KPATKA XAPAKTEPUCTHUKA HA IMTPOJAYKTA,
JAHHH BBPXY OITAKOBKATA H JIUCTOBKA



KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
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Roticox 30 mg film-coated tablets
Roticox 60 mg film-coated tablets
Roticox 90 mg film-coated tablets
Roticox 120 mg film-coated tablets

2. KAYECTBEH H KOJIMUECTBEH ChCTAB
Beska puamupana tabnerka cbhaspxka 30, 60, 90 unu 120 mg eropukokceHd (eforicoxib).

3a MbJIHUA CITHMCHK HA TIOMOLIHWTE BELLECTBA, BHKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabnerka (Tabnerka)

Porukokc 30 mg dunmupanu Tabnetku: 6enu 10 nouTH 6enH, KpbIK (AHaMeTbp: 6 mm), 1eKo
JIBOHHOM3ITbKHAIH, PUAMHPAHU TabJIETKH ChC CKOCEHH phOoBe.

Porukokc 60 mg duimupann Tabnerku: 6neno kaheHHKaBO-XKbATH, KPBIIH (1HaMeTHP: 8 mm),
ABOHHOM3ITbKHAH, pUiIMHpaHH TabNeTKH CbC CKOCEHH pBOOBE, ¢ penedHo 0b6o3HayeHue “60” ot
eJHaTa cTpaHa Ha Tabnerkara.

Potukokc 90 mg punmupanu TabaeTKn: po3oBH, KPbriiH (AHaMeThLP: 9 mm), ABOHHOM3MbKHAIH,
bunMupanu TabNeTKH Cbe CKOCeHH pbhoBe, ¢ penedHo obo3Hauenne “90” oT eaHaTa cTpaHa Ha
tabnerkara.

Porukokc 120 mg dunmupanu Tabnerku: kadgsapo-yepBeHy, Kpbrau (auamersp: 10 mm), neko
INBOHHOM3MbKHAMH, GHIMHpPaHH TabNeTKH ChC CKOCEHH phOOBE, ¢ EIHTEIHA YepTa OT e]HaTa CTpaHa
Ha TabneTkara. JleMTenHara yepTa He € npeAHa3Ha4YeHa 3a cyynBaHe Ha TabneTkara.

4. KIUMHHUYHU JAHHH

4.1 TepaneBTHYHH MOKA3ZAHHSHA

PoTHKkoOKC € nokazaH npu Bb3pacTHH H IOHOLUH HA 16 rOIMHH M NO-BB3PACTHH 32 CHMIITOMAaTHYHO
obnekueHHe Ha octeoapTpHT (OA), peBmaTtouaeH apTpuT (PA), aHKMI03Mpall, CIOHAMJIMT W Ha

OonkaTa M Bb3NaJMTe/HATA CHMIITOMATHKA [PH OCTBLP NMNOAArpO3€H apTpPHUT.

PoTHKOKC e nokasaH MpH Bb3pacTHH H KOHOLLIH Ha 16 ronuHH M MO-BB3pPAaCTHH 3a KPATKOCPOYHO
JICHEHUE HA YMEpPEHA GOJ'IKa, CBbp3daHa € ACHTAJIHA ONnepaLus.

Pemenuero na ce npeanuiue cenexkteH COX-2 unxuburop, Tpsdra na ce 6a3upa Ha LAIOCTHA
OLIEHKA 32 MHAMBUOYAIHHTE PUCKOBE 3a nauueHTa (B Touku 4.3, 4.4).

4.2 lo3HpOBKA H HAYHH HA NPHJI0KEHHE

2 IO3HQOBKE




Haii-HMckaTa edekTHBHa Ao3a. [TeproanyHO cneaBa a ce NpaBH NPEOLICHKA Ha NalHEHTA 33
CHMITOMATHYHO 00/1€KYEHHE H OTFOBOP HA JIEYEHHETO, OCOOEHO MPH NALWEHTH C OCTE0APTPHT (BHK
Toukn 4.3,4.4,4.8u 5.1,

Ocmeoapmpum

IMpenopwunTenHara no3a € 30 mg penHbx AHeBHO. [1pH HAKOU NAUMEHTH C HEAOCTATBHYHO
obnekueHHe Ha CHMNTOMHTE, NOBHILABAHE HA J03aTa HA 60 Mg €AHH MLT AHEBHO MOXE f1a NIOBHIUH
edmkacHoctTa. [1pu vnca Ha TepaneBTHYHHO NOJI3a C/leBa a4 ce OOMHCIIAT APYTH TEpaneRTHYHH
BB3MOMKHOCTH.

Peemamouden apmpum

IMpenopruuTenHara no3a e 60 mg BeaHbxk Ha AeH. [IpH HAKOH NaUMEHTH ¢ HEAOCTATBYHO obNekyeHHe
Ha CHMNTOMKTE, MOBHILABAHETO Ha A03aTa Ha 90 mg BEAHL®K THEBHO MOXKE A MOBHLUIH
eduxacHocTTa. Cien KaTo NalMEHTHT € KIHHHYHO CTabWIN3HPaH, MOXeE Aa € TOOXOAALLO
NOHH)KABaHe Ha no3ara 5o 60 mg BenHbxk gHesHO. [1pH orcheTBie Ha 3acuneH TepaneBTHUYEH edexT,
TpaGBa 1a ce 06CHAAT APYrH TEPANeBTHYHH Bb3IMOAKHOCTH.

Anxunozupawy cnowowum

[penopbunTenHata no3a € 60 mg BeaHbK Ha AeH. [IpH HAKOW NALMEHTH ¢ HEAOCTaTBYHO ObNIEKUEHM e
HA CHMINTOMHTEC, NOBHILABAHCTO HA J03aTA HA 90 mg BEAHDBXK NHEBHO MOXKE A NMOBHLIH
edukacHocTTa. Clen KaTo NALMEHTDHT € KIIHHKHYHO cTaduau3npan, Moxe Aa € NoIXOaAL0
MOHHKABaHe Ha fo3ara A0 60 mg BeAHBK AHEBHO. [1pH OTCHCTBHE Ha 3aCHAEH TepaneBTHUEH edekT,
TpabBa na ce 0OCHAAT APYrH TEPANEBTHYHH Bh3MOXKHOCTH.

Jlevenue na ocmpa 6oaka
3a neuenue Ha ocTpa Oonka, eToprkokcub Tpabea na ce npuema camo no BpeMe Ha OCTPHA
CHMIITOMaTHUYEH NEePHO.

- Ocmep nooazposzen apmpum
[Mpenopbuntentara go3a ¢ 120 mg penusxk gHesHO. [lo BpeMe Ha KIMHWYHM H3MMTBAHKA 34
JIeYeHHe Ha OCTHP NOAArPO3eH APTPHT eTOPUKOKCHE € maBaH B NpoaLKeHne Ha 8 AHK.

- Ilocmonepamusra boaka cred denmanna onepayus
[MpenopbunTentara no3a € %0 mg BeAHBLXK AHEBHO, OrpaHUUEHO MaKCHMYM 10 3 aHu. Hakou
NALMEHTH MOKE [1a C€ HYXKIAAT OT Jpyra NOCTONEPATHEHA aHANTe3HA B NOMTLIHEHHE KbM
POTHKOKC NO BpeEMe HA TPHAHEBHHSA NEPHO/ HA JIEVEHHE.

[o31, HaAXBLPIALLY MPENIOPBYHTEIHHTE 3a OTASIHHTE HHAWKALHH HITH HE Ca MoKa3alH
IOMBJIHUTENHA eHKACHOCT, HiM He ca OWiK npoyyBaHu. 3aTosa:

Hozata 3a OA He TpabBa na HaaBuiaBa 60 NHeBHO.

Jozata 3a PA ¥ aHKkMno3Hpall cnoHAWIHT He TpAGEa Aa HagBHiuara 90 mg aHeBHO.

Jlo3arta 3a ocTbp Noparpo3eH apTput He TpAdBa fa HanBHwuaea 120 mg NHEBHO, KATO JISYEHHETO ce
rpaHHYaBa MakCHMyM 10 8 auH.

Jo3zara 3a noctoneparveHa ocTpa 6onka cnen AeHTaaHa onepauys He TpaOBa Aa HagBHaea 90 mg
AHEBHO, OTPAHH4EHO MAKCHMYM 10 3 AHH.

CneuHatHH NOITYNALKH

Hayuenmu 8 cmapuecka ev3pacm
He ce Hanara xopurupane Ha §o3aTa NpH NAaLHEHTH B CTapuyecka Bb3pacT. Kakto npu apyru

TouKa 4.4).

[Tayuenmu ¢ veproOpobHO yepedicoane




He3agHCHMO OT HHAMKALMATA NPH NALKEHTHTE C IeKa cTeneH Ha yepHoapoOHo yepexaane (Child-
Pugh unzekc 5-6) nozara ot 60 mg BenHbk Ha AeH He TpAOBa na ce Hansywaea. [Ipy nauxeHTHTE €
yMepeHa creneH Ha depHoapobHo yepexaaHe (Child-Pugh nunekc 7-9), HezaBHcHMO OT
MHAXKALMATA, 103aTa OT 30 mg BeAHBXK QAHEBHO He TpAGBa 1a ce MpeBHILaBa.

KAMHWUYHHAT ONKUT e orpaHHueH, 0cOOSHO NPH NAUMEHTH C YMEPEHA CTeNeH Ha uepHOApobHO
YBpEXKAaHe H 3aTOBA € HeoDX0aMMO BHUMaHHe. HAMa KIHHHYEH ONHT NpH NALMEHTH C TEXKa
yepHoapo6Ha HegoctatsyHOCT (Child-Pugh nuaexe > 10), saTosa ynorpe6Gara npH TakKBa NaUHEHTH
€ NpOTHBOMOKa3aHa {BHA Toukd 4.3, 4.4. u 5.2).

Hayuenmu c 6vbpeuno yspesicoane

He ce Hanara kopurupase Ha A03aTa NMpPH NAUKEHTH C KPEATHHHHOB KNMPBHC >30 ml/min (B Touxa
5.2). U3non3saHeTo Ha €TOPHKOKCHG MPH MAUKEHTH ¢ KPEaTHHUHOB KIHpBHC <30 ml/min e
NpPOTHBONIOKA3aHO (BHXK ToYkH 4.3 n 4.4).

Heouampuuua nonyrayun
Etopukokcu0 e npoTuBonokasaH 3a ynorpeba npH AeLa U I0HOWH NMoj 16 roauiiHa su3pacT (BHK
Touka 4.3),

Haund Ha npunoxkerune

PoTHkoKc ce npHnara nepopajiHo H Moxe Ja Obe npaeMaH ¢ uad 6e3 xpaHa. EdextsT Ha
JIEKapCTBEHHA MPOAYKT MOXeE Aa HacThNM no-0bp30, koraro PoTukoke ce npuema va rnanxo. Toea
TpaGBa Aa ce HMa NpeJBHA, KOraTo € HeoOXOAUMO Aa ce NOCTHTHE OBP30 0bnekyaBaHe Ha
CHMMNTOMATHKATA.

43 IIpoTHBONOKA3ZAHHS

- CBpBXUYBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO WIH KbM HAKOE OT MOMOLLHHWTE BELIECTBA,
130poeHu B TOuka 6.1

- AKTHBHA NeNTHYHA A3B2 WIH KbpBeHe OT cToMaluHo-upeBHus (CY) Tpakr.

- TTallHeHTH, KOUTO C/ICA NPAEM HA aUCTHNCATHLMAORA kHeennHa uny HCTIBC, skmountenno
COX-2 {(unKnookcureHasa-2) HHXHOMTOPH, NPOABABAT GPOHXOCNATEM, OCTEP PHHUT, HA3AJIHH
TIOJTHMH, AHTHOHEBPOTHYEH €J1EM, YPTHKAPUS MJTH AJICPrH4HH PEaKLMH.

- BpemenHocT U kbpMeHe (Bux ToukH 4.6 1 5.3).

- Texka yepHoapobHa HeaocTaThuHoOCT (cepyMen anbymun <25 g/1 unu Child-Pugh unaekc
=>10).

- BrOpeuen kpeaTHHHHOB KIHpBHC <30 ml/min.

- Heua 4 wouOwWH nog 16-roguuIHa BL3pacT.

- Biu3nanurtensu 3abonapaHus Ha yepBara.

- 3acroiina cepaeuHa HepoctaThuHocT (NYHA 1I-1V).

- IMauneHTH ¢ XMNepToHHA, YHETO KPLBHO HaNAraHe e TpaiiHo ysenuveno Han 140/90 mmHg u
HE € aCKBATHO KOHTPOAHPAHO.

- VYcraHoBeHa ucxeMuyHa GosiecT Ha ChpLETO, 3a6onaBaHKA Ha nepHdepHUTE apTepHaTHH
CbOBE H/HIH MO3bYHO-CBAOBO 3abonapaHe.

44 Cpoeunannu npeaynpexacHHs H NPeXNAIHN MEPKH NPH ynorpeba

TacrpounTecTHHANHA edekTH

YCnoXHEHHA OT FTOPHHTE OTAENH Ha CTOMALHO-YPEBHHA TPAKT [NepopaLyH, A38H HIH KbpBEHE
(PUBs)], Haxom oT koHTO ¢ ¢artaneH H3Xo/, ca HACTbMHAH NPH NALHEHTH, IEKYBaHH C €TO

ycnoxcHenus ot HCIIBC; nauuenTH B cTapuecxa Bb3pacT, NAUHEHTH, IPHEMALLH €,
apyru HCIIBC wnmn auetTuncanMuiioBa KHCEJIHHA, HIH MALUHEHTH C NIPEKaApPaHH ¢
3abonaBaHKA, KaTo A3Ba M KbpBeHe oT CY TpakT.



