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Eropuxokcu6 Tesa 60 mg dunmupann Tabnetku
Etoricoxib Teva 60 mg film-coated tablets

1
F

llllllllllllllllllllllllllllll

1
j
2. KAYECTBEH A KOJIMYECTBEH ChCTAB §

Lgobpenus Me............,
Beaxa ¢punmupana Tabnerka cpabpxka 60 mg eropukokcub (etoricoxib).
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3a I'BJIHKA CIIHCHK Ha IIOMOILHHTE BEINECTBA BIDKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupann TabneTkH

Tabnerka ot 60 mg: TEMHO 3eNeHa, KPEIJIA JBOHHO H3TEKHANA QUIMHpaHa TadneTKa, ¢ BATEOHATO
penedHo o3ragenne "60" OT elHaTa CTpaHA W [I4AKA OT ApYraTa ¢ NpHONH3UTENEH AuaMersp 8 mm.

4. KJAHHYHH JAHHH

4.1 TepaneBTHUHH NOKA3AHUA

Etropukokcu6 Tepa € nokasaH NpH BL3PACTHH H FOHOLIW HA 16 roqvHM ¥ oBeye 3a CHMITTOMATHYHO
obnexueHne Ha octeoapTpur (OA), peeMaTouacH apTput (PA), aHKHIO3Hpall CIOHAWINT H Ha
OONKATa U BB3NANHUTE/IHATA CHMITTOMATHKA TIPH OCTHP NOJArpoO3CH apTPHT.

Etopukoxcu® Tepa € mokazaH npM BE3PAcTHH M IOHOIIM Ha 16 rognHu M MoBeye 3a KPAaTKOCPOIHO
nedYeHue Ha yMepeHa 0ojika, CBBP3aHa ¢ ACHTAITHA ONepaLis.

Pemenmero na ce mpeanuine cenektueed COX-2 uuxubutop, TpaOBa 1a ce Oa3Hupa Ha LANIOCTHA
NpelieHKa 3a HHAWBHAYAJTHUTE PUCKOBE 34 MalMeHTa (Bx. ToukH 4.3, 4.4).

4.2 Mo3HpOBKA H HAMHH HA NPHJIOKEHHE

Ho3upoBka
Tbi1 KaTo CHPACHHO-CHAOBHTE PHCKOBE IIPH €TOPHKOKCHO MOTaT Ja ¢€ YBEJIM4AT ¢ A03aTa U

MPOABIDKHATEIHOCTTA HA MPHIOKEHNE, CJICARA Ja C€ H3MOJI3Ba MAKCUMATHO HHCKA 1034 33
MaKCHMAJTHO KpaTBK NEPHOI Ha npunoxenue. IlepuoardHo cielBa a ¢ IIpaBH NPESOLICHKA Ha
HYKIHTE Ha NalHeHTa OT CHMIITOMaTH4HO objieKYeHHe H Ha OTTOBOpa Ha JIEYeHHETO, 0OCOOCHO MpH
MAUHSHTH ¢ ocTeoapTpHT (BiK. ToUkH 4.3, 4.4, 4.8 1 5.1).

Ocmeoapmpum

ITpenoprunrennara no3a e 30 mg seaHbxK AHEBHO. IIpy HAKOH NIALIMEHTH ¢ HEACCTATHYHO
olJiekueHre Ha CHMITOMATHKAaTa, MOBMILABAHE Ha N103aTa Ha 60 mg equH bT AHEBHO MOKE Aa
HOBHINM ¢(pHKacHOCTTA. [IpH nrinica Ha MoBMIlIaBaHe HAa TCPaNeBTHYHHA e(eKT ciieaBa ga ¢¢ OOMHCHAT

APYTH TCPANCBTHYHH BB3MOKHOCTH.

Peemamouden apmpum |
IIpenopbuuTentata ao3a e 60 mg peaHbK THEBHO. [IpH HAKOH NALMEHTH ¢ HEAOCTS
obnexueHre Ha CHMITTOMATHKATA, MOBHLIABAHE Ha 403aTa Ha 90 mg €JUH BT JHEY
NOBMINH epMKacHOCTTa. CNell KaTO NALMEHTHT € KIHHHYHO CTA0UIN3HpaH, MOXE
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HHCXOAAIO THTpUpane Ao 60 mg eauH MBT AHEBHO. [Ipu JTHIICa HA MOBHUIIIABAHE HA TEPANeBTHIHAA
edeKT cneiBa fa ce OOMHCIIT IPYTH TEPANEeBTHYHH Bh3MOXKHOCTH.

Anxunosupaws chonowium

[IperoppunrenHara no3a € 60 mg penusK AHEBHO. [Ipy HAKOH MALMEHTH ¢ HEAOCTATHYHO
obJieKYeHHe Ha CHMITOMATHKATA, MOBHINABaHe Ha Jo3aTa Ha 90 mg eqMH NbT AHEBHO MOXKE Ja
NOBHITH edpHKacHOCTTa. CNieJ] KaTo NMALUEHTHT € KIMHAYHO CTa0MIH3HpaH, MOJKe 4 € MOAX0AAI0
HHUCXOJANIO TUTpHpaHe Ao 60 mg eaun mbT ZHeBHO. [Ipy MHNca Ha NOBHILIABAHE HA TEPaNCBTHYHHA
edexT ceaBa ga ce OOMHUCIAT APYTH TepaneBTHYHH BE3MOKHOCTH,

Ocmpu cocmosnus Ha boaxa
EropukokcuG Tpa6Ba Aa ce U3MO3Ba ¢aMo 10 BpeME Ha OCTPHA CHMITTOMATHUCH ePHOA MPH
CBCTOSHHA HA CHIHA DoJKa.

Ocmwp nodazposen apmpum
IIpenopbunTennara ao3a e 120 mg seansxk gHeHO. [1o BpeMe Ha KITHHHYHH H3ITHTBAHHA 38 ACUCHUE
Ha OCTHP ITOJArpo3cH APTPHT ETOPHKOKCHO € JaBaH B NPOXBIDKCHAE HA 8 JHH.

Ilocmonepamuena 6oaxa cned Oenmanna onepayun

IMpenoprumTenHaTa 103a € 90 mg BeAHEXK JHEBHO, OrpaHHYEHO MaKCHMYM A0 3 JHH. Hakou
NaIieHTH MOXKe Aa ¢ HY)KIAAT OT Apyra MocTonepaTHBHA AHA/ITE3HA B NONBJIHEHHE KbM
Eropuxokcu® Tesa mo Bpeme Ha TPHAHEBHHA NIEPHOA HA JICUCHHE.

031, HAAXBBHPIALIH NPENOPEYHTETHHTE 33 OTAENHUTe HHAWKALMH WIH HE Ca MTOKA3AJIH NO-rofaMa
e(pHKacHOCT, WIH He ca OWIM NpoydBaHH., 3aToBa:

Hozara 3a OA e TpaOpa na Haguuaea 6( mg JHEBHO.

IMosara 3a PA H anxkuno3npaln COOHIWIAT He TpaOea na Haaeuinapa 90 mg AHEBHO.

Ho3ara 3a ocTBp HOAArpPO3eH apTPHT He TpaOBa na HageuuIasa 120 mg qHEBHO, KATO AEYECHHETO CE
OrpaHHYaBa MAKCHMYM A0 8 AHH.

Josara 3a nocTonepaTHBHa CHWIHa HoMKa Cliel ASHTATHA onepalua He Tps6Ba Aa HaasHmapa 90 mg
IJHEBHO, OrpaHH4Y€HO MAKCUMYM AC 3 JIHH.

CrieuManyu monynauyu

Cmapuecka evspacm
He ce Hanara KOpHrapaHe Ha A03aTa MpHU NalMeHTH B CTapuecka Bb3pacT. [IpuiokeHHETO MPH
NAlHEHTH B CTapuecka Bb3PAcT CJiedBa Ja CTaBa BHUMAaTeNHO (BX. To4uka 4.4).

Ueproopobro yapesicoane

He3aBHCHMO OT MHAKMKALMATA IPH MALHEHTHTE ¢ JIeKa CTENeH Ha uepHoApoOHO yepexxaane (Child-
Pugh urgekc 5-6) He TpabBa na ce HajBHINABa 032 0T 60 mg BeAHBK Ha JeH. [IpH nauMeHTHTE ¢
yMepeHa ¢TeneH Ha YepHoapooHo yepexaane (Child-Pugh uaacke 7-9), He3aBHCHMO OT
HHAMKAIIHATA, Ao3aTa oT 30 mg BeAHEXK AHEBHO HE Tpabpa 1a C€ HAAXBBPIIA.

KNHHUYHHAT OIMHT € OrpaHi4YeH, 0cO0EHO NPH MALHEHTH ¢ YMEpeHa CTeNeH Ha YepHOAPOOHO
yBpeKAaHe M 3aTOBa € HeoOX0AuMO BHHMaHue. HAMa KTMHHYSH ONMT NpH NAIIHEHTH C TEXKKa
yepHOApoOHa HeaocTaThuHOCT (Child-Pugh unaekc > 10), 3aToBa npunaraHeTo Ha JIeKapCTBOTO B
TaKHBa& CJIY4YaH € MpoTHBONoKa3aHo (Bx. Touxu 4.3,4.4. 1 5.2).

Bvbpeuno yspexcoane
He ce Hanara kopuriapaHe Ha 103aTa NpH MAIHEHTH ¢ KPEaTHHHHOB KIUPEHC 230 ml/MunyTa (BXK. .
Touka 5.2). YnorpeGara Ha €TOPHKOKCHO MPH NMAIHEHTH ¢ KPEATHHUHOB KIMPBHC <30 ml/M

[POTHBOMNOKAa3aHO (BXK. TOUKH 4.3 H 4.4). 7 5;":"“
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Heduampuuna nonyrayus
ETopHKoKcHO e NpoTHBONOKa3aH 3a yNoTpeda IpH Jela M KHOLIM Ha Bb3pacT noJ, 16 roquuu (Bx.
TO4Ka 4.3).

Hauwn Ha npanoxeHue

Etopuxokcut Tepa e 3a mepopaiHo NpWIoKeHHe H Moke Ja Obe IMpueMaH Ha TTIAAHO HIA 110 BpeMe
Ha XpaHeHe. EQexTsT Ha JIEKapCTBEHHS MPOAYKT MOXKE /1a HACTBIIN No-66p30, korato ETOPHKOKCHO
Tera ce npuema Ha rnagno. Tosa TpsAGBa Aa ce WMa NpEOBUA, KOTaTo € HeOOXOAHMO A4 Ce TIOCTHTHE
OBbp30 NOBNHABAHE HA CUMIITOMATHKATA.

4.3 IlporHBONOKA3aEHUA

° CBpBXYYBCTBHTEIIHOCT KbM AKTHBHATA CHCTABKA HIIH HIKOE OT NOMOLIHHUTE BEILIECTBA,

m36poeHH B Touka 6.1.

AKTHBHA NeNITHYHA 93Ba HJIH aKTHBHO KBpBEHe OT ctoMalHo-uypesHHA (CY) Tpakr.

[ManyenTy, KOWTO cAeA MPHEM Ha aneTwicanuiwiona kucearHa wiy HCIIBC, sxmounrenHo

COX-2 (LIMKNOOKCHIeHa3a-2) HHXHOKUTOPH, IPOABSBAT OPOHXOCNA3EM, OCTHP PHHHT, HOCHH

TOJIHITH, AHTHOHEBPOTUYEH €IEM, YPTHKAPHS K aNeprHIHH PEaKIHH.

