCT, XOCTIHTAIA3ALHA
Nopajy APUTMHH, KOWTO He Ca CBbP3AHA C HCXEMHM, cpbuTys Ha BeHO3Ha TpoMOeMOoaus M
XOCHHTATN3ANMS TOPAIH TPAHIUTOPHH HCXEMHTHH 4TaKK €2 CPaBHAMH 34 dedyxcocrar 1 10y pHHOIL.

Ipoyusanero FAST ¢ NpocneKTHEBHO, PAHNOMH3UPAHO, OTBOPEHO, ChC 3aciaenieHa kpaifma TOYKa,
CpaBHABAILO Npoduna Ha Ge30MaCHOCT N0 OTHOLISHHE Ha CHPACTHOCHA0BATE cucTeMa Ha QebyKcocTaT
CIPAMO RMTONYPHHON NIPH NalUMEHTH ¢ XPOHWIHA XUIEPY PUKEMIA (KOTATO BeYe € HaCTHIINIO OTHAraHe
Ha ypaTH) ¥ CHPAEYHOCHIOBH PUCKOBH axropH (7.¢. naukeHTH Ha 60 rOXHHK HAM NO-BB3PACTHA U C
JIOHe eIVH CHPASMHOCHAOB pHCckoB Gaxrop). [lomxomammre HAUMCHTH C2 HOTYHHIW neyeHye ¢
ATIOIYPHHO MPEXH PAHIOMH3AUHSTA ¥ TIPU HEOOXOUMOCT ¢a HaNpaBeHH KOPCKIIH B xo3ara, cnopen
KIHHMYHAaTa Hpeuenka, npenopbute Ha EULAR # ozo0penaTa nosyposxa. B xpas Ha BpBEXAaaTa
¢aza HAIMEHTHTE, NPUEMAIIN ATOITY PHHOI C HHBO Ha sUA or <0,36 mmol/l (<6 mg/dl) nan npaemMaiiy
MAKCHMATHATA TIOHOCHMA HiH MaKCHMATHATA pa3pelleHd Jo3a ajlorypuHON Ca paHNOMHU3MpaHH B
cpoTHOEHAe 1:1 Ha Jeyenme ¢ (PebyKcocTaT WIM aloMypHHON. IIspBUYHATA KpaliHa TOZK2 Ha
npoyusaneto FAST e BpeMeTo JO IMBPBATA NOABA Ha KOCTO M Jia © cnuTHe, BXITIOUEHO B ChCTABHATA
kpalina Touka no Antiplatelet Trialists® Collaboration (APTC), x0sT0 BK/HOYBA: 1) XOCHMTATM3ALMA 32
sedaTaned HHGAPKT HA MUOKAPAA/OCTHP KOPOHAPESH CUBIPOM C NONGKUTENHH Guomapxepu (OKC); 1i)
Hedaraned VHCYITT; iii) CMbPT NOPaaH CHPACHHOCHA0BO crbuTHe. ITHpBUMHUAT aHAMN3 C€ OCHOBABA HA
nomxona va iegenne. Karo mswio 6 128 naumeHTH ca paHIOMH3HPany, 3063 na gebykcoctar 1 3065 na
asonmypuuos. [Ipy ITPBUYHAS AHANM3 CHOPEX NOAXONA HA NEHCHUE, defykcocTar e HemHbepropen
CHPAMO 27IOYPUHON N0 OTHOMIEHHE Ha Y€CTOTATA HA [TEPBAHATA KpaiiHa TO%Ka, KOATO € HAaCThIHIa
npu 172 naumentr (1,72/100 DaumenTOTONMHM) HA hebyxcocTar B cpaBHeHue ¢ 241 maunesTH
(2,05/100 nauueNTOroa¥HM) Ha AJIONMyPUHON, ¢ KOpUrHpaH HR 0,85 (95% CL: 0,70, 1,03), p<0,001.
AHAI®3BT CHOPE] NOIXO0NA Ha NIEYSHHe [0 OTHOEHNE HA NMEPBUYHATA Kpaiida TOUka B HoIrpynaTa
nanFeHTH ¢ AHAMHe3a 3a Mu(apkT Ha Muokapsa, HHCYNT Wi OKC He nokassa 3HAUNMA pasiika
MesKIy JIBETe TPYIH Ha jederue: 65 (9,5%) NalvenTH ca ohe chGUTHA B rpynara Ha Gedykcoctar H 83
(11,8%) mauneHTy ca ChC CHOMTHS B IPyNaTa HA ATONYPHHON, KOPHTHPAH HR 1,02 (95% CI: 0,74-
1,42); p=0,202.