HMa J0oNBLAHKMTENHO yBEAHYABAHE HA PHCKA OT CTOMALLHO-YPEBHH HEXENAHH JIEKADCTBEHH PEaKUHH
(CTOMALUHO-YPERHA A3BA WX APYTH CTOMALLHO-YPEBHH YCIOKHEHHA), KOTaTo ETOPHKOKCHD ce
NPHEMA EIHOBPEMEHHO C ALETHIICAHLIMIOBA KHCENHA {10PH H B HHCKH 103H). 3Ha4HTeNHa pa3inKa
10 OTHOMIEHHE HA CTOMallHO-upeBHaTa Ge3onacHocT Mexay cenextusHrTe COX-2 HHXHOHTOPH +
alueTHacanMunAoBa kuceauHa ¢/y HCTIBC + aueTnncanuuMnosa KHCENHHA, He € OHna
JEMOHCTPHPaHa MPH AbAFOCPOMHH KIIHHHYHH NPOYuBaHHA (BHX Touka 5.1).

CupaeyHO-CbA0BH eteKTH

KAHHHYHH MpoyuBaHKs NPeaNoNarar, ue 1eKapcTBeHHAT Kknac Ha cenekTieHUTe COX-2 unxuburopu
MOJKe Aa Obae CBbp3aH ¢ PUCK OT TPOMBOTHYHH HHUMAEHTH (ocobeHo uHpapkT Ha muokapaa (MH) u
uHCyT), B cpaBhente ¢ wiauebo n Hakou HCIIBC. Toi kato ¢HPASHHO-CHIOBHTE PHCKOBE HA
€TOPHKOKCHMG MOraT 1a HApacHAT ¢ yBeNM4aBaHe Ha NO34Ta H NPOAB/DKHTETHOCTTA Ha NpUnaraxe, Te
TpsGBa Ja ce M3no3BaT B Hall-HHCKHTE €EeKTHBHM JI03H 3a Hal-KpPaThK NEPHOA OT BPEME.
Heobx0auMocTTa Ha NauMeHTa OT CHMITOMATHYHO 00JICK4ABAHE H OTFOBOP CNIPAMO TEPANKATA
TpsbBa Aa 6be MepHOANYHO OLIEHABaHA, 0COGEHO NPH NALMEHTH ¢ OCTEOAPTPUT (BHXK TOUKHK 4.2, 4.3,
4.815.1).

TaUHEHTHTE Che 3HAUMTEIHH PHCKOBH (PAaKTOpPH 32 CbpPAEHHO-ChAOBH HHUHACHTH (HanprMep
XUNEPTOHMS, XUIIEPAUNHIEMuS, 1HabeT, TIOTIoHoNyLueHe) TpAbBa fa GbaaT eKyBaHH ¢ ETOPUKOKCHO
cnea BHEMATENHO oOMHCasHe (BHx Touka 5.1).

COX-2 cenekTHBHHTE HHXHOMTOPH HE 3aAMECTBAT ALeTHICATHLMIOBATA KHCEHHA MPH NPOogHIaKTHKA
Ha CBHPAEYHO-CHA0BH TpomBoeMGonNYHK 3a001IBaHNA NMOPAIH JIMNCATa HA AHTHATPEraHTEH edeKT.

[Topaau TOBa AHTHArperaHTHaTa Tepanus He Tpabpa na 6bae NpekbeBaHa (BHXK ToUkH 4.5 H 5.1).

EdekTH BEpXY OBOpenuTe

Bu6peuHuTe MPOCTATIAHAHHH MOTAT A2 UrpasT KOMIIEHCATOPHA PO B NOLXBLPXKAHETO Ha
GnOpeuHaTa nepdysus. 3aToBa NPH HATHYHETO HAa KOMNpOMeTHpaHa 6b6peuna nepdysus,
NPWIAraHeTO Ha ETOPHKOKCHG MOXKE [a NPeAH3BHKA peAyKLUHA Ha NMPOH3BOACTBOTO HA
NPOCTArIaHIMHH, U BTOPHYHO penyupaHe Ha Gu0peuHus KpbBOTOK H YRpexIaHe HA ObOpeyHaTa
¢yuxums. [NaureHTHTe, C Hall-BMCOK PHCK B TOB2 OTHOLIEHHE, Ca Te3H, KOHTO MMAT NPEeXOKAAILO
IHAYMMO YBpexkaaHe Ha Obbpednara QyHKUMA, HEKOMNEHCHPaHa ChpeYHA HEAOCTATBYHOCT WK
unpo3a. [1pi TakuBa NauWeHTH CIEABa Aa ¢e HMA IPEIBHA MOHHTOpHpaHe Ha 6bOpeuHaTa dyHKUMA.

3aapbiKka Ha TEYHOCTH, OTOK H XHNEPTOHHA

KakTo ¥ ¢ Apyry JIeKapcTBeHH NPOAYKTH, 338 KOMTO € H3BECTHO, Y€ HHXHOHpAT npocTarnaHanHoBaTa
CHHTE33, ca DNy HabnroJaBaHH 3aApbXKKa Ha TEYHOCTH, OTOK H XHIEPTOHKA NPH NallHEHTH,
NpHeMaLH eTopHKkoKkcuD. BcHukM HecTeponaHH NpoTHROBB3NANKTENHU cpeacTtea (HCTIBC),
BKJIIOYHTETHO ETOPUKOKCHEG, MOTAT [1a ¢ CBBPMAT C HOBOTIOABHIIA CE€ HITH PEKYPEHTHA 3aCTOlHHA
ChpAEYHA HEAOCTATHYHOCT. 32 HH(OPMALIHA OTHOCHO ONPENENAHHUA OT JO3aTa OTFOBOP FIPH
eTopukokcHO, BixKTe Touka 5.1. BuuMaTenHo TpaOBa Ja ce Noaxox/1a KbM MalHEeHTHTE ¢ aHaMHe3a 33
CBpPAEYHA HELOCTATHYHOCT, 1EBOKAMEPHA NHCHYHKLIHA HIH XHITEPTOHHA H NPH NALHEHTH C
NPEAXOXKAALL OTOK MO APYTH NPHYHHH. AKO HMa KJIMHHYHH aHHH 3a BJOILABAHE HA ChCTOAHHETO Ha
TE3M NaUMUEHTH, CIEABa [a ce MpeAnpueMar NOAXONALIH MEPKH, B TOBA HUCJIO H NPEKpaTABaHe Ha
TIEYEHHETO C ETOPHKOKCHO.

ETopHkokcHO MOxe na 6bae cBbp3aH C MPOABA Ha M0-YECTa M TEXKA XHIIEPTOHHA B CPABHEHHE C
apyrd HCTIBC u cenextuBHu COX-2 HHXHOHTOPH, ocobeHo npy BUcokH J03H. [lop:

XHMEePTOHUsTa TPAOBa 1a Gbae KOHTPOIMPAHA NPeAn IeYeHHETO C eTOPHKOKCHD (BH
neueHHeTo ¢ eTopukokeut. KpbaHoTo Handrane cnensa fa 6b1e KOHTPONHPaHO A § A

TpﬂﬁBa ha ce 06’pre CcrneluaiHO BHHMaHHE Ha npociieaseaHe Ha KPbBHOTO HANATaA



3an04BaHEe Ha JICHCHHETO H NEPHOIHUYHO CNEA TOBA. Ako KPBRHOTO HATATAHE 3HAUHTCNHO CC NMOBHLIHA
TpﬂﬁBa Aa €€ MOMHCITH 34 AJITCPDHATHBHO NCYCHUE.

EdekTd BupXyY uepHua Apod

IMoBHi1aBane Ha ananuH aMuHoTpaHcdepasata {ALT) n/unu acnaprar amuHoTpaHcgepasara (AST)
(NpubNU3UTENHO TPH WIKM NMOBEYE NLTH HAJ rOpHaTa HOpPMANHA rpaHuua) e Guno Habnoaasato npu
NpUGAU3NTENHO 1% OT MAUMEHTHTE B KIMHHYHHTE NPOYYBAHHA, KOHTO €A JIEKYBAHH ¢ €TOPHKOKCHO
30, 60 n 90 mg aHesHoO.

[TaumeHTHTE CBHC CHMNTOMM W/HIKM NMPH3HALM, Dpeanonaraiy YepHoapobna AucyHKIHE HAM HATHLE
NaToNOrH4eH TeCT 3a OLeHKa Ha YepHoapoGHaTa GyHKLMS, cieasa Aa 6bAaT MOHUTOPHpaHH. AKO ce
Habn0AABAT NPH3HALM HA YEPHOAPODHA HENOCTATLYHOCT HIH NEPCUCTHPAT aDHOPMHH PEe3yNTaTH OT
uepHOApoOHUTE TecTOBE (TPH MBTH HAJl HOPMAIHATA FOPHA MPaHHLIA HA HOPMATa) ETOPHKOKCHO
TpabBa na ce npekpartH.

Obwu edektn

AKO 110 BpeMe Ha IEHeHUETO NPH NALKEHTHTE Ce RIOLIAT PYHKLUHMHTE HA HAKOA OT O-rOPe ONHCAHHTE
CHCTEMHM, TpAORA Aa ce B3EMAT NOAXOAALIH MEPKH H Aa ce 0OMHCIH NPEKLCBAHE HA TEpanuATa ¢
etopukokcHO. Tpabaa aa ce ocbluecTBABA ANEKBATHO MEAHLIMHCKO HabmoACHKHE MO BpeMe Ha
NPOBEAKAAHETO Ha IEUSHHE ¢ €TOPUKOKCHO Ha NMALMEHTH B CTAPYECKA BL3PACT U TAKMBA ¢ HATHYHA
616peuna, wepHoApOOHA HNH CHpAEUHA THCHYHKIHA.

JleuerueTo ¢ eToprKOKcHO TpabBa Aa ce OCBLIECTBABA BHUMATENHO NMPH AeXHAPATHPAHHU MALIMEHTH.
IMpenopbUea ce NpeABapHTENHa pEXHAPATALHA Ha TAKUBA MALMEHTH NPeAH [a 3an0o4YHe Tepanuara ¢
ETOPHKOKCHE.

Cepro3HH KOKHH peaKuMH, HAKOH OT TAX (aTanHy, kato excdonHaTHBEH AEPMATHT, CHHAPOM Ha
Stevens-Johnson 1 TokCHYHa enMaepManHa HEKpONIH3a, ca OWIH NOKNAABAHH MHOTO PAIKO BbB BpPb3Ka
¢ n3nom3eaHeto Ha HCIIBC u nakou cenextuBHn COX-2 HHXHOUTOPH Npe3 NOCT-MapKeTHHIOBOTO
HabniogeHue (BHxkK Touka 4.8). [lauHeHTHTE ca HANOXKEHH Ha Hali-ToNsIM PHCK 3a NOABATa HAa TaKHBA
peakuMH B HAYAJIOTO HA TEPANMATA, KATO MbPBATA PeaKliusA ce NOABABA B MOBEYETO CNY4aH npes
NbpBUA Mecel, OT fedeHHeTo. CepHO3HH peakMH Ha CBPbXUYBCTBHTENHOCT (KaTo aHadWnakcHa 1
aHruoeneM) ca OWIH c1LoOLWABaHH NPH MAUHERTH, NpHeMailll eTopukokcnb (Brok Touka 4.8). Hakou
cenektuBHM COX-2 HHXHOMTOPH ca CRBP3aHH C MOBHLIEH PHCK OT KOXKHH PEAaKLMH MPH NMALHEHTH,
KOHMTO ¢a HMaTH aHaMHe3a 3a NekapcTeeHa aneprus. Etopukoxcub tpabea na 6vae npekpareH npu
MbpBaTa NPOSABA HA KOXEH OOPHE, 1€3HWH HA NHrABHLIATA WK APYTH CAMIITOMM Ha
CBPBXYYBCTBHTENHOCT.

Eroprkoxcnb mMoxe na 3amackupa GeOpHIHTET H IPYri NPU3HALM Ha Bb3NAICHHETO.

BuumartenHo Tpabea aa ce noaxoxia npH €JHOBPEMEHHO MpHaraHe Ha eTOPHKOKCHO ¢ BapgapuH
HJIM APYTH NEPOPAJIHH aHTHKOArynaHTH (BHK Touka 4.5).

Vnotpe6ara Ha eTOpUKOKCHG, NOAOGHO HA IPYTH IEKAPCTBEHH NPOLYKTH, 32 KOHTO € H3BECTHO, 4e
NOTHCKAT LMKIOOKCHI€HA3HATA/ POCTATIAHAHHOBATA CHHTE3a, HE CE NPENOPbYBA NPH JKEHH, KOHTO
ce onuTBar Ja 3abpeMeHesT (BUxk TOUkH 4.6, 5.1 u 5.3).

Harpuit
Topa nekapcTBO ChabpxA No-Manko ot 1| mmol Harpuii (23 mg) Ha TabneTka, T.e. MOXe Aa ce Kaxe,
4¢ MPAKTHYECKH HE ChABPXKA HATPHH.

4.5 BsaumonelicTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH B APYrd GOPMH HA B

bapmakoMHAMHYHH B3AHMOOEHCTBHA
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Ilepopannu anmuroazysanm: [1py nauneHTy, cTabUIH3MPaHH Ha NPOABLIDKHTENHO NEYEHHE C
gapdapuH, npHiaraHeTo Ha eTopHikokeu® 120 mg nHeBHO e cebp3aHo ¢ npubnusutento 13 %
ysenundende Ha INR (International Normalized Ratio - MexxayHapoaHO HOPMATHIHPAHO OTHOLLEHHE)
Ha NPOTPOMOKHOBOTO BpeMe. 3aTOBa NALHEHTH, KOMTO Ce JIEKYBAT ¢ NEPOPAliHH AHTHKOAry1aHTH,
Tpa6Ba BHMMATENHO Ja GbAAT MOHHTOpHpaHH no oTHoweHKe Ha INR Ha nporpomMbuHoBOTO Bpeme,
0coB€eHO B MbPBUTE HAKOMKO JHH, KOTaTO NIEYEHHETO C ETOPHKOKCHE 3anoysa WM ce NPOMEHS 103aTa
Ha JIeKapCTROTO (BHXK Touka 4.4).