BpeMeHHOCT M KbpMEHe (BiK. TOUkH 4.6 1 5.3).

Texka yepHoxpobHa HegocTaTbuHOCT {cepyMen anbymun <25 g/1 wiu Child-Pugh uHaexc

> 10).

H3cnenpan 6u6peueH erammmon KmupbHC <30 ml/MUHYyTa.

Jena 1 1oHOWH oA 16-roauina Be3pacT.

Br3nanurennu 3abo19BaHig Ha YeppaTa.

3acroiina cepacuHa HegocTarbyHOCT (NYHA II-IV).

[TaupeHTH ¢ XMNEPTOHHSA, YHETO KPBBHO HAJIAraHe € TpaiiHo nouineHo Han 140/90 mmHg u e

€ 3JACKBATHO KOHTPOIHPAHO,

. VcTaHOBEHA HCXEMHYHA 60IECT Ha CHPLIETO, 3a00/IABaHHUs Ha ICPH(EPHHTE apTepHATHH
CBHAOBE HW/HNH MO3BYHO-CHAOBO 3a00/sMBaHE.

4.4 CoenuaJHH npeaynpexaAcHHS H NpeANA3HE MepKH NPH ynoTpeda

Cmomaturo-upesnu ecpexmu
VCnoxKHEHHS OT TOPHUTE OTAETH Ha CTOMAITHO-UPEBHAS TPAKT (nepdoparliii, 38U WIK KbPBEHE
(PUBS), HAKOH OT KOHTO ¢ daTaneH W3X0o[, Ca HaCTHIM/IH TIPH MALMEHTH JCKYBaHH C ETOPHKOKCHO.

BHuMaTeNHO TpsaOBa Aa ce MOAX0AAA IPH HALHEHTH ¢ PHCK OT Pa3BUTHE HA CTOMAIIHO-UPEBHH
yenoxkaenns ot HCTIBC: nauneHTH B cTapiecKa Bb3pacT, NAlMeHTH, pHeMalllH €TBOBPEMEHHO H
apyri HCTIBC win aueTHncanMiuMioBa KHCEIMHA, WIH NALHEHTH ¢ [IPEeKapaHH CTOMAlIHO-4PCBHH
3a00IABAaHMA, KATO 13Ba H KbPBEHE OT CTOMALHO-YPEBHHS TPAKT.

HMa AomsNHUTENHO YBEJIHYABAHE HA PHCKA OT CTOMAIIHO-YPEBHH HEMXKENaHH JICKAPCTBCHH peaKluH
(CTOMAaImHO-YpeBHa 513Ba WIM JAPYTH CTOMAIIHO-YPEBHH YCIOXKHEHHA ), KOraTo €TOPHKOKCHO ce
npHeMa 3aeIHO ¢ AUSTHICANHIIWIOBA KUCEIHHA (IOpY H B HHCKH JO3H). JHAYMTEITHA pa3jivKa no
OTHOLICHHE Ha CTOMAIHO-9peBHATA Ge3onmacHOCT MexAay cenekTHBHH COX-2 naxnburopu +
areTHAcanHignosa kucenuHa cnpamo HCIIBC + anerwncanuumiopa KUCE/THHA € ACMOHCTPUPaHA B
THIrOCPOYHH KJIHHHYHH IpOYyYBaHHs (BAK. TouKa 5.1).

Copoeunocvoosu egexmu
KuHMuHE npoyuBanus NPeANONarar, 4e IEKapcTBEHHAT Kiac Ha celeKTuBHUTe COX-2 naxuburopu

AT

MOXe Ja Obae CBbp3aH ¢ PHCK OT TPOMOOTHYHHA HHUMACHTH (0COOEHO MHOKapJICH m{q)ap
HHCYNT), B cpaBHeHue ¢ raueto u Hakoun HCIIBC. Chpaeuno-CbA0BHTE PHCKOBE np et
Ha €TOPHKOKCHO MOTAT Jja HAPACHAT ¢ YBEIMYaBaHe Ha 03aTa U NMPOIBILKMTEIHOC

NopajH KoeTo Tpa6Ba a ce H3MONI3BaT Hali-HHCKUTE ePEeKTHBHH 03H 32 HAH-KPaTHK 1119 10 ' a
speme. HeobxonumocTTa Ha NALHEHTA OT CUMITTOMATHYHO ObJIeK4aBaHe H OTTOBOP
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TepanHaTa Tpadea na Guae repHOUYHO NMpeolicHABaHa, 0cOOEHO NPH MALHEHTH C OCTEOaPTPHT (BiXK.
TouKkH 4.2, 4.3, 4.8 u 5.1).

ITanmeHTH CHC 3HAYMTETHH PHCKOBH (DaKTOPH 3a CHPACYHO-CHAOBH MHIHAECHTH (HAlIpUMep
XHIIEPTOHHS, XHNEPAUITHAEMHA, AUAGET, TIOTIOHOMYLLUeHe) TpAOBa fa ObJaT JIEKYBaHH ¢ CTOPHKOKCHO
clieX BHHMATEIHO OOMHCIAHE (BXK. Touka 5.1).

COX-2 cenekTUBHMTE MHXMOHTODH He 3aMECTBAT ALSTHICANTMIIIOBATA KMCSIHHA (aCTIMPHH) TIPH
podHIaKTHKA Ha CBPASYHO-CBAOBH TpoMOoeMOomivHE 3a00/BaHHs IOPAJH JIHICATA HA
anTHarperanTeH edexT. ITopaau ToBa aHTHArperaHTHaTa Tepanua He Tpabpa fa 6pae NPEKLCBaHA (BXK.
ToukH 4.5 1 5.1.).

Edgpexmu evpxy 6vopeyume

B16peunnTe NPOCTArTIaHAMHM MOXKE 8 HMAT Ba)KHA POJIs B OMAbpKaHeTo Ha 616peunara nepdy3us.
34TORA NPH HATHYHMETO HA KOMIIpoMeTHpaHa 60peuna nepdysus, MPHUIAraHETo Ha ETOPHKOKCHO
MOKE A MpeJH3BHKA BTOPHYHO, MOCPSACTBOM HAMANIABAHE HA MPOH3BOACTBOTO Ha MPOCTATTIaHANHH,
peayuHpaHe Ha OpOpeYHHA KPBBOTOK H YBpeXIaHe Ha ObOpeuHara GpyHkuus. IlannueHTHTE ¢ HaH-
BHCOK PHCK B TOBa OTHOINEHME Ca Te3H, KOHTO HMAT NPEAXOAKAAIN0 3HAYHMO YBPEXKAAHS Ha
OBOpeuHaTa QYHKIMA, HEKOMIEHCHPaHa ChpASUHA HEAOCTATHYHOCT MIIH 1iHpo3a. IIpy TakuBa

NaLHEHTH CIeABa Ja ¢e MMa NpeABHA MOHHTOpHpaHeTo Ha Op0peuHaTa dyHkums.

3adpwoicka na mewHocmu, OMOK U XUREPMOHUS

KakTo u ¢ Ipyri JiekapcTBEHH ITPOAYKTH, 38 KOMTO € H3BECTHO, Y€ MOTHCKAT NPOCTarnaHAHHOBATA
CHHTE3a, ca OHNIHM HabMoJaBaHM 3apHiKKa HA TEYHOCTH, OTOK M XMICPTOHKA NMPH NAl[HCHTH Ha
AeueHHe ¢ eTopuKkokend. Bomiku HecTeponaun npoTusopk3namTenHu cpeactsa (HCIIBC),
BKTIOYHTEHO €TOPHKOKCHO, MOTAT Jia C€ CBBLPIKAT ¢ HOBOMOABHIIA C€ WITH PEKYPEHTHa 3aCTOHHA
ChpACYHA HeOCTATHYHOCT. 3a HH(pOpMAaLMA OTHOCHO ONpeAcIIHHA OT 103aTa OTrOBOp NMPH
€TOPHKOKCHO BIDKTE TO4YKa 5.1. BuumaTenHo TpAOBa Ja ce NOAX0XKAa KeM NMALIHCHTHTE C aHAMHE3a 33
ChpleYHA HeNOCTATHYHOCT, JICBOKAMEPHA AMC(PYHKLMA HITH XHIIEPTOHHA, KAKTO H KbM MNALMEHTH C
NpeaxoXaln OTOK 10 APYTH MPHUMHHA. AKO UMAa KIIMHHYHH JAaHHH 32 BJIOLI2BaHE HA CBCTOAHHUETO Ha
Te3H MALMEHTH, CJIEJIBA [1a C€ MPEANPHEMAT MOAXOAALIHM MEPKH, B TOBA YHCTIO H NIpEeKpaTABaHe Ha
NEYEHHUETO ¢ ETOPUKOKCHD.

Etopukokcnb Moxe aa Opae CBBp3aH ¢ NPOABa Ha M0-YeCTa U TEKKA XMIIEPTOHHS B CPaBHCHHE ¢
apyri HCIIBC u cenekturun COX-2 HHXHOHTOPH, ocoOeHO pH BUCOKH no3u. [lopanH ToBa
XMIIEPTOHHUATA TPAOBA N1a Ob/1¢ KOHTPOITHPAHA MPEIH JIEYEHHETO C €ETOPUKOKCHO (Bk. TOUKA 4.3) H
TpaOBa Aa ce 00BpHE 0cO0EHO BHUMaHKE Ha NPOCIeABaHe HA KPBBHOTO HajiAraHe rno BpeMe Ha
Ne4eHHETO ¢ eTopuKoKeH6. KpsBHOTO HalAraHe cneaga aa Opae KOHTPOMHPAHO IO ABE CCAMHKLIM OT
3aMIOYBAHE HA JICYCHHETO U MEPHOANYHO ClIEA TOBA. AKO KPBBHOTO HaJIAraHe 3HAUHTENHO C€ IFOBHIIH
TpaOBa 2 c¢ MOMMCIIH 33 AJITEPHATHBHO JICUCHHE,

Egbexmu evpxy wepnus Opob

[MoBHinaraHe Ha ananHH aMHHOTpaHcPepaszata (ALT) w/unu acnaprar amuHoTpaHchepasara (AST)
(MpHOIH3HTENHO TPH KIIH IOBEYE ITHTH HAJl rOpHATa HOpMaJIHa MpaHiLa) € OWwio HaOIIoAaBaHO NPH
okos10 1% OT NaLHEeHTHTE B KNMHHYHHATE IPOYYBAHKA, KOHUTO Ca JIEKYBaHH ¢ eTopHKokcHb 1o 1
rojivHa npu go3a 30, 60 u 90 mg nHeBHO.

