ITPHJIOXKEHME 1
KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



WINLITHUTENHA ATEHUNA NO NEXAPCTBATA
™ HE NpOgyxma  Mpuscierue 1

1. HUME HA JJEKAPCTBEHHUS ITPONYKT |Paspewere

Anapa 120 mg punmupanu rabnerkn
Adara 120 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CBHCTAB
Beska Tabnetka cxanpxa 120 mg pebykcoctar (febuxostat).

TToMOIIHO BelecTBO ¢ H3BECTHO AelcTHe:
Besixa TaGnetka combpxa 114,75 mg naxrosa.

3a ITEJIHHSA CITHCHK HA TIOMOUIHHUTE BElleCTBA BHXTe TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

DH/IMHpaHa CBETJIOKBIITA TableTka (Tabnerka), | - .
CBeTNOXBATH A0 XBITH IPOITBITOBATH bummupann Tabnerxy, ¢ AenuTenHa uepTa OT €/[HATE CTPaHa.

- HenuTenHara yepra € caMO 3a yAecHABAHE HA CUYMBAHETO C L) NO-IIECHO I'BJITAHE, 8 He 3a pasAeisHe Ha
PaBHH LJO3H.

4, KJIHMHUYHU JAHHH

41 TepaneBTHuHE DOKA3ARHA +
Anapa € noka3aH 3a JiedeHHe Ha XPOHHTHA XHNIEDYPHKEMHS NP CHCTOSHUSA, TIPH KOMTO BEYE € HACTBITHIIO

OT/IaraHe Ha YpaTH (BKMOYHTENIHO AHAMHE3a HITH HATMYHe Ha TOOH H/HIH NOARrpo3eH apTPHT).

ARgpa € NOKa3aH 38 [IPEBEHLUSA H JIEYEHHE HA XUNEPYPHKEMHS TPH Bb3PACTHH MAaUHEHTH, IIOLTOXKEHH HA
XHMHOTCPAIUA Ha XCMaTONIOTHYHH 3710Ka9eCTRCHH 3a60NsBAHKA C YMEPEH [0 BUCOK PHCK OT TYMOD-JIH3HC

cunapoM (TJIC).
AJlapa e nokasaH npH Bﬁp_&&ﬂﬂ.
4.2 /A03HpOBKA A HAYAH HA NPHIOKEHHE

Tloparpa: npenopeybaHaTa 1032 Azfapa € 80 mg eMH NbT AHEBHO, HE3ABUCHMO OT XpaHara. AKO
HKOYHATa KHCEIHHA B cepyMa e > 6 mg/dl (357 umol/) cnen 2-4 ceqmuum, Moxce a8 ce O6MHCTH
npunaraseTo Oebycran 120 mg eaMH mbT AHEBHO.

Azapa feftCTBa IOCTATHYHO GBP30, KOETO M03BO/IABA TOBTOPHO H3C/AEABAHE HA MUKOYHATA KHCETHHA B
cepyma cien 2 ceaMHIH. TepanesTHYHATa LIeJ € 18 Ce MOHIKH H MOUThPKA MHKOYHATA KHCETHHE B

- cepyma roa 6 mg/dl (357 pmol/l).
Ilpenopbiba ce Hal-Manko 6 Mecena npodHIaKTHKE Ha NOAATPO3EH TIPHCTH _(Bx-:. TOuKa 4.4),

Tymop-nusuc cuuapam NpenopbUKTENIHATA NepopanHa Xo3a Azapa ¢ 120 mg eavH nhT AHEBRO,.
HE3aBHCHMO OT XpaHaTa.




[Ipanoxenueto Ha Azapa TpsGsa Aa 3ano4ne 1Ba AHA IPEAH HAHANIOTO HA HTOTOKCHYHATA TEPaNHA | a
MPORBIDKH MUHEMYM 7 IHHH; BHIPEKH Y€ NIEYCHHETO MOXe fa Gbe YABJDKEHO A0 9 AHU B 3aBHCHMOCT OT
NPOABIDKUTETHOCTTA HA XHMHOTEPANHATA H CIIOPeN KIXHUYHATA NpeLeHKa.,

Xopa e cmapuecxa mpacm
He ce Hanara afanTipase Ha no3ata TIpH NO-BH3PACTHH XOpa (BX. TOHKa 5.2).

Yepnoopobro yepesxcdane .
EduxacHocTTa M 6e30nacHOCTTA Ha (ebykcocTar npu nanueHTH ¢ TeRKO uepHoxpobHO yBpexaaHe
(Child Pugh Class C) re ca npoyupany.

[lomarpa: npenopruntermiaTa qosa TIPH NAUHEHTH C IEKO 4epHOAPOOHO yBpexaane e 80 mg. Hma -
orpaHH4YeHa HHpOPMaLHA NPH MALHEHTH C YMEPEHO UepHOAPOOHO yBpexaaHe.

Tymop MH3HC-CHHAPOM: B OCHOBHO W3NMHTBaHE (FLORENCE) ¢hasa 3, caM0 yuacTHHIUTe ¢ Texxka
YepHOAPOOHA HEAOCTATLYHOCT Ca H3KITIOYEHH OT YHaCTHE B H3nuTBaHeTo. He ce H3uckBa afanTHpane Ha
fl03aTa NpH BKIFOYEHATE NAUMEHTH B3 OCHOBA HA YepHOApoGHAaTa byHKIHA.

ITeduampuuna nonynayus | -
Be3onacHoCTTa H eDHKACHOCTTA Ha Anapa npu genta mox 18-rogumza BPB3PACT HE e JOKa3aHa,
Hsma Hanuunu nanuy,

Hauuy Ha npunoxenne

IlepopanHo npunoxenue.
Anapa Tps6Ba la ce pUEMa IIpe3 YCTATA M MOXE 118 Ce npHema CbC HiIH 6e3 xpaHa.

4.3 IlpormBonoxazamns

CBPBXUYBCTBHTE/IHOCT KbM AKTHBHOTO BEILIECTRO, HITH KbM HAKO® OT NOMOLIHHTE BEIIECTBA, H3GPOEHH B
TouKa 6.1 (BX. cBIIO TOUKA 4.8),

44 Cunenuanun npenynpe:meaﬁa H NpeanasHu MepKH npn ynotpeba

Cypoevno-cvdosu saborssanun

. Jevenue na xponuuna xunepypuxemusn ‘

Ipu naigeRTH C NpeaIIecTBALTH CEPHO3IHY CbPACYHOCHAOBH 3a00ABaHHA (HaNp. HHdapKT Ha
MHOKApZA, HHCYJIT H/B HeCTaOHIIHA CTEHOKAP/HA), 10 BpeMe Ha pa3pabOTBAHETO Ha NPOAYKTA U B
CAHO NIPOY4BAaHE CeR paspemasaHe 3a ynotpeba (CARES), e Habmonasan mo-roiam 6potit netanun
CBbPACIHOCBAOBH CEOHTHA NMpH GeGYKCOCTaT B CPABHEHHE C &IIOITYPHHOJL. :

Bobnpexu ToBa, B MOCAEABALLO MPOYYBaHE Ciien paspeiasane 3a ynorpeba (FAST), de6ykcocrar ce
ABABA HEHHOEPHOPEH CIIPAMO ANTONMYPHHON MO OTHOLLIEHHE Ha YeCTOTATA KAKTO Ha JICTAHH, TaKa H Ha
HEJICTATHH CHPACYHO-CBROBH CHOHTHS. |

JleuenueTo npH Ta3yu rpyna nauKeHTH TpaGra aa ce H3BBpLIBR BHHMATENHO H Te TpAGBa Ja ce

HabmozaBar peaoBHO. | |
3a noseye ToAPoSHOCTH OTHOCHO 6€30MacHOCTTA N0 OTHOWICHHE Ha ChpPAEYHOCHAOB

debykcocrar BrxTe TOUKa 4.8 H TOYKa 5. 1.

Ilpesenyus u nevenue na x:mep}puxe,mm NP nayuermu ¢ pucx om TJIC



I1auneHTHTE, KOHTO Ca NOMIOKEHH Ha XHMHUOTEPAIIHA HA XEMATONOrHYHH 3OKAYECTEEHR 3200/ 9BRHHS U
ce exysar ¢ OebycTan, TpAGBa Aa ca NOA ChPACHEH MOHHTODHHT, KaKTO € KJIMHHYHO [OKA3aHo.

Anrepzus xom sexapemeenus npodyim/cepuxuyscmeumennocm

I1pH MOCTMAPKETUHIOBHSA ONUT PAAKO Ca AOKJANBAHH CEPHO3HH aJIEPriYHH peakUy/peakiuy Ha
CBPBXHYBCTBATE/IHOCT, BK/IIOYHTENHO XHBOTO3ACTPALIABALIIUTE CHHAPOM Ha Stevens-Johnson, Tokcuyna
CHHACPMAIHA HEKPONH3A H OCTPA aHA(HIAKTHYHA peakuua/oK. B moeeueTo C/IY4aH Te3H peakiHH
BB3HHKBAT 1O BPEME HA ITBPBHA MeCell OT JIeYeHHeTO ¢ defykcocTar. Hsxou, HO He BCHYKH OT Tesn
HalHeHTH, ca cho0LMIH 38 666peano yepexaane w/nmm NpEeAMIECTBAINA CBPEXIYBCTBHTEIHOCT KbM
anonypHon. CepHOSHHTE PeaKLHH Ha CBYLXHYBCTBHTENHOCT, BRIIOYHTENTHO JICKAPCTBEHA PeaKLHs ¢
€03HHO(PIITHA H CHCTEMHH CHUMITTOMHE (DRESS), ce cBbp3BaT B HAKOH ClIyuan ¢ BHCOKE TEMIIEPAaTypa,
XEMATONIOTHYHO, 6B0pedHo H uepHOAPO6HO 3acarane. [TauueRTHTe TpAGBa 1a 6baaT HHGOPMUpanH 38
NPH3HALKTE H CHMITOMHTE H Jla ¢ HaGIIONABAT BHUMATE/IHO 38 CHMITTOMH Ha aNIepPrHYHK
PeaKUWH/PeakIMy Ha CBPEXTYBCTBUTENHOCT (BX. TOUKA 4.8). Jleuenuero ¢ peGykcocTar Tpa6Ba neHara
na Gbje CnpsHO, KO BE3HHKHAT CCPHO3HH ANCPIHYHH PEaKIHH/PEaKIHH Ha CBPBXYYBCTBHTEIHOCT,
BKIIOTHTENHO CHHAPOM Ha Stevens-Johnson, Ts# kato panHOTO peKpaTABaHe € CBbp3aHo ¢ No-#06pa
MPOrHO3a. AKO MALHEHT e PA3BUIT AlEPrHYHH PeakiHi/ PeakuuH Ha CBPBXYYBCTBHUTENHOCT, BKIIOYHTEHO
CHHApoM Ha Stevens-Johnson 1 octpa anadunaxtuuna: PeaKUHs/LLIOK, JleueHUeTo ¢ hebykcocTaT He
Tp:A0Ba HHKOra 1a 6b/1e 3aI0YBAHO OTHOBO TPH TO3M MALHEHT.

Ocmpu nodazposnu kpusu (nooazposen npucmuvn)

Jleuennero ¢ peGykcocrar He TpaGBa Ka ce 3anousa NPEH OCTPaTa MOAATPO3HA KPH3R 212 € HAITHIHO
oTagyvana. [Toaarpossu MPHCTHNH MOTAT A8 HACTHILAT ITpH 3aMI0UBAHE HA JIEUCHACTO, TOPafK MPOMAHA Ha
CCPYMHHTC HHBA Ha MAKOYHATA KHCENHHA, KOETO BOAH 0 MOGHNIH3HPAHE HA YPATH OT THKAHRUTE Aena
(Bx. Touka 4.8 1 5.1). [Tpu 3anouBaHe Ha jieyenue ¢ helykcocTar ce npenoprusa Halt-Manko 6 Mecewa
npopunaxTHka Ha npucTbia ¢ HCTIBC unu komxunus (B. TOYKa 4.2). AKO HaCTBITH TOJArpO3eH
[IPHCTBI 10 Bpeme Ha JieueHHe ¢ peGykcocTar, To He TpabBa Aa ce NpeyCcTaHOBSBA. [Toaarposuusar
NpHCTRA TPAOBA A8 Ce OBNANEE SAHOBPEMEHHO, O HAYHH MOAXOMA] 38 OTAC/IHHA MAanUEHT.
IIpomsimkHTENHOTO NeaeHne ¢ (eSykcoCTaT HAMANSBA YEeCTOTATA M CHIIATA Ha NOAArpO3HHTE NPHCTHIH.