Tewenuero ¢ heSyKCOCTAT He € CBEP3aHO C YBEHYaBaNe Ha CMBPTHOCTTA HOpdiH CLPIEUHOCHAOBH
NMPYYMEY WIK CMBPT IO BCAKKBH IPHYMHH, KATO IS0 WK B [IOATPYNIATa NAlieHTH C aHAMHe3a 32
HMH(APKT HA MUOKapRa, HHCYTIT HITH OKC Ha w3xonHoTo HEEo. KaTo 110 ce Habmonapar no-Majko
CMBPTHH CIIy4aH B Fpynata ¢ (edykcocrar (62 CMBPTHH CIIy9ad Y0 ChPACHOCHAOBH NPHIHAN H 108
CMBTHY CITydas TI0 BCAKAKBH MPHYHHK), OTKOJKOTO B rpynaTa C aNoly puton (82 cMBpTHY Cliydad o
CHPACYHOCHIOBH NIPUYUHE U 174 cCMBPTHY CTytadt 1O BCAKAKBU IPHYUHA).

Habnronasa ce [1o-rogaMo HaMaJeHNe B HUBATa Ha MUKOYHATE KHCEINHA NPH NEHCHUE € defykeocTaT
B CDABHEHHE C NEYESHHETO C ANOMYPUHOL.

5.2  (DapMaKOKXRHETHYHH CBONCTBa

[p# 3zpasy X0pa, MAKCHMATHUTE NIA3MEEH KOHICHTpalHn (Cinex) ¥ TUIOLITA O KPUBATA IVIASMCHA
xonuenTpamma/speMe (AUC) Ha ¢ebyxcocrar ce yRenuuapar {IPONOPHHOHANHO Ha J03aTa Clex
eJHOKPATHO ¥ MHOIOKPATHO IIPHIaraHe Ha 10 mg o 120 mg. Ilpu 2034 MEXIY 120 mg 1 300 mg, ce
HaGM0MaRsa No-rOAMO OT NMPONOPLMOHAIHO Ha J034Ta YBEAHHCHHE Ha AUC Ha ¢ebykcocrat. Hiama
KyMyJHpase, KOeTo MOXe 1a Ohle OLeHEHO, TIDH NpHUIarane Ha R03M Ot 10 mg no 240 mg neexn 24
gaca, PebyKcoCTaT HMa NPUBHACH CPEACH TEPMHUHANEH eNUMAHAINOHEH MOy KMBOT (1) OKOJO S 11O
8 yaca.

[Tonynauuoris GapMakoKHHeTUUHI/ GapMakoLiHAMHHY aHATIN3H €2 nposefeHy pH 21 1 nauuenTy
C XHMEpypUKEMHS H Tonarpa, NeKyBaHH C debykcocrar 40-240 mg BEAHBXK AHEBHO. Karo usno,
$apMaKOKMHETHIHNATE TapaMeTpH Ha (PebyKcOCTaT, OLCHERH pe3 Te3U aHaJIH3H CHOT
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NONYYEHH IMpU 3KpaBd X0pa, KOETO mnokas3Ba, 4e 3ApaBMTe XOpa ¢a HNpPENCTABWTENIHN 132
dapMmakoxkrHETHMHA/ (PapMaKOIUHAMHYHA ONCHKA NIPH [TOMyNANHATA NALHENTH C NoJarpa.

Abcopbyus

OeGykcocTat ce abcopdupa 6p30 (tmex 1,0-1,5 h) 1 nobpe (Hati-manxo 84%). Cnea eanoxkpaTHO KX
MHOTOKpaTHO Nepopanso npusiarade Ha 80 u 120 mg eauH mbT AHEBHO, Cuax © CBHOTBETHO
npubnu3urenno 2,8-3,2 ug/m! u 5,0-5,3 pg/mi. AGcomorHara 6uoHanNHIHOCT HA TabneTHaTa opMa Ha
pebGyKcocTar He & IPOYUEeHa.