[laupeHTHTE CBC CHMITTOMH H/HIIH OPH3HALM 33 YePHOAPOOHA AHCOYHKIHA HIM TE3H, HPH KOHTO €
HAJHILIC ATOJIOTHYEH TECT 34 OlieHKA Ha YepHoApoOHara GyHKLHA, ciIeaBa Aa ObaaT MOHHTOPHPAHH.
AKko ce HaOMIOAARAT NPM3HALIM Ha YepHOAPOOHA HENOCTATHEYHOCT HIH MIEPCHCTHPAT NAaTONOTHYHH
PE3YITATH OT YEPHOAPOOHMTE TecTOBE (TPU IIBTH HAJl HOPMAJTHATA OPHA FPAHKLIA), TIEYCHHETO C
eTOPUKOKCHO TpAORA J1a ce npeKparTH. SIS

Obwu ehexmu _
AKO no BpeMe Ha JIeYeHHETO MPH MAIHEHTHTE CE BIOLIAT (PYHKIIHHTE Ha HAKOA OT 10 pe/OTg
CHCTEMH, TpA0OBa J1a ce B3eMaT NOAXOAAIIH MEPKH H [ia ¢& IOMHCIIH 33 NIPeKbcBaHe HA TEPALIE iEa
eToprKkokcuO. Tpabra fa ce ochIecTBABA aIeKBATHO MEJHLIMHCKO HabroaeHue noﬂi Y o
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MPOBEXKAAHETO HA JICYCHHUE ¢ eTOPUKOKCHO HA NMAIMCHTH B CTapuecKa Bh3pacT H TAKHBA ¢ HAJTHYHA
6B6peuna, yepHoapoOHA WM CBPACYHA JUCHYHKLHA.

JleweHueTo ¢ eTOpHKOKCHO TpsAOBa Ja ce OCHINECTBABA BHUMATENHO NPH ICXHAPATHPAHH MALIHEHTH.
[IpenopruBa ce npeABaApPUTEIHA PEXUAPATALMA HA TAKHBA MALHUEHTH NPEAH 2 3an0YHE TepanuaTa ¢
€TOPHKOKCHUD,

Cepro3HH KOXKHH PEaKLMH, HAKOH OT TAX ¢aTanHH, KaTo eKC(hHOIHaTHBSH ACPMATHT, CHHAPOM Ha
Stevens-Johnson B TOKCHYHA eNMACPMAIHA HEKPOIN3a, ca OWIH JOKIAABAHH MHOI'O PAAKO BB BPB3Ka
¢ ynotpebara Ha HCTIBC u maxon cenexrapnn COX-2 pHXxnOMTOPH 10 BpEME Ha
NOCTMAPKETHHIOBOTO HabmoneHue (BK. Touka 4.8). [lannenTHTe ca H3I0KCHH Ha HAli-roNAM PHCK 32
NOSBATA HA TAKHBA pPeaKLMH B HAYAJOTO Ha TEpalHATa, KaTO ITbpBAaTa PeaKUHA Ce NOABABA B IIOBEYETO
CITYYaH Ipe3 ITEPBHA Mecell OT JicdeHHeTo. CepHO3HM PeaKIMH Ha CBPBbXYYBCTBHTEIHOCT (KaTo
aHa(HIAKCHA M aHrdoeeM) ca OHIH chobInapaHy MPH NALHEHTH, PHEMALH eTOPUKOKCHO (BXK.
touxa 4.8). Haxon cenextnean COX-2 HHXUOUTOPH ca CBBP3aHH ¢ NOBHIIEH PHCK OT KOXKHHA PeaKIHH
NIPH TALHEHTH, KOUTO Ca HMaJIH aHaMHE3a 34 JICKapcTBeHa aneprid. [IpueMeT Ha eTOPHKOKCHO TpaOBa
aa Oblle NpeKpaTeH NpH ITHPBATA NIPOABA HAa KOXKEH OOpHB, Jie3Us Ha JIMTaBHLIATA WIH APYTH
CHMITTOMH Ha CBPBXYYBCTBHTENHOCT.

Eropukokcn6 Moxe 1a 3aMackupa GeOpHIHTeT H ApYrd IPHU3HALA HA BB3MATHTEHH 3a00/1BaHMs.

Buumarenno Tpabea aa ce NOAXOXKAA IPH AHOBPEMERHO NpHaraHe Ha eTOPHKOKCHO ¢ papdapuH
WIN APYTH TICPOPATHH AHTHKOATY/IAHTH (BXK. TOUKa 4.5).

M3non3ealeTo Ha eTOPHKOKCHO, MOAOOHO HA APYTH JIeKapCTBEHH NMPOAYKTH, KOUTO MOTHCKAT
IIMKJIOOKCHTeHA3HATA/IPOCTATIaHAWHOBATA CHHTE3a, HE C& TperophyBa MPH JKESHH, KOHTO C& ONHTBAT
Aa 3abpeMeHesT (Bk. ToukH 4.6, 5,1 n 5.3).

4.5 BiaumopelicTBHe ¢ IPYrd JeKapcTBeHH NPOIYKTH H APYrH (POPMH HA B3IaHMOJEHCTBHE
DapmaxoouHamMuiRy 83aUMO0eUCmBs

Hepopannu anmuxoazynanmu: TIpn naumenTn, crabunH3Apady Ha XPOHHYHO JISYEHHE ¢ BapdapHH,
NPIIATAHETO HA eTOpHKOKCHO 120 mg AHEBHO € CBBpP3aHO ¢ MPHONM3HTENHO 13 Y% yBenuueHHe Ha
INR (International Normalized Ratio = MeXXXyHapoqHO HOPMATH3HPAHO OTHOIICHHE) Ha
NpoTpOMOHHOBOTO BpeMe. 3aTOBA NALMEHTH, KOKHTO C€ JISKYBAT ¢ IEPOpaiii aHTHKOAryJIaHTH,
cleJBa CTPHKTHO Aa 6BaT MOHMTOPHpPaHM NO OTHOLIEHUE Ha npoTpoMOuHOBOTO BpeMe INR, ocobero
B ITEPBUTE HAKOJIKO JHH, KOTATO JEUYEHHETO ¢ CTOPHKOKCHD 3amnoysa HIH ¢€ TIPOMEHS J103aTa Ha
JIEKAPCTBOTO (B, TOUKA 4.4).

uypemuyu, ACE unxubumopu u Anzuomensun I1I Awmazonucmu: HCIIBC Moxxe na HaMaAT eexra
Ha JHYPETHULIATE H HA APYTHTE AHTHXUTICPTCH3WBHH AKTHBHHU BeliecTBa. IIpH HAKOH MalHEHTH ¢
yBpeneHa OB0peuna dyHkIMA (Hanp. aeXuapaTHpaHH MALMEHTH WiH MALHEHTH B CTapyecKa Bh3pacT ¢
yBpeaecHa Ou0peuna QyHKIMA) eAHOBpEMEHHOTO H3nos3BaHe Ha ACE-HHXHOHTOPH HWIH aHTHOTCH3HH
I1 aHTarOHKUCTH H CpeacTBa, KOUTO HHXHOMpAT HKIIOOKCHIeHasaTa MOXKe Ja Mpean3BUKa
JAOIBIHHUTENHO BIOLIABaHe Ha 6B0peunaTa QyHKIMA, BTIOYHTENHO pa3BATHE Ha ocTpa 6u0peuna
HEJOCTATHFYHOCT, KOeTo 00OMKHOBEHO e 00patuMo. To3u (akT cieasa Aa ¢€ HMA IPEABHA TIPH
NAIMEHTH, KOUTO B3UMAT €AHOBPEMEHHO eTOpHKOKCHO 1 ACE HAXuOMTOpH MM aHrHoTeH3uH 11
aHTaroHdcTH. [Topaam ToBa, Tazd koMOHHaLKs TPsOBa Aa Ce Mpriara BHUMATeIHO, 0COOEHO Nnp# no-
sh3pacTHH. [TanpenTure Tpabsa Aa 6baaT aneKBaTHO XHAPATHPAHH U TPAORa 1a ce obchIH
MOHHTOpHpaHe Ha Ob0pedHaTa GYHKUMA CJef 3ano4YBaHe Ha KOMOMHHPAHATA Tepanua H NEPHOAUTHO
clea ToBa. |

Ayemuncanuyuosa xucenuna: 11pu npoy4saHe Ha 3/paBH A00POBONIH C IIOCTHTHATO P
ceeTosHMe (steady state) eropukokcH6 B no3a 120 mg BeAHEXK Ha JeH HE € MOBIHAT
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NpodHIAKTHKA Ha CHPACYHO-CHAOBH HHIIMACHTH (HACKA A03a Ha aleTHWICATHIIIIOBA KHCEITHHA
(acnupun)). Bee nak eaHOBPEMEHHOTO TIpHAraHe Ha alleTWICATHIIIOBRa KHCETHHA (HHCKA 7103a) C
eTOPHKOKCHO MosKe /1a YBeJIHYH YeCTOTaTa Ha yuepauuuTe H Apyrute CU yenoKHeH!s B CpaBHEHNE
CBC CITyYaHTe, KOTaTO eTOPUKOKCHO ce u3nonspa camocrodaTenso. He ce npenopbyusa

e IHOBPEMEHHOTO MPHJIAraHe Ha €eTOPHKOKCHO ¢ aLCTHIICATHLIOBA KHCENHHA B TTO-BHCOKH OT
NOCOUEHHTE 33 NMPODHIAKTHKA HA ChPASYHO-CHAOBH HHIIMASHTH K03H, KakTo ¥ ¢ Apyrk HCIIBC (Bx.
ToukH 5.1 1 4.4.).

Lluxnocnopua u maxposumyc: BeIIpekH ue TOBa B3aHMOIEHCTBHE ¢ €ETOPHKOKCHO He € Mpoy4BaHo, ce
3Hae, 9¢ ¢AHOBPEMEHHOTO NpHsarane Ha mptocnopus Wik takpoauMyc ¢ HCIIBC Moxe na yeemdn
HePOTOKCHUHHA &hEKT HA LHUKIIOCHIOPHH HIH Ha Takponumyc. Br6peunara GpyHkims cneapa fa 6nae
MOHHTOPHpAaH4, KOTaTo C& MPHiara eTOPMKOKCHO B KOMOHHALMS ¢ HAKOH OT TE3H JIB¢ AKTHBHH
BEIISCTRA.

DapmaroxkuHemudny 63auUmMooetcmeun
Edghexm na emopuxoxcubd ebpxy papmaxoxunemuxama Ha opyau axmueHu 6euecmsa

Jlumuii: HCIIBC namanssat 6p6peunaTa exckperyis Ha JIMTHi, OpajJH KOETO C€ yBeauiaBa
IasMeHaTa My KoHueHTpauus. IIpu HeoGxoaumocT Tpabpa 2 ce MOHHTOPHPA CTPUKTHO
KOHLEHTPALMATA HA JIMTHI B KPBBTA W 1A C€ aJanTHpa A03aTa Ha JIMTHA, AOKATO Ce NMPHEeMa TasH
JeKapcTBeHa KOMOHHALMA, KaKTo M npu crimpaneTo Ha HCTIBC.

Memompexcam: J{se npoyuBaHHS ca NPOBEKIAHH 34 H3CTe/BaHe Ha edeKTa Ha CTOPHKOKCHD B 1034
60, 90 wm 120 mg enuH MBT Ha AEH B NPOABKEHHe HA 7 JHH NPH AIHEHTH Ha JieYeHHe C
METOTpeKcarT B J03a oT 7,5 1o 20 mg BeHEX CEAMHUUHO 34 JISYCHHE HA PCBMATOHZCH apTPHT.
Eropukokend npu no3za ot 60 u# 90 mg He e okazan edekT BEPXY IVIA3MEHATa KOHLICHTpaluA Ha
METOTpeKcaT WK GEOpeunHa My KIHPEHC. B efHo npoyusake eropuxokcub B no3a or 120 mg ve €
uMan eexT, HO B APYro NpoyYBaHe NPH Ta3H A03a € YBEIHYWI IUIa3MCHATa KOHIICHTPAIMA Ha
MeToTpexcar ¢ 28% u e Hamanun OpOpeUHMs KIHUpPBHC Ha MeToTpekcar ¢ 13%. Ilpenopsusa ce
MOHHTOPHpAHE 3a TOKCHYHH e()eKTH Ha METOTPEKCAT, KOTATO TO# ce npuiara B KOMOHHaImMs ¢
ETOPHKOKCHO.