Omaazane Ha Kcanmun ;

- Ilpa nauMenTH CBe CHIIHO NOBUILIEHA CKOPOCT Ha obpasysane Ha ypaTH (uanp. 3JI0K&849eCTBEHO 3a00ABaHe
H HETOBOTO JieieHAe, CHHIPOM Ha Lesch-Nyhan) aGcomoTHaTta KOHIEHTpALNS HA KCAHTHE B ypuHaTa
MOXC, B DCAKH CiTyHaH, Aa Ce MOBHIIH AOCTATHYHO K [a AOBEAE A0 OT/ATAHE B THKOYHKTE mhTHILA. ToBa
He ¢ HabMOaBAHO B OCHOBHOTO KJIHHHYHO NPOYYBAHE C Anapa TIpH TyMOp-NH3HC cHHApoM. [Topaay
Jmmca Ha onHT ¢ hebykcocTar, ynorpebara My NpH NALMEHTH CHC CHHAPOM HA Lesch-Nyhan xe ce
npenopb4sa.

Mepxanmonypur/asamuonpun

He ce npenopsusa ynotpeGara Ha ¢e6GykcocTaT npK nanuenTy, NEKYBAHH €AHOBPEMEHHO C
MEpKANTONYPHH/E3aTHONPHH, Thit KATO HHXUOHPAHETO HE KCAHTHHOKCHAA3aTa OT ¢pebykcocrar Moxe
Ja NPHYIHHK NOBHIICHH IUIA3MEHH KOHICHTPALNH HA MEPKANTONTYPHH/A38THONIPHH, KOSTO MOXE Nia
AOBEJE TO TEXKKA TOKCHIHOCT. Korato kombuHaImMATa He MOXe Aa ce H3Gerne ce npenopbyea
HAMAJIABAHE HA NO3HTE HA MEDKANTONYPHH/A3ATHONPHH. 10 20% HITH [JO-M&JTKO OT NPEAXOAHATA
NpEANHCAHA 1038, 38 /1A Ce M36ErHaT BEIMOMHH XEMATOJIOTHYHH e(eKTH (BXK. TOUKH 4.5 1 5.3).
[lauuenTHTe TpsiGBa fa C& MOHHTOPHPAT OTOIIH30 H HO34TAa Ha MEPKANTOIMYPHH/a3aTHONPHH TpA6Ba Ja
- 6Bl KOPUI'HpaHa BROC/IEACTBHE Bb3 OCHOBA HA OLIEHKATA Ha TePANeBTHYHHS OTTOBOP H Ha4&JOTO HA

CBCHTYATHH TOKCHYHH edexTu.

Pet;zmuen}nu Ha Op2aKKUu NPUCAOKU
Ilopanu nHMCaTa Ha OMHT NPH PEUHITHEHTH HA OPTaHHH PHCAIKH, HE Ce npenopns
¢heGyxcocTaT npyH TaxuBa nauHeHTH (BX, TOuKa 5.1),




Teoghunun

YCTaHOBEHO e, ue HICBAT GapMAKOKHHETHYHH B3aAMOACHCTBHS NpH €AHOBPEMEHHO NMPHIIAraHE Ha
tbebyxcocrar 80 mg u Teodumun 400 mg CAHOKPATHA /034 IIPH 311paBH Xopa (BX. TOUKa 4.5),
®ebykcocrar 80 mg Moxe Aa ce ynotpe6sea npy naguesTH, NIEKYBaHH €HOBPEMEHHO ¢ TeodunuH, Ge3
PHCK OT YBEJIMYCHHE Ha IIa3MEHUTE HHBA Ha TeohHimH. Hama Hankunu nanHu 32 deGykcoctar 120 mg.

Yeprodpobru napywernun

[1o Bpeme Ha obeauHenuTe hasa 3 KNHHHYHH TPOYYBAHKA ¢8 HAGIONABAHH JEKH OTKJIOHEHHS TIpH
9€pHOAPOGHATE QYHKUHOHAIHH TECTOBE NPH MALHEHTH, nexyBaHu ¢ pebykcocrar (5,0%).
HepHonpoGeH GyHKIUHOHANEH TECT Ce NpenopbYsa NpenH 3anouBaHe Ha Tepanus ¢ ¢pebykcocTar H
NEPHOAHYHO CNEl TOBA, BB3 OCHOBA Ha KTMHHYHATA MpeneHka (BX. Touka 5.1).

Tupoudnu sabonssarus

Iosrwenn croiHocTd Ha TSH (>5,5 ulU/ml) ca Habnonapanu TpA NMAIHEHTH Ha NPOALIDKHTEIHO
neuenne ¢ peGykcocrar (5,5%) npu ZABJIFOCPOYHH OTBOPEHH PA3IIHPEHH npoyusaHug. Hanara ce
MOBHILECHO BHUMAHUE, KOraTo (PebYKCOCTaT ce ynoTpe6sea Npy NAUMEHTH C HapyIIeHa THPOHIHA
dbyHxuus (B, TouKa 5.1), |

ITomownu eewgecmea

Tabnerxure dpebykcocTar cbanpaxkar nakrosa. [TalHeRTHTE C PeAXH HACAEACTBEHH npobiieMH Ha
HCTIOHOCHMOCT KbM rajiakrosa, Lapp naxrazen aAeduuuT HIM IOKO30-raaKTO3HA manabcopGuus, He
Tpa0Ba Ja IpHEMAaT TOBA JIEKAPCTRO. |

4.5 BsanmopelfcTBHe ¢ APYrH JeKapcTBeHH APOAYKTH H APYTH GOPMH HA BiauMoaelicTBue

Mepxanmonypur/asamuonpun

B®3 ocHOBa Ha MexaHH3Ma Ha AeHicTBHE Ha (PebyKcocTar, HHXHOHpaHe Ha KCAHTHH okcHrenasa (KO),
HEC C€ npenopbYva eNHOBpeMEeHHATA UM ynoTpeba. Huxubuparero Ha KO ot pebykcoctar Moxe na
ROBENE A0 yBEIHYABAHE HA TJIA3MEHATA KOHUCHTPALMS HA TE3H JEKAPCTBA, KOSTO BOAH 10

- MHEJIOTOKCHYHOCT. B cryualt Ha e{HOBpeMeHHO NpunoxeHHue ¢ peGYKCOCTAaT, 103aTa Ha
MEpKAITTOITYPHH/a3aTHOTIPHH TpsA6Ba Aa ce HaMamH 1o 20% MU NO-MaJKo OT NpeaxonHara
NpeAnHcaHa 103a (bx. ToukH 4.4 4 5.3). |

AREKBATHOCTTA Ha NpPEJUIOKEHATa KOPEKIIHA Ha 038Ta, KOSTO C& OCHOBAaBa Ha MOZENHPAHE H
CHMYJIAIHOHCH AHANH3 OT NPCAKIHHAYHH MaHHH NPH IUTEXOBE, € NOTBbPACHA OT PE3YNTATHTE OT
KITMHHYTHO NPOy1BaHe 3a B3anMOJEeHCTBHE OT THNA ,,/IEKAPCTBO-NEKaPCTBO™ NpH 3ApaBu 206poBOLH,
npremMaliy asaTHONpHH 100 mg caMOCTOATENHO H MOHMXKEHA 038 Ha A3GTHONPHH (25 mg) B
koMOuHaLus ¢ pebykcoctar (40 uim 120 mg).

He ca npoBexnary npoy4BaHKs 38 JEKAPCTREHO B3aHMOueHCTBHE Ha debGykcocTar ¢ npyra
LHTOTOKCHIHA XMMHOTEpANHs. B OCHOBHO K/IHHHYHO H3MHTBAHE IIPH TYMOP-TH3HC CHHJPOM,
¢eGyxcocrar 120 mg AHEBHO e NpHJIaraH Ha NAaUHEHTH, MOMLTONEHH Ha TeXKH XHMHOTEPANeBTHYHK
CXCMH, BINIOYHTENHO MOHOKJIOHANHH anTHTesna. O6ade, B3aUMOAEHCTBHA OT THNA ,,IEKAPCTBONEKEPCTBO™
H ,JiexapcTBO-3a60naBane’ He ¢ca H3CJIEABAHH MO BpeMe Ha ToBa npoyusane. ETo 3aio He

MOX€ Zia C€ H3K/MIOUaT Bb3MOXKHH B3aHMOAEHCTRHA C BCAKO E{HO €AHOBPEMEHHO MPHIATAHO
IIHTOTOKCHYHO JIEKAPCTRO. |

Posuenumazon/CYP2C8 cybempamu

YcTaHoBeHo e, ye geGykcoctar e cnab uuxuburop ha CYP2CS in vitro. [lpu npoyusaHe npH 3npasu
Xopa, €IHOBPEMECHHOTO NMpHAOXeHHe Ha 120 mg pebykcocTaT eAHOKPATHO AHEBHO H €AHOKPATHA
nepopaHa 1038 POSHIIIHTa30H 4 mg HAMA eeKT BbpXy PapMaxOKHMHETHKATA Ha PO THTBION Y ErOB IS
MeTabosuT N-AHCMETHII PO3HTIIHTA30H, KOETO NoKasea, ue deGykcocTaT He e nHxsBupodiiy O Ia
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eH3HMa in vivo. ETo 32110 He ce 04aKBa eTHOBPEMEHHOTO npunarane Ha debyk }:
umu apyru CYP2C8 cyberpaTv na Hanara aaanTupale Ha A034Ta Ha Te3H ChHE Sy




Teoghunun

[TpoBeneHo e nmpoydBane 3a B3aUMOAEHCTBHE IIpH 3XpaBH X0pa ¢ pebykcocTar, 3a Aa ce OHEHH JaiH
AHXHOHpaHeTo Ha KO MoXe 8 NpUvHHHE NoBHINeRKe Ha UHPKYTHPaIMTe HUBA HA TCODHIINH, KAKTO €
cpobueHo npu Apyru uExuSHTOpH Ha KO, Pesyarature ot npoyusanero nokassar, ye €AHOBPEMEHHOTO

. nipunaraxe Ha gebykcocrar 80 mg ensokpaTHO AHEBHO ¢ COHOKpaTHA Kio3a TeoPunun 400 mg He okaspa -
etext BrpxXy dapMaKkoKHHETHKATS Hau GesonacHocTTa Ha TeodunuH. ETo 3amo He ce npenopLysa

MOBHIICHO BHHManue, ako ¢pebykcoctar 80 mg u Teodusmn ce NpUIaraT eZHOBPpEeMENHO. HaMa Hamuuuu
AaHHH 38 ebykcocrar 120 mg. |

Hanpoxcen u opyeu unxubumopu na 2RIOKYPOHUDAHEMO ‘
MeraGonuamsT Ha PeGyKcOCTaT 3aBHCH OT YPHAMH MOKYpHEHN TpaHChepasumn (UGT) ensamu.
JlexapcTBeHHTE MPOAYKTH, KOHTO HHXHGHpAT roKypoHHpanero, karo HCTIBC # npo6eruumpy,

- TeOPETHYHO GHX2 MOIJIM a IOBJHSAT EMAMHHAPAHETO Ha debyxcocrar. ITpu 3xpasu xopa,
€nHOBpeMeHHATA ynoTpeba Ha deSykcocTar i Hanpokcer 250 mg ABa MBTH AHEBHO, € CBBp34Ha C
NOBHIIICHA ekCro3nLHs Ha debykcoctar (Cmax 28%, AUC 41% u tin 26%). I1pn KTHHUYHK 21
NpoyyuBaHHs, ynorpebara Ha Hanpokcen wim Apyrn HCIIBC/Cox-2 HHXUOHTODH He € CBBp3aHa ¢
KIIHHHYHO 3HAYHMO YBE/IHYaBAHE HA HEXENAHHTE PeaKLIHH.