Ciien MHOTOKPATHO NIEPOPANHO Npuiarake Ha 80 mg eMH BT JHEBHO MK eIHOKPATHO NPHIaraHe Ha
120 mg ¢ xpaua, forara Ha Ma3HHHH, #M2 49% u 38% nonmwkerne Ha Crax ¥ CHOTBETHO 18% u 16%
namanssane ga AUC. O6ade, nipy u3cnenpane (MHOTOKpaTHO Npyinarade Ha 80 mg) He ¢ wabmonasana
KITHAKXIHO 3HAYHMa NPOMIHA B NPOLEHTHOTO HAMAICHHE HA CEpyMHaTa KOHLEHTpalld Ha IMUKOYHa
kucetna. CrenosaTeno, GebyKCOCTaT MOXKE [a Ce [TpHeMa HE3aBHCHMO 0T XpaHaTa.

Pasnpedenenue

NpuBuouusT ofeM Ha pasnpeneiesue B craumoHapHo cecroshme (Vss/F) Ha ¢ebykcocrar e B
nuanason or 29 mo 75 | cmex mepopanuu aozu ot 10-300 mg. Cesp3sanero Ha Pefykcoctar ¢
[UIA3MEHUTE NIPOTECHAH & NpHOu3uTenHo 99,2%, (rnapuo ¢ aJIGyMHH) ¥ € NOCTOSHHO B NAANA30HA HA
KOHUEHTpanuATa, nocTuraata ¢ nos3u or 80 1 120 mg. Cebp3BaHeTo ¢ NNASMCHWTE MPOTEHHW Ha
axTHBHETE MeTabONKTY e B nHanasoH ot 82% no 91%.

Buompancopmayus

QeGyxcocTaT ce MeTaboiMIupa eKCTEH3MBHO upe3 KOHIOraudA ypes YpBAHH Iucocdar
rnoKyporoswTpanctepa3tara (UDPGT) eH3uMHa CHCTEMa H OKCHAMpane ype3 LUTOXPOM P450
(CYP) cucremara, YcrasopeHn ca YeTupy GapMakosoriiHo akTHBHH XMAPOKCH MeTabosnTa, TpH OT
KOHTO Ce HaMHPAT B IUIA3MAaTa [P XOpa. [ vitro Npoy4YBaHus ¢ YOBEINKH YEPHOAPOOHH MUKDO3OMH
IIOKa3BAT, e Te3W OKCHUIATHBHH MeTaGonuth ca obpasysar riasHo or CYPLAL, CYP1A2, CYP2C8
mwin CYP2C9, a dpeSykcocrar rmoxyposns ce obpasyra rmasHo or UGT 1A1, 1A8 u 1A9.

Entimunupane

debykcocTar ce ensMUBHpa No yepHoapoGer u Gnbpeyen mepr. Cren 80 mg nepopastHa fo3a 14C-
Genazan pebyxcocrat, npubnusuresnso 49% O Zo3aTa ce PH3CTAHOBSBA B yPHUHATA KaTO: HENPOMEHER
debykcoctar (3%), auMn CAIOKYPORHZBLT Ha akTHBROTO BewecTBO (30%), HEroBHTe H3BECTHU
oxcHaaTHRAN MeTabosuTa ¥ Texante xontorard (13%) n apyru HensecTan Merabonuty (3%). Karo
JIOITBLIHEBKE KBM YPHHADHATA eKCKpenws, npubnmsurentHo 45% or 103aTa e Bb3CTAHOBABA BbB
dereca kato: menpomener deSykcocrar (12%), atjan IOKYPOHIILT Ha AKTHBHOTO Bewectso (1%),
HEFOBHT® H3BECTHW OKCHIATUBHH META0OMMTH M TEXHWTE KOHIOratH (25%) ¥ APYyrH HEH3RECTHH
Metabonury (7%,).