Huypemuyu, AHA u ACE unxu6umopu: HCIIBC moxe na penyumnpat eexra Ha iMypeTHLHTE H
APYTHTE AHTHXHNEPTEH3UBHH nekapctsa. [Ipu Hikon naunenTH ¢ yspeneHa Gpbpeuna yHkuua
(Hanp. AexuapaTHpPAHM MaUMEHTH WK NALKHEeHTH B CTapyecka Bb3pacT ¢ yppeaeHa 6n0peuna
dyHKUMA), e1HOBPEMEHHOTO H3non3eaHe Ha ACE-HHXHOMTOPH MK anrHoTeH3uH 11 6nokepy n
CpPeAcTBa, KOMTO HHXHOHPAT UKKIOOKCHI€HA3aTa MOXKE [Id IPEAH3BHKA JOITBIHHTENHO YBPEKIAHE Ha
6b0pevHaTa hyHKUMA, BIJTIOYHTENHO pa3sBUTHE HA ocTpa OGb0peuHa Hel0CTaATLUHOCT OGHKHOBEHO €
obparumo. Tesun BlaumonelicTeus TpAGBa 1a ce UMaT NPEABHA NPH NALHEHTH, KOHTO NpHEMaT
enHoBpeMeHHO eTopukokcub u ACE HHXUOHTOPH Wik aHrHoTtensunH 11 aHTaroHKeT. 3aT0Ba Tasu
KOMGOHHauHsa TpaORa f1a ¢e mpunara BHHMAaTe/HO, 0co0eHO NPH MALMEHTH B CTApYECKa Bb3pacT.
MauuenTute TpaGBa aa GbaaT aneKBaTHO XMAPATHPaHH H TpabBa fa ce obcbaY MOHHTOpHpaHe Ha
6v6peunaTa QyHkuMd cnen 3anoyBaHe Ha KOMOHHHPAHATA TEpanyA H NEPHOAHYHO Ce ToBa.

Ayemuncamyuosa xuceauna: [1pn npoyusaHe Ha 3apaBy 100pOBOILH NPH PABHOBECHO CHCTOAHHE
(steady state), eropHkokcHb 120 mg BeaHBK Ha AEH HE € NOBJIHAN AHTHATPEraHTHATA AKTHBHOCT Ha
alETHACANHLMNOBATA KHCennHa (1o3a 81 mg BeaHbxk Ha aeH). ETopukokeub moxke aa ce H3nonasa
€AHOBPEMEHHO C aLETHJICATHLIMIO0BA KHCEIMHA B JI03H, H3MO3BAHH 3a CHPACYHO-CHAOBA
npodunakTika (HHCKa 1033 Ha aLIETHIICAJMLIMIOBA KHcenuHa). Bee nak, eAHOBPEMEHHOTO NPHIIaraHe
Ha HHCKA 1034 ALETHICATHLWIOBA KHCEIHHA ¢ €TOPUKOKCHO Moske Ja yBenuyd yectorata Ha CH
yAuepauMu 1 APYrH YCIOKHEHHA B CPaBHEHHE CLC CITyYaHuTe, KOraTo eTopukokcHb ce u3nonisa
camocTosTenso, He ce npenopbyuea eNHOBPEMEHHOTO MPHIAraHe Ha €TOPHKOKCHD ¢ No-BHCOKM OT
MOCOUYEHUTE 34 NPOPHIAKTHKA Ha CHPASUHO-CHIOBH MHLUHMAEHTH A03H aLECTHICATHIIHIOBA KHCEHHA,
kakto ¥ ¢ Apyrd HCIIBC (Brk Touku 5.1 u 4.4).

Luxrocnopun u maxpoaumyc: Benpekn, de ToBa B3aHMOAEHCTBHE C ETOPHKOKCHO He € Npoy4BaHo,
€JHOBPEMEHHOTO NpHaaraHe Ha uuknocnopud unu takponumyc ¢ HCTIBC moke na yeennun
HeQpOTOKCHYHHA edeKT Ha UHKIOCNOPHH WiH TakponuMyc. BrGpeunara dynkuns ciensa aa 6vae
MOHHMTOPHPAHA, KOraTo Ce NpHJara eTopukokcHb B KoMOHWHALIMA ¢ HAKOM OT TE3H JIEKapCTBa.

(DEEMEKOKHHE’TH‘-IHH B3aMMOACHCTBHA

Eexm na emopuxokcub evpxy ghapmaxoxunemuxama Ha Opy2u 1eKapemeaq

JTumudi: HCIIBC Hamanssar 6u0peuHaTa eKckpeLs Ha AUTHH, MOpaaM KOETo Ce yBENH4YaBa
razMeHara My KoHueHTpauus. [Tpn neobxoaumoct Tpabea na ce MOHUTOPHPA CTPHKTHO
KOHLIEHTpALlHATA Ha IWTHH B KPbBTa H Aa CE aAanTHpa 103aTa Ha JIKTHA, A0KATC Ce NPHEMAa Tas3H
koMOHHaLHA, kKakTo 1 npH ciupanero Ha HCTIBC.

Memompexcam: JIpe Npoy4BaHHA ca NPOBEKAAHH 3a MU3C/EABAHE HA edpeKTa HAa eTOPHKOKCHO B no3a
60, 90 unu 120 mg, npunaraHy eAMH 0BT HA IEH B MPOABIDKEHHE HA CEAEM JHH [IPH NALHEHTH,
NOJIy4aBALIH METOTPEKCAT B 1032 0T 7,5 1o 20 mg BeaAHbK CEAMKYHO 3a IEHCHHE Ha PEBMATOHICH
aptpuT. ETopHKoKeHO npu ao3a ot 60 u 90 mg He e oka3an edekT BLPXY I1a3MeHATa KOHLEHTpaLUus
Ha MeTOTpeKcaT WiH 6bOpeyHHa My KninpbHe. B enHo npoyusane, eropukokcHb B no3a o HO-nlIEﬂe
€ uma eekT, HO B APYro MPOy4BaHE NpH Ta3H 1033 € YBEJIHYHIT N1a3MEHATa KOHUEH ik

meToTpekcar ¢ 28% u ¢ Hamanun 6b6peunus KIMpbHC Ha MetoTpekcar ¢ 13%. [Ipe Coatwy,
ancKBaTHO MOHWTOPUPAHE 338 TOKCHYHH €(HEKTH HA METOTPEKCAT, KOraTo Toit ce np 0. AT

it

KOMOHHaLMA ¢ ETOPUKOKCHE.



Hepoparnu konmpayenmueu: [punaranero Ha 60 mg eTOPHKOKCHD €THOBPEMEHHO ¢ NEPOPATHH
KOHTpAUENTHRH, Chabpkaluy 35 mukporpama eTvHnaecTpaauon (EE) u 0,5 o 1 mg HOpeTHHAPOH B
npoabkeHne Ha 21 AHM, € YBENTHUYWIO NIOLLTA MO KPHBaTa NPH CTAUHOHAPHO ChCTOAHHKE
AUCO0-24uaca 3a EE ¢ 37 %. Eropukokcub 120 mg nasaH ¢bC CbIUHA NepOpasieH KOHTPaLENTHB,
€JHOBPEMEHHO KW ¢ HHTEPBaN OT |2 Yaca, € YBEMUMIO IUIOWITA NOA KPHBATA NMPH CTALKOHAPHO
cecrosHHe AUCO-244aca 3a EE ot 50 g0 60 %. Toea yeenn4eHue Ha koHleHTpauHnsaTa Ha EE cneaga
Ja ce MMa NpeaBHA, Korato ce H3bupa nepopaneH KOHTPaLENTHB, KOHTO /a Ce H3MO/I3Ba N0 BPeme Ha
NPHIAraHeTo Ha eTopHKoKcHO. Y BennyueHaTa excnosuuua Ha EE mMoxxe na nopuium 4ecToTaTa Ha
HEXeJIaHHTE PeaKLH, CBbP3aHH C MEPOPATHUTE KOHTPALENTHBH (HANp. NPOABH HA BEHO3HH Tpombo-
eMB0NHYHH CLOMTHA NPH PHCKOBH XKEHH).

Xopmonozamecmumenra mepanus (X37): [punaraneto Ha eTopukokeHb 120 mg ¢
XOPMOHO3aMECTHTEITHA TEpanHA, CbCTaBeHa oT KoHtornpau ectporeny (0,625 mg IPEMAPHH) 8
npoas/bkeHHe Ha 28 AHHM, € yBenuuuio cpeaHara o noj kpusata AUCO-24vaca npu
HekoHIorHpaHHa ecTpoH (41 %), exeunus (76 %) u 17-p ectpagnon (22 %). EdekTeT Ha
NPENOPBYMTENHHTE XPOHHYHH 1034 eTopukokcHb (30, 60 1 90 mg) He e 6un npoyusan. Edextute Ha
etopukokcub 120 mg pepxy excnosuuunsra (AUCO-24uaca) ¢ Te3n eCTPOreHHH KOMIMOHEHTH Ha
TTPEMAPHH ca 6unu no-Manko ot noJoBHHATA, B CPABHEHHE C TE3H NIPH CAMOCTOATENHOTO
npunarare Ha [IPEMAPHH u yBennuasane Ha nosata my ot 0,625 mg ua 1,25 mg. Knunuuunoro
3HAUEHHE HA Te3H YBEJIMYECHHS HE € H3BECTHO H No-BHCcOKH A03H Ha [IPEMAPHH He ca 6unu
NpoyUBaHH B KOMOMHALMA C eTOPHKOKCHG. Te3u MOBUILCHHA Ha ECTPOTEHHATA KOHUEHTpauua Tpabsa
Jla ce uMart npeasug npy H36opa Ha XOPMOHAJTHA Tepanus CJIEA MEHONAY3aTa, NPM NpuaaraHe 3aeHo
¢ €TOPHKOKCHO, 3aL10TO €KCMO3HLIMATA HA YBEIHYEHH HHBA HAa eCTPOreH MOraT Aa yBeIHYaT pUcKa oT
HEXENaHH peaklHH, cBbp3anu ¢ X3T.

IIpednizon/npednuzonon: Cnopel JaHHHTE OT NPOBEACHHTE KITHHHYHH NPOYYBaHWA 33 OLEHKA Ha
NeKapCTBEHH B32HMOMEHCTBHA, ETOPHKOKCHD HE € 0Ka3an KITHHHYHO 3HaYHMO Bb3OCHCTBHE BHPXY
(hapMaKOKHHETHKATA HAa NPEAHN30H/TIPEIHHU30OH.

Huzoxcun: eropukokcHG B n03a 120 mg BeAHDbXK Ha AeH B npoab/keHHe Ha 10 AWM ipu 30paBK
JDoGpPOBOIILM He € MPOMEHHII IUIOLITA NOA KPHBATa NPH cTauBoHapHO cheTosHue AUCO-24vuaca win
6uOpeuHoTO enMMHHHpaHe Ha AWrokcuH. HabmonaeaHo e yBenndenue Ha Cmax HA AHFOKCHH
(npuGnusutenno 33 %). ToBa yBeNHUEHHE HE € OT ChUIECTBEHO 3HAUCHHE 33 NMOBEYETO NauueHTH. Bee
nak NauMeHTHTE, KOUTO ¢a ¢ IOBHLISH PHCK 33 JHTOKCHHOBA HHTOKCHKALMA, TpaGBa na 6baat
MOHMTOPHPAHH 32 TOBA, KOTaTo ABETe IEKAPCTBA, ETOPHKOKCHD H IMMOKCHH, CE MpuUnarar
€IHOBPEMEHHO.

Edbexm na emopuxoxcub svpxy nexapcmeama, koumo ce memabonuszupam upes cyrdompancepasu
Etopukokcub e HHXKOHTOp Ha cyndoTpaHcdepasara B YOBEUIKHA OPraHH3IbM, MO-CNIEUMHATTHO
SULTIE! u e ycTaHOBeHO, ye BOAH RO MOBHIIABAHE HAa CEPYMHATA KOHLEHTPAUMSA Ha
€THHHAECTPANHO. JJOKONKOTO MO3HAHHETO 32 edeKTHTEe BbPXY MHOXKECTBOTO cyndoTpaHdepasH Ha
HACTOALLHA €Tan e OTPAaHHYEeHO M KJIHHHYHHTE NOCNEAHLIM OT JEHCTBHETO HA MHOKECTBO JIEKAapCTBa
ca HEMWIHK H NpoabL/KaBar Aa GbaaT 00eKT Ha W3cneABaHe, TpAOBa Aa ce BHHMaBa, KOraTo
ETOPHKOKCHO ¢e npuara eAHOBPEMEHHO C APYTH JIEKApCTBa, KOHTO Ce MeTabOAH3HPAT raBHO OT
cyndotpaHcdepasuTe (Hanp. nepopantHy canbyTaMonl H MUHOKCHAMN).

Ecpexm na emopuxoxcub svpxy aexapcmeama, xoumo ce memaboauzupam om CYP uzoenzumume
Bb3 0CHOBA Ha W3CNEABAHMA in Vilro, €TOpUKOKCUG He ce oYakBa Aa HHxubHpa uuToxpomure P450
(CYP) 1A2, 2C9, 2C19, 2D6, 2E1 unu 3A4. B npoyuBaHe npH 30paBH XOpa, MPHIATAHETO HA
eTOpHKOKCHO B n03a 120 mg AHEBHO He € AOBENO A0 NPOMAHA B AKTHBHOCTTA Ha 4epHOAPOOHHS
CYP3A4, oueHeHa 4pe3 epUTPOMHLIMHOBHA AHXATENEH TECT.