DeGyKcoCTaT MOXCe 1 Ce PHIIATa EAHOBPEMEHHO ¢ HaNpoKceH 6e3 Zia € HeoGXOAMMO aaanTHpaHe Ha
. Bo3ara Ha GeSykcocTaT M HaNpoKceH.,

Huoyxmopu na emoxyporuparemo -

Moum unykropu Ha UGT ensumure 6ixa Morm ga AOBERAT IO NOBHIIEH MeTabom3pM H HaManeHa
eduxacrHoct Ha debykcocrar. ITopaau ToBa ce NpenopbrYBa NpocieasBaHe Ha THKOYHATA KMCEIHHA B
cepyma 1-2 ceMHUIIM Cliell HAYANOTO Ha JIEYEHHe ¢ MOLLEH HHAYKTOpP Ha NIIOKYpOHHpaHeTo, O6paTHo,
NPCKBCBAHE Ha JICYOHHETO C HHAYKTOp 6 MOTJIO Ra A0BE/e O NMOBHINEHH IIa3MeH| HUBA Ha

¢ebyxcocrar.

Konxuyun/undomemayur/xudpoxaopomuasud /eappapun : C
PebykcocTar MOXE 28 ce IPHITAra SAHOBPEMEHHO C KOMXAMH HiH HHAOMETALHH, 63 fa e Heofxonumo
aflanTHpate Ha 103478 HA peOYKCQCTAT HIIH Ha eIHOBPEMEHHO MPHIArAHOTO AKTHBHO BEIeCTRO.

He e HeoGxomuMo ananTupane Ha 103aTa Ha GeGYKCOCTAT, KOTATO Ce npuara ¢ xn.upoxnopmasun.

He e HeobxoauMo ananTHpane Ha A03aTa Ha BapdapuH, KOraTo ce npusara ¢ peSykcocrar.

IIpunaranero na geSykcocrar (80 mg umu 120 mg BeaHb* RHEBHO) ¢ BapdapHH He oKa3Ba e(exT BbpXy
hapMaxoXHHEeTHKATA Ha BAP(APHH NpH 3ApaBH nobposonuy. INR #-akTHBHOCTTA Ha daxTop VII chiwo He
Cé MOBJIHABAT OT ¢AHOBPEMEHHOTO IPHNOKeHHE Ha (ebykcocTar.

Aesunpamun/CYP2D6 cybempamu .

YcraHoBeHo e, ue debykcocTar e cnab HHxHOGHTOp Ha CYP2D$ in vitro. ITpn npoyusane npu 3apasy
xopa, 120 mg Anapa AHEBHO € NOBENO A0 CPeAHO yBemHyeHHe ¢ 22% Ha AUC Ha nesunpamuda, CYP2D6
cybcTpat, nokaspaiku noTeHUMaNeH cia6 HHXUGHTOpeH edekT Ha ¢ebyxcocrar supxy CYP2D6 ensuma
in vivo. Ilopaan T0B, HE Ce OYaKBa EIHOBPEMEHHOTO NPWIATaHe Ha dpebykcoctar ¢ apyru CYP2D6
CyOCTpaTH fa H3HCKBA aJaNTHPAHE HA JO38TA HA TE3H CheMHEHHS, '

Anmuayuou | -
YCTaHOBEHO e, e eAHOBPEMEHHOTO IPHEMAHE Ha AHTHAUUE, ChOBPKANL MATHE3HEB XHAPOKCH H
ATYMHHHEB XMAPOKCHN 3a0aBst abcopbunara Ha peGykcocrar (mpubmusurento 1 wac) ¥
HaMajeHre Ha Cmax, Ho He e HaGmoaBaHA 3HAYMMA NPOMAHE Ha AUC. Iopaznu
MOXE. J1a ¢ TPHeMa He3aBHCHMO OT ynorpebara Ha AHTHALK,

4.6 PepTHanTer, GpeMEHHOCT H KbpMeHe



. Bpemennocm

HanruTe OT MHOTO OrpanHeH 6ol cirydan Ha eKCIIO3HLMA IO BpeMe Ha OPEMEHHOCT He M10Ka3BaT
HeXeNaHH edeKTH Ha (ebykcocTar BEpXy 6peMeHHOCTTA HIH 3MpaBeTo Ha (heTyca/HOBOPOHEHOTO AeTe.
EKCNepHMEHTATRHTE [IPOYUBAHUA TIPH XHBOTHH HE NIOKA3BAT MPAKO HJIH HENMPAKO BPEAHO Bh3AeHCTBHE
BbPXY OpEMEHHOCTT, eMOPHOHANHOTO/(ETANHO PAIBHTHE HIH P@KIAHETO (BX. TOUKa 5.3).
IToTeHIHANHHAT PHCK IIPH XOpa HE € n3BecTeH, PeGyKCcOoCTaT He TpAGBa fa ce H3MoA3Ba M0 BpeMe Ha
OpeMeHHOCT. | -

Kipmene |
He e u3asecTHO aamu ¢eGykcocrar ce CKCKpCTHDa B KbpMAaTa. ExCliepHMEHTAITHHTE NPOYYBAHHS NTpK

AHBOTHH IMOKAIBAT EKCKPELHA HA TOBA AKTHBHO BEIIECTBO B KbPMATA H HAPYIIEHO PasBHTHE HA CyuellHTe
MasTkH. He Moxe na ce H3mown pucka 3a KbpMazeTo. ®ebykcoctar He TpAGBa na ce ynorpeGasa o
BpeMe Ha KbpMeHe.

PepTHANTET

Penpoxy«XTHBHH NPOYYBAHHS PH XHBOTHH ¢ 10 48 mg/Kg/neH He MOKA3BAT 030-3aBHCHMH HEKENaHH
peaxuuH BEpXy ¢peprrnurera (Bx. Touka S.3). EdekTsT Ha AZapa BEpXy (QEpTHAHTETA IIPH XOpa He e
H3BECTEH. -

4.7 Edexrn pupxy crocobHoCTTa 30 WopHpane | pabora ¢ Mamunn

ITpu ynorpebara Ha pebykcocTaT ca ROKNanBaHK COMHOJICHTHOCT, 3aMaAHOCT, TAPECTE3HA U 3aMBIIICHO
3penne, [lauuenture Tpabea Aa NposBSBAT MOBKINEHO BHUMAHME npeaH ga wodupart, paboTaT ¢ MalIKHK
HITH y4aCTBAT B OITACHH JCHHOCTH, NOKATO ce yGensT, ye Anapa HAMa [8 NOBIHSE HebaronpusaTHO
H3ITBAHEHHETO.

48 HexenanH JeKapPCTBERR PEaKIHHA

Obobwerue Ha npochuna na besonacrnoem

Hati-uecto chobmapanuTe HeXeNanu peakiHH NPy KIMHKYHY H3THTRAHHA (4 072 nuua, nekypauy
noxe ¢ z03a ot 10 mg #0-300 mg), NOCTMAPKETHHIOBOTO NPOYUBAHE 38 6E30NACHOCT (FAST study:
3001 yuacTHHum ca neKysanu ¢ n1034 ot 80 g0 120 mg) & npw MOCTMAPKETHHIOBHS ONHUT NpH
MALUHEHTH ¢ TORArpa ca MOAArPO3HH NPACTHIH, abHOPMHA YepHOApoOHA DyHKIMA, JUApHS, raneHe,
rnapobomue, 3aMastHOCT, fUCTIHea, OOpHB, cepbex, apTpanrus, Muanrus, 6onka B KparHHIHTE, OTOK U
yMopa. TesH HeXeNaHu peaklHH B MOBEYETO CIYUaH Ca JIEKH 0 YMCPEHH 1o TexecT. Panko npu
NOCTMApPKCTHHIOBHA ONHT C8 BESHHKHAH CEPHO3HH PEAKIMH Ha CBPBXUYBCTBHTEJIHOCT KbM
(peOyKcocTat, HAKOH OT KOHTO €A CBBP3aHH CHC CHCTEMHH CHMITTOMHM M PEAKH CLOHTHS HA BHE3AIHA
- CbpACUHA CMBPT. ,

Hexcenanu nexapemeenu peaxyuyu @ mabnuuen euo

Heern (21/100 go <1/10), revectr (21/1000 go <1/100) u penku (1/10 000 10<1/1000) Hexenanu
PCAKIIHH, BR3HHKHAITH NIPH NAIMCHTH Ha JeueHne ¢ deGykcoctat ca n3bpoenu no-nomy. Uecrorara e
6asHpana Ha MPOYYBAHKSA W HA TOCTMAPKETHHIOBHA ONHT NPH MALKEHTH C nojarpa.

ITpu BCAKO rpynMUpaHe HEXeNaHHTE JIEKAPCTBEHH PEaKIMy ce H3GPOABAT B HH3XOAALL PeA M0 OTHOILIEHHE
Ha TAXHATA CEPHO3HOCT.

Tabsnnna 1: Hexerann peakunn nNpH KOMGEHEPauH $a3a 3 ALITOCPOYHH UPOAL/DKEHHAS HA
RPOyBAHNS, ROCTMAPKETHHIOBO HpoyuBaHe 32 6e30NACHOCT B NOCTMRPKETHHIOB OIIHT

Hapymenws Ha KpbBTa M TUM(HATA CHCTEMA Peakn
' | [Tanuuronenss, TpoMGOLMTONEHHS, ArPaHYTOLHTO3A,
aHemus "

HapywieHHsa Ha HMYHHATa CHCTEMa Pegku

- [ Hapymenus Ha enokprAHATA CHCTEMA __[Hey




IloBumeny HUBA HA THPEOCTHMYNHMpALL XOPMOH B KPbBTA,
XHIIOTHPEOH TH3BM ¥

Hapymenus Ha ounre

HeuectH

3aMBITICHO 3DEHHE -

Penxn
3anyuBaHe Ha PETHHAIHATE apTepHs®

HapymeHnna na Merabonuama ¥ XpaHeHeTo

Yectu***

[loparposHu npHCTHIH

| Heuectn

3axapen nuabeT, XHNEePNHIHACSMHS, HAMANCH &NETHT,
NOBHIIABAHE HA TEIJIOTO

Penku
[IoHpkaBaHe Ha TErNOTO, MOBAMICH AIETHT, aHOPEKCHA,

XMIepIHIHAEMHS

IlcHxu9yHu HapyIOeHHS

Heuwectn
Hamaneno nubuno, 6escruue

EQQKH

HepsHocT, AenpecHBHO HacTpoexue!, Hapymenus Ha chus’

| Hapymenus 1a HepBHATa CHCTEMA

Yectn

I'nasoboine, mmm

Hewecty |
[Napectesus, xeMunapesa, COMHONEHTHOCT, NeTaprus’®
MPOMEHEH BKYC, XHIIOECTE3H S, XHITOCMHS

EﬂKH

nst” aHe 3a napeHe#

Hapymenus Ha yxoto u na6upHuTa

Hevectu

THHUT

Penku
Bepruro®

Coprevny HapynleHHs

Heuvecrn . ,
IIpeacspano MBXACHE, NANNKTANMY, OTKIOHeHHs B EKT,
sse Gepen Gnok (Bik pasaen ,, TyMOp-Iu3Hc-CrHApom™),
CHHYCOBA TaXHKapAHs (BrK pasgen ,,T yMop-nH3uc-
CHHIApPOM”), apUTMHAS"

Penxn
BResanHa cepIevHa cMepT*

CeaopH Hapymem

q
XHNEPTOHHS, 3a4ePBABAHE, TOPEILH BLJIHH, XeMoparus (Bx.
paszen ,,TyYMOp nu3uc-CHHApPOM™)

Penku
| Lupxynaropex konanc®
| PeCIHpPATOPHH, TPBAHH H MEAHACTHHANHH YectH
HApYILCHHSA | ) [ucnHes




TIOAYBAHE H& CTABMTE” , GOJIKHU B repba’ , MyckyaHo-
CKeJIeTHa CKOBAHOCT® , CKOBAHOCT Ha CTABHTE

Penxu
Pabnommomusa®, cuuapom Ha poratoprus manmon” i
PeBMATHYHA NOAMMHEAITHA®

Hapymenns na 6s6peunte 1 nHKOYHATE THTHILA

Heyecty
Br0peuna HegocTaTEYHOCT, HeppoMHTHA3a, XeMaTypHH,
NONaKHYPHA, MPOTCHHYPHA, HEOTIIOXKHH MO3UBH 34

YPHHHDaHE, HHGEKIHH HA YPUHAPHHA TpakY”