Bvlpeuno yapecoate

Crnel MHOTOKPATHO HepopaiHo npwiarade Ha 80 mg ¢pe0yKcocTar npH NalMEeHTH ¢ JIEKO, yMEPEHO W
TeXKA CTeNeH Ha Op0pevHo yBpexaase, Come HA GeOYKCOCTAT HE C& DPOMEHN B CPABHEHHE C XOpa ¢
HopManHa 650pegna dynkuns. Cpentara obimia AUC Ha debyxcocTar ce ysenuyasa npubRu3HTeNHo
1,8-kpato or 7,5 pg-h/ml B rpynara ¢ HopManna GuOpeuna dysxims o 13,2 pg.h/ml » rpynara c
Texko HapynieHa On0peuna QyHxumd. Cmax B AUC Ha akTusHuTe MeTalomurH ce yBenuyasa
CHOTBETHO 2- ¥ 4-kparHo. HesaBucyMo OT TOBA, He € HeoOXomuMo ajzanTHpaHe Ha N03aTa Mpu
NIAUHEHTH ¢ JIeKC iR YMepeHo 610peuHo yBpeXaaHe.

Yeprodpobno yspedicoane
Crnesi MHOrOKPATHO MEpOpanHu npuiaarane Ha 80 mg gebyxcoctar npu mamwenTd ¢ Jexo (Child-Pugh
xac A) v ymepedo (Child-Pugh xnac B) yepsonpoGuo yBpexpane, Cma #f AUC Ha pebykcocrar 1
HA HETOBMTE METABOIUTH He & MPOMEHST 3HAYMMO, B CpaBHEHHE ¢ XOpa ¢ HOpMAJBa YepHOAPoOHa

Pugh K.rra;: C).




Bwspacm

He ca nabmonaranu 3uaunmu npoMend B AUC Ha peQyKcocTaT WiiH Ha HEFOBUTE meTaboauTH ciieq
MHOTOKPATHO TIEPOPANHO Tpunarae Ha defyxcocTat UK X0pa B CTapHecka Bb3PACT, B CPABHEHUC C
NO-MI3nH 3IPABH XOPa.

{Ion

(e[l MEOTOXPATHO NEpOPANHO mpunaraqe Ha GeBykcocTar, Cumax K AUC ca cporeeTHO 24% ¥ 12% no-
BHCOKH TIDH KEHH, OTKONKOTO npu Mbxke. O0age, KOPUTHPAHUTE COPAMO TOTIIOTO Cmax 1 AUC ca
nonoGHY TipH aBara nona. He e reobxofsMo afanTapane Ha A03aTd B53 OCHOBA Ha NONA.

5.3  HpeaxnHHHYHE JaHHH 33 6e30naCHOCT

EdekTd MpH HEKIMATYEATE IPOYYRAHHSA ce Hal/0AaBaT IABHO TPH SKCIIOIHIHM, KOUTO HANBUINABAT
MaKCHMaNTHATa eXCTIO3HINA NPU XOop4.

DapMakOKMHETHYHO MOZETMpaHe M CHMyJauua HAa JAHHA OT IUTBXORE Ipelronarar, e npH
eNHOBPEMEHHO MpHAOXKeHue ¢ (peOykcocTaT, KIMHWHMHATA 1032 Ha MEPKANTONYPHH/a3aTHOTIPHH
Tpa6ra fa ce Hamats 2o 20% MY No-Manko Ot MPEAXOAHATA NpEATMCcaHa 1033, 3a Aa ¢C n30eryHar
BE3MOKHH XeMaTONOrMsHN edexTi (8. Touka 4.5 # 5.3).

Kapyunozenesa, Mymazenesaq u yepexcoane Ha gepmunumema

IIpy MBKKM IUTHXOBE CTRTHCTHYECKH 3HAYMMO YBENMHUCHHE HA TyMOPHTC Ha MUKOTHUA MEXYD
(npexoAHOKNeThYEH NAMIIOM B KAPUMHOM) € YCTAHOBEHO CaMO BbB BPB3KA ¢ KCAHTHHOBY KaMbHH B
YpYNaTa H4 BHCOKM JO3M, NpHOMM3uTenHo 11 nwTR SKCROMIMTA TIPH XOpa. Hama 3HaUMMO
yBETHYEHHE Ha APYT T TYMOD HUTO YIPH MBIKKHTE, HATO NIPH KCHCKATS MULIKHA Wi MUTHXOBE. Te3M
HAXONKH C& CYMTAT 3a TIOCNECTBHE OT BHAOBC CREUMPUYRHUA IyPUHOB MeTabonmuIseM M ChCTaBa Ha
ypHHATa, ¥ €3 3HAUCHHUE 33 KTHHHYHATA yrorpeda.