Echexm na dpyzu nexapcmsa bpxy papmMaKoKuHemuxama Ha eMOPUKOKCUH
OCHOBHHAT BT Ha MeTaGonu3npaHe Ha eTOopHKOKCHO € 3aBHCHM oT CYP eH3uMH
H3I71€Xa BIHAE BbPXY MeTabONN3Ma HA ETOPHKOKCHO in vivo. In vifro npoyvsaH



CYP2D6, CYP2C9, CYP\ A2 u CYP2C19 chuio Morar Aa Kataav3iMpaT OCHOBHHTE NPOLECH, HO
TOYHA KONMYECTBEHA OLEHKA HA ChYYACTHETO MM HE € NPOBE}AaHa B YCIOBHA i vivo.

Kemoxonazoa: KerokoHazonst e MowieH HHxuOuTop Ha CYP3A4. B ao3a 400 mg BeaHBk HA JIEH B
npoab/oKeHue Ha 11 qHH npu 3apasy o6POBO/ILH HE TPOMEHS KIIHHHYHO 3HAYMMO
(hapMaKOKHHETHKATa Ha ETOPHKOKCHO MpH eqHOKpaTHa Jo3a o1 60 mg (43 % yeeanuenne Ha AUC).

Bopuxonazon u muxonazon: EAHOBPEMEHHOTO NPHIIOKEHHE HA NEpOpaneH BOPUKOHA30 HIIH Ha
MHKOHa30/1 nepopaneH rei (MowHH HHxHOUuTOpH Ha CYP3A4) ¢ eTopHKOKCHO NPHYHHABAT NEKO
NOBHLIABAHE HA €KCNO3HLIMATA HA eTOPUKOKCHE, 63 ToBa Aa ce cuMTa 3a KIHHHYHO 3HAYHMO Bb3
OCHOBa Ha MyONMKYBaHHTE RAHHH.

Pughamnuyun: EAHOBPEMEHHOTO NPHIIOKEHHE HA ETOPHKOKCHO C PU(AMNHLIMH, MOLLEH HHAYKTOP Ha
CYP ensumure, Boau Ao 65% HaMansBaHe Ha M1a3MEHHTE KOHLIEHTPALMH Ha eTopHkokcHb. Tosa
B3aHMOJEIHCTBHE MOJKE Ha NOBEE AQ MOBTOPHA NOABA HA CHMIITOMHTE, KOTaTO €TOPHKOKCHO ce
npunara eJHOBPEMEHRO ¢ pHpaMnHuuH. Brnpeky, He Tazn nHGopMaLks MOXKe Ja H3HCKa
yBenWduaBaHe Ha 103aTa, 1031 Ha CTOPHKOKCHO, Mo-rojeMH OT Te3H, NOCOUEHH 32 BCAKA HHAMKALKA,
He ca Npoy4YBaHH B kKOMOHHAUMA ¢ pudaMNULIMH H Clef0BaTeNHO HE e NPENnopbYBar (BHX Touka 4.2).

Anmuayuou: AHTHALMANTE HE BAMAAT BbPXY (apMaKOKHHETHKATA Ha ETOPHKOKCHD B KITHHHYHO
3HAYMMA CTeMneH.

4.6 PepruanTeT, bpeMEeHHOCT H KbPMEHE

BpemeHHOCT

Hsama kNMHAYHY JaHHH 32 BIHAHHE HA ETOPHKOKCHO BBPXY NPOTHYAHETO Ha GpeMeHHOCTTA.
IMpoytBaHuATA NPH XKUBOTHH €a YCTAHOBHIIH PENPOAYKTHBHA TOKCHYHOCTA (BMXK TOUKa 5.3).
[MoTeHuManHuAT pUcK NpH GpeMeHHU XKeHH He e u3BecTeH. ETopHkokcub, kakTo opyrure
JIEKapCTBEHH NMPOAYKTH, HHXMOMpALY CUHTe3aTa Ha NPOCTAraHAMHHTE, MOXKE Ja NMPEeAH3BHKA
MaTouHa cnabocT M Mpe)KIEBPEMEHHO 3aTBapAHe Ha JyKTyC apTepHo3y3 B MOCAEAHHA TPHMECTEP.
ETopukokcHG € NpOTHBOMOKA3aH 3a npunaraHe no Bpeme Ha BpeMeHHOCT (BIok Touka 4.3). Ako enHa
xkeHa 3abpeMeHee N0 BpeMe Ha JICYEHHETO ¢ eTOPHKOKCHO, Toit Tpabea na 6bae cnpAaH.

Knpmene

He e U3BECTHO IaJIH €TOPHKOKCHO ce eKCKPETHpa B HOBEIIKaTa KbpMa. ETopukokcH ¢ otaens B
KbpPMAaTa Ha TUTbXoBe. JKEHHTE, KOMTO H3MON3BAT ETOPHKOKCHO, HE TpA6Ba fa KLPMAT (BHOK TOUukH 4.3
u5.3).

OepTnurer

VnotpeGara Ha eTOPHKOKCHO, KaKTO M Ha BCAKO APYTO BEIIECTBO, 33 KOETO € M3BECTHO, Ye HHXHOHpa
COX-2, He ce npenopb4Ba NpH XKEHH, OMUTBALIK Ce Aa 3a0pemeHesnT.

47 EdexTH BBpXY cnocofnocTTA 32 ModApane H pafoTa ¢ MAIAAA

[MatmenTrTe, KOUTO UYBCTBAT 3aMaiiBaHe, CBETOBBLPTENK HIIH CHHIIMBOCT NpH yroTpeba Ha
eTopHKoKcHO, Tpabea Aa H3bAreaT Aa WOQHPAT WIH Na paboTAT C MaLlHHH.

4.8 Hexenans leKapcTBeHHA PEaKUHR

Pesiome Ha npoduna Ha Ge30nacHOCT

Hewa opu

B knHHHYHM Npoy4BaHus, 6€30MacHOCTTa OT NPHAAraHeTo Ha eTopHKoKcHO e Guna e \
Br

i




7 152 aywn, Bknountento 4 614 naunenty ¢ OA, PA, xpoHuuHa 600ka B KpbCTa HIIH aHKHITO3HpaLil
cnoHaumt (npubnusurento 600 nauuentn ¢ OA unn PA ca 6MaH nekyBaHH B MPOIBIDKEHHE HA €1HA
rOAMHA H NOBEYE).

[pu KNHHWUYHKHTE NMPOYU4BaHHA, MPOPHIBT HA HEXENAHHUTE JICKAPCTBEHH peakuuu e O cxoeH npu
nauuenTd ¢ OA nnu PA, ntekyBaHi ¢ eTOPUKOKCHE B MPOABLILKEHHE HA €1HA TOJIMHA HIIH MOBEYE.

TMpH KAHHHYHO NPOYUBAHE 33 OCTbP MOJArpo3eH apTPHT, NALUHEHTHTE ca OUIH NEKyBaHH ¢
etopukokcub 120 mg BeaHBK AHEBHO, B NPOABLKEHHE HA oceM AHK. [IpodunbT Ha HekenaHuTe
JIEKAPCTBEHH PEaKLWK IIPY TOBa NpoyyBaHe € 6un B 00WKH NUHKAM ONTM3BK 10 TO3H, HabmoaBaH npu
KOMOHHHpaHuTe npoyyBanud 3a OA, PA u xponuuna 6onka 8 kpbeTa.

[Tpu nporpama 3a npociensBaHe Ha CbPACHHO-CBAOBATa 6e30MacHOCT ¢ 0600LIEHH TaHHH OT TpH
KJHHHYHH M3NUTBAHHMA COPAMO AKTHBEH KomIoHeHT, 17 412 nauwenTtn ¢ OA unu PA ca 6unu
JleKyBaHH ¢ eTopHKkokcHD (60 mg nnu 90 mg) npu cpeaAHa NPOAL/DKHTETHOCT Ha JIEYEHHETO

18 meceua. lanuuTe 3a 6e30nacHoCT H NOApOo6GHOCTHTE 33 Ta3W MpOrpaMa ca NpeACTaBeHH B TOUYKA
5.1.

[MpodmnbT Ha HEKEAAHKM NEKAPCTBEHH PEaKLUMH MPH KIHHUYHK NPOYYBaHHA 3a OCTpa
nocTonepaTHBHa AeHTanHa 6onka cnen onepauus, BKJIIOUBAILK 614 NaLHEHTH, NEKYBAHH C
eropukokcut (90 mg unn 120 mg), kato U0 e NoacheH Ha TO3H, CbOOLIEH NpH KOMOHHHUpaHUTE
nicneasanug 3a OA, PA u xpoHuuHa 6onka B JONHATA YacT Ha rspba.

TabnuueH cIHCHK HAa HEXENEHHTE peaKLMH

Mo BpeMe Ha KIIHHWYHHTE H3MUTBAHHA €A YCTAHOBEHH ClleHUTE HEXEaHH peakLMH ¢ YeCToTa No-
ronsgMa OT Ta3W NpH NpuiaraHeTo Ha rnauebo npu nauneHtH ¢ OA, PA, xponnyHa 6onka B kpbeTa
WM aHKWAO3HPALl CNOHAWAMT NIEKyBaHH ¢ eTopHKkokcHO 30 mg, 60 mg wnu 90 mg no
NPENOPBUYHTENHATA J03a 33 CPOK HA JieyeHHe 10 12 CeAMHLIM, B MPOYHBAHHUATA 110 Nporpamara
MEDAL 3a cpok Ha neveHne A0 3% roonHy, B KPATKOCPOYHH NPOYYBAHNA 33 CPOK Ha NeueHue 10 7
AHH 32 ocTpa Ooska WIK B MepHOJA clie] MyckaHe Ha nasapa (8ux Tabnuua 1):

Tabauna 1:

CHCTeMO-0praHeH KJaac Hexenanu peaKIHA Karteropus yecrora *
Huexyuu u unpecmayuu alBEONAPEH OCTEHT YecTu
racTpOEHTEPHT, HH(EKLLIHH Ha TOPHHTE Heuectn
AHXATENHH MBTHIIA, YPHHAPHH
HHpeKUUH
Hapywenun na xpvema u aHeMMs (NpeaHMHO CBbLP3aHa cbe cTomallHo- |Heuectn
Tumgbnama cucmena YpPEBHO KbPBEHE), JIEBKOMEHHA,
TPOMOOUHTONECHHA
Hapywenus na umynnama CBPBLXYYBCTBHTENROCT £ B Heuectn
cucmema
aHrdoeaem/anadpunakTHyHH Penku
/anauNaKTOMIHH PEaKLHH, BKIITOUHTETHO
wok?
Hapyutenusa Ha memabonuzma 4 (eneM/3agpmKka Ha TEUHOCTH YecTn
xpanernemo
YBEJIHUCHHE WIH HAMAJIEHHE Ha aNIeTHTA, Heweern
yBelHuYeHHe Ha TEerJIOTo e
L e
Hcuxuvunu napyutenun TPEBOXKHOCT, IENPECHA, HAMAJIEHa
Bb3MOXKHOCT 33 yMCTBeHa paboTa,
XaTFOLMHALHKY




o6BpkanocT, GesnokoiicTeo? Penkn

Hapywenus Ha Hepernama 3aMasHOCT, rnasoGonue YecTH

cucmema
aucreysus, beichHue, HeuectH
NapecTe3usa/XHMecTe3xus, CbHAHBOCT

Hapywernua na onume 3aMBIJIEHO 3peHHE, KOHIOHKTHBHUT HeuecTn

Hapyuwienun na yxomo u LIYM B YLIHTE, CRETOBBPTEX Heuectn

Aabupurnma

Covpoeunu napymenun MannHTaLMUK, APATMHS * Yectn
NpEACHPAHO MBXKIEHE, TAXMKApAHA ¥, Heuectn
3aCTOHA CbpAeYHa HEJOCTATHLYHOCT
Hecneuupuunu npomern B EKT',

CTEHOKap/Hs, CTEHOKapAUA®, MUOKapaeH
uHbapkT?

Cv0o6u napywenun XHNEPTOHHA Yectu
3auepBABaHE, MO3LYHO-CBAOBH MHLKAEHTH ¥, |HeuecTn
npexoHa HCXEMHYHA aTaKa, XHIEPTEH3UBHA
Kpu3a‘, sackynut}

Pecnupamopnu, 2pvonu u HpoHxocnassm? Yectn

MeOUACMURANHI HADYWEHUR
KallUTHLa, JHCMHEA, EMTHCTAKCHC Heuectn

CmoMauno-upesHu HapyuieHuR

xopemHa Honka

Muoro uecTH

3anek, GpaaTyneHLus, FracTpHT, Yectn
kucenuHu/pedayke, I1apus,

aucnencus/ennracTpaned auckomeopr,

rajieHe, NoBpblUaHe, e30(paruT, 384 B ycTaTa
NOAYBAHE HA KOPEMa, IPOMEHH B Heuectu
MepUCTANTHKATa, CYX0Ta B YCTara,

racTpoAyOA€HANHA A3Ba, NMENTHYHK A3BH,

BKAKOUBALIH Niepdopaunu 4 kbpeeHe ot CY

TPAKT, CAHAPOM Ha Pa3Apa3HEHOTO YePBo,

NaHKPEeaTHT?