Penxn :
TyGynounrepcruuuanen neppur*
Hapymenus Ha BE3Npou3BOAHTEMHATA CHCTEME H HeuectH
rbprara EpexTiaHa AHchyHKIMA
OG6wn rapyweHn 1 edexTH Ha MACTOTO Ha Yectu
NPpHIOXKEHHE Enem, ymopa
Heyectn

Bonka B repavte, ycemane na AUCKOM(OPT B IPBAHKSA KOLL,
Gonka', Hepasmonoxenue® :

Penkn
Xaxza, ycewane 3a roperuna®

Hacnenpanus

Heuecty

IloBHuIeHA aMUIa3a B KPBBTA, MOHHXKEH Gpo#t TpoMGoLHTH,
noHuXeH Opolt Genn KPLBHH KIETKH, MOHWKeH 6poit
THMQOLMTH, NOBHIIEH KPEATHHHH B KPBBTA, TOHIDKEH
XeMorno01H, MOBHINEHA Ypes B KPbBTA, IOBHIIEHH
TPHIMHUEPHAH, TIOBHIIIEH XONECTEPOIT B KPBBTA, HAMAJIEH
XEMATOKPHT, IIOBHILICHA JIAKTATHA NEXHAPOTEHA3a B KPbBTA,
MIOBHIIEH KaJHH B KPHBTA, NOBHIIeHHe Ha [NR”

Penxu
IToBuiueHa KpbBHE 3axap, YIBHKEHO BKTHBHPAHO

NapuHaiHo TPOMOONNACTHHOBO BpeMe, HaMasleH Gpoli Ha
HEPBCHHTC KPBBHH KIICTKH, TOBHIIEHA ankanHa docdarasa B

HapausBaue, oTpaBsHe H yCIOXKHEHHA Cleq

nponeAypy

KPBBTS, [OBHILIEHA KpeaTHH GOCGHOKHHA3E B KpbBTa™
Hevectu - |

Konrysuu

* Hexenanu IeKapCTBEHH PEAKLHH OT OCTMAPKETHHTOBHA OMHT |
** JlexkapcTeeR0-06ycnOBeHaTa HEHHMEKLHO3HA THAPHA H OTKIOHEHHS B YepHOAPOGHUTE PYHKIMOHANHH
TecToBE B 0beHHEeHH (asa 3 Mpoy4BaHHSA CA MO-YECTH IIPH MALHEHTH, NCKYBAHM €JHOBPEMEHHO C

KONXHIHH

*** Brxre Touka 5.1 3a uectora Ha nogarpo3uu IPUCTHIIH B OTAEAHU ¢a3a 3 p

KOHTPOJMPAHH NPOYYBAHMA.

# Hexenanu peakuuy OT MOCTMAPKETHHIOBH NPOYYBAHHS 38 6€30MACHOCT




Onucanue Ha usbpanu nexcenanu DeaKyuu -

[Ipu nocTmMapxeTHHroBus OTIHT C& BBESHHKHAIH PEKH CEPHOIHH PeaKuHH Ha CBPBXYYBCTBUTENHOCT KbM
dbeGyxcocrar, BkmounTe MO CHHADOM Ha Stevens-Johnson, Toxcruna CMHAepMAaNHa HEKpOJTH3a 1
aHadHIaKTHIHA peakuns/moK, CHARpoMET Ha Stevens-Johnson # TOKCHuBaTa CMTHACPMANTHA HeKpou3a
C© XapakTEpPHIHPAT C NPOrpecHpalH KOXHH 06pUBH, CBBP3aHH C MOABATA HA MEXYDH WNTH JIE3UH Ha
NTABALIATE H BH3MATCHHE HA OUHTe, Peakumure Ha CBpPEXUYBCTBUTENTHOCT KM ¢ebyxcocrar Morar na
OBAAT CBBLP3aHH CBC CNIESHHTE CHMITTOMHU: KOMCHM PCaKiiH, XapaxTepusHpalm ce ¢ HHQHIITPHpALLH
MaKyJIOnanyno3HH epYNUHY, FreHePANH3HPAHH HIH eKCHOMHATHBHY OGPUBH, HO CHIIIO H JIE3UH Ha KOXara,
OTOK Ha JIHLETO, BUCOKA TEMIIEPATYPE, XEMAaTONOrHYHH OTKIOHEHHS K&aTO TPOMOOLIMTONEHHA H
CO3HHOGUITHA ¥ SAHHUYHO HIIH MHOXECTBEHO OPraHHO 3acsAraHe (Ha YepHUA Apo6 HiH 6u6peuure,
BIJIIOUHTEINHO TYCY NIORHTEPCTHIIHATCR He@puT) (BX. TOUKA 4.4), |

Ionarposnu npHeThIMM O6HKHOBEHO ca HabmonaBaHu CKOPO CNTE HAYAJIOTO Ha NCYCHHETO H N0 BpeEMe Ha
NBPBHETE MecelH. Crnell TOBa, 4eCTOTATA Ha MOAArpO3AH MPHCTHITH HAMANSABA B 3ABHCHMOCT OT BPEMETO.
I[TpodmnaxTukara va HOAArpO3HA MPHCTHIH € NPENOpPLYATENHS (BX. TOUKA 4.2 H 4.4).

Tymop-ym3uc cupom |

Obobwenue na npoduna na besonacnoem

B paaxomMusupaxoro, RBOHHO-CAIINO, OCHOBHO Npoyusane FLORENCE (FLO-01) ¢asa 3, cpasussauio
debykcocTar ¢ anonmypunox (346 MALHCHTH, NONIOKEHH HA XHMHOTEPAITHA Ha 3I0KAYECTBENH)
XEMaTOJIOrHIHH 3800MABAHUSA M C YMEPEH A0 BHCOK puck ot TJIC), camo npu o6mo 22 (6,4%) naunenTn
CC MPOABABAT HEXKENaHH PeaKIlHH, IO-TOYHO 11 (6,4%) nannenTH BHB BeAka TCPANCBTHYHA Ipyna.
Mosewero ot HexenanuTe peaxyun ca um JICKH, HiH yMepenH. Kato uano, npoyuysanero FLORENCE ge
M3TBKBA HAKAKBH CNCIHANHH CHOOp&KEHHS 3a 6e30NMACHOCT B JOITbIHEHHE KBbM MpEeIHIIEKA ONKT ¢
AJiapa pH MoAAarpa, ¢ H3K/IOYEHHUE Ha C/IEAHATE TPH HEXENaHH peakuHH (ONHCAHH o-rope B TaSnuua

1.

Chpaevuny HapyueHus: ,
Heuecrn: nis 6enpen 6ok, CHHYCOBA TaXHKapAUA

Conosr Hapymenns:
Hewectu: xemoparns

- -,

CrobInaBaHeTo Ha MOAO3MPAHH HEXENaHH PEaKIHH Cllen paspeluaBaHe 3a ynotpeba Ha J1eKapCTBEHHA
NPOAYKT € BXXHO. TOBA MM03BOJ/IABA 2 NPOTBIDKH HalJIOIEHHETO HA CHOTHOLIEHHETO TI0N138/PHCK 38
JICKAPCTBEHHS NIPOAYKT. OT MEAUUMHCKUTE CIELHANHCTH C& H3MCKBa A2 cbo0ILaBAT BCAKA TOAO3HpaHa
HeXeJ1aHa PeaKIus Upes: .

Hsnurmpre Ha areHIHs HO NeKapeTsara

ya. Jamsn I'pyes Ne 8 |

1303 Codns

Ten.: +359 2 8903417

yebcaiit: www.bda bg

4.9 Ilpenosnpane
[TauyenTure ¢ npenosupane Tpsabaa na ce oBnaesT Che CHMITTOMATHYHO H NOANBPXKALLO JIeYeHHE.

e Sl ¥ &

5. ©OAPMAKOJOIHMYHH CBOMCTBA

3.1 DapMakosmAERMHYHHE cBONHCTBA




(DapMaKoTepaneBTHYHA Ipyna; Anmno,narposnn npenapaT, HHXHOMpalM o6pasyBaHeTo Ha NUKOYHA
kucennHa, ATC xox: MO4AAQ3

BEPHTaTa XHIOKCAHTHH — KCAHTHH — MUKOYHA KHCENHHE. JlBeTe CTRIIKK Ha FOPHHTE NPEBPBIIAHHA CE
KaTalM3NPAT 0T kcanTuHOKCHaasa (KO). Oebykcocrar e 2-apHIITHAIONOB AEPHBAT, KOKTO OCHILECTBABA
TEPANCBTHYHUSA CH €(eKT KATO NOHMKABA THKOYHATE KHCEIHHA B CEpyMa 4pes CeNIeKTHBHO HHXHGHpaHe
Ha KO. ®ebykcocTar e Momen, HE-TTYPUHOB CeNeKTHBEH HHXUGHTOP Ha KO (HII-CHKO) ¢ in vitro Ki
CTOHHOCT HA MHXHGHpAaHE MO-MANKa OT €IHK HAHOMOJL. YcTaHOBEHO e, e (ebykcocTaT MO |

CHELHATTHO ryaHHH ReaMHHA3a, XHIOKCAHTHH I'YaHHH bocopubosnntpanchepasa, oporar
docdopubosutpancdepasa, opoTuaun MOoHOochaT RexapBbokcunasa umu MYPHH HYKJI€03uy
dochopunasa. _

HHH e HOCT M Oe30mna T

Honarpa

Epukacrocrra Ha peGykcoctan e nokasana TIpH TPH OCHOBHH ¢a3a 3 npoyusaHHa (ABeTe 0CHOBHH APEX
# FACT npoyyBaHus ¥ AOIBHHTETHOTO npoysaHe CONFIRMS, onucauu 110-7071Y), POBEACHH MNpPH
4101 mauueHTH ¢ Xunepypaxemus u nonarpa. I1px Besxo ocHoBHO dasa 3 npoy4aBane, pebykcoctan e
nokasan no-fobpa cnocoGHOCT Na MOHHKH | NMOAABDKA CCPYMHHTE HHBA HA MUKOYHATA KHCE/THHS, B
CPaBHEHHE C anomypuHON, [TepBHYHATA XpaltHa TOuKa 38 ebrxacHOCT B poyuBanusTta APEX H FACT e
CHOTHOIWICHHETO HA NALHEHTHTE, YHHTO [TOCNEAHH 3 MeCeyHH CCPYMHM HHB& Ha MMKOYHATA KHCEJIHHE ca
< 6,0 mg/dl (357 umol/l). B A0 IHUTENHOTO (basa 3 npoyusane CONFIRMS, 3a koeTo pesynraTHTe ca
HaJTH'IHK CIEN H3NABRHETO Ha paspelueHHeTo 3a ynorpeta Ha $ebyxcocran, nuperuHaTa KpalHa ToyKa 3a
€(PHKACHOCT € NANA NMALMEHTH, IPH KOHUTO CCPYMHHUTE HHBA Ha [THKOYHATA KHCE/HHA ca < 6,0 mg/d] IpH
MIGCIIERHOTO NOCeIeH e, [IanHeHTH C OpraHHM NpHCANKH He C& BKTOYEHH B Te3H NpOY4BaHHA

(BX.TOUKS 4.2). |

APEX npoyueane: Anomypuson n naue6o KOHTPONHPaHO NpoyyBaHe Ha (eGykcocrat (The Allopurinol
and Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e ¢a3a 3, PaHAOMH3HPaHO, ABOKHO-CNIATO,
MYITHLEHTPOBO, 28-CeAMHYHO poyuBaHe. XHNAAA CeleMaeceT | Apama nauueHtH (1072) ca
paiaoMu3Hpany: mmanebo (n=134), pebykcocran 80 mg BesHbK NHEBHO (n=267), pebykcocran 120 mg
BEAHBXK OHEBHO (n=269), pebykcocran 240 mg BeAHDBX AHEBHO (n=134) wmi anonypusxon (300 mg
BEAHBX AHEBHO [N=258] npu naunedTu ¢ u3xogex CEpyMEH KpeaTHHHH <1,5 mg/dl unu 100 mg Benmnbx
AHEBHO [n=10] npH nauKenTH ¢ H3XONEH CepyMeH KpeaTHHHUK 26 >1,5 mg/dl u <2,0 mg/dl). Osecra u
HetHpuzecet mg geGyxcocTar (2 ITbTH npenopbYBaHaTa Hall- BHCOKA R0382) ca ¥3NMON3BA&HH KATO /103a 38
OLcHKa Ha 6e30nmacHOCTTA.