Cragaapred HaGOp OT TeCTOBE 33 FeHOTOKCHYHOCT HE [TOKA3RA GHOSOTHYHO CBBP3AHA TeHOTOKCHYHH
edexT Ha GedyKCOCTAT.

VeraHoBeHo €, ¥e TepopanHu 103 o 48 mg/kg/nnesHo (eOyKCOCTAT HAMET ehexT BLPXY
GepTIINTETA Y PENPOTYKTUBHATA ASHHOCT HA MEXKHA H IKEHCKH ILTBXOBE.

Hsva nansd 38 yBpedes QepTRINTET, TepaToreHHy eQekTs Wil yBpexnaHe Ha deryca, IbIKAUH oS
Ha eSykcoctar. [lpy BHCOKM 103K € HaOMIONABaHA TOKCHIHOCT NPH Malikara, MpPUApYyxKeHa OF
HAMATeHHE Ha HHIEKca Ha or6uBane W 3a6aBEeHO PAa3BUTHE HA TOKONEHMETO IPH INIHXOBE NPH
npubmsuTendo 4,3 WHTH SKCIO3WIMATA fIPH XOpa. TepaTONOrUdHH IPOYYBAHHA, NPOBEACHU MPH
GpeMeHuH ILTPXOBE, NP1 NPHOH3ATENRO 4,3 MHTH EKCNOIWIMATA PH XOpa H OpeMenny 3afiun Npw
ripubU3uTeNHO 13 METH EKCIO3HUMATa IPH XOPA He TIOKA3BAT TEPaTOTeHHH edexTH,

6. GAPMAHEBRTHYHH JAHHHU
6.1 Crachik HR NOMOIIHNHTE BEINECTBA

Aopo na mabremxama.
MuxpOoKkpucTaIHa LEeTy103a

Manuton E421
XUIPOKCUIIPOTLITLISNY 1032
Kpockapmenosa HaTpuh

Maruesues creapar

Hatpres naypuicyndat

Cunuuves IMOKCHI, KONOHASH 6e3B0neH
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Sunmoso noxpumue.
TonusuHANOB ankoxon (E1203)
Turanos auoxeun (E171)
Maxkporos

Tamx (E553b)

Aoar xenezen okens (E172)
HepseH xenesen oxeun (E172)
6.2 HechbBMECTUMOCTH
HenpuioxuMo

6.3 Cpok na rogHocT

36 Mecena 3a NPOIYKT OMaKosaH B ANyMHHHBI/A TyMUHUE OIUCTEpH.
30 mecena 3a npoaykr oitakosad B PVC/PE/PVDC 6mucrepu.

6.4 CnennajiHu yc/IOBUS HA ChXpanenue

To3u NekapcTBeH MPORYKT HE UIUCKRA CHECIMAIHH YCIOBHA 32 ChXPAHCHNE.

6.5 Bun ¥ ChabpRAHNE HE ORAKOBKATA

Anymuduit/ Anymunait win PVC/PE/PVDC Ginerepu.

Ipennara ce B onakoBxu ot 10, 14, 28, 30, 42, 56, 84 n 98 pumnpaun TabreTKu.
He nCHYKH BHAOBE ONAKOBKM MOrar Aa §BAAT MYCHATH B NIpofaxsa.

6.6 Crenuajuyu npeINasHu MEPKH IIPH HIXBLPAAHE

HaMa CNEUUanay H3HCKBAHUA.

7. NIPUTEXATEJ HA PASPEIHTEHUETO 3A YIIOTPEBA

PHARMASCIENCE INTERNATIONAL LIMITED
Lampousas 1

1095 Nicosia

Kunbsp

8. HOMEP(A) HA PASPEINEHUETO 3A YIIOTPEBA
Perucrpaummonen Ne 20180150

9. TATA HA ITHPBO PABPEIIABAHEMOAROBABAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA

Nata Ha nspBO paspenasane: 21 oxu 2018

10. JATA HA AKTYAJIUIUPAHE HA TEKCTA
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