XenamoGunuapnu napywernua |ysennueHue Ha ALT, ypennuerne sa AST  [Hectu
Xenarur Penxu
uepHOApoGHA HEAOCTATLYHOCT, XKbiTeHHuat |Peakn’

Hapywenua na koxcama u €KXHMO3H Yectn

ROOKOMCHAMA MuKaH
OTOK Ha NHLETo, cbpbex, o6puB, epurema’, |Heuect
ypTHKapus ¥
CHHApoM Ha Stevens-Johnson?, Tokcuuna Peaku'
EMHAEPMANHA HEKPOIH3a®, HemporpecHpary
nekapcTseH oGpus

Hapyuenua na Myckyaro- MYCKYJiHH Kpammw/cnasMu, Gonka/puruasoct |HevecTu

CKenemnama cucmema u
CoeOunumenama MyKan

Ha MycKynaTypata

Hapywenun na 6v6peyume u
RUKORHLME MbMUILA

NPOTEHHYPHS, MOBHWEHHE HA CEPYMHHA
KpeaTHHUH, 0b6peuHo
HapylUeHHe/HeA0CTATBYHOCT *(BHX TOUKA
4.4)




Obwu napywenua u ehexmu na |actTeHua/yMopa, rpunonogodHo cectosnie  (UecTH
MRCHIOMO HA NPUTONHCEHUE

rpbaHa fonka Hevectu

Hicaedeanun yBENH4YE€HHE Ha ypesaTa B KpbBTa, yBenuveHue |Heuectn
Ha kpeaTHHGOCHOKHHAZA, XMIIEPKATTHEMHA,
yBeNHYEHHE HA HKOYHATA KHCEHHA

MOHWKABaHE HHUBATA HA HATPHIi B KPLBTA Penxu

* Kateropus yectoTa: neHHHpaHa 3a BCEKM TEPMHH HA HEXENAHA pPeakLys Mo 4ecToTara, chodueHa
B 6azaTa NaHHH HA KITMHHUYHHKTE NTPOY4BaHHA: MHOrO YecTH (>1/10), wectu (=1/100 ao <1/10), HeuecTH
(=1/1000 no <1/100), peaku (=1/10 000 no <1/1 000), MHoro pezku (< 1/10 000).

! Tasu HexeNnaHa peakUHs € HACHTHPUUMPAHA Npe3 NOCTMAPKETHHroBOTO HabmioaeHue. Yectorara Ha
HeHHOTO choOLIaBaHe € oLeHeHa Ha 6as3aTa Ha HaH-BUCOKAaTa 4eCcToTa, HAGMIOAABAHA B JAHHHTE OT
KIMHHYHH HAMWTBAHKA, 00001LIEHH NO KHAMKAaUMA 1 onobpena noza.

' Kareropusa uectora ,,Peaku” e onpeaeneHa cnopen prKoBOACTBOTO 3a KpaTka xapakTtepucTika Ha
npoayxra (KXIT) (pes. 2, centemppn 2009) Ha 6a3a Ha ropHa rpaHuua Ha 95% HoBepHTeneH
WHTepBan 3a 0 cxbuTHA, faneH Ha Opos Ha cyOeKkTHTe, NeKyBaty ¢ eTOPHKOKCHG, B aHanH3a Ha
AaHHHUTe OT ¢aza IlI, 06obieHn no no3a v uuankauma (n=15 470).

8 CepBXUyBCTBHTENHOCT BKIIOUBA TEPMUHUTE ,,aeprua”, ,,ieKapcTaeHa
aneprus’,“CBpLXUYBCTBHTEIHOCT KbM JeKapCcTROTO®, CBPBXUYBCTBHTENHOCT ", ,,HEYTOUHEHA
CBPBXYYBCTBHTEITHOCT", ,,pEAKLIMA HA CBPBLXYYBCTBHTENHOCT" H ,HecnieLHbHYHa aneprua”.

$sHa 6a3a Ha aHATM3K Ha ALIFOCPOYHH KIMHHYHH M3NUTBAHKA ¢ M1aLeGo H aKTHBHA KOHTpOa,
cenekTuBHUTE COX-2 HHXMOHUTOPH Cca CBbP3BAHH C NOBHILIEH PUCK OT CEPHO3HH TPOMOOTHYHH
apTepHanHK CLOUTHA, BKIIOYHTENHO MHOKapaeH HHGapKT W uHcynT. [loBHinaBaneTo Ha

abCcoMOTHKHSA PUCK 33 TAKMBA CHOMTHA € MaJIKO BEpOATHO 1a HaaBHLIH 1% 3a romuHa Ha 6asara

Ha CHIIECTBYBAIH AaHHH (HEUECTH).

CNeaHHTE CEPHO3HM HEXENAHU NEeKapcTBEHH peakiiyu ca 6unun Habmoaasann npy ynotpebara Ha
HCIIBC 1 nopagu ToBa He MOTAT 0a ce H3KIIOUAT U 38 €TOPHKOKCHO: HePOTOKCHUHOCT
BKJIIOYHTETHO MHTEPCTHLHANEH HE(DPHT H HeppOTHYEH CUHAPOM.

CrollagaHe Ha MONO3HMPAHU HEXKENAHH PEaKUHH

CvobmaBaHeTo Ha NOA03HPAHH HEKENAHH peaKkUMH chen paspeluaBsane 3a yrorpefa Ha NekapcTBEHUs
NPOAYKT € BaXXHO. TOBa NO3BONABA 1A NPOABIKH HAGNIOAEHHETO HA CHOTHOLICHHETO NOJI3a/PHCK 3a
nekapcTBeHua NpoaykT. OT METHUHHCKHTE CMELHANUCTH CE M3HCKRA Ja cbhoOLIaraT BCsKa
NMOAO3HPAaHA HEXKEIAHA PEaKiua Ype3

HanbiaHuTeNHA areHLIM 10 JleXapcTeara,

yn. ,,Jlaman I'pyes” Ne 8, 1303 Codmus,

Ten.: +359 2 890 3417,

yebcaiiT: www.bda.bg.

49 Ilpegozupane
CHMOTOMH

ITo BpeMe Ha KNMHUYHE MPOYYBAHHA €JHOKPATHOTO NpHIaraHe Ha go3a 1o 500 mg eTopuKkokcHO U
MHOrOKpaTHO ao3upane no 150 mg/aen B npoaAbIkeHHe Ha 21 AHM He ca AOBENH A0 CHTHUGHKAHTHA
TokcH4HOCT. MMa chobLueHHs 3a 0CTPO Npeno3upaHe ¢ ETOPHKOKCHD, MaKap 4e B NOBEUETO CyuaH He
ce chobllaBa 3a HexKenaHk peakunu. Hafi-uecto HabaronasaHWTe HexXenaHH peakiHH CbOTBETCTBAT Ha
npoduna Ha 6e30NacHOCT Ha eTOPHKOKCHO (Hanp. CTOMALIHO-4PEBHH CLOHTHA, KAPAHOPEHATHH
cuOHTHA).

HOQXOQ NPpH Npego3npaHe
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B cnyuaii Ha npeno3upane e NOrHYHO Aa ce MPUIoKAT OOHUaHHHTE NOAIBPKALLM MEPKH, HANP.
OTCTpaHABaHe Ha Hepe3opOHpaHaTa yacT oT CY TpakT, KIMHHYHO NPocieAIBaHe, CHMITTOMAaTHYHA
Tepanusa M Apyra, ako e HeobxoaHMa.

ETopukokcub He ce OTCTpaHABa upe3 XeMOIHANK3A; HE CE 3HAE JAJTH eTOPHKOKCHO MOoxe da Obae
OTCTPaHeH ype3 NepuTOHEaHa JHaNU3a.

3. ®APMAKOJOI'MYHH CBOMCTBA
5.1 ®apmaxoIHHAMHYHH CBOHCTBA

(dapMmakoTepaneBTHYHA rpyna: NPOTHBOBB3NATHTENHH H NPOTHBOPEBMATHYHH NPOAYKTH,
HecTepoMaHY cpeacTBa, kokcubu, ATC kon: MO1AHOS

MexaHH3bM Ha JeicTBHE

Etopukokcu® e nepopane, cenexTHBeH UukNookcHreHasa-2 (COX-2) uuxuOuTOp B paMKHTE Ha
KJIHHHYHO M3MO/I3BaHHA JO30B HHTEpBan.

o BpeMe Ha KIMHUYHWTE (PAPMAKOAOrHYHH [IPOYYBAHHA, ETOPHKOKCHD € 10Ben A0 A030-3aBHCHMO
uHxubupane Ha COX-2, 6e3 na ce uHxubupa B 1034 0o 150 mg aHeBHo. ETopukokcnb He e
MHXHOMpan CHHTE3aTa HA NPOCTAINAHAWHY B IHMABHLA H He € NOBIHAN (YHKLMATA HAa TPOMOOLMTHTE.

LluknookcureHasaTa € OTTOBOpHA 3a CHHTE3a Ha npoctarnaiauay. Jlse 3o dopmu COX-1 n COX-2
ca uaeHTHpuunpanyd. COX-2 e uzodopmara Ha eH3IUMA, KOATO € Moka3ala, ye ¢e HHAYLIMpa oT
NPOBB3NANUTEIHH CTUMYJIH H C€ CUYMTA, Ye € OCHOBHO OTTOBOPHA 3a CHHTE3a Ha NPOCTAHOHUAHHTE
meauaTopu Ha 6onkara, Bb3naneHHeTo H TeMnepatypata. COX-2 cblio Taka yyacTBa B OByNaLHATA,
3aKpeMAHEeTO W 3aTBAPAHETO Ha AYKTYC apTepUHO3YC, perynauuaTa Ha 6ubpevHara pyHKUMA H
($yHKUMHTE Ha LieHTpalHaTa HEpBHa chcTeMa (MOABATa HA TEMIIEpaTypa, ycelaHeTo 3a bonka n
KOTHUTHUBHATA (yHKLMA). Moxe ChlIO Taka Ja Hrpae pons B npoueca Ha 3a3apasssaHe Ha s138a. COX-
2 e uaeHTHHIMPaH B ThKAHHTE OKOJO CTOMALIHH A3BH Y XOpa, HO BPb3KaTa My C HNIEKYBAHETO Ha
A3BaTa He & YCTAHOBEHO.

Kinnnuna edukacHocT H 6€30NacHOCT

EdmwkacHocT

Ipn naumnenty ¢ ocreoaptput (OA), etopukokcHb B 103a 60 mg eaHH NMbT AHEBHO 3HAYHTENHO
obnexuara 6onkarta H NOBHILIABA OLEHKATa HAa MALIMEHTa 33 CbCTOAHHETO Ha 3abonapaHero. Tesm
HnaronpuaTHu edekTH ce HabnIOAABaT OT BTOPHA AEH Ha JISUEHHETO H CE 3ama3sar A0 52 ceaMHLH.
[TpoyuBaHKrATa BBPXY €TOPUKOKCHO 30 mg eaMH BT AHEBHO NMOKA3BaT e(pMKACHOCT, MPERb3IX0XKAALIA
naauebo 3a 12-ceaMHyeH NepHoj Ha fedeHHe (MPH CXOAHA CHCTEMA 3a OLIEHKA KaTo Mpoy4YBaHUATA
no-rope). [Ipu npoyusane ¢ pa3iu4Ha A03H €TOPHKOKCHO 60 mg neMOHCTPHpa 3HAYUTENHO N0-
H3pa3eHo noaodpexne ot 30 mg no oTHOLWEHHE HAa BCHYKH 3 MbPBHYHK KpaiHH TOMKH 3a NnepHoJ Ha
neyenne ot 6 cegmuuM. Jlozara ot 30 mg He e 61na NpoyyBaHa NpH OCTEOAPTPHT HA PBLETE.

IMpu naukeHTHTE ¢ peBMaTonaeH apTpuT (PA), 1 ABeTe 1O3HPOBKH, eTOPUKOKCHO 60 mg u 90 mg
€IHH [TbT JHEBHO OCHUTYPABA 3HAYHTENHO noaobpeHne no oTHOWeHHe Ha Oonka, Bh3NaNeHue 1
NOABHAKHOCT. [1pH KIHHAYHHTE H3CACABAHHA, OUCHARALWM 60 mg 1 90 mg Oo3H, TE3H Gwery%m
edeKTH ce 3anas3ear 3a uenus 12-ceMHYEH NepHO HA NNEYEHHE. ‘r‘"‘ o,
B u3cnenpaHe, B KOETO BeOHBbXK JHEBHO NpUImkeHHe Ha 60 mg ce cpaBHABa C TO! g
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1034 ca no-eheKTHBHH B cpaBHeHHe ¢ manebo. Jozata ot 90 mg npeps3xoxkaa o
rieJHa TOYKa Ha LAJIOCTHATA olleHka Ha Gonkara (CeOpaHa ¢ MOMOINTA Ha BH3ya
ot 0 no 100 mm) Ha naumMeHTa, ¢be cpeaHo noaodpexue ot 2,71 mm (95% CI: -4
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Tpu naureHTHTe ¢ MPUCTBN HA OCTHP NOAArpo3eH aPTPHT, eTOPHKOKCHD 120 mg eauH mbT AHEBHO 32
NepHo/ Ha JIeYEHHE OT OCEM JHH, obnekyaBa ymepeHa no cHiHa 60/Ka H Bb3NAICHHE Taka, KakTo
HHIoMeTauuH 50 mg TpH NbTH NHeBHO. OGnekyasane Ha HOKATa UMA HA YETBLPTHA Uac OT
3anoYBaHe Ha JICUEHHETO.

[pu naureHTH ¢ aHKUNAO3UPALL CNOHHITUT, eTopHKoKeHO 90 mg eavH BT AHEBHO OCHTYpsSBa
IHAUMTENTHO NOAOOpEHHE NO OTHOIWEHHe Ha Honka B rphOHaKa, Bb3naleHHe, CKOBAHOCT H QYHKLIMH.
KfnuHMuHAaTa nonsa oT NpUIICKEHHETO HA eTOPHKOKCHD ce Habnionasa olle Ha BTOpUA JeH OT
3ano4BaHe Ha JIEYEHHETO M Ce 3ara3Ba Mpes UeNna NepUo/ Ha JIEYEHHE OT 52 CEAMHUM.