Ilpoyusanero APEX noxassa CTATHCTHYECKH 3HAYHMO NPEBB3XOACTBO HA ABETE pAMEHA Ha NevyeHie ¢
¢ebyxcocran 80 mg Beawsx QHEBHO U $eGyxcoctan 120 mg BemHbX AHEBHO Cpelly paMeHarTa Ha
JICICHHE C KOHBCHUMOHANHO H3NOM3BAHKTE KO3 anomypuHoa 300 mg (n = 258) /100 mg (n = 10),
noxwxkasalkn SUA nox 6 mg/dl (357 umol/l) (Bx. Tabanua 2 u ¢urypa 1).

FACT npoyusane: AnonypuHon KOHTpPONHpaHo npoy4ysare Ha deSyxcocrar (The Febuxostat Allopurinol
Controlled Trial) (FACT) e daza 3, PRHAOMH3HDaHO, ABORHO~CIIAIIO, MYITHLIEHTPOBO, 32- cenMuuHO
npoyusane. CefeMCTOTHH H mecTaeceT (760) naumenTH ca PaHAOMH3HPAHH: 20CTaR
AReBHO (n=256), peSykcoctan 120 mg BeaHEX AHEBHO (n=251) unu anonypsti
JHeBHO (n=253).




ITpoyusaHero FACT noka3ssa CTaTHCTHYECKH 3HAYHMO NMPEBB3XO/ACTBO HA ABETE paMeHa Ha JICHCHHE C
hebykcocran 80 mg u pebykcocran 120 mg BeAHBAK JHEBHO CpPEILy paMOTO Ha JIEYEHHE C
KOHBEHIHOHAIHO H3MO0JI3BaHaTa 103a anonypuron 300 mg,nonwkasaiiku n noaaspxaiiku SUA mnox 6

mg/dl (357 pmol/l).
Ta6nuua 2 o6061masa pe3yaTaTHTe OT NbPBHYHHTE KpaiHH TOUKH 38 €QUKACHOCT:

Ta6auua 2: A1 HA MALHEHTHTE ChC CEPYMHH HHBA HA MHKOYHA KHceanHa < 6 mg/dl (<357 pmol/l)
ITocaeann 3 MeceyHH BH3HTH

IIpoyuBane ®ebykcocran 80 mg | ®eGyxcocran 120 mg | Anomypusoa 300 /100
BeIHB)K IHEBHO BeAHbXK JHEBHO mg BeIHbXK AHEBHO '

APEX (28 cenMu1H) 48% * (n=262) 65% *, (n=269) 22% (n=268)
FACT (52 ceqMuLH) 53%* (n=255) 62%* (n=250) 21% (n=251)
KomOuHupaHu 51%* (n=517) 63%*, (n=519) 22% (n=519)

| pesyJITaTH
| pe3yaTaTH npH xopa, noiyyasaiy Hix 100 mg Beanbx AHeBHO (n=10: nauueHTH CbC CEpyMEH
kpeatruH >1,5 u <2,0 mg/dl) nmm 300 mg Beansxk AHeBHO (n=509) ca crOpany 3a aHAJU3HTE.
* p<0,001 cpemy anonypunon, p <0,001 cpeuty 80 mg

CriocobHOCTTa Ha (hebyKcocTal 1a MOHIMKABA CEPYMHHTE HHBA Ha ITHKOYHATA KUCEHHa € Obp3a U
noctosHHa. [ToHMXEHHe Ha CEpYMHOTO HHBO Ha MHKOYHaTa kucenrHa no < 6 mg/dl (<357 umol/l)

e oT6ens3aH0 npy BH3uTaTa Ha CeaMHLA 2 | € MOMUIBPXKAHO MO BpeMe Ha LAJIOTO JeyeHHe. CpeiHuTe
CepYMHH HMBA Ha IIHKOYHATa KHCENHHA BbB BPEMETO IPH BCsAKa rpyna Ha JIeYeHHe OT ABETE OCHOBHH
dasa 3 npoyuBaHuUs ca MOKa3aHH Ha Qurypa 1.

®nurypa 1: Cpeanu cepyMHH HHBA HA NHKOYHA KHCEJIHHA, B 00elHHEHH OCHOBHH ¢daza 3
npoy4BaHHS
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" Cpeasa crofinoct (2SEM) CepyMHO HABO HA NIHKOYHA




268 npu npoyusarero APEX). 240 mg ¢e6ykcocTaT ca U3NOMIBAHH 38 OLIEHKA Ha 6e30MacHOCTTa
Ha pebyxcocTaT npu 1Ba BTH Hali-BHCOKATA IIPENOPHYBAHA 1034. |

IIpoyveane CONFIRMS: npoyusanero CONFIRMS e daza 3, PaHAOMH3HPaHO, KOHTPOIHPAHO, 26-
CEAMUYHO NpOY'BAHE 32 ONEHKA Ha (e3omacHOCTTa M edHKacCHOCTTA Ha debykcoctar 40 mg 1 80 mg B
cpaBHeHue ¢ anonypuron 300 mg wm 200 mg npy nauHeHTH ¢ Noaarpa u XHnepypukemus. Jipe xunsau
ABeCTR WECTASCET M AeBeT (2269) nauvenTa ca paHAOMU3HPAHH Ha: hebykcocTag 40 Mg BeAHBX AHEBHO -
(n=757), debykcoctan 80 mg BeaHsX AHEBHO (N=756) MK anonypuron 300/200.mg BeaHBXK JHEBHO
(n=756). Hait-ManKo 65% or naunenTHTe ca ¢ JIeko 10 yMEpeHo Op0Opeqno yBpekaaHe (¢ KpeaTHHHHOB
KnHpBHC 30-89 ml/min). TIpogunakTikaTa Ha NOAArPOSHHE NPHCTHIK € 3aMbIDKHTENHE IO BpeMe Ha 26-
CEIMAYHUS TIEPHOA. | |

JATLT NALMEHTH CBHC CePYMHH HHBA HA MUKOMHA KHCENUHA < 6,0 mg/dl (357 umol/l) npu nocnernoTo
NOCEICHHE & CHOTBETHO 45% 3a 40 mg debyxcocrar, 67% 3a deGykcocrar 80 mg v 42% 3a AJTYTIYPHHOJ
300/200 mg. - ‘

[Tvpeuuna xpatina movxa 8 nodzpynama xa nayuermu ¢ Evbpeuro yepeoicdane:

ITpoyusaneto APEX ouexsBa ebHrkackocTTa npy 40 NALUMEHTH ¢ 616pedno yBpexaane (T.e, U3XOqHA
CTOMHOCT Ha CepyMeH KpeaTHHHH > 1,5 mg/dl u <2,0 mg/d!). ITpu xopa c 6u6peunio yspexaane,
PAHIOMH3KDAHY Ha AJIONYPHHON, NpeAeHaTa fo3a e 100 mg Beantsx AHeBHO. heCyKcocTan JOCTHTA
IT5PBHYHATA KpadHa ToIka 38 ePrKacHoCT npH 44% (80 mg seannk AHeBHO), 45% (120 Mg BeIHLX
RuEBHO) H 60% (240 mg BesHEXK RHEBHO) OT MAlIHEHTHTE, B cpaBRenue ¢ 0% NpH rPYNHTE Ha
anomypuHon 100 mg BeansXk AHEBHO H nnaneso. .

Hama KIMHUYHO 3HAYMMH PA3THKY B NPOLEHTHOTO HAMaNIeHie Ha CepyMHATA KOHLICHTPALHS HA THKOYHA
KHCCNMHA MPH 3APaBH X0Opa, He3ABHCUMO OT TaxHata Os0peuna GyHkuus (58% B rpynara ¢ HopmanHa
6s6petna QyHKUMA K 55% B rpynara ¢ Texxa Sn6peuna RHCYHKUMS).

AHAJH3 Ha NAlIACHTHTE C oAarpa i 666pedro yspexxaane, NPOCNEKTHERO ONpPEAENeH B NPOYYBAHETO
CONFIRMS, nokassa, 4e eSyxcocTar € CHrREGHKSHTHO TIo-eheKTHBEH 38 IOHHXEHHE HA CEPYMHHTE
HHBA HA MHKOTHATA KHCeNnHHa 0 cTolHocTH < 6 mg/dl B cpasHenue ¢ anonypuroa 300 mg/200 mg npH
NalHeHTH ¢ NOAarpa, KOHTO HMAT JieKO 110 yMepeHo 6u6peuno yspexnane, (65% ot npoyupaHuTe
MTALUEHTH ).

[Tvpsuna kpaitna moxxa 6 nodzpynama na nayuenmu ¢ sUA 2 10 mg/di:

Iprbmusutenuno 40% ot nauuenrure (oSeaunenn ot APEX u FACT) uMaT n3xoaHa crolinoct sUA of >
10 mg/dl. B Tasu noarpyna ge6ykcocran nocTira mppBHYHaTA KpaltHa TOUKA 38 ePHKACHOCT (CEpYMHH
HHBA HA MHKOYHATA KHCeMHHA < 6 mg/dl npr nocneaHuTe TPU Nocewerus) npu 41% (80 mg Beansx

- RHEBHO), 48% (120 mg Bemubx nHEBHO) M 66% (240 mg BeAHEX JHEBHO) OT MALIHEHTHTE, B CPABHEHHE C
9% B rpynara Ha anonypuHon 300 mg/100 mg pegunx aHeBHO ¥ 0% B rpynara Ha nuaue6o.

B npoyusarero CONFIRMS fsureT Ha TAUMEHTHTE, KOHTO JOCTHIAT A0 MbpPBHYHATA KpaiHa ToKa 34

eHKAaCHOCT (CepyYMHH HHBa HA NHKOYHATA KHcenHHA < 6 mg/dl npy mocneaHOTO Nocelexnne) 3a

MAHEHTH ¢ HAYAJIHH CepYMHH HHBA Ha NMHKOYHATA KHCeTHHA > 10 mg/d]l nexynanu ¢ peGykcoctar 40 mg

 BEIHLXK HHEBHO e 27% (66/249), ¢ debykcocrat 80 mg BeAHBXK nHEeBHO € 49% (125/254) u ¢ anonypuuon
300 mg/200 mg Bexmsx AHEBHO € 31% (72/230). .

Krunuunu pesyanmamu.: J{an na nayuesmume, Hyocogewu ce om Aeverue Ha nodazposex npucmsn

- [Ipoyupane APEX: npes 8-ceqMu4HUs NPOGUNAKTHYEH NEPHOL, NO-TOJIAM AN JTHUA B IPYNATa, JeKYBaHa
¢ pebykcoctar 120 mg (36%) H3UCKBAT NeUeHHe Ha NNOJArPO3eH NpUCTHI cnpamo deGykcocrar 80 mg
(28%), anonypuson 300 mg (23%) # nnauebo (20%). IIpucTenuTe ce YBE/IHYaBAT LNEA 1 ____‘CDH.[IRICTH‘IHHH
NepHOX H MOCTENEHHO HaManaBaT ¢ BpeMeTo. Mexay 46% u 55% ot anuaraii an g
TIORArPO3HHUTE NPHCTHIH OT 8 ceamuua Ao 28 ceamuua. [TogarposHu mpH¢

14



CEAMHLH OT npoy“BaHeTo (ceamuua 24-28) ce Habmonapar npu 15% (debykcocrar 80, 120 mg), 14%
(anomypuson 300 mg) u 20% (mnaue6o) or nuuara.

llpoyusane FACT: npes 8-ceqMuuHHs MPOQUNAKTHYEH NEPUOM, MO-FONAM AN JIMUR B rpymara, JeKyBaHa
¢ pebykcoctar 120 mg (36%) n3ucksar neyenne Ha NMOLATPO3CH MPUCTBN CIPAMO NBETE IPYTH NEKYBaHH
¢ peSyxcoctat 80 mg (22%) u anomypuHon 300 mg (21%). Cnen 8-cenMuyuns NPOQUNAKTHYEH NEPHOL,

Npe3 NOCNEAHHTE 4 CEAMMIE OT MPOYYBAHETO (cexmuuym 49-52) ce RaGmogapar npH 6-8% (¢pebyxcocrar
80 mg, 120 mg) u 11% (anonypunon 300 mg) or nuuara. '

JleTsT Ha Xopara, HyKAaelly e OT JIedeH e Ha nofarposeH npucten (APEX u FACT npoyusanus) e
“THCJICHO NO-HHCKO B FPYTIHTE, KOHTO Cllel H3XOAHOTO HUBO C& JOCTHIHAIMN CPEAHO HKHBO Ha YpaTH B
cepyma < 6,0 mg/dl, < 5,0 mg/d] mau <4,0 mg/dl, cpaBHeHH ¢ rpynara, KosTO crex H3XOHOTO HHBO €
AOCTHIHANA CDEAHO HHBO Ha ypatH > 6,0 mg/d] npe3 nocnenuuTe 32 CCAMHUM OT NMEPHOAA HA NeYeHHe
(urrrepBanu Cenmuua 20- CeMuna 24 no Cenmuua 49-52).