Hepopannu xonmpayenmueu: 1lpuaranero Ha 60 mg eTOPHKOKCHO €JHOBPEMEHHO ¢ MEPOPaIHH
KOHTPALISIITHBH, ChABPKAIIH 35 Mukporpama etHunectpaguol (EE) u 0,5 1o 1 mg HopeTMHAPOH B
npoaDKeHHe Ha 21 IHH, € YBEMUUIO TUIOLLTA MO KPHBATa MpH cTanuoHapHO ¢heTogHie AUCo-
244 3a EE ¢ 37 %. [Ipunaranero na Eropuxokcut Tepa 120 mg Che ChIIHA NEPOPANICH KOHTPALIENTHE,
¢AHOBPEMEHHO WK ¢ MHTEPBA OT 12 yaca, € YBETHYWIO IUTOINTA IO KPHBATA MPH CTALHOHAPHO
cecTrogune AUCO-244, 3a EE ot 50 go 60 %. Topa yBenuuenue Ha koHeHTpanusiTa Ha EE cnexsa na
ce MMa MpeABK, KOraTo ¢e H30Hpa NepopajeH KOHTpaLeIITHB, KOHTO Ja ¢e H3M0JI3Ba N0 BpeMe Ha
NPHIATAHETO HA €TOPHKOKCHO. YBenudueHaTa ekcriosuuus Ha EE Moxe a TOBHIIIM K H€CTOTATA Ha
HeXKeJIAHHTE peaKiHH, CBBEP3aHH ¢ MEPOPAJTHHTE KOHTPALISIITHRH (HaMp. IMPOABH Ha BEHO3HA
TpoMOOeMOONHA NPy PUCKOBH JKEHH).

Xopmonosamecmumenna mepanua (X37): Tlpwiaranero Ha eropHkokcu® 120 mg ¢
XOpPMOHO3aMeCTHTEIHA Tepallii, CCTABEHA OT KoHIorupaHu ectporend (0,625 mg PREMARIN™) »
NpoaABLKEHHE Ha 28 /IHH, € YBETHUMIO IUIOLITA O/l KPHBATA NMPH cTALMOHAPHO CHCTOIHHE AUC) o4n

HA HEKOHIOTHpaHuA ecTpod (41 %), exsunud (76 %), n 17-p-ectpaguon (22 %). E¢exTsT Ha
NpenoPbUHTENHHTE XPOHHYHH Ji031 eToprKokeHO (30, 60 1 90 mg) He e 6un npoydeH. Edexthre Ha
eropukokcHO 120 mg pppxy excnosnuuara (AUC.o4n) Ha Te3H ecTporeHHH cheTaBki Ha PREMARIN

ca GMIH O-MAJIKO OT MOJIOBHHATA, B CPaBHEHHE ¢ TE3H IIPH CAaMOCTOSTEHOTO [IpHaraHe Ha

PREMARIN #u go3ara e yeeandesa ot 0,625 mg Ha 1,25 mg. KNMHHYHOTO 3HAYCHHE HA TE3H . .-van
YBSIHUEHHS HE € H3BSCTHO B MO-BHCOKH 03 Ha PREMARIN we ca 6uni npoy4BaHH B @Wﬁg\ :
¢ €TOPHKOKCHO. Te3H MOBHIIEHH Ha €CTPOTreHHATA KOHLICHTpalK TpSOBa Ja ¢e HMar I sedBi A
n300pa Ha XOPMOHAIHA TEpalus CAST MEHoNnay3aTa, NpH NpIiaraie 3aeAH0 ¢ ETOPUKQK
eKCTIO3HIHATA Ha YBEIHYeHH HHBA Ha €CTPOTeH MOTAT /a YBEIHYAT PHCKA OT HejKellaH| §

cebp3aHu ¢ X3T.
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Hpeonuzon/npednuzonon: Criopel JaHHATE OT NIPOBCACHHUTE KIHHUYHH IPOYYBaHHA 32 OLCHKA Ha
JIEKApCTBEHK B3aUMOJICHCTBHS, €TOPHKOKCHO He e oKa3asl KIMHHYHO 3HAYHMO Bh3ICHCTBHE BHPXY
(hapMaKOKHHETHKATA HA NIPCAHUIOH/NPEAHH3ONCH.

Huzoxcun: Eropuxokcud B no3a 120 mg BenHEX Ha JieH B IPOABDKEHHE Ha 10 IHM ITpH 3/ipaBH
A0OPOBONIH HE € MPOMEHHT IUIOLITA MOA KPHBATa OpH cTaHOHAPHO ChCTOAHHE AUC 24y, HITH
6nOpeuHoTo enMMUHHpane Ha aurokcHH. Habmogasano e ysennuenne Ha Cmax (MakCHManIHa
KOHIEHTpaLKA) 3a AUroKcHH (npubmmsuTendo 33 %). ToBa ysenHYeHHE HE € OT CHIIECTBEHO
3HAUYEHHE 33 MOBEUETO NaleHTH. Bee nak nalMeHTHTe, KOWTO Ca ¢ MOBHINEH PHCK OT AHTOKCHHOBA
HHTOKCHKALHS, TPsAOBa Ja GbAaT npocaeadBaHH 3a TOBA, KOTATO €TOPHKOKCHO H IMTOKCHH, Ce
IpHIaraT €{HOBPEMEHHO.

Echexm na emopuxoxcub ebpxy axmusHume 6etecmed, KOumo ce memaborusupam ypes
cyapompancepasu

Eropukokcud € MHXHOKMTOp Ha cyndoTpascdepasara B YOBEIIKHA OPraHU3bM, NO-CIELHAIHO
SULTIE] ¥ ¢ ycTaHOBEHO, Ye BOAH 0 IIOBHUIIABAHE HA CEPYMHATa KOHIICHTPALIHA HA
ernnmecTpaauona (EE). JlokonkoTo no3HaHHETO 3a epeKTHTE BBPXY MHOAKECTBOTO
cyadorpandepasy Ha HACTORIMA €TaN € OrpaHHYEHO H KIIMHHYHHTE [IOCISAHIH OT ASHCTBHETO Ha
MHOKECTBO JIEKAPCTBA ¢a HEITWIHM M NpoabbKasaT Aa 6bpaaT 00exT Ha U3cieiBaHe, TpsOBa Ja ce
BHHMABa, KOTaTO €TOPHKOKCHO ce npuiara eJHOBPEMEHHO C IPYTH JIEKAPCTBA, KOKUTO C€
MeTabOMH3HpaT r1aBHo oT cyadoTpanchepasuTe (Hanp. nepopaiHy candyTaMol i MHHOKCHIHT).

Ecpexm na emopurxoxcub eupxy axmusrnume sewjecmsa, koumo ce memaboausupam om CYP
U3OEHIUMUME

BE3 OCHOBA HA H3CJEBAHNS in Vitro, eTOPUKOKCHD He ce ouakra Aa HHxHOUpa uuroxpoMure P450
(CYP) 1A2, 2C9, 2C19, 2D6, 2E! unu 3A4. B npoy4BaHe IpH 3ApaBH X0pa, NPHIAraHETO Ha
eTOpHKOKCHO B fo3a 120 mg AHEBHO He € OOBEJO A0 MPOMAHA B AKTHBHOCTTA HA YePHOAPOOHHA
CYP3 A4, oneHeHa upe3 epUTPOMHLIMHOBHA AHXATEIICH TECT.

Epexm na Opyeu axmusnu eejecmea bpxy PapMakoKUREemuKama 1a emopuxoxcud
OCHOBHHAT ITBT Ha MeTaboIH3NpaHe Ha eTopuKkokcHO ¢ 3apucuM ot CYP ensumure, CYP3 A4
M3TJIEXKIA BIHAC BEPXY MeTabONU3Ma Ha €TOPUKOKCHD in vivo. In vitro NpOYYBaHHA NOKA3BAT, Y€
CYP2D6, CYP2C9, CYPI A2 n CYP2C19 cbImo MOraT Jia KaTanu3HpaT OCHOBHUTE MPOLIECH, HO
TOYHA KOMHYECTBCHA OLICHKa Ha Chy4aCTHETO UM He € IMPOBEKAaHa B YCIIOBHA in VIvo,

Kemoxonazon: KetokoHazomsT € MomeH HHXuOuTOp Ha CYP3 A4, B nosa 400 mg BeIHBX Ha JiSH B
npoabkeHue Ha 11 AHHA NpH 30paBH ZOOPOBOILH HE MPOMEHA KIHHHYHO 3HAYHMO
¢dbapMaKOKHHETHKATA HA €TOPHKOKCHD IIpH eJHOKpaTHA No3a oT 60 mg eropukokcud (43%
yeendueHue Ha AUC).

Bopuxorazon u muxonazon: EJHOBpeMEHHOTO TIPWIC)KCHHE Ha NepopaieH BOPHKOHA30R X MHKOHA30
nepopaneH ren (MowHH HHXHOHTOpH H2 CYP3A4) ¢ eTopHKOKCHO BOAM NOBHMINIABAHE HA
EKCNIO3MIMMATA HA eTOPHKOKCHD, 63 TOBa /1a ¢e CYHTA 33 KIHHHYHO 3HAUHUMO CTIOpeA myOIMKyBaHHTE
JAAHHM.

Pugpamnuyun: ENHOBpeMEHHOTO NpHIaraHe Ha €TOPUKOKCHO H pHGaMITHIHH, MOIICH HHAYKTOP Ha
CYP eH3HMHTe BOIH IO HAMAIABAHE Ha TJIa3MEHHTEe KOHLICHTPALIH Ha €TOPHKOKCHO ¢ 65 %. Tosa
MOXe Ja JOBeJe 0 PeLIMANBHPAHe HA CHMITTOMATHKATA, KOraTo €TOPHKOKCHO ce mpriara ¢
pudamnuime. Thil karo Tasu HHGOpMAaLHA NpeAnoNara yeeJIMJaBaHe Ha A03ard, ClIensa Ja ¢e
OTOENIEXNKH, Y€ HE A MPOYUCHH JO3H Ha ETOPHKOKCHO, ITO-BHCOKH OT NTOCOYECHHTE 34 BCAKA HHIHMKALINA,
KOTATo Ce Mpuiara e JHOBPEMEHHO ¢ pH(paMIHIMH H N0 Ta3H PHYHHA HE C€ K NMPENophYBaT 10~ __ .
BHCOKH 103H (BXK. TOUKa 4.2). 7

Anmuayuou: AHTHALIIHTE HE BIAHAAT BEPXY (apMaKOKHHETHKATa HA ETOPHKOKCHO B Kk
3HAYMMa CTEICH. ‘

'@*{Ab‘ﬂ“
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4.6 @epTHIHTET, OpeMEeHHOCT H KbpMeHe
bpemennocm

HsMa KIHEHMYHH JaHHH 32 BIHAHHUETO HA €TOPHKOKCHO BBPXY POTHYAHETO Ha 6peMeHHOCTTA.
ITpoyuBaHMATa NPH KUBOTHH Ca YCTAHOBKIH TOKCHYEH e()eKT BEPXY PenpoNyKTUBHATa PYHKIHA (BXK.
Touka 5.3). [IoTeHHATHHAT PHCK TIPH OpeMeHHH XEHH He € H3BecTeH. ETopHkOKCHO, KakTo Apyrure
NEKAPCTBEHH OPOAYKTH, HHXMOMpAIX CHHTE3aTa HA IPOCTANIAHIUHHTE, MOKE J1a [IPECAH3BHKA
MaTo4Ha cJIaboCT M IpeXIeBpeMeHHO 3aTBapaHe Ha boTanoBna NpoToK B MOCIEAHHA TPHMECTHP.
Etopuxokcu® ¢ NpoTHBOMOKA3aH 3a NpuiaraHie no ppeMe Ha 6peMeHHOCT (BXK. TOUKa 4.3). AKO efjHa
JKeHa 3a0peMeHee N0 BpeMe Ha JICYCHHETO ¢ eTOPUKOKCHO, Toil TpsibBa na O6b1e CIpAH.