B®B BTOpO Npoy4BaHe, NPH KOETO no3ara oT 60 mg ce cpaeHara ¢ fo3a 90 mg, nsete no3n
eTOpHKOKCHG nokazaxa nofobHa epukacHocT Kato Ta3u Ha 1 000 mg aueBHo Hanpokcew. [Ipu
NaLMeHTH, KOMTO Ca HMaIH HEZOCTATbYEH OTIOBOP OT JHEBHA 1032 OT 60 mg eTopHkokcHO B paMKkuTe
Ha 6 ceaMMUM, yBENHUYaBaHe HAa AHeBHATa N03a 10 90 mg nonobpH pe3yaraTta NO OTHOLIEHHE Ha
MHTEH3HTeTa Ha Gonkara B rbpba (NofyyeHa ¢ NOMOLLTA Ha BU3yalHa aHaioroea ckana ot 0 10

100 mm) cue cpenno — 2,70 mm (95% CI: -4,88 mm, 0,52 mm), B cpaBHEHHE C O-HATATBLUHO
Neyenue ¢ n03a oT 60 mg.

TpH KTHHHYHK BPOYUYBaHKA, OUSHABALIH NOCTONEPATHBHA AeHTANHA Bonka, eTopukokcub 90 mg e
Mpunarad BEAHBXK QHEBHO 3a NepHOA OO TpH BHHU. B noarpynara Ha naumeHTy ¢ ymepena Gonka B
Ha4yanoTo, eropukokcud 90 mg nokassa cxoleH aHanreTH4YeH eQekT ¢ To3H Ha HOynpogex 600 mg
(16,11 cpeury 16,39; P=0,722), 1 no-chaeH OT TO3M Ha mapauetamon/kogeuH 600 mg/60 mg (11,00;
P<0,001) 1 nnauebo (6,84; P<0,001), uamepeno kato obwo obnexueHne Ha Honkara 3a nbpBHTE 6
yaca (TOPARG6). UacrTa naumeHTH, cLOGLLHIH 32 ynoTpebaTa Ha AOMbIHUTENHO IEKAPCTBO NO BpeMe
Ha nbpBHTE 24 Yaca OT Jo3HpaHeTo, ca 40,8 % 3a eTopukokcub 90 mg, 25,5 % 3a ubynpoden 600 mg
Q6h u 46,7 % 3a napaueramon/konenx 600 mg/60 mg Q6h B cpaBHenue cre 76,2 % 3a nnauebo. B
TOBA NpOY4YBAHE MEAUAHATA HA HAYANOTO Ha JelicTBHeto (oce3aeMo obnekyapaHe Ha Gonkara) Ha

90 mg etopukokcub e 61na 28 MUHYTH criell NPHIOKEHHETO Ha A03aTa.

besonacHocT

[Mporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL)
(MHOroHausoHanHa nporpama 3a MpoAb/HKHTENHO NPHUIAraHK ETOPHKOKCHO W AnKiodeHax)

IporpamMata MEDAL e npocnekTHRHA nporpama 3a npocneasBate Ha cbpaeuHo-cbaosarta (CC)
6e3onacHocT, OT 0000OLIEHH AAHHH OT TPH PAHAOMH3UPAHH, NBOHHO-CNENH, C AKTUBHA CpPaBHUTENHA
rpyna KOHTpoJIHpaHH H3anuTeaHuA, npoyuysaneto MEDAL, EDGE Il u EDGE.

ITpoyuBanero MEDAL e npoyuraHe ¢ Kpaiina Touka, onpeaenesa ot CC pe3ynratH, ¢ BIIIIOYEHH

17 804 naument ¢ OA 1 5 700 ¢ PA, nekyBanu ¢ etopukoxcud 60 (OA) unu 90 mg (OA u PA) unn
auknogenak 150 mg aneBHO 3a nepHoa cpenHo ot 20,3 meceua (MakcumyM 42,3 meceua, cpeato 21,3
meceua}. B ToBa H3NWTBaHE Ce OTUHTAT CAMO CEPHO3HH HEMKEJIAaHH PEaKLUHH W NPeYCTAHOBABAHE HA
Y4YacTHETO NOpaaHd KaKBaTo H 13 € HEXKENaHa peakuma,

[poyusanuara EDGE u EDGE II cpaBHsBaT cTOMalIHO-UpeBHATA MOHOCHMOCT Ha €TOPHKOKCHE
cpeuty auknodenak. [Npoyusanero EDGE eintousa 7 111 naumentu ¢ OA, nekypaHu ¢ fo3a
etopHkokcHO ot 90 mg aHeBHo (1,5 nbTH no3aTa npenopbunTenna 3a OA) nau ouriodernak 150 mg
AHEBHO 3a nepHoA cpeaHo 9,1 Meceua (MakcuMym 16,6 meceua, cpearo 11,4 meceua). IlpoyuBaHeTo
EDGE 11 sxnioura 4 086 naunentu ¢ PA, nexyBanu ¢ etopuxokcut 90 mg aneBHo WK AuknodeHak
150 mg auerHo 3a nepvoa cpeano 19,2 meceua (MakcumyM 33,1 meceua, cpenHo 24 mecelia).

B o6obuienata nporpama MEDAL 34 701 naupentn ¢ OA unu PA ca nekyBaHH 3a NEpHOA CPEAHO
17,9 Meceua (Makcumym 42,3 Meceua, meauana 16,3 mecena) xaro npubnuszurenuo 12 800

KATO H3XOAHO CBCTOAHUE PasfiHuHK ChPASYHO-CHIOBH H CTOMANIHO-UPEBHHM PHCKOB
[TaunenTuTe Cc aHAMHE3a 332 HEOTAABHALUEH MHGAPKT Ha MHOKapAa, Gafinac Ha Ko
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NpUCanKa WK MEPKYTaHHA KOPOHAPHA MHTEPBEHLMA B IPEAXOAHUTE 6 Mecela ca H3KTIoueHH. B
NPOYUYBAHHUATA € PA3PELIECHO H3MOI3BAHETO HA FacTPONPOTEKTHEHH CPEACTEBA H HUCKA 1032 ACTHPHH.

Obua 6esonacHocT:

Hsma 3HaUNTENHNA Pa3THKK MEXOY €TOPUKOKCHO 1 auKiodeHaK B YECTOTATa Ha ChpPASYHO-CHAOBUTE
TpoMOOTHYHH cbOUTHA. Kapayo-peHanHK HeXenaHH peakuyu ce Hab/1o1aBaT no-4ecTo NpH
€TOPHKOKCHO, OTKONKOTO NpH AHKIOGEHAK H Te3H ePEeKTH ca J0303aBUCHMH (BHXKTE CrielHUYHHTE
pesynTaTti no-aoiy). CTOMalHO-4peBHH H Y4epHOAPOOHM HEXeNaHH peakunH ce Habnoaasar
3HAUMTE/THO TIO-4ECTO NMPH AHKI0GhEHAK OTKOIKOTO NpH ¢TopHKOKCHO. YecTtoraTa Ha HexenaHuTe
peaxumu npu EDGE v EDGE II 1 Ha HeskenaHHTe peakuHH, NpeleHeHH KaTo CEPHO3HH MITH BOAELIH
10 nNpekpaTaBaHe yyacTre B npoyusanero MEDAL e no-Bucoka npH eTOpHKOKCHG B CpaBHEHHE ¢
AHKNodeHak.

Cobpaeuno-cba0BH pesynTarH 3a Ge3onacHocTTa:

YecroTaTa Ha NOTBLPAEHHUTE TPOMOOTHYHH CBPASYHO-CHAOBH CEPHO3ZHH HEXENAHH PEaKLMH
(BKI0YBALIH CHPAEYHH, MO3BYHO-CHAOBH W NEepHEepHO-CHAOBH CHOMTHA) € CpaBHMMA 32
eTOPHKOKCHO ¥ auKNodeHak, KaTo pe3yaraTuTe ca 06odmeHn B Tabnuuara no-aony. Hama
CTATHCTHYECKH 3HAYMMH PazlIiKH B HECTOTATa Ha TPOMOOTHUYHHTE CHOHTHA MEXAY eTOPHKOKCHO H
AUKIIo(eHaK MPH BCHYKH aHATM3HPAHH NOArPYIH, BRIIOYHTENHO PadTHYHH KaTeropuH NauHEHTH B
LANATA FaMa Ha M3XOOHHMA ChPACYHO-CbIOR pHcK. Koraro ce pasrnexar nooTaento, OTHOCHTENHHSAT
PHCK 32 MOTBbPASHH TPOMOOTHUHH CHPAEUHO-CHAOBH CEPHO3ZHH HEKENAHH PEAKLIMH NPH
eTopHKOKCcHE 60 mg 1K 90 mg B cpaBHeHHe ¢ QuKnodenak 150 mg e bun cxoneH.

Ta6anna 2: Yectora Ha norebpaeHn TpomGoTaunn CC curéuTHan (0600mena nporpama MEDAL)

Etopukokcn® Jduxnodenax CpaBHeHHE MeXKTY
(N=16819) {(N=16483) JeueHnsd

25 836 nauHeHT-TOANEM |24 766 nauReHT-rOAHAH

Yecrora' (95% CI) Yectora' (95% CI) OTHOCHTe1IeR pACK

(95% CT)

l'[o*rm,pneﬂu TPOMGOTPI‘IHH CHPACYHO-CBAOBH CEPHO3HH HEXKENAHH peaKLIHH

I'lo npotokon

1,24 (1,11, 1,38)

1,30 (1,17, 1,45)

0,95 (0,81, 1,11)

HamepeHue 3a neyeHue

1,25 (1,14, 1,36)

1,19 (1,08, 1,30)

1,05 (0,93, 1,19)

[oTebpAeHH chpAeuHH cbOH

THA

To npoToKos 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
Hamepenne 3a neverwe 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)
TMoTBEpAEHH MOFEYHO-CBROBH CLOHTHA

Mo npoTokon 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)

Hamepenue 3a neyeHne

0,33 (0,28, 0,39)

0,29 (0,24, 0,35)

1,12 (0,87, 1,44)

[MoTebpaeHn nepudepHH cbIOBH CHOHTHA

[1o npoTtokon

0,20 (0,15, 0,27)

0,22 (0,17, 0,29)

0,92 (0,63, 1,35)

Hamepcuue 33 JICUCHHC

0,24 (0,20, 0,30)

0,23 (0,18, 0,28)

1,08 (0,81, 1,44)

'Cu6uTHa 32 100 nauuentoronunu; Cl=goBeputencH HHTepEan
N=06m Gpoii nauneHTH, BKIIOYEHH B NOMYNALHATA N0 NPOTOKOJI.

[To npoToKON: BCHYKH NMPOABY MPH JICYEHHETO O BPEME Ha NPOYHBAHOTO WiH 10 14 nHu cnex
NPEKPATABAHETO MY {M3KIIOUEHH: MALKEHTH, NPHENH < 75% OT M3NUTBAHOTO JIeYEHHE HIIH NPHEMAITH

HeBkmoveHo B npoyusadeto HCTIBC >10% ot Bpemero).

AR ﬂo,qp\
HaMepeHne 34 Ne4YCHHE: BCHYKH NOTEBPACHH MPOABH JO KpaAd Ha H3NHTBAHETO (BIUI}O ‘t N
MALMEHTH, TOTEHUKATHO H3JIOKEHH Ha HEBKJIIOUEHH B NPOYYBAHETO HHTEPBEHLIUH t;i" d"‘* ; .

MpeycTaHoBABAHE HA M3MHTBAHOTO NeyeHHe). 061 Gpoli paHAOMH3HPaHH NAUHEHT] ﬂ-‘=r1 ‘ﬂfﬁ"ﬁ'& e
eTopuKOKcHO W 17 289 Ha auknodeHak. HEAE ’
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CC cMBpPTHOCT, KaKTo M 00LIaTa CMBPTHOCT, €A CXOAHH NPH IEKYBAHHTE IPYNH C €TOPUKOKCHO K
IUKNodeHaK.

KapanopeHnanHuu npossn:

[Mpubnnzurenso 50 % ot nauueHTHTE, BIUIOYMEHH B nMpoyysakero MEDAL, ca c aHamiesa 3a H3xoaHa
XHrepToHus. B ToBa npoy4BaHe Y€CTOTATa Ha MPEKPATABAHE HA YHACTHETO, NOPalH CBbP3aHH C
XHIIEPTOHHA HEXeIaHH PEaKLIMH, € CTATHCTHYECKH 3HaYHMO MO-BHCOKA 332 ETOPHKOXCHG B CpaBHEHHE
¢ auknodeHak. YectoTara Ha 3acToiHaTa ChpAEYHA HEAOCTATLYHOCT KATO HEXENAHA peakLus
(nNpekpaTaBaHKA M CEPHO3HH peaKUHMH) Ce NPOABABA €1HAKBO NPH €TOPHKOKCHO 60 mg B cpaBHEHME C
auxnogenak 150 mg, Ho e no-BHcoka MpH eTopHKoKcHG 90 mg B cpaBHeHHe ¢ AuKiodeHak 150 mg
(cTaTHCTHYECKH 3HAUWMA 3a 90 mg eTopHKOKCeHO cnpamo 150 mg nuknodeHak npu rpynaTa B
MEDAL ¢ QA). Hecrorara Ha NOTBbPACHHTE NMPOABH Ha HEXKENIAHH peakLMH, CBLP3aHH ChC 3aCTO#HA
CbpaeyHa HeJOCTaTbYHOCT (CHOMTHS, KOWTO Ca CEPHO3HH H BOAAT A0 XOCTIHTATH3ALUMA HIH
nocetieHye B CeLHO OTAENCHHE) € HE3HAYHMO MO-BHCOKA NPH ETOPHKOKCHO B cpaBHEHHE ¢
auknogenak 150 mg, kaTo To3u edekT e no303aBHcuM. YecToTaTa HA NpeKpaTABaHHATA NOPaaH
CBBP3aHH € OTOK HEXKENaHH PEaKLHH € NO-BHCOKA NMPH ETOPHKOKCHO, OTKONKOTO NMpH AHKIO(EHaK
150 mg v To3u epekT € N0303aBHCHM (CTATUCTHYECKH 3HAYHM 33 eTOPHKOKCHO 90 mg, HO He 32
etopukokcHb 60 mg).

Kapauopenannute pesynratd np¥ EDGE u EDGE [1 croreeTcTBaT Ha ONHUCaHHTE NPH NPOYYBAHETO
MEDAL.

B otaennuTe npoyusanus ot nporpamMata MEDAL 3a etopukokcu6 (60 mg unu 90 mg),
abCcoMmoTHATa YECTOTA HA NPEKPATIBAHMATA B KOATO M Aa e OT rpynute e ao 2,6 % 3a XunepToHus, 10
1,9 % 3a otok w1 0o 1,1 % 3a 3acTofiHa ChpIeuHa HEIOCTATHYHOCT, KATO MO-BHCOKA YECTOTA Ha
npexpaTaBaHHa HMa MpH eTopHKOKCcHO 90 mg, 0TKONKOTO NpH eTopuKOKcHG 60 mg..

[Tporpama MEDAL - pe3ynTtatH 3a cTOMalIHO-4PEBHA MOHOCHMOCT:

3HAYHTETHO TI0-HUCKA YECTOTA Ha NIPEKPATABAaHE Ha IEYEHHETO NOpaaH KaKBaTo K Ja € KITHHHYHA
(Hanp. nucnencus, kopeMya 6onka, a3ea) CY Hexenana peakuns ce Habnoaapa ¢ eTOPHKOKCHO B
cpaBHeHHe ¢ NUKI0(eHaK BBE BCAKO OT TPHTE Npoy4BaHud oT nporpamata MEDAL. YectoTtaTta Ha
npeKpaTABaHe NOpaaH HexenaHo KiHHnYHO CY cbbuTHE Ha CTO MALMEHTOrOQHHH 3a NEPHORa Ha
npoyupaHe € kaxto cieapa: 3,23 3a etopukokcub U 4,96 3a auknodenak B nacneasanero MEDAL;
9,12 3a eropukokcub u 12,28 3a auknodenak g npoyusavero EDGE u 3,71 ¢ eropukokcut u 4,81¢
auknodenak B npoyusaiero EDGE II.

[IporpamMa MEDAL - pe3ayntaTH 3a cToMaruHo-4perHa 6€30n1acHOCT:
O6umre ropHd CY cubuths ce onpenensat kato nepdopaumy, 1384 M kbpeeHe. [logrpynara obim
ropHy CU cubuTHs, onpeaeneHy KaTo YCIOKHEHH, BIUTIOYBA nepdopalmy, 06CTPYKLHH N YCJIOKHEHO
KbpBeHe; noarpynara o6y ropHid CH cxOuTHS, onpeaeeHH KaTo HEYCIOXKHEHH, BKIOYBA
HEYC/IOXKHEHO KbPBEHE H HEYC/IOXXHEHH A3BH. 3HA4HTENHO MO-HUCKA YecToTa Ha obwwu ropun CY
¢bOMTHA ce HabnoaaBa NpH eTOPHKOKCHO B cpaBHeHke ¢ auxnodenak. Hama 3Haunma paznuka
MeXy €TOPHKOKCHO M IHITOdeHaK B YECTOTATA HA YCTIOXKHEHHUTE NMPOABH. 3a Noarpynara Ha
KpsBOM3NUBK OT ropuus CH TpakT {(YCNoKHEHH H HEeYCIOKHEHH KOMOHHHpaH!), HAMA 3HaYuMa
pazAuKa MexIY eTOpHKOKCHO W guknogenak. Tlonsara oT npunokeHUeTo No OTHOLEHHE HA FOPHUA
CU tpakT Ha eTopHKOKCHO B cpaBHEHHE C AHKIIO(EHAK HE € CTATHCTHYECKH 3HAYHMA 33 NALHEHTH,
[OpHEeMAallH €AHOBPEMEHHO HHCKa 103a acnHMpHH (npubaunzurento 33 % oT nauHeHTHTE).

YecToTarta 3a CTO MALMEHTOrOAHHH Ha NIOTBBPAEHH YCII0KHEHH H HEYCIIOKHEHH KNMHHYHH NPOABK OT
ropuua CU tpakr (nepgopaumu, 384 4 kppsere (PUB)) e 0,67 (95 % C1 0,57, 0,77) 3a e’mpnxoxcuﬁ
1 0,97 (95 % Cl1 0,85, 1,10) 3a anknodenak, nasamo orHocureneH puck ot 0,69 (95 % CW
OnpeneneHa e yecToTaTa Ha MOTBBpACHHTE ropHd CH cHOHTHA NpH NalHeHTH B cTapse
KaTo Haii-ronsaMa peayKuus ce HabnioaaBa NpH NalHeHTH Ha Bb3pacT > 75 roauHu
0,94, 1,87] cpewty 2,78 [95 % CI 2,14, 3,56] cbOMTHA 3a CTO NALHEHTOrOAHHH ChO
ETOPUKOKCHD W AHKNOdEHAK,




YecToTaTa HA MOTBBPACHUTE KAHHHYHU chOUTHA oT gonHus CY tpakT (nepdopauna Ha ThHKK H
aebeno uepso, obcTpykUUa WK kpeBoHanue (POB)) He noka3ssa 3HauUHTENHA Pa3NHKa MEXIY
€TOPHKOKCHO H AHKIO(eHaK.

[porpama MEDAL - peaynrarn 3a uepHoapobxa GeszonacHocT:

ETOpHKOKCHG Ce CBbP3Ba ChC CTATHCTHHECKH 3HAYMMO NMO-HUCKA Y4ECTOTA HA NPEKpaTABaHe NOpanH
yepHOApOOHO CBBP3aHU HEXENaHH PEakUHH B CpaBHeHHe ¢ AuKiodeHak. B obobwenara nporpama
MEDAL, 0,3 % oT nauneHTHTe Ha eTOpHKOKCHO U 2,7 % OT Te3u Ha AuKIodeHaK IPeKpaTaBaT
nopaau CBbP3aHH ¢ YepHUA 2pob HexenaHH peakunH. YectoTara 3a cTo nauxeHtoroausy e 0,22 3a
etopukokcub u 1,84 3a puknodenak (p-croiuoct < 0,001 3a eTopukokcud cnpamo auknogdeHax). B
CBILOTO BPEME MOBEUETO OT HEeXeNaHWTe YepHOAPOOHO NposBeHH peakuuH B nporpamata MEDAL ne
ca CePHO3HH.

ﬂOI‘l'bIlHHTCJ'IHPl AAaHHH 34 TpoMOOTHYHA ChPAEYHO-CBI0BA GezonacHocT

B KIHHHYHH NpOYy4BaHMUA W3BBH Te3n ot nporpamMata MEDAL, npubnuzutendo 3 100 nauuenTtH ca
NeKyBaHy ¢ eTopukokcnb >60 mg anesHo 3a 12 wnK noeeye ceamMuun. He ce Habmonasa Buauma
PA3IMKA B 4ECTOTATA HA MOTEBLPACHUTE CEPHO3IHH TPOMOOTHHHH ChPACYHO-ChAOBH CHOMTHA MEXKAY
MauKHEHTUTE, MONYUYaBaLH eTOPUKOKCHO >60 mg, miauebo win nenanpokcenost HCTIBC. B croTo
BpEME, YECTOTATA HA Te3U CHOMTHSA € MO-BHCOKA NPH NAMEHTHUTE, OTy4YaBani eTOPHKOKCHO B
CpaBHEHHWe C Te3H, NoNy4aeany HanpokceH 500 mg nsa nsTH AHeBHO. PainukaTa B
aHTuTpoMBouuTHaTa akTHBHOCT Mexay HAkoun COX-1 notuckaun HCTIBC wu cenexktrean COX-2
MHXHOHTOPH MOXe 12 € OT KJIHHHYHO 3Ha4YeHHe MPH NaLHEHTH, PUCKOBH 3a TpoMboeMbBonHuHK
crouTus. CenexruHure COX-2 uxuburopn Hamanssar GopMHpaHETO Ha cHCTeMeH (M ropaaM Tosa
BB3MOXKHO €HIOTESIeH) NPOCTALMKINH, 6e3 aa 3acaraT TpombokcaHa Ha TpomboumruTe. KnnHn4yHoTO
3HaYEHHE Ha TE3H HaOMIONCHUS HE € YCTAHOBEHO.

JombIHUTENHM JaHHK 338 CTOMAILHO-YPEBHA Oe30MacHoCT

B npe 12-ceAMHYHH, IBOHHOCTENH €HIOCKONCKH MPOYYBAHHA, KyMYJaTHBHATA YECTOTA HA CAYYanTe
HA CTOMAIIHO-YPEEHHUTE YILEPALUMH € 3HAHHTENHO NO-HACKA NPH NAUHEHTHTE, NIEKYBaHH C
eTopuKOKCHO 120 mg eaHH NBT AHEBHO, OTKOJKOTO MPH NALHEHTHTE, JIEKYBaHH ¢ HanpokceH 500 mg
JIBA TbTH JHeBHO HAH HOynpoden 800 mg Tpu nvTv aHeBHo. ETopHkokcub e 61n ¢ no-pucoka
4eCTOTA Ha YJILEPALUY B CpaBHeHHe ¢ niauebo.

IpoyupaHe Ha 6b0peunaTa QYHKUNA NpH NALMEHTH B CTAPYMECKA BH3PAcT

PannoMe3upaHo, ABORHOCIANO, MNALEGO-KOHTPOAHPAHO, MAPANCIHO-TPYNOBO NPOYUBaHE ca
oueHABaHH edekTHTe OT 15 AHerHO NeyeHne ¢ eropHkokcHE (90 mg), uenexoxcub (200 mg apa nbTH
JOHeBHO, HanpokceH (500 mg ABa MbTK JHEBHO) H TU1aUe00, BbPXY CKCKPELIMATA HA HATPHI B ypHHAaTa,
KpBBHOTO HanAraHe, H ApyruTe napametpy Ha Snbpeunata gyHkuus npx cybektH ot 60 a0

85 roamiuna sv2pact ¢ 200-mEq/nHeBHo HaTpuesa aueta. ETopukokeub, uenekokcHb 1 HanpokceHca
HMaJTH CXOIHH eheKTH BbPXy eKCKPeLHATa Ha HATPHii B ypHHATa MPH IEYCHHE HaJ 2 CEAMHLM.
BCHUYKH aKTHBHH CPaBHHTEITHH BELLECTBA NOKA3BAT YBENKUEHHE B CpaBHEHHE ¢ W1anebo no
OTHOLLUEHHE Ha CHCTOIHYHOTO KPBBHO HanAraHe; obate, eTOPHKOKCHO € CBBP3aH CbC CTATHCTHUECKH
3HaYMMO yBenudeHue Ha e 14, B cpaBHEHHE C UENEKOKCHO W HaNpokceH (cpeHa npoMsaHa cnpaMo
M3XOAHHUTE CTOMHOCTH 38 CHCTOJIMYHO KPBBHO HandraHe: eTopukokcub- 7,7 mmHg, uesnexoxcHb

2,4 mmHg, Hanpokcex 3,6 mmHg).

5.2 <PapmakoKHHeTHYHH cBoficTBa
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MepopanHo npunoxen eropukokcub ce abcopbupa nob6pe. AGcontoTHaTa GHOHANHYAGE Sirsa ‘-_‘(';-
npubnusnrento 100 %. Cnen aozupatde Ha 120 mg BeaHBK Ha J€H 0 NOCTHraHe PO,

PaBHOBECHO ChCTOAHHME (steady state), MHKOBA NNa3MEHA KOHLIEHTPALHA (reoMeTpHYHZ




3,6 pg/ml) e nabmonasana npuban3uTenHo 1 yac (Tiax) CIED MPHACKEHHETO NPH BB3PACTHH
nauueHTH Ha rnaaHo. CpenHoreomeTpudHaTa (AUCo.2anr) € 37,8 pgehr/ml. ®apmakoknHerukara Ha
€TOPHKOKCHO € TWHeiHa B paMKHTE Ha KJIMHHYHHA 0308 HHTEpBsal.

[IpuembT ¢ xpaHa (Gorara Ha Ma3HWUHK) HAMA eeKT BbPXY cTeneHTa Ha aGcopOuMA Ha eTOPUKOKCHO
cnea npunoxerue Ha Ao3a ot 120 mg. CkopoctTa Ha abcopOuusaTa € 61na NOBJIMAHA B CIEAHUTE
rpaHuLM: 36% HamaneHHe Ha Crax H YBeNHUEHHE HA Tnax € 2 yaca. Te3H JaHHH He ca OMAM CUETEHH 3a
KJAMHHYHO 3HAYMMH. B KIHHHUHHTE Y3CNEABAHUA €TOPHKOKCHD € O NpHeMaH HE3aBHCHMO OT
NpuHeMa Ha XpaHa.

Paznpenenchue

ETopHkokcHb ce ¢cBbp3Ba ¢ nia3MeHHTe NpoTerHy B Nnpubaniutento 92 % npu KOHUEHTpaUUK OT
0,05 no 5 pg/ml. OGeMbT Ha pasnpeneneHue B PABHOBECHO CbCTOAHHE (Vass) € O1n npubnusutento
120 1 npu xopara.

EtopukokcHb npeMHHaBa mialgHTapHaTa DapHepa npu nibxoBe H 3aliud W XemaroeHuedanHara
Gapuepa npu nabXxoBe.

BnorpannchopmManus

Eropukokcu® ce MeTabonuzupa HambIHO KaTo < 1 % OT nozara ¢e yCTAHOBABA B YPHHATA MOA
¢opmara Ha H3XOAHOTO NekapcTBo. OCHOBHHMAT MbT Ha MeTaGonusupane ¢ popmupaHe Ha 6'-
XHApOKCcHMeTHA aepuBat ce katanusupa ot CYP ensumute. CYP3A4 BepoaTHo nonpHHacs 3a
MeTabONH3HPAHETO HAa €TOPHKOKCHD in vivo. In vitro npoyusaHuaTa ycTaHoBaear, ue CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 cbiro MoXe 03 KaTanH3IKUpaT OCHOBHATA MeTalONHTHA BepHUra, HO
TeXHHTE KONHYECTBEHH OTHOLICHHA in Vivo HE Ca MPOYYBAHH.