[lo Bpeme Ha npoyusaxero CONFIRMS, npoueHTsT naumerTH, KOHTO ce HYXCIAAT OT NIeYCHHE Ha
NORArpo3HH NPHCTHITH (AeH 1 Ha Mecen 6) ¢ 31% u 25% cLOTBeTHO 38 rpynuTe Ha §ebykcocrar 80 mg u
anonyprHon. He ce Ha6moznasa pasmika B asna MALHEHTH, KOHTO CE HYXIAAT OT JIEYCHHE Ha IOJarPO3HH
NMPUCTBIH B rpynaTe Ha gpebykcocrar 80 mgn 40 mg.

OYHY U EHU npOYueaH
[lpoyusane EXCEL (C02-021): npoyusanero EXCEL e TPH-TOAHIIHO dasa 3, 0TBOpeHo,
MHOTOLCHTPOBO, PAHAOMH3HPAHO, ANONYPHHON-KOHTPOMHDEHO, pasiltApeHo npoy4BaHe 3a 6e30nacHoOCT
38 NAUUCHTH, KOUTO Ca 3aBBLPILMIM OCHOBHHTE (asa 3 npoyusanus (APEX unu FACT). O6mpo ca

Bkmoueny 1086 nauuentu: pebykcocran 80 Mg BEAHLX AHEBHO (n=649), pebykcoctan 120 mg searnsx
zueBHO (n=292) wnwn anonypuxon 300/100 mg BCAHBXK AHEBHO (1=145). Okono 69% ot nauueHTHTE He
HIUCKBAT NPOMECHH B JIEYCHHETO 32 NOCTHIAHE HA KPaliHO CTaGHITHO JleYeHHe. Ilauuenty ¢ 3

TpHTORMIINH JAHHH NOKA3BAT HAMAJNISBAHE HA HCCTOTATA HA MOArpO3HH NMPHCTBIH KATO MO-MAJIKO OT 4%
OT NALHCHTHTE Ca Ce HYXIACNH OT JICYCHHE Ha NIPHCTEN (T.€. moBeue oT 96% OT NaUMEHTHTe He ca HMAJTH
HY¥J8 OT JICHEHHE Ha NOZarpo3eH NPUCTEM) npe3 Mecen| 16-24 u Mecen 30-36. |

46% u 38% OT naumeHTHTE Ha KpaHHO CTAGHITHO JIeYeHHE CHOTBETHO C $eGyxcoctar 80 um 120 mg
BEAHLX JHEBHO Ca C MB/THO Pa3sHaCAHE HA ITHPBHYHA NAINATOpHA TO¢a OT H3XOAHO HHBO A0 KPaltHOTO

NMOCCILCHHAC,

[Ipoyusanero FOCUS (TMX-01-005) e S5-FOAHILHO, da3za 2, OTBOpPEHO, MHOT'OLCHTPOBO, PasIIHPEHO
mpoyusaHe 3a 6€30MacHOCT 38 MalHEHTH, KOHTO ¢ 38BBPIIHIH 4-CEAMHYHO ABORHO-CIATIO AO3UpaNE Ha
deSykcoctaT B npoyusarero TMX-00-004. Brmouenu ca 116 naumenTs, KoHTO IIOJTyYaBaT HAYANTHO
¢ebykcocrar 80 mg BeqHBK THEBHO. IIpu 62% oT nauueHTHTE He Ce U3HCKBA: KOPHTHpaHe Ha 03aTa 38
OANbpXAHE HA CCPYMHH HHBA HA ITMKOYHATA KHCENHHA <6 mg/dl, a npu 38% OT NauHeHTHTE Ce HIHCKEA
KOpHrHpane Ha 103aTa 3a8 OCTHrane Ha cTabHiHa kpalina fosa.

JSUTHT MALHEHTH CBC CePYMHH HHBA HA TUKOYHATA KHCENHHA <6 mg/d]l (357
noceteHHe e no-roxam ot 80% (81-100%) 3a BcAxa oT 403UTe ¢pebykcocra




I1o Bpeme Ha daza 3 KTHHHYKH NpoyTBaHHA ca HAGMIOAABARK NIeKH OTKIIOHEHMS NpH YepHOApOOHHTE
$YHKUHOHAIHH TeCTOBE NP NAUHCHTH, JieKyBanu ¢ debyxcocrar (5,0%).CrenexuTe Ha OTKJIOHEHMATA ca
NOXOOHH Ha CTENCHMTE, CHOSILICHH TIpH anonmypHHON (4,2%) (Bx. Touka 4.4). [ToBHiIeHH cTORHOCTH Ha
TSH (>5,5 ulU/ml) ca Ha6monasasy [IPH NTALHEHTH HA ABJATOCPOYHO JieueHKE ¢ (peSyKcocTar (5,5%) u
NALHEHTH Ha AoNnypHHOM (5,8%) npwu ABJIFOCPOYHH OTBOPCHH PasIIMPEHH NPOYUBAHUSA (BX. TOUKS 4.4).

IlocTMapkeTHHroBH KeATOCPOYHH npquaaﬁua
IIpoyuBanero CARES e MHOrO1€HTpPOBO, PaHIOMH3HPaHO, ABOHHOC/ANIO HeMH}epHOPHO
H3NATBAHE , KOSTO CPABHABA CHPACUHOCHAOBHTE Pe3yITaTH npH ¢e3yxcm CpAMO

NpOLSAYpa 10 KOPOHAPHA MJTH MO3BYHA PEBACKYJIapH3aLs , HHCYJIT, XOCOHTAITU3ALHSA 110 ITOBOA
TPAH3HTOPHA HCXEMHYHA aTaka, NepH(PEpHO CBAO0BO 3a601ABaHE WITH 3axapeH auaber ¢ JaHHY
38 MHKPOBACKYJIAPHO HJTH MaKpOBAcKyJIapHO 3a6onsBane. 3a focThrane Ha sUA nox 6 mg/di,
nosata pebykcoctar ce THTpHpa oT 40 mg a0 80 mg (Hesasuckmo oT GL6peunara byrKuHn), a
A03aTa AONYPHHOIM C& THTPHPa Ha cTHIKM 110 100 mg ot 300 R0 600 mg npu naumenTH C
Hopmama 066peuna dyHkuus unm 6s6peuno YBpeXIaHe B Jieka crenes u ot 200 ao 400 mg

Np# nauHeHTH ¢ 6b6peuHo yBpexKnaHeB yMepeHa cTene:.

IIspeuynata kpaliua Touka Ha CARES e BpeMETO K0 mbpBa nossa Ha MACE, cheTaBHa oT
Hedaranen uHdapkT Ha MHOKapAa, Hedaranen HHCYAT, ChpAEYHOCHA0BE CMBPT HITH
HeCTaGHITHA aHIMHA ChC CTELIHA KOpOHapHa peBacKkynapu3aius.

Kpaliunte T09kH (IrbpBUYHY K BTOpHYHN) ce aHanu3Hpar cnopen ITT (intention to treat, ¢
HaMepeHHE 3a JICUCHHE) aHaNIH3, KOHTO BIUTIOUBA BCHYKH YHaCTHHIIM, KOHTO C& PaHAOMH3HPaHH

H NIOJTY4aBAT MOHEC €XtHA 038 OT ABORHO-CASMOTO H3NHTBAHO ICYCHHE.

O6mo 56,6% ot nauneHTHTE MPEYCTAHOBABAT H3MHTBAHOTO JICUCHHE npexxaespeMeHHo ¥ 45% ot
NaUCHTHTE HE 3aBbPIIBAT BCHYKH BH3HTH OT H3NHTBRHETO,

O6mo 6 190 naunenTH ca npocneneny ¢ Meanaxa or 32 Mecella, a MeIHaHaTa Ha
NPOXBL/DKHTENHOCTTE HA EKCIIO3HIIHATA € 728 JHH 38 NALHEHTHTE B rpynara xa gpeSykcocrar

(n=3098) u 719 auu B rpynara Ha anomrypusron (n=3092). [Tepeuunara MACE xpatina Touka

BBSHHKBA CBC CXONHA 4ECTOTA B IPyNHTE, NEKyBaHH ¢ heGyKcocTaT H &N0MYPHHON (CHOTBETHO

10,8% cnipamo 10,4%-ot naumenTire; HR 1,03; ABYCTPRHHO nosTopey 95% CI 0,89-1,21).

[pu anams Ha oTAENHUTE KOMIOHEHTH Ha MACE, uecToTa Ha chpACHHOCHROBA CMBPTHOCT € TOBHCOKA
pH (GebyKCOCTaT CrpAMO aNoMypPHHON (4,3% cnipamo 3,2% ot naunenture; HR 1,34; 95%

CI 1,03-1,73). Yecrorara na gpyrute MACE cb6uTHS e CXOAHA B rpynure Ha dpeGykcocrar K
JIONYPHHOI — HedaTalen RHGapkT Ha MHOKapaa (3,6% crpamo 3,8% or nauuenture; HR 0,93;
95% CI 0,72-1,21), nedaTanen UHCYNT (2,3% cnipamo 2,3% ot nanuenTnTe; HR 1,01; 95% CI 0,73-
1,41) u crientHa peBacKynapr3auus 1opaan HecTaGUITHA SHIHHA (1,6% cnpamo 1,8% or nauneHTHTE;
HR 0,86; 95% CI 0,59-1,26). YectoTara Ha o6ma CMBPTHOCT CBINO € [10-BHCOKA NpH debGykcocTar
cnpaMo anomyprHon (7,8% cnpamo 6,4% ot nanueHTHTE, HR1,22; 95% CI 1,01-1,47), KOSTO C& JBbJ/DKH
OCHOBHO Ha II0-BHCOKATA YeCTOTA Ha CLPACYHOCHA0BATA CMBPTHOCT B TA3H Ipyna (BX. TOuka 4.4).
YecroTaTa Ha NOTBBPACHA XOCTIHTANTHIAIHS NopanH CbpAEHHA HEROCTATHYHOCT, XOCITHTANN3ALHKH NIOPaIH
aPHTMHH, KOHTO He ca CEBP3aHH C HCXEMHS, CEOHTHA Ha BEHO3Ha TPOMGeMGOMHA H XOCTHTANHAAIHS
ROpanH TPAHSHTOPHH HCXEMHYHH 8TAKH C& CPaBHHMH 32 (eSyKcocTaT H aONypPHHOI.

s

[Tpoyusanero FAST e npocnexTHBHO, PaHOMH3HPAHO, OTBOPEHO, CHC 38CIENeHa KpaliHa ToyKa,
CpaBHABALIO Npodua Ha 6e30MACHOCT O OTHOLICHUE Ha CbpPACYHOCHACBATA CHCTCMa4t
CNpsMO AJIOIYPHHOJ TPH MALHEHTH C XPOHHYHA XHIIEPYPHKEMHUA (KQraTo Beye / 3 QRS
YPaTH) H CbPACYHOCHAOBH PHCKOBH (hakTopH (T.€. nauueHTH Ha 60 roqHHH HY 0!