Kvpmene

He ¢ u3BeCTHO namu eTOPHKOKCHO ce OTAENA B YoBeLIKaTa KppMa. ETopuxokcH0 ce oTaend B KbpMaTa
Ha IUTXO0BE. JKeHHUTE, KOMTO MOJI3BAT ETOPHKOKCHO, He TpAOBA Aa KbpMAT (BXK. TO4YKH 4.3 # 5.3).

Depmunumem

VorpefaTa Ha eTOPHKOKCHS, KAKTO H Ha BCAKO APYTO BEIIECTBO, 3@ KOESTO € H3BECTHO, 46 HHXHOHpa
COX-2, He ce npenopbYBa NPH KCHH, OITATBAILM CC Aa 3aDpeMeHesT.

4.7 EdexTn Bppxy cn0coOHOCTTA 32 modpHpane H padoTa ¢ MAIIAHH

Eropuxokcut Tepa Moxke J1a HMa yMepeH edeKT BBpXY cIoco0HOCTTa A2 ce odHpa U paboTH ¢
MAIIHHH.

INalieHTHTE, KOMTO YyBCTBAT 3aMagHOCT, CBETORBPTEK HIH CHHIMBOCT NpH yroTpeba Ha
eTOPHKOKCHO, TpaOBa /a u30arear Aa modHpat H a paboTiaT ¢ MAIIWHH.

48 Hexenanu JeKAPCTBEHH PeaKIHH

Pezome na npochuna na bezonacnocm

B x1MHMYHM NpOoyuBaHHA, 0€30MACHOCTTA OT NPHJIATAHETO Ha €eTOPUKOKCHO e OMa OLICHEHA TIpH

0 295 nymH, sxmourTeano 6 757 naumentn ¢ OA, PA, xponnuHa 00/ka B KpBECTa HIIH aHKHI03HPal]
cnorauHT (mpubamsurenno 600 nauuentu ¢ OA wia PA ca OunH neKyBan# B IPOXB/DKCHUE HA

MHHHMYM CIIHA I'OJIHHA).

IMpy wiMHUYHEWTE NPOYYRaHMS, TPO(HUILT Ha HEKEJIAHHTE JICKAPCTBEHH peaKlHH € OHIT CXOACH NpH
natpenTH ¢ OA Wi PA, nekyBaHu ¢ eTOpHKOKCHO B NMPOAB/DKEHHE HA €HA MO/IHHA HIIH ITOBEYE.

ITpy KIMHHYHO IPOYYBAHE 33 OCThP TMOAATPO3EH apTPUT, MALHEHTHTE ca 61nu NeKkyBanH cbe 120 mg
AHEBHA 034 ETOPHKOKCHO, B MPOAB/DKEHHE Ha oceM OHH. [Ipo¢nbT Ha HeXeIaHUTE JICKAPCTREHH
peaKLIMH B TOBA NpoyyBaHe € 011 B 0OLIH JTHHHH OH3BK [0 TO3M, HaOMoAaBaH [IpH KOMOMHHpAHHTE
npoy4ueauus 3a QA, PA ¥ xpoHu4yHa 60JIKa B KpBCTa.

B nporpama 3a npocieisBaHe Ha CEpAEYHO-ChAOBaTA 6€30MacHOCT ¢ 0000IEHH TaHHH OT TPH
KIMHHYHH H3IMTBAHHS ¢ AKTHBEH KOMIOHEHT, 17 412 nanuentn ¢ OA wim PA ca OMIH neKyBaHH ¢
eTOpHKOKCeHG (60 mg wau 90 mg) nNpH cpeaHa NPOIKDKHTEHOCT HA ISYEHHETO NMPHOIH3HTEIHO

18 mecena. Jlannmre 3a 6e30MacHOCT W NOAPOOHOCTHTE 3a Ta3K IIporpaMa ca MpEACTaBSHH B TOYKA
5.1.

IpodunsT Ha HeXeTaHU NEKAPCTBEHU PEaKIHMH NpH KIMHHYHH MPOYYBAHHA 34 OCTpa
MOCTONEpAaTHBHA AeHTasnHa GOJIka Clie/l Onepaiys, BKIIOUBALM 614 aUMEHTH, JEKyBaHy
eTopuxokcut (90 mg u 120 mg), xaTo Ao e NogoOeH Ha TO3H, CHODIIEH NPH npquﬂ
M XpoHH4YHa 00JIKa B JOJIHATaA YacT Ha repba. e
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Tabruuen cnucovk Ha neJlceranume peaxyuu
ITo BpeMe Ha KIIMHHYHKTE H3[IUTBAHWA Ca YCTAHOBCHH CIIETHUTE HEIKEJIAHH JICKAPCTBEHH PEAKLHH C
4eCTOTA NO-rOAMA OT TA3M NpPH MpHIaraHeTo Ha ranedo mpu narmedTd ¢ OA, PA, xponuyHa bolika
B KPhCTa WIH aHKWIO3HpAIL CIIOHIHINAT JIeKyBaHH ¢ eTopukokcu6 30 mg, 60 mg uim 90 mg mo
MIPENOPBHYHTENHATA 1034 33 CPOK Ha JIeYeHHe 20 12 ceAMHLM; B IPOYYBAHHUATA NO NMpOorpaMara
MEDAL 3a cpok Ha neueHMe 40 3,5 rOAMHH, B KpaTKOCPOUHH NIPOYUBaHHS 334 CPOK Ha JIEUSHHE 110

7 auu 3a ocTpa Gonka WM B [IepHOAA el MycKase Ha nasapa (k. Tabmuua 1):

Tabanna 1:
CuereMo-opranes Kiac Hexelann peaknngn Karteropus Jecrora*
Hughexyuu u ungpecmayuy aNBeoJIapeH OCTEHT YectH
racTpoOSHTEPHT, HH(pEKLIUH Ha Heuectn
FOpHUTE AMXATE/IHH ITHTHILA,
YPHHAPHH HHIEKLHMH
Hapywenua na xpvema u aHeMMA (MpeauMHO CBBp3aHa Heuectn
AUMPHAMA cucmema ChC CTOMALIHO-YPEBHO
KbBPBEHE), JIEBKOIICHHS,
MOOLIMTOIICHUS
Hapywenua na umynnama CBPBXYYBCTBUTEIHOCT' " HeuecTn
cucmema
aHrHoefieM/aHa(pHIaKTHYHH/ Penxu
aHaHIaKTOMIHH peaKLUH,
BIUTIOUHTEIIHO IOK'
Hapywenust na memabonusma u | egemM/3anpbikKa Ha TEUHOCTH YecTu
 XpaHEHemo
yBeJIueHrHe WIH HaManeHne Ha | Heuvectr
aneTHTa, YBEIHUCHHE Ha
TELJIOTO
Hewxuunu napyuenun TPEBOKHOCT, JACTIPecHs, Heuect
HaMaJIeHa BB3MOXHOCT 3a
ymMcTBeHa pabora,
XaloUHHANIK®
oﬁ'praHocﬁ, 6e3MOKOHCTED? Penkn
Hapywenua na nepenama 3aMasgHOCT, ITIaBodOIHE Yectu
cucmema
AMcreysus, 0e3CrHHe, Heuectn
MapeCcTe3Us/ XUIIOECTE3N,
CBHHIHBOCT
Hapywenug na ouume 3aMBITICHO 3PEHHE, Heuectn
KOHIOHKTHBHT
Hapywenua na yxomo u IIIyM B YIIIUTE, CBETOBBPTEXK Heuectn
nabupurma
Cuvpoeunu napyuenun NaJNHTALHE, APHTMHS Yectu
MPEACHPAHO MBXKCHE, Hedectn
TﬂXlﬂ(ap.IlHH:, 3aCTOMHA
ChpleyHa HeIOCTAThUHOCT,
Hecniepruuny EKI npomenn,
CTEHOKapANs', MHOKapACH
undapkr®
Cv008u Hapyiuenun XANEPTOHUA Yectn
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3ayepBABaHE, MOIbYHO-CH/IOBH
HHLMIEHTH' , IpeXOfieH
HCXEMHYEH MPUCTEI,
XMNEPTOHUYHA Kpu3a’,

Bac K}"Jl'[fl‘z

HeuvectH

Pecnupamopnu, epoonu u
MEOUACUHARHU HADYULCHUR

6poHxocmassM®

YecT

Kalmjanna, fHCITHEA, CTTHCTAKCHC

HeuecTH

Cmomaun O-UYPEsHU HAPYIMERUA

KOpEMHa DonKka

MHOro 9ecTH

3anek, paaryaeHUMs, FracTPMT,
KHUCETUHW/ peduryke, AHApHA,
AUCIIENCH/eNHracTpalcH
auckoMpopT, ragcHe,
MOBpPBIIaHE, €30(QaruT, 1384 B
ycTaTta

YecTH

NnogyBaHe Ha KOpeMa, IIPOMEHH
B [IEPHCTAITHKATA, CYXOTa B
ycTaTa, racTpoAyoeHajiHa 93Ba,
MENTUYMHHE A3BH BKIKOYBALLH
nepdopaunH U KppeeHe oT CU
TPaKT, CHHAPOM HA
pa3npa3HeHOTO YEPBO,
ITAHKPEaTHT *

Hedectn

Xenamobunuapnu napyuenus

yBenaudeHue Ha ALT,
yBennueHHe Ha AST

YecTH

XemaTur*

Peaku

yepHOAPOOHA HENOCTATEYHOCT",
JKBITeHHMIA"

Penku'

Hapyvuenua na xosicama u
HOOKOJNCHAMQ MbKAH

CKXHMO3a

YecTH

OTOK Ha JHIEeTo, ¢bpbexk, oOpHB,
EpHTeMaI, ypTHKapHﬂt

HeuyecTH

CHHIpOM Ha Stevens-Johnson®,

TOKCHYHA €EMHJCpMaJIHa

HEKpOJIH3a®, HeMpOrpecHpaLll

JIeKapCTBEH OOpHB®

PEIII(HT

Hapywenus na Mycxyano-
CKellemuama cucmema u
CHEOUHUMENRA TMHKAH

MYCKYJTHH KPaMITH/CTIa3MH,
MYCKYJIHO-CKEJIETHA
bonka/pHrHaHOCT

HeuecTn

Hapywenus na 6vbpeyume u
RUKOYRUME WHMULA

NPOTEHHYpHA, IOBULICHHE Ha
CEpYMHHEA KpeaTHHHH, Op0pedno
HapyuieHue/ OL0peyHa

HEAOCTATHYHOCT (BXK, TOUKA
4.4)

HevyecTH

Obwiu napyuenus u eghexmi Ha

aCTeHUs/ YMOpa, TPHIICNIOACOHO
CBCTOSHHE

YecTH

MACMOMO HA RDUTOHCEHUE

YRAHA 0OJIKA

HeuyecTn

Hicnedsanusa

YBEJIHUEHHE HA ypeATa B KPHBTa,
YBEJIMYEHHE Ha
kpeaTHH(pochOKHHA3A,
XMICPKATTHEMHEA, YBEIHUCHHE Ha
NMMKOYHATA KHCEJIHHR

HeuecT

NOHIKABAHE HUBATA HA HATPHH
B KPBBTA

Penxu
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*Kateropus dectora: Ae(HHHpaHa 3a BCEKH TEPMHH Ha HEXKeJlaHA peakis No 4ecToTara, chodmeHa
B 6azaTa JaHHM Ha KIHHHYHHTE OpoydYBaHuHs: MHoro decTd (>1/10), wecta (>1/100 no <1/10), HeuwecTn
(21/1000 no <1/100), peaxu (>1/10 000 ao <1/1000), muoro peaku (<1/10 000).

1 Tasu Hexxenana peaxkuus € HASHTH(UIMpaHa pe3 NOCTMAPKETHHIOBOTO HabmoaeHue. YecToTaTa
Ha HeHHOTO chOOIIaBaHe € oleHeHa Ha §a3aTa Ha Haif-BHCOKATa YyecToTa, HabmonasaHa B JAHHUTE OT
KIMHWYHH H3HTBaHKA, 0000IeHH 110 HHAHKAIHA H 000peHa 403a.

‘+Kateropusra yecToTa ,,PeIkn“ e onpepeneHa cnopes prKOBOACTBOTO 3a KpaTkara XapaKTepHCTHKA
na npoaykra (KXIT) (pes. 2, cenremepu 2009) Ha 6a3a Ha onpeaeneHaTa ropHa rpaHuia ot 95%
JOBepHTeNeH HHTepBan 3a 0 ce0MTHA, KaTo ce UMa npeaBH/ 0pos YYACTHHLH, JICKYBaHH C
ETOPHKOKCHO NpH aHanu3a Ha AaHHMTE OT (a3a III, obobienu mo xo3a u HHANKAIMA (n=15 470).

BB CBpBHXUYBCTBHTEIHOCT BKJIIOUBA TEPMHUHHTE ,,aJIEPTHA™, ,,JIEKapCTBCHA AePrus”, ,,JeKapcTBeHa
CBPBXYYBCTBHTEITHOCT, ,,CBPBXYYBCTBUTEHOCT, ,,HEYTOYHEHA canquBCTBHTeJIHOGT“, »PCAKITHA Ha
CBPBXYYBCTBHTEIHOCT H , HECTICIIHPHUYHA aneprus’.

§Ha 6a3a Ha aHAJIM3M Ha ABITOCPOYHN KITHHNYHY H3NATBAHKA C TDanebo H aKTHBHA KOHTPOJIA,
cenexruBHuTe COX-2 HHXMOHTOPH Ca CBBP3BAHH ¢ MOBHLICH PHCK OT CEPUO3HH TPOMOOTHUHH
apTepHATHH CHOMTHA, BRTIOYHTEIHO MHOKapaeH HHPapKT H HECYIT. [lopHiapaHeTo Ha abCOOTHHA
PHUCK 3a TAKHBA CHOMTHA € MAJIKO BepoaTHO Ja Hajewimu 1% 32 roanHa Ha §a3aTa Ha CHINECTBYBANIH
JAHHU (HE4YeCTH).

CreaHUTe CEPHO3HH HEKEAHH JICKAPCTBEHH peakunm ca 61wy HabmoaaBaHu MpH ynoTpedara Ha
HCTIBC 1 nopaj4 ToBa He MOTAT Ja ¢e H3KIIOYAT H 38 €TOPHKOKCHO: HePOTOKCHYHOCT
BKIIOUHTE/IHO HHTEPCTHIIHANICH HeQPHT H HeQPOTHYCH CHHAPOM.

Cro0maBaHe HA NOJO3HPAHH HEXKEJIAHH PeaAKIHH

CrobmaBaHeTo Ha MOAO3HPAHH HEXKETAHH PEeaklHH Cliell pa3pellaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
NPOIYKT € BaxkHO. ToBa No3BONABANA MPOABLIDKH HAOIOAEHAETO HA CHOTHOLIEHHETO 1I0J13a/PHCK 34
JIEKAPCTBEHHA NMPOAYKT. OT MEIHLMHCKHTE CTIELHATHCTH CE H3HMCKBa Ja ¢hoOIaBaT BCsAKA
MOAO3HpaHa HEXKEJIaHa peakiig upes M3mbiHuTe NHa areHIus 1o JeKapeTBara, yiI. , Jlaman ['pyes”
Ne 8, 1303 Codmn, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpenosupane

ITo BpeMe HA KNTHHUYHY MPOYUBAHMS €HOKPATHOTO Tpiarane Ha aosa Ao Y00 mg eropukokcHd U
HAKOJIKO JO3H 0 150 mg/neH B npoabkeHue Ha 21 JHU He ca NPHUMHIIK TOKCHYEH edekt. HMa
cHOBINEHHES 3a OCTPO NpEAO3HPAHE Ha ETOPHKOKCHO, MaKkap e B MOBEUETO CIyUaH He ce cholImana 3a
HeKeJIaHH peakiuu, Haii-uecto HabmoaasaHHTe HexkeMaHH peakLMH CHOTBETCTRAT Ha NMpodia Ha
0€30MacHOCT Ha €TOPHKOKCHO (Hanp. CTOMAIIHO-YPeBHH HPOABH, KapAHOPCHAIHH NPOSBH ).,

B cny4aii Ha npeRo3upaHe € JIOTHYHO Ja ¢ NPUIoKAT 0OHYaiHHTE NOAABPKALIH MEPKH, Hallp,
OTCTpPaHABAaHE Ha HepesopOHpanara yact oT CY TpakT, KIKHHYHO NPOCJIEAABAHE, CHMITTOMATHYHA
TepanHg M ApYyTa, aKko e HeobXoaUMa.,

Eropukokch6 He ce OTcTpaHABa 9pe3 XeMOAHAK3a; He Ce 3HAE AAJTH eTOPUKOKCHO Moxke na Onae

OTCTPAHEH Ype3 NMEepHTOHeanHa IHalH3a.

5. ®APMAKOJOIHYHHU CBOHCTBA

5.1 @apMaKkogHHAMHIHH CBOACTBA

dapMakoTepaneBTH4YHA rpyna: NPOTHBOBB3NAIMTE/IHM U NPOTHBOPECBMATHYHH NP
HecTeponaHH, Kokcion, ATC kox: M01 AHOS

11
DE/H/5031/002/MAH transfer




Mexanu3sM Ha JEHCTBUE
Etoprkokcub e mepopaneH, celleKTHBeH IHknookenreHasa-2 (COX-2) uHXHOHTOp B paMKHTE HA
KIIMHMYHO W3M0N3BaHUA JO30B HHTEPBAL.

[To BpeMe Ha KIHHHUHHTE (HAPMAKOJOTHYHH NMPOYUBAHHA €TOPHKOKCHO MOKAa3Ba J0303aBHCHM €EKT
no oTHoweHHe Ha UHxuOUpanero Ha COX-2, 6e3 na ce unxubupa COX-1 npH noszu o 150 mg
aHeBHO. ETopHKOKCHG He € HHXAOHpan CHHTE3aTa Ha MPOCTarjlaHIHHE B CTOMAIIIHATA JTMTaBHIIA H He

€ MOBIHAN PYHKIIMATA HA TPOMOOLIHTHTE.

[{ux0o0oKCHreHasaTa e OTTOBOPHA 3a IIPOU3BEXAAHETO Ha NpocTarnananny. [lo3HaTH ca iBe
m3oeH3uMHH hopMu COX-1 1 COX-2. COX-2 e nzodopmMaTa Ha €H3MMA, KOATO C€ HHAYLIBPA OT
NPOBB3NAJIHTETHH CTHMYJIH H ¢€ CYHATA, Y€ € OCHOBHO OTTOBOPHA 33 CHHTE3a Ha MPOCTaHOHIHH
MEIHATOPH Ha 6oJIKaTa, BB3NANCHUETo U TeMnieparypara. COX-2 cBllo TaKa YUacTea B OBYJIALIMATA,
MMIIAHTHPAHETO M 3aTBapsiHeTo Ha Boranorua mpoTok, perynaumsra Ha Op0peunara GyHKUHA H
(GYHKIHHTE Ha [IEHTPAIHATA HEPBHA CHCTEMa (MOABATA HA TEMNEPaTypa, YCelAHETO 3a Gosika U
xorauTHBHA GyHKIMs). MOXe CBHILO TaKa /1a MTpae poJid B MpoLeca Ha 3a3jgpaBsBane Ha a3pa. COX-2
€ YCTAHOBEH B ThKaHHTE OKOJIO CTOMALIHH A3BH Y XOpa, HO BpB3KaTa My ¢ H3ICKYBAHETO HA A3BaTa He
€ YCTAHOBEHO.

Knuapuna epukacHocT B OezonacHocT

EdukacHocT

[1pu naisenTu ¢ ocreoaptput (OA), eToprkokcu6 B go3a 60 mg eMH MbT AHEBHO 3HAYHTEIHO
obnexkuyaBa GoJIKaTa H MOBHILIABA OLEHKATA Ha MALHEHTA 33 CHCTOAHMETO Ha 3a0omnaBadeTo. Tesu
GmaronpuaTHH eheKTH ce HabMoaaBaT OT BTOPUA ACH Ha JICUSHHETO U C€ 3aMasBart A0 52 CeOMHIIH.
[IpoyuBanusta BHpXY eTOPUKOKCHO 30 mg eauH T AHEBHO IIOKa3BaT €)HKACHOCT, NPEeBb3X0XKAAILA
nnauebo 3a 12-ceamuueH MepHoa Ha JiedeHue (MpH CXOJHA CHCTEMA 32 OlleHKa KaTo IMpoy4YBaHHATa
no-rope). [Ipu npoyusane ¢ pa3IHYHH A03H, eTopHKkokcHO 60 mg naBa 3HaYUTETHO MO-H3Pa3CHO
noaobpenue ot 30 mg nNo OTHOLICHHE HA BCHYKH 3 IbPBHYHH KpalHH TOYKH 32 NICPHO/ HA JICYCHHE OT
6 ceqmuu. Jlosara ot 30 mg He ¢ 6una npoydBaHa NpH OCTEOAPTPHT HA pPBLETE.

[Ipu natenTuTe ¢ peamartonzaeH aptput (PA), u etopuxokcub 60 mg 1 eTopukoxcHb 90 mg eMH ITBT
AHEBHO OCHTYPSBA 3HAYHTENHO N0A00pEHHE 10 OTHOLICHHE Ha 60IKa, BB3NATICHHE H TQJBIDKHOCT.
[pu npoy4ysanud 3a OLEHKA Ha A03H OT 60 mg u 90 mg, Te3u OnaronpuATHH €QEKTH CE 3aMaspaT 3a
nenus 12-ceqMuueH nepHok Ha neuenure. [Ipu npoyupane, OleHABAIO A03H OT 60 mg B cpaBHEHHE C
no3H oT 90 mg, eropukokcub 60 mg exuH BT AHEBHO K €TOPHKOKCHO 90 mg €AMH BT JHEBHO Ca
Gwim no-edrxacam ot nnauedo. Joszara or 90 mg npers3xokaa gosara ot 60 mg npu Obwa onenxa
3a Gonka Ha naupeHTHTe (0-100 Mm BH3yaHa aHaIOroBa CKala), Che cpeaHO noaodbpenue ot -2.71
mm (95% CI:-4.98 mm, -0.45 mm).

[py nandeHTHTE ¢ MPUCTHI Ha OCTHP MOAArPO3EH aPTPHT, €TOPHKOKCHO 120 mg eanH BT AHEBHO 32
MEePHOI Ha JICUEHHE OT OCeM JHH, OTHCKA YMEPEHATA 0 CHIIHA D0JIKa M Bh3[IAEHHETO TaKa, KAKTO
HHAOMeTalUMH 50 mg TpH bTH AHeBHO. [ToTHCKaHe Ha OoskaTa MMa Ha YETBBPTHUA Yac OT 3ar04YBaHe
Ha JICYCHHUETO.

IIpn nauMeHTH ¢ aHKWIO3HPAILL CTIOHAKIHT, €TOPHKOKCHO 90 mg eanH MeT JHEBHO JaBa 3HAYHTEIHO
nofoGpeHte Mo OTHOlIEHHE Ha GoJKa B TphOHaKa, BH3IaJCHHE, CKOBAHOCT M PYHKIMOHAIHOCT.
KnuHUYHMAT eekT Ha eTOPHKOKCHO ce HabMmoaBa OLe Ha BTOPHA ACH OT 3aMOYBaHe HA JIEYSeHUETO U
Ce 3ama3pa Mpe3 el Mepyo Ha JedeHHe ot 52 ceamuLm. IIpH Bropo nNpoyiBaHe, OLIEHABAINO A03H
oT 60 mg B cpaBHeHHe ¢ J034 0T 90 mg, eropukokcub 60 mg eauH MbT NHEBHO H e*ropmco_r_g_qgﬁ?ﬂ mg

OTTOBOPHJIMTE HEaJCKBAaTHO Ha 60 mg AHEeRHO 3a 6 ceaMHMIIN, I0KAYBAHE HA Ao3ara, i
noaoCpsaBa pe3y/ITaTa 3a HHTeH3MBHOCT Ha rprOHaunara Oonka (0-100 mm pr3yasHOanangibeg,
CKaj1a), B cpaBHeHME ¢ 60mg AHEBHO CBe Cpeano noaodpenue ot -2.70 mm (95% Cl: 1 3% i 2
mm). 3 CAYE
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IIpy KIMHHYHH TPOYYBAHHA OLIEHABAIH MOCTONEpaTHBHA AeHTaTHa Oonka, eropukokcdb 90 mg e
NPHIArad BEAHLXK AHEBHO 33 NEPHOA A0 TPH AHM. B noarpynara Ha nauueHTH ¢ yMEpeHa 6ojka B
HAYAIOTO, ETOPUKOKCHO 90 mg mokassa cxofieH aHaareTdeH edekT ¢ To3u Ha Hoynpoden 600 mg
(16,11 cpemy 16,39; P=*0,722), n no-clwiieH OT TO3H Ha napaueTraMo/koaeuH 600 mg/60 mg (11,00;
P<0,001) u nmauebo (6,84; P<0,001), uamepeHo karo obwo obiekyeHre Ha GoNKaTa 3a MbPBHTE 6
yaca (TOPARS). IIpolLIeHTHT Ha NalMEHTHTE, CHOOLIWIK 3a ynoTpe6aTa Ha JOMBJIHHTE/HO JIEKAPCTBO
1o BpEME Ha mbpBHTE 24 yaca 0T Ao3upanero e 40,8 % 3a eropukokcu6 90 mg, 25,5 % 3a ubynpodex
600 mg Q6h u 46,7 % 3a mapauetaMon/koaeHH 600 mg/60 mg Q6h B cpasHeHHe ¢BC 76,2 % 32
miaueSo. B Topa npoy4saHe MeAMaHaTa Ha HAYaIOTO Ha JeiicTBHeTo (Oce3aeMO OOneKYaBaHe Ha
Oonkara) Ha 90 mg eTopHKOKCHO e Ouna 28 MUHYTH Clel NPHIKEHHETO.

besonacHOCT

IIporpama Multinational Etoricoxib and Diclofenac Arthritis T.ong-term (MEDAL)

(MHOrOHAUMOHAIHA NPOrpaMa 3a MPOXb/DKHTEIHO NPHIAraHH eTOPHKOKCHO H otdeHak

ITIporpamata MEDAL e npocrieKTHBHA Iporpama 3a Ipoc/IeiiBaHe HA pe3yJITATHTE, CBBpP3aHH CBC
crpaeuno-cpaosaTa (CC) 6e3omacHocT oT 0600menn JaHHH OT TPU PAaHAOMH3NPAHH, ABOHHO-CIICITH
KOHTPOJMPAHH ¢ aKTHBHA CHCTABKA M3nWTBanus, npoyusanero MEDAL, EDGE 1l u EDGE.

[Ipoyusarero MEDAL e npoyuBane ¢ KpatiHa Touka, onpeaeneHa ot CC usxon npH 17 804 naumeHTH
¢ OA 1 5 700 ¢ PA, nekyBanu ¢ etopuxokcH6 60 mg (QA) win 90 mg (OA u PA) unu muiumodenax
150 mg nueBHO 3a nepuoa cpexHo ot 20,3 Mecena (MakcHMyM 42,3 Mecenia, MeiHaHa 21,3 mecena). B
TOBA H3[IHTBAHE C€ OTYHTAT CaMO CEPHO3HH HeKelaHH peaKlMM H NMPEYCTaHOBABAHE HA YIAaCTHETO
HOpaJii KAKBATO H J1a € HeXellaHa PeaKL{Us.

[IpoyuBannara EDGE u EDGE II cpasHsBaT cTOMAIIHO-YPEeBHATA IOHOCHMOCT Ha ETOPHKOKCHO
cnpamo nuxnodenak. Ipoyusanero EDGE srmrousa 7 111 manpenTn ¢ OA, neKyBaHH € 034
eropukokcut or 90 mg auesHo (1,5 mbTH go3aTa npenopbunTenHa 3a OA) wmm AuknodeHak 150 mg
JHEBHO 3a nepHoj cpeano 9,1 Mecena (MakcuMyM 16,6 Mecena, meanasa 11,4 meceua). IlpoyuBaHero
EDGE 11 xmousa 4 086 naiuent ¢ PA, nexkyBanu ¢ eTopukokeut 90 mg qHeBHO HIHM THKIOGDEHAK
150 mg nueBHO 3a nepuoA cpeaHo 19,2 Mecena (makcumym 33,1 Mecela, MeanaHa 24 Mecelia).

B o6o6menata nporpama MEDAL 34 701 naienty ¢ OA win PA ca eKyBaHH 3a EpHOA CPEAHO
17,9 mecena {(MakcuMyM 42,3 mecena, Meanana 16,3 Mecenia) xaro npubmsutento 12 300 mauxHeHTH
NPOBEKIAT JIeUeHHEe NO-IPOTBIDKUTENHO OT 24 mecena. [lanpieHTHTe, yUacTBall# B MPOrpamMaTa AMAT
KaTO M3XOMHO CECTOSHHUE PA3HYHKM CHPACYHO-CHAOBH H CTOMAITHO-YPEBHH PHCKOBH (akTOPH.
Tlan#eHTHTE ¢ aHAMHE3a 33 HEOTAaBHallleH HH(pAPKT HA MHOKapaa, Oaiinac Ha KOPOHapHA apTepus ¢
NpHCcaZKa WIH NepKyTaHHA KOPOHAPHA HHTEPBEHLMA B NPEAXOAHUTE § Mecera NPeAY BKINOUBAHETO
He ce AOMYyCKAT 0 yuacTHe. B npoydusanuaTa ¢ paspellleHO H3MOA3BaHETO Ha raCTPONIPOTEKTHBHA
MPOAYKTH H HUCKA 1038 aCMHPHH.

O6ma Ge3onacHOCT:

Hsama 3HaYMTETHHA pa3/IMKH MEXIY €TOPUKOKCHD U THKIO(EHAK B YECTOTATa HA ChPAECYHO-CHAOBHUTE
rpoMOoTHUHE mposer. Kapano-peHanHu Hexkenasy peakliHy ce Habmoaaear no-4ecTo npH
ETOPHKOKCHG, OTKOIKOTO MPH JUKNO(GEeHAK U Te3H e)eKTH ¢a NO303aBHCHMH (BIKTE crielMpuIHHTe
Pe3yITaTH NMo-1oiy). CTOMAIIHO-YpeBHUTE M YepHOAPOOHH HEXeaHH peaklyH ce Habmonasart
3HAYHMTENHO M0-9€CTO MPH AUKIOPEHAK OTKOJIKOTO MPH eTOPUKOKCHO. YecToTaTa HA HEKSNAHUTE
peakuuH npH EDGE 1 EDGE II 1 Ha HexXenaHUTe peaKuuH, NPEHeHEHH KaTo CepHO3HM WM BOACIIN
10 NpekparsiBaHe yuacTHe B npoyusasero MEDAL e no-BHCOKA MpH €TOPHKOKCHO B CpaBHEHHE ©

JHKIO(hEHaK,

CrpnedHo-CHA0BH pe3yiTaTH 3a 0€30MacHOCTTA: ’
YecroTaTa Ha NOTBHPACHUTE TPOMOOTHUHH CHPAEYIHO-ChIORH CEPHO3HH HEXeIaHH p A
(BKIIOUBAILH CHPASHHH, MO3BYHO-CBAOBH H NEpHPEPHO-CHI0BH NPOABH) € CPaBHHN IpHE
H JHKIO(EHAK, KaTo pe3yaTaTuTe ca 06o0menu B TabnuiaTa no-goiy. Hama GTaTHqI'H;I AYHY

i

Pa3HKHA B 4ECTOTATA HA TPOMOOTHYHHTE CHONTHA MEXAY ETOPHKOKCHO H ,ummo@em
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AHANM3NPAHY MOATPYNH, BKIIOUMTEIHO Pa3IMYHMA KaTEropiH NMALHCHTH B Li41aTa raMa Ha H3XOIHHA
CBHPACHHO-CHAOB PHCK. KOraro ce pasriexaar NooTAENHO, OTHOCUTEIHHAT PHCK 33 IMOTBbPACHH
TPOMOOTHHHH CHPAEUHO-CHAOBH HEXXETAHH PeakIHH IpH eTopukokcub 60 mg nin 90 mg B
cpaBHeHME ¢ quKIodeHak 150 mg e 6mn cxonen.

Ta6anna 2: Yecrora Ha norBupacHE TpomGoraunn CC cnbaTus (0606mena

mporpamMa
MEDAL)

Eropaxkokcnd AnkaogeHax Cpagnenne MexRIY

(N=16819) (N=16483) JedeHns

25836 nanmenT- 24’766 nanuenT-

roaHnH roAHHH

YectoTa' (95% CI) YectoTa' (95% CI) OTROCHTENEH
pack (95% CI)

TorsbpaenH TPOMOOTHMHH CHPAESYHOCHIOBH HEeMKeNIaHH ChOMTHA | oL e
I[To nporokon 1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95 (0,81; 1,11)
Hamepenne 3a | 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19}
JICYCHUE

TloTeEpAeHH ChpAEHH ChONTHA | R
I1o nporokon 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10
Hamepenne 3a | 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
JeYeHHEe .