HUnentuduumpanu ca ner merabosura npu yoBeka. OcHOBHHAT MeTabomHTEH NpOAYKT € 6'-kapbokcH
KHCEIHHEO NPOM3BOHO HA eTOPHKOKCHO, 00pa3yBaHO Upe3 MO-HATATHLUIHO OKHC/IEHHE Ha 6'-
XMAPOKCHMETHI MPOH3BOAHOTO. Te3u OCHOBHH MeTabOMHTHH NMPOAYKTH WIH HAMAT H3MepHMa
AKTHBHOCT, WK ca cnabo aktHeHM kato COX-2 unxubutopn. HUTo eavH ot Te3u metaGonauTy He
HHXHOHpa COX-1.

Enumunupane

Crien NpWiaraHeTo Ha eJHOKPATHA, MapKHpaHa ¢ PaHOW30TON 1032 OT 25 mg eTOPHKOKCHO
HHTPaBEHO3HO Ha 3/1paBH LA, 70 % oT paauoakTUBHOCTTa € Ouna ycTaHoBeHa B ypuHata U 20% BB
dexanuute, rnaeao noa gopmarta Ha Metabonuty. [No-manko ot 2 % e ycTaHOBEH KaTO HEMPOMEHEHO
JIeKapcTBO.

En“MHBHpaHeTO Ha eTOPHKOKCHE CTaBa NMPeIHMHO 4pe3 MeTabonu3MpaHe nocneasaHo ot 6uopeyHa
eKcKpeLHs. Y CToHYMBH PaBHOBECHH KOHLIEHTPaLMK Ha €TOPHKOKCHO Ce JOCTHraT B paMKHTE Ha
celeM JHH MpH eIHOKPaTHO Mpunarade Ha Ao3a oT 120 mg, c aKkyMyJHpallo HHBO OT NPHONH3HTENHO
2, OTrOBapAILO HAa BPEME HA MOYXHBOT OT NpHbu3MTenHo 22 yaca. [I1asMeHHST KIHpBHE cien

25 mg HHTpaBeHO3HA 1033 Ce ouyaKBa aa enpubnnsurenno 50 ml/mMuHyTa.

Cneyuannu 2pynu

Crapuecka Bb3pacT: ©apMaKOKHHETHKATa [PH NALHEHTH B CTapRecKa Bb3pacT (65 roqHwHa Bb3pacT
H M0-Bb3PacTHH) e OnH3Ka 10 Ta3H NPH MAAIHTE.

Ion: He ce YCTAHOBABA pPa3/iHKa BbB d)apMaKOKHHeTHKaTa NPH MBXKE H XKCHH,

npubauzurento 16 % no-ronsma cpeasa AUC B cpaBHeHHe ChC 3APABH JIHLA, HA KOUT &
ChlMA 00308 pexHM. [1pH mauMeHTUTE C yMepeHa CTeneH Ha YepHoapoOHO yBpe ag—'je\(Chi
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HHaekc 7-9), npunaraneTo Ha eTopuKokeHO B no3a 60 mg npes den e noseno ao cpeana AUC, 6nuzka
00 Ta3H Ha 3PaBHTE JIKLIA NPH H030B pexkuM oT 60 mg AHeBHO; eTopHKokcHO 30 mg BeaAHbX THEBHO
He € MpoyuBaH B Ta3H nonynauus. Hama k1MHAUHA ¥ GapMAKOKHHETHYHY NaHHH 33 NALUMEHTH C
TexKa cTeneH Ha yepnonpolOHo yBpexaaHe (Child-Pugh unaexc > 10) (Bua Touku 4.2 n 4.3).

Bu6peuno yepexaane: GapMakoKMHETHKATA NPH €OHOKpaTHa 103a oT 120 mg eTopHKOKCHO, npu
NaUMeHTH ¢ yMepeHa 10 TexkKa 61u0peuHa HeTOCTaTHUHOCT Y TAKHBA ¢ KpaiHa ¢aza Ha 6B0pevno
3a60NABaHe Ha XEMOAHAIIM3a, HE CE € Pa3IHYaBAIA 3HAYMMO CMPAMO Ta3H MPH 3APABH JHLA.
XemoananHiara e HMana MUTBK MPHHOC MO OTHOLEHHe HA eTHMHHHPAHETO (AHaNH3€eH KIIHPBHC
npubnuzutenHo 50 ml/min) (Brx Touku 4.3 1 4.4).

[MeanaTtpuunn nauvenTy: GapMakoKHHETHKATa HA €TOPHKOKCHO MPH NMeJHATPHUYHH NALKEHTH
(BB3pact < 12 rogvHHK) He e U3CJieIBaHA.

Ipn papMakoKHHETHYHO Nipoy4BaHe (n=16), npoBeaeHo ¢ OHOWHM (BBb3pacT oT 12 no 17 roaunn)
tapMakokuHeTHKaTa NpH 1oHowHTe ¢ Terno ot 40 1o 60 kg npu no3a Ha eTopukokcub ot 60 mg
BEOHBXK Ha AEH M MPH toHOWMHTE ¢ Tero >60 kg (103a Ha eropukokcub 90 mg ReAHBH Ha AeH) € 6una
6AKM3Ka 0 Ta3H HA Bb3PaCTHH, NOJTYYHAM eTOPHKOKCHO B 1032 90 mg reaHbxk Ha neH. bezonacHocTTa
H epeKTHBHOCTTA HAa ETOPHKOKCHO NMpH NeAHaTPHYHU MALMEHTH HE Ca HACNEABaHH (BUXK TOUKa 4.2).

5.3 TlpeaxIMHHYHH JAHHH 33 HezomacHoCT

B npeaknHHHYHHTE NpOYYBaHHA, ETOPHKOKCHO HE € IEMOHCTPHPAT reHOTOKCHYHOCT. ETopHKokcub
He € Oun KaHueporeHeH npu muiuky. [LTbxoBeTe ca pa3BuiIKM xenaToLenylapeH U THPEOHAEH
donuKynouenynapey aieHoM Npy JO3WPOBKA > 2-MBTH AHEBHATA 1034 NpH Xopa [90 mg] 4 cHcTeMHa
€XKeqHEBHA EKCTIO3HLIMA B MPOABIKEHE HA NPHONM3IUTENHO ABE TOOHHH. XenaToLenyIapHHAT U
THPEOHIHHUAT (IONHKYIIOLIENYNapeH aaeHOM, HabMIONaBaHH NPH TUTBXOBETE, ca OWiH cueTeHH 3a
pe3yATAT Ha CeUM(dHYEH 33 IUTBXOBETE MEXAHH3BM, CBBP3aH ¢ MHAYKUMA Ha yepHoapobHuTe CYP
eH3uMH. He e ycraHoBeHO eTopHKOKCHO na nMpean3BHKBa HHAYKLUMA Ha yepHOoapoOuus CYP3A eH3um
NpH XopaTa.

lacTporHTecTHHANHATA TOKCHYHOCT Ha eTOPHKOKCHO NPH ILIbXOBETE C€ YBENHYapa ¢ 103aTa H
BPEMETO Ha eKCMO3HLUHA. B mpoyyBaHe 3a TOKCHHHOCTTA HA €TOPUKOKCHO NpoaAbmKKNo 14 ceaMHLH,
yauepauun Ha CY tpakr ca 6unH HabnoaaBaHH MPH eKCMO3HLIMA, HAAXBBPJIALLA Ta3H NP YOBEK ¢
NPHJIAraHeTO Ha TEpaneBTHYHATA N03a. [IpH NpoyyYBaHHATA 33 TOKCHHHOCT B MPOABL/DKEHHE Ha 53 H
106 ceaMHUM, TaCTPOHHTECTHHATHH YJIUEpaLMH ca OHTH HabnoAaBaHM CHIO TAKA NMPH SKCNO3HLMH,
CPaBHHMH C Te3H NPH XOpa C NpWiaraHe Ha TepaneBTHYHaTa A03a. [Ipn Kyuera 6L6peuHn n
raCcTPOHHTECTHHATHH aHOMATHH ca OW1H HaOMI0AaBaHH NPH BHCOKA 1030BA €KCIIO3HLIHA.

ETopHkokcHb He € noka3an TepaTOreHHOCT NPH NIPOYUBAHHA 33 PENPOAYKTHBHA TOKCHYHOCT,
NpoBEAEHH BBPXY IUTbXO0BE ¢ A03a 15 mg/kg/nHerHo (ToBa € npuGnuanTenHO 1,5 MBTH AHEBHATA 1033
1a xopa [90 mg], ocHoBaHa Ha cucTeMHaTa ekcriosuiusa). [1pu 3akium e HabnlofgaBaHO NoBHILEHHE Ha
ChPAEYHO-CBAOBUTE MATGOPMALIMH MPH HUBA HA €KCMO3HLMA KaTO AHEBHATA 1034 3a XopaTa (90 mg).
Bbripeku ToBa, He ca HabMoAaBaHH CRBP3aHM C JIEYEHHETO BHHIIHH MangopMaUuHH WIH NPOMEHH BbB
teranuus ckener. [Ipu mrbxoBye W 3aiium e HabmonasaHoO J0303aBHCHMO YBETHYEHHE Ha
NOCTHMIUIAHTAlLHOHHA 3aryba NpH eKCNo3UIMA, N0-ToNAMa HIIH eKBHB&TeHTHa Ha 1,5 MbTH no-ronama
OT Ta3H €KCMNO3HLMA NPH XOpaTa (BIK TOUKH 4.3 W 4.6).

ETOPHKOKCHG C€ €KCKpeTHPA B MIIAKOTO Ha IUTBEXOBETE MPH NaXTalKia, KaTo KOHUEHTPALIMHTE Ca

HPHGJ'IHEIHTCJ'IHO ABRa NbTH HAA TC3H B MIa3Mara. TernoTo Ha MATIKHTE € HAMAIANO TPH 3aXPaHBAHETO
€ MASIKO OT XEHCKH MTBXOBE, KOMTO CA NONYYaBATM ETOPHKOKCHD N0 BpeMe HA NaKTaums.

6. PAPMAIIEBTHYHH JAHHH

6.1 CnHcBK HA NOMOMEBATE BEeCTBA




Aopo na mabremrama:

Uenynosa, MHKPOKPHCTAIHA

Kanuues xuaporexdocdar
Kpockapmenosa HaTpuii

Harpues creapundymapat

Cunuupes AHOKCHA, KONouAeH Oe3BoneH

Durmoso noxpumue.

[TonUBHHUNOR ankoxon

Turanor auokcua (E171)

Makporon 3000

Tank

Potukoke 60 mg TabneTkH cbabpXKaT XbAT xeNe3eH okcua E172.

Porukokc 90 mg 1 120 mg TabneTku chABPHKAT ChUWO YEPBEH xkeneseH okcua E172

6.2 HechbBMEeCTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogaoct

5 rogMHU

6.4 Crnennanf y¢/JI0BHA 34 ChbXpaHeHHe

JlekapCTBEHHAT NPOAYKT HE H3UCKBA CNIELIHAIHK YC/IOBHSA HA ChXPaHEHHE.
6.5 BHA H ChIbpXkAaHHE HA ONAKOBKATA

Porukokc 30 mg ¢punmupanu Tabnetku

Baucrep (OPA/AI/PVC, Al donno): 7, 14, 28, 30, 56, 60, 84, 98 nnu 100 punmupann 1abneTkH, b
KYTHA.

Potukoke 60 mg bunmupanu TabneTku

Bnuctep (OPA/AVPVC, Al donuo): 7, 14, 20, 28, 30, 50, 56, 60, 84, 98 wiu 100 punmupanu
TabJETKH, B KYTHS.

Potukoke 90 mg dbunmupani Tabnerku

Bauctep (OPA/AL/PVC, Al donuo): 5,7, 14, 20, 28, 30, 50, 56, 60, 84, 98 uan 100 punmupann
TabneTkH, B KyTHS.

Potukokc 120 mg ¢punmupanu Tabnerku

Bancrep (OPA/AVPVC, Al donno): 5, 7, 14, 20, 28, 30, 50, 56, 60, 84, 98 unn 100 punmupanu
TabneTku, B KyTHA.

He BCcHuKH BHAOBE OMAKOBKH MoraT ga 6baaT mycHaTH Ha nazapa.

6.6 CrHenHaJIHH NpeNNa3HH MEPKH IPH H3IXBLPIAHE H paboTa

Hama cneunanHi M3HCKBAHHA.

Heusnon3paHHAT NPOAYKT WK OTNAgb4YHUTE MaTEPHAITH OT Hero TpabBa Ja ce U3XBLPNAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. MIPHTEXATEJI HA PASPEUHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §malje§ka cesta 6, 8501 Novo mesto, CiioBenus




8. HOMEP(A) HA PASPELIEHHETO 3A YIIOTPEBA
Per. Ne: 20170066 — Potukokc 30 mg
Per. No: 20170067 — Potukoke 60 mg

Per. Ne: 20170068 — Potukoke 90 mg
Per. Ne: 20170069 — Portukoke 120 mg

9. JIATA HA ITBPBO PABPEIIABAHE/TIOAHOBSIBAHE HA PA3ZPEIIEHETO 3A
YIIOTPEBA

Jlata Ha mbpBoO paspeluasane: 14.02.2017

Jlata Ha nocneaHo noaxHoeseane: 11.02.2022

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

28 Anpun 2026

MMoapo6Ha nadOpMaLMs 32 TO3M JIEKAPCTBEH NPOAYKT € Npe/iocTaBeHa Ha yebcaiita Ha M3nbannTenHa
Arenums no Jlekapcrsara (MAJI) http://www.bda.bg.