SIHHA CHPACYHOCHAOR PHCKOB (akTop). IToaxonsiure MaHEeHTH €8 Mo M dRpe
MPEAH PAHAOMH3ALUATA K TPH HEOGXOMMMOCT CA HAMPABEHH KopexLHH B AqaT/ ehoug




npeueHka, npenopskute Ha EULAR # onoGpenara aosuposka. B kpas Ha BpBexainaTa gasa
NALUHEHTHTE, TPHEMAIRH anonypHHoN ¢ HHBO Ha SUA ot <0,36 mmol/l (<6 mg/dl) unn npuemamu
MaKCHMA/IHAaTa MOHOCHMA HIIH MBKCHMAJIHATA Pa3pelieHa 032 aNONyPHHOJN Ca PRHAOMH3UDAHH B
ChoTHOICHHE 1:1 Ha nedenne ¢ pebykcocrar Wik anomypunon. [TspenaHara kpaita TOYKa Ha
npoy4sanero FAST e BpemeTo 1o mbpBaTa 10483 Ha KOETO ¥ 1a € ChOHTHE, BKOYEHO B CHCTABHATA
kpafiia Touka no Antiplatelet Trialists’ Collaboration (APTC), kosTo BxmouBa: i) XOCnHTAIM3aUHS 38
HedaTaneH HHPAPKT Ha MHOKADAA/OCTHP KOPOHAPEH CHHAPOM C TONOXKHTENHH 6uomapkepn (OKC); ii)
HedaTanen HHCYAT; iii) CMBPT MopanH CbPAEYHOCHAOBO ChOuTHe, [TLPBUYHUAT aHANHN3 Ce OCHOBABA Ha
NOAXOAA Ha NIEYCHHE. .

Karo usano 6 128 naumentu ca pannomusupany, 3063 Ha debykcoctar ¥ 3065 Ha anonypuHoNL.

IIpn mbpBHYHMA aHANUS CIIOpE] MOAXONA HA JiedeHHe, GeGyKCcocTaT & HeHHdepHOpeH CipaMo

* &JIONYPHHON MO OTHOLIEHHE HA YECTOTATA HA IMbPBHYHATA KpaliHa TOuKa, KOSTO € HACTLIHIA npu 172
nauuerTH (1,72/100 nauuenroroannHx) na pebykcocrar B cpasHeHue ¢ 241 nauuenty (2,05/100
MAIHEHTOrOAMHH) Ha ANTOMypHHON, ¢ kKopHrupad HR 0,85 (95% CI: 0,70, 1,03), p<0,001. AHamu3BY
CTIOpPEA NMOAXOAA Ha JICYCHHE N0 OTHOIWICHHE HA MbpBHYHATA KpaitHa TOYKA B NOATPYNaTa MalHeNTH C
aHaMHe3a 38 HHGApKT Ha MUOKApZa, HHCYNT Wit OKC He nokassa 3HaYMMa pasiuKa Mexy ABETe
rpymH Ha yiedeHue: 65 (9,5%) naunenTs ca cxc co6HTHA B rpynara Ka $pebykcoctar u 83 (11,8%)
NauKeHTH ca cbe ChOXTHA B rpynata Ha anonmypuron; kopurupar HR 1,02 (95% CI: 0,74-1,42);
p=0,202.

Jleuenuero ¢ pebykcocTar He € CBbP3aHO C YBEIH4ABAHE HA CMBPTHOCTTA MOPAH CHPACHHOCHAOBY
NPHYHEH MK CMBPT N0 BCAKAKBH IPHYHHH, KATO L0 HIIK B MOATPYIATA NALHEHTH ¢ aAHAMHE3a 38
HHGApKT Ha MHOKapaa, #HcynT wik OKC Ha M3X0AHOTO HHBO. KaTo 1o ce HabmoaapaT no-Mauko
CMBPTHH CTy4aH B rpymara ¢ pebykcocrar (62 cMBPTHH ciIydas 0 ChPASTHOCHAOBH NPHYUHH H 108
CMBPTHH CITy4as 1o BCAKAKBH NMPHYHHHK), OTKOJKOTO B IpynaTta ¢ alomypHHON (82 CMBPTHH Cltydas no
CbpACYROCHAOBH NPHYMHH B 174 CMLPTHH ciTy4as 1O BCAKAKBH NPHIKHH).

HaGmonasa ce no-roisaMo HaMaJICHHE B HHBATA HA THKOYHATA KMCETHHA ITPH JiedeHHe ¢ heGyKCocTaT
B CpaBHEHHE C JICYSHUETO C AJIOMYPHHO.

TyMop-In3nc cHHApOM |
E¢ukacrocTTa # GesonacHocTTa Ha (ebykcocTan 3a NpeBEeHIHS U JIeYEHHE HA TYMOP-TTH3HC CHEAPOM Ca
AeMOHCTpHpany B npoyusaHero FLORENCE (FLO-01). ®e6ykcoctan nokassa mo-xo6pa  no- 6p3a
AKTHBHOCT 32 [TOHIKABaHE HA MHKOYHATA KHCENINHA, B CpaBHeHuHe ¢ anonypuoHon. FLORENCE e
pausiomMu3npano (1:1), aBoftHo-cnsno, OCHOBHO M3cneaBaHe dasa 3, cpasraBalo deGyxcoctan 120 mg
BeJHBX QHEBHO ¢ anomypuHoa 200 xo 600 mg nHeBHO (CpeaHa AHEBHA K032 ANIOMYPHHON [+ CTAHAAPTHO
otknonenue]: 349,7 + 112,90 mg) no oTHowIeHHE HA KOHTPO/A HA CEPYMHHTE HHBA HA NHKOYHA
kucennHa. [Toaxoaguu naunenTH e Tpa6eano aa GbAAT KAHAHAATH 32 NIEYEHHE ¢ ATIOMYPHHON HIH
TAKHBa, KOKTO Ca HAMAAH AOCTHI A0 pacbypukasa. [Tupeuyny kpaltHu TOYKH ca MIOLLTA MOA KPHBATA Ha
cepyMHaTa nuKouHa kHcemHa (AUC sUA1-8) u npoMaHaTa B HUBATA HA CepPYMHHA KpeaTHHHH (8C), oT
H3XOAHOTO HHBO A0 ACH 8 H 3a gBere,

O61o ca BxmoueHH 346 naiuuesT ¢ XeMaTONOTHYHH 3I0KaYeCTBEHH 3a60NIBaHH, NOANOKEHH Ha
XHMHOTEpAIHA H ¢ YMEPEH/BHCOK PHCK OT TyMop-su3He cHHApoM. CpeaHata AUC sUA1-8 (mgxh/dl) e
CHrHHGHKAHTHO NO-HHUCKA NPH AcdeHHe ¢ pebykcoctan (514,0 = 225,71 cnpsmo 708,0 + 234,42; pasnuka
CTOpEA METOZa Ha Halt-MaskuTe kBampary: -196,794 [95% noseputencH urrepsan: -238,600 ; -154,988);
'p<0,0001). Ocsen TOBa, CPERHOTO CEPYMHO HHBO Ha MHKOYHA KHCEIHHA € CHTHU(HKAHTHO NO-HHCKO
npy fedeHHe ¢ pebyxkcocTan npe3 ILpBUTE 24 4aca OT JEUSHHETO H BhB BCAKA SAHA OT MOC/HEABALHTE
BpeMeBH TO4KH, He ce u3sBaBa CHrHH(HKAHTHA PA3/HKA B CPEHATA IPOMAHA HA CEPYMHHUS KPeaTHHHH
(%) mexxay debykcocran u anonypuson (-0,83+26,98 cnipamo - 4,92+16,70 cboTBETHO; pa3/KKa criopen
METO/1a Ha Hali-MankuTe kBanparH: 4,0970 [95% aosepurenen nnrepsan -0,6467 ; 8,8406]; p=0,0903).
Ilo oTHOWIEHHE HA BTOPHYHHTE KpalHH TOYKH, HE € OTKPHTA CHTHH(UKAHTHA pas/IMKa IO OTHOILIEHHE Ha
yecToTara Ha naGopatopeH TJIC (cvoTBeTHO 8,1% M 9,2% B pameHaTa Ha $HeGyKCooTan-1 aNOmypHHON,
orrocuteneH puck: 0,875 [95% nosepurenex unrepsan: 0,4408 ; 1,7369]; 7’ wy - HHHYEH
TJIC (cvotBerHo 1,7% 1 1,2% B paMeHaTa Ha Afapa H ATONIYPHHOMN, OTH 08 i PACH i%:\ 95%
noBepuTeneH HHTepsan: 0,9691 ; 1,0199]; p=1,0000). O6iwata yecrora ¥i Pwsnalid e avuTe,
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H3SBCHHU IO BPEMC Ha JICYCHHETO, U HEXKEIAHHTE peakuuH ¢ 67,6% cnpamo 64,7% u 6,4% cnpamo 6,4%,
CBOTBETHO [P JieuerHe ¢ peSyxcocTaz H aNomypHHOIL. | |

B npoywsasero FLORENCE, deGykcocTan AEMOHCTpHpa NO-K0GHP KOHTPON Ha CEpYMHKTE HHBA Ha
NHKOYHA KUCEJIMHE CTIPAMO QIONYPHRON NPH NALHCHTH, KOHTO A IUIAHHPAHH /18 MOMYYABAT NOCTEAHOTO
nexapcTeo. [IonacTosleM IHNCBAT aHAH, cpaBHsABALM (ebykcocTa ¢ pacGyprKasa.

EduxacrocTra 1 GesonacHocTTa Ha Ge6yKCoCTaT He ca YCTAHOBEHH BPH NAOHEHTH ¢ OCTHP TeXBK TJIC,
HAIp. IPH NALHEHTH, KOWTO CC IEKYBAT HEYCMEIIHO C APYTH YPATONOHHXABAILH TepanyH,

5.2 <QapMaKOKHHEeTHYHH cBOHcTBa

I1pu 3xpaBH xopa, MakCHMAaNHHTE N1a3MeHH KOHUeHTpanuy (Cmax) u rUIowTa nox KpHBAaTa NnnasMeHa
xorueHTpauHs/Bpeme (AUC) Ha debykcocTar ce ysennuapaT nponopLUHOHAIHO Ha A03aTa cien
CAHOKPATHO H MHOrOKpaTHO mpuaraxe Ha 10 mg no 120 mg, Ipu nosu Mexay 120 mg u 300 mg, ce
Ha0M0NaBa NO-rOJIAMO OT MPONMOPLMOHANIHO Ha A03aTa yBenuueHue Ha AUC Ha ¢pebyxcocrat. Hama
KyMynHpaHe, koeTO Moxe Aia Ob/ie OLleHeHO, NpH npuaarene Ha Jo3u ot 10 mg a0 240 mg eceku 24 yaca.
DebykcocTaT HMa NPHBHACH CPEACH TEPMHHANCH SNHMHKRALIHOHEH NOJYKHBOT (t12) 0kono 5 10 8 uaca.

[Tormynaunonnn gpapMaxoxuueTHHH/papMakoAHHAMHUYHY AHATH3H CA IPOBENEHH npu 211 nanueHTH ¢
XMNICpYPHKEMHA H OAArpa, nekysaHu ¢ Anapa 40-240 mg Beanbx aHeBHOo. Kato wsno,
(apMaxOKHHETHYHHTE NapamMeTpH Ha (eGyKCOCTaT, OLiEHEHH Upes H3MEPEHH C TE3H aHATH3H ChOTBETCBAT
Ha Te3H, MOTYMCHH NPH 31PaBH X0p4a, KOETO TOKA3BA, Y€ 3APABHTE XOpa CA NPEICTABHTE/HH 38
thapmakokuHeTHIHA/PapMaKOTUHAMIIHA OLEHKA NPH NONMYNALMSTA MALIHEHTH C noxarpa.

Abcopbyus .
Debyxcoctar ce abcopGupa 66p30 (tua 1,0-1,5 h) u gobpe (Haki-manko 84%). Cnen €HOKPATHO HH

MHOTOKpaTHO NepopaiHo npunarale Ha 80 U 120 mg eaus muT AHeBHO, Cmax e ChbOTBETHO
npu6aH3uTeNHO 2,8-3,2 pg/ml u 5,0-5,3 pg/ml, A6comoTHata GHONANHMUHOCT Ha TabneTHaTa dopMa Ha
¢ebykcocTat He e npoyueHa.

Criex MHOrOKpaTHO NEpOPATHO NMpHjarane Ha 80 mg eAMH ITHT AHEBHO MITH €JHOKPATHO npujiarale Ha
120 mg ¢ xpana, 6orara HA Ma3HHHH, HMa 49% u 38% noHmkeHHe HA Cugx H CHOTBETHO 18% M 16%
Hamanssane Ha AUC, OGade, npu u3cnessane (MHOrokpaTHO npuiarase Ha 80 mg) He e HaGmonaBaHa,
KIHHHYHO 3HAYHMA MPOMSAHA B MPOLIEHTHOTO HAMAIICHHE HA CEPYMHATA KOHLIEHTPALHS HA MHKOYHA
kncemiHa. CneAoBaTenHo, Afapa MOXe J1a C¢ IpHeMa He3aBHCHMO OT XpaHaTa.