HGTB'BPHE*H'I MO3BYHO-CHJIOBH CHOUTHL o R S R
ITo mpoTokon 0.34 (0.28; 0.42) 0.32 (0.25; 0.40) 1.08 (0.80; 1.46)
Hamepenune za | 0.33 (0.28; 0.39) 0.29 (0.24; 0.35) 1.12 (0.87; 1.44)
Je4eHHe

Tlorsppreny nepudepHR CHAOBH CHOMTHS - e A
ITo npoTokon 0.20 (0.15; 0.27) 0.22 (0.17; 0.29) 0.92 (0.63; 1.35)
Hamepenne 3a | 0.24 (0.20; 0.30) 0.23 (0.18; 0.28) 1.08 (0.81; 1.44)
Je4YeHHe

TCu6uTHa Ha 100 nauueHT - roguny; CI-noBepHTENCH HETEPBAN
N=O6wus 6poii NaUHeHTH, BKTIOYESHH B MOMY/AIMATA IO MPOTOKOJ

ITo mpoToKoi: BCHYKH CHOWTHA NPH U3MHTBAHOTO JICYCHHE WIH A0 14 HH ciaen
TpEKpaTABAHETO MY (M3KITIOYEHH: MALMEHTH, NPHENH < 75% OT H3MHTBAHOTO JICYCHHE HIN
npHeMaiH HepkmoueH B npoyusanero HCIIBC >10% ot BpemeTo).

HaMepeHue 32 neyeHHe. BCHUKM NOTRBPACHH CrOUTHA 10 Kpasd Ha H3MHTBAHETO
(BKJIFOYHTEJTHO MALHEHTH, IOTEHIHMAIHO H3JI0JKEHHM Ha HEBKIIIOUEHH B NPOYYBAHETO
HHTEPBEHIHH CJic/l MPEYCTAHOBABAHE HA W3IHTBAHOTO JieueHue). O0m 6poi
paHAOMH3HpaHH naleHTH, 1= 17 412 Ha eTopuKkokcHb u 17 289 Ha auxiodeHak.

CC cMBPTHOCT, KAKTO H 00IATA CMBPTHOCT, ¢a CXOAHHM [PH JIEKYBaHWTE rPYIM ¢ €TOPHKOKCHO H
AUKIOgEHak.

Kapauopenanuu ceOuTHA:
Ipubmzurenno 50 % ot nauueHTHTe, BKIIOYEHH B npoyusaHero MEDAL ca ¢ anaMHesa 3a
XMIICPTOHHA IPH H3XOAHO ChCTOSHKE. B ToBa Npoy4BaHe 4eCTOTAaTa Ha NPeKpaTABaHe Ha y4YaCTHETO,
NopajH CBLEP3aHH ¢ XHIICPTOHHS HEKEIAHH PeaKLiH, € CTATHCTUYECKH 3HAYHMO TIO0-BHCOKA 32
STOPHMKOKCHO B cpaBHeHHE ¢ AuKnodeHak. YecTorara Ha 3aCTOMHATa ChpAEYHA HEAOCTATEHHOCT KaTo
HeKeMaHH CHOMTHA (NpeKpaTsaBaHHug M CEPHO3HH CHOUTHA) Ce NPOABIBa SAHAKBO MPH €TOPHKOKCHO
60 mg B cpaBHeHHe ¢ auIodenak 150 mg, Ho € Mo-BHCOKA MPH eTOPUKOKCHE 90 Mg B CPARESIRG £
muinoderak 150 mg (cTATHCTHUSCKH 3HaYMMa 33 90 mg etopukokcH6 cnpsamo 150 n)é WK AC
npu rpynara B MEDAL ¢ OA). YecroraTa Ha NOTBBPACHHTE CHLOHMTHS, CBBP3aHH CBE SACAOMEE
ChpAeYHa HEAOCTATHYHOCT (CHOUTHA, KOHTO €A CEPHO3HH H BOAAT 0 XOCITHTAIIH3A i i
NOCEINEHHE B CIIEIIHO OTACIEHHE) € HE3HAYMMO TIO-BUCOKa NPH €ETOPHKOKCHO B Cp!
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auxnodenak 150 mg, kato To3u edekT € 10303aBUCHM, HecToTaTa Ha NPEKPATABAHNATA NMOPaaH
CBBP34aHH ¢ OTOK HEXeE/aHH ChOUTHA € MO-BHCOKA NPH €TOPHKOKCHO, OTKOJKOTO NpH JHKNO(eHaK
150 mg, ¥ 1031 edeKT € A0303aBHCHM (CTAaTHCTHYECKH 3HAYMM 3a eTopHKoKkcHO 90 mg, Ho He 3a
eTOPHUKOKCHO 60 mg).

Kapapropenanuure pesyarard npr EDGE u EDGE Il cwoTBeTcTRBaT Ha ONHCAHHTE MPH NMPOY4BAHETO
MEDAL.

B otnenuure npoy4sanns ot nporpamata MEDAL sbpxy eropikokch6 (60 mg wig 90 mg),
abCOJIIOTHATA YECTOTA HA MPEKPATABAHHATA B KOSTO H Ja € OT TpynuTe e 10 2,6 % 3a XUnepToHus, A0
1,9 % 3a otok 1 A0 1,1 % 3a 3acToiiHa ChpacYHA HEAOCTATHYHOCT, KATO MO-BHCOKA YSCTOTa HA
NpeKpaTABAHKUA HMa TIPH eTOpHKOKCHO 90 mg, oTKoNKOTO pH eTopHKOKCcHD 60 mg.

[Iporpama MEDAL - pesyaTarH 3a ¢CTOMalllHO-4YpeBHa [IOHOCHMOCT:

3HAYHTEIHO TIO-HHCKA Ye€CTOTa Ha NMpeKpaTABaHe Ha JICYCHHETO MTOpajH KAKBOTO H Ja € KNHHHIHO
(Mamnp. aucnencHs, kopeMHa 60/ika, A38a) HexXeNaHO CHOHTHE OT CTOMAIIHO-YPEBHHS TPAKT Ce
HaOMro1aBa NPH €TOPHKOKCHO B CpaBHEHHE C THKIO(EHAK BB BCAKO OT TPHTE NPOYYBAHHA
cherasnaBamy nporpaMata MEDAL. YectoraTa Ha npekpaTapaHe NOpaaM HEKelIaHo CBOHTHE OT
CTOMANIHO-YPEBHUA TPAKT Ha CTO NAUMEHT-TOAHHHU 32 LIe/IHs [IEPHOA Ha IIPOyYBaHe € KaKTO Clie/Ba:
3,23 3a eropurkokcHb 1 4,96 3a quinodeHak B npoyusadero MEDAL; 9,12 3a eropukokcut u 12,28 3a
auknodenax B npoyusaneto EDGE; u 3,71 3a eropuxokcub u 4,81 3a quxnofeHak B npoy4BaHETO
EDGE II.

ITporpama MEDAL - pe3ynTaTH 3a CTOMAIIHO-YpeRHa 6e30macHoCT:

BcHuky ¢hOMTHA OT FOPHATA YACT HAa CTOMAIIHO-UPEBHHS TPAKT CE OIPEAENAT KaTo NepQopalHy,
38K ¥ KbpBeHe. [loarpynara Ha BCHUKM CHOHTHS OT FOPHATA YacT HA CTOMAalIHO-YPEBHHA TPAKT,
OTIpeAETIEHH KaTO YCJIOKHEHH, BKIIOYBA nepdopauui, 00CTPYKIMH H YCTOKHEHO KbPBEHE;
MOArpyIaTa Ha BCHYKH ChOHMTHA OT FOPHATA YacT Ha CTOMALIHO-YPEBHHA TPaKT, ONPEASNCHH KaTo
HEYCJIOXKHEHH, BKIIIOUYBA HEYCJIOKHEHO KEPBEHE H HEYCIOKHEHH A3BH. 3HAYHTEIHO MO-HHCKA YeCTOTa
Ha BCHYKH CHOMTHA OT rOPHATA 4aCT HAa CTOMAIITHO-YPEBHUS TPAKT ce Habmonaea rnpH eTOPHKOKCHO B
cpaBHEHMe ¢ quknodeHak. HaMa 3HAUEMA paziMKa MEXY €eTOPHKOKCHO H AMKIO(EHAaK B 4ECTOTATA
Ha YCJIOXKHEHHTe ChOMTHA. 3a noArpyara Ha CbOMTHA KaTo KpbBOU3JIMBH OT ropHus CH Tpakt
{(YCI0KHEHH H HEYCTIOKHEHH KOMOMHHPaHH), HIMa 3HAYMMA Pa3IHKa My €TOPHKOKCHO H
aukiodenak. [Tonzara OT NPHICKEHHETO NO OTHOLIIEHHE HAa TopHEs CU TpakT Ha ETOPHKOKCHO B
CpaBHEeHHE ¢ OUKI0¢eHaK HE € CTATUCTHYECKH 3HAYMMA 32 MALHeHTH, IPHEMAIllH eTHOBPEMCHHO
HHCKa 03a acnHpHH (npubnuzutenHo 33 % oT naneRTUTE).

YecToTaTa 33 CTO NALMEHT-TOIHHH HA MIOTBLPASHHTE YCIIOKHEHH W HEYCJIOKHEHH KIMHUYHH CEOHTHA
OT rOpHATa YacT Ha CTOMALIHO-4peBHHA TPakT (nepdopauu, 138u 1 KepeeHe (PUB)) e 0,67 (95 % CI
0,57,0,77) 3a eropuxokcubd u 0,97 (95 % CI 0,85, 1,10) 3a nuxodeHak, naBalllo OTHOCHTENECH PHCK OT
0,69 (95 % C10,57,0,83).

OnpezieneHa € 46CTOTAaTA Ha TIOTRBPACHUTE ChOMTHA OT rOPHATA YacT Ha CTOMALUHO-YPEBHHA TPaKT
NpH NALKMEHTH B CTAPYECKA BBH3PACT KATO Hali-roiamMo HaMaJICHHE ce HaboAasa npH NaleHTH Ha
BB3pacT > 75 rogunm (1,35 [95 % C1 0,94, 1,87] cpemry 2,78 [95 % CI 2,14,3,56] npodeH 3a CTO
MALHEHT-TOJHHHA CHOTBETHO 33 €TOPUKOKCHO H AMKIOPEHAK).

YecToTaTa Ha MOTBBPACHHTE CHOHTHS OT ZONTHATA YACT Ha CTOMALIHO-YPEBHHA TpakT (mepdopauys Ha
THHKH H Ae0eo yepro, o0cTpyKLHA WIH KpBBoH3NKUE (POB)) He nokaspa 3HAUMTENIHA pa3IMKa MEXAY
ETOPHKOKCHO H AMKIToheHAK.

[Iporpama MEDAL - pe3ynraTH 3a 4epHOApoOHa 6€30MaCHOCT: .
ETopHKOKcHG ce CBBP3Ba ChC CTATHCTHYECKH 3HAYMMO ITO-HMCKA YECTOTA Ha MpeKpayi
YepHOAPOGHO CBHP3aHH HEXKENaHH peakLMH B CpaBHeHUe ¢ JHIUI0¢eHaK. B 0606 m
MEDAL, 0,3 % oT naiggeHTHTe Ha eTOpHKOKCeHO H 2,7 % oT Te3n Ha AMKIoPeHaK <

Mopajiy CBhp3aHa ¢ YepHHA Apod HexkelaHa peakia. HYecToraTa 3a ¢To HaI