Pasnpedenenue

I[IpueraHuATa 06EM Ha pasnpelesIeHHe B CTAUHOHAPHO cheTosHue (Vss/F) Ha de6yKkcocTar e B AXANa3oH
ot 29 o 75 | cnex nepopanuu gosu-or 10-300 mg, Cepp3sanero Ha ¢ebyxcoctar ¢ nna3mMeHuTe
IPOTEHHH € NpHONH3IHTEHO 99,2%, (rnasHo ¢ anGyMHH) ¥ € NOCTOSHHO B fHAana3oHa Ha
KOHIUEHTpalUUnTa, IIOCTHrHaTa ¢ 103K 0T 80 1 120 mg. Crbp3BaHETO C NIA3MEHNUTE NPOTEHHH Ha
aKTHBHHTE MeTaOONHTH € B AHana3oH oT 82% ao 91%. |

buompanchopmayus

OebykcocTat ce MeTafonH3npa EKCTEH3HBHO Hpe3 KOHIOraluus upes ypuauH auchocdar
rmoxypoHosunarpaHchepasHata (UDPGT) eHsHMHa CHeTeMa M OKCHIHpaHe upes unroxpoM P450 (CYP)
CHCTeMAaTa. Y CTAHOBEHH €& YCTHPH GapMaKkOAOrHYHO aKTHBHH XHAPOKCH/ METAGOTHTH, TPH OT KOUTO Ce.
HaMUparT B [1Ia3MATA NPH Xopa. In vitro NpoyuBaHUA ¢ YOBELIKH HSPHOAPOOHUM MHKPO30MH OKA3BAT, Ye
Te3H OKCHIATHBHH MeTabonuTH ce obpasysar raasuo or CYP1A1, CYP1A2, CYP2C8 uny CYP2C9,a
¢debykcocTaT NIOKYpOHUA ce obpasysa rnasHo oT UGT 1A1, A8 H1AG. A NI

Enumunupane



®ebykcocTaT ce ETMMHHMpA Mo YepHoApobeH 1 6vbpedeH muT. Cnen 80 mg opamma fo3a 14C-6enssan
debykcoctat, mpuGmMarnTenHo 49% OT J103aTa Ce Bb3CTAHORABA B yPHHATA KATO HEMPOMEHEH
dheSyxcocTar (3%), all MIOKYPOHUALT Ha aKTHBHOTO BewlecTso (30%), HeroBHTe M3BECTHH
OKCHIATHBHH MeTaboNUTH U TexkuTe KoHtoraty (13%) u apyru Henssectru Merabonnty (3%). Kato
NOMBAHCHHE KbM YPHHAPHATA €KCKpelHs, NpHOMM3HTeIHO 45% OT J03aTa c& BB3CTAHOBABA BHB deleca
KaTo HenpomereHd debykcocrar (12%), auun rmoOKypOHHABT Ha AKTHBHOTO BelecTBo (1%), Heropure
U3BECTHU OKCUAATHBHYU MeTaGONHTH H TeXHUTe KomoraTy (25%) H aApyrd Hen3secTHH MeTabonuTy (7%).

Bvbpeuno yspescoane -

Cnen MHOTOKPATHO EPOpATHO mpHnarade Ha 80 mg pe6yKcocTan NpH MALMEHTH C JIEKO, YMEPEHO HIH
TexKA cTeneH Ha Oa0peuno yBpexaane, Cor. Ha GeSyxkcocTar He ce MpOMEH4, B CPABHEHHE C XOpa ¢
HopMaHa 6n6peuna dpyHkums. Cpennara obma AUC ra debyxcocTar ce ysennqasa npabansurento 1,8-
kpatHO oT 7,5 pug-h/ml B rpynara c HopManHa 6p6peuna gyuxums o 13,2 pg.h/ml B rpynara.c Texxo
Hapyulena 6p6peuna yHkumus. Cmax H AUC Ha akTHBHHTE MeTaSONUTH HAPACTBA CHOTBETHO 2- K 4-
kpaTtHO. He3aBHCHMO OT TOBa, He € HeoOX0ANMO afanTHpaHe Ha 103aTa [IPH NalHEHTH C JeKO HIH
yMepeHo O60peyHO yBpexXaaHe.

YeproOpobxo yapeacoane

Cnen MHOTOKpaTHO Nepopaido npunaraHe Ha 80 mg debykcocran npu nauxenTH ¢ feko (Child-Pugh
xnac A) wim ymepero (Child-Pugh knac B) ueproapobro yspexnane, Cmax u AUC na debykcoctar 1
HA HErOBUTE MeTAGONMTH HE CC NMPOMEHAT 3HAYAMO, B CPABHEHHE C X0pa ¢ HOPMaIHA YepHoApoGHa
dynims. He ca npoBeeHH NPOYYBAHHSA IPH NAHEHTH C T&XKO YepHoApo6Ho yspexaane (Child-Pugh
kiac C). | .

Bwspacm

He ca raGmonasany 3HaguMu npoMeRH B AUC Ha $ebyKcocTaT il Ha HeroBUTe METaGONHTH Clie
MHOTOKPATHO NIEpOpAaNHO Npunarane Ha ¢pebykcocTas NpU Xopa B CTapyecka Bb3PacT, B CPABHEHHE ¢ No-
MJIQJH 3IPaBH Xopa.

Ilon .

Crexl MHOTOKPAaTHO NEpOPANHO Npuiarane Ha Aznapa, Cmax u AUC ca ¢csorBeTHO 24% H 12% no-BHCOKH
[P XEHH, OTKOAKOTO NpH MBXe. Obade, KOPUrHpaHHTE CNPAMO TErNoTO Coex H AUC ca nonoGuu np
neata nona. He e HeoOxonuMo aganTupaHe Ra 103aTa Bb3 OCHOBA HA MOJIA.

8.3 IIpeaxaHHAYHH JaHHH 38 GesomacHocT

-EdexTH npH HEKITMHYYHHTE MPOYUBAHUA ce HAGMOAABAT [MIABHO IPH EKCIIO3KIHH, KOHTO HA/|BHINABAT
MaKCHMAJIHATA eKCIIO3HIIHA NIPH XO0pa. |

DapMAKOKAHETHYHO MOJIGTHPAHe B CHMY LM Ha IAHHH OT ILTbXOBE NIPEATIONArar, e npH
eIHOBPEMEHHO TIpHIoKEHHE C HeSyKCOCTaT, IIMHHIHATA 1038 Ha MEPKaNTONyPHH/a3aTHONPHUH Tpabpa
18 ce HaMaH 10 20% HNH MTO-MANKO OT MPeAXOAHATA NPeNUCaHa 038, 38 /1A Ce H3DerHaT Bh3MOXKHH
XeMBTONOIHYHH edeKTH (BXK. Touka 4.5 4 5.3). .

Kapyunozenesa, Mymazenesa u ygpesxcoare ka gepmusumema
ITpu MEXKH TUTBXOBE CTETHCTHYECKH SHATHMO YBEJIHHCHHE HA TYMOPHTE Ha /-, ST MEXYP (1IpexoaHo-
KMEThUSH MATANOM ¥ KapUHHOM) € YCTRHOBEHO CaMO BbB BPB3Ka C KCAHTHHOBILKE BZDRY
BUCOKH H03H, HAJBHINABAIH MPAGIH3HTENHO 11 ITBTH CKCNOZHLIHATE NP i
yBeIHUEHHE Ha APYT THI TYMOP HHTO MPH MEXKHTE, HHTO NPH XEHCKATE Mgl
HAXOAKH Ce CUMTAT 3a MOCHEACTBHE OT BUAOBO CeLUHYHUS MyPHHOB N
ypuHara,  6¢3 3HaueHHe 3a KNHHHYHATA yroTpeba. | \




Cranzapred Ha6Op OT TECTOBE 38 FEeHOTOKCHYHOCT He NoKa3Ba GHONOIHYHO CBBP3aHH MEHOTOKCHYHH

edextit Ha PebykcocTar.

YcraHOBEHO €, ue mepopalHu A03K A0 48 mg/kg/nuesHo ebykcocTaT HAMAT edeKT BbpXy deprunurera

M pENpONYKTHBHATA AEHHOCT Ha MBKKH H XEHCKH ITBXOBE.

HaMa JaHHH 38 YBpeaeH GEepTHNTET, TEPATOreHHH ePeKTH WIH YBpexaaHe Ha deTyca, Th/DKALIH ce Ha
¢ebykcocTar. IIpu BUCOKH 1034 e HAbGMoAaBaHa TOKCHYHOCT NPH MalKaTa, MPHAPYXKEHa OT HaMaNeHHe
Ha HHAEKCca Ha oTOHBaHe M 3a0aBEeHO pPa3BHTHE HA MTOKOJICHHETO NPH IUTHXOBE NMPU NPHONH3HTENHO 4,3
ITBTH €KCIIO3ULMATA TPH Xopa. TepaToNOrHYHH NPOYYBAHHSA, IPOBEACHH NPH OpeMEHHH IUTbXOBE, NPH
npubnusuTenHo 4,3 neTH U GpeMeHHH 3ai1lH NPpH NPHONHIUTEIHO 13 METH EKCNO3KIIKATA ITPH XOPa HE

. IOKA3BAT TEPATOreHHH e(eKTH.

6. ©OAPMAIEBTHYHHU JAHHH

6.1 Chnuchbk HA NOMOITHHTE BElleCTBA

HAdpo na mabremrxama:

JlaxTo3a :

MHKpOKpHCTAIIHA LTy 1038

MarhHesues creapar

Marse3nes aTyMHHOMETACHIIHKAT
KonosuaoH (K)

KpocnioBuaoH (THn A)

KononaeH, XUOpaTHPaH CHIHLIHEB AHOKCHA

Tabremna obsuska:
Opadry 11, xsrT:
[TONHBHHHNOB AJIKOXOJ
TuTaHOB AHOKCHI

6.2 HechBMeCTHMOCTH
HernpunoxumMo

6.3 Cpok na rogaocr
'bimcrepu:
2 rofiMHH

HDPE oriaxoBka 3a TaGNeTKH:
HeorBopena onaxosxa: 2 TOAHHH
Cnen nppBo OTBapsHe: 28 AHH

6.4 Cnennaauu yt;uonun H& CbXpaAHEeHHE

To3u NeKapcTseH NPOAYKT He H3HCKBA CMICLHANHH YCIIOBAS Ha ChXpaHe
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6.5 BaAE CHLALPAKAHHE HA ONIAKOBKATA
Azapa e onaxosaH B Al/Al GnucTepH cbC cywmTen, Coappxaum 14, 28, 30, 84 u 98 pumMupany
TabnerKky. .

AJlapa € OTIaKOBaH B ONaKkOBKa 33 Ta0NeTKH OT NOoNHeTHIEH ¢ BHcOKa IILTHOCT (HDPE) cne cywnren u
ChC 3ALMTEHA OT Aela kanauka, ceabpxau 100 u 500 tabnerku.

He BCHYKH BHAOBE ONTAKOBKH MOTarT Aa GbAAT MyCHAaTH Ha nasapa.

6.6 CroensEajnEH NIpesNA3HH MEPKH NPH H3XBLpAAHE H paloTa
HenznomspaHuAT jekapcTheH MPOAYKT UM OTNANBYHUTE MATEPHANH OT Hero TpAdBa 1a ce H3XBBPIAT B
CBOTBETCTBHE C MECTHHTE H3UCKBAHHUA.

7. TIPUTEXKATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG |

Stadastrasse 2-18

61118 Bad Vilbel

I'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
Per. No: 20180196

9. JIATA HA ITHPBO PA3PEHIABAHE/TIOAHOBSABAHE HA PABPEIIIEHHETO 3A
YHNOTPEBA

Jata Ha mepBO paspemanane: 24.07.2018

- llata Ha nocneano nopHorspare: 03.08.2023

10. JATA HA AKTYAJM3UPAHE HA TEKCTA
07/2024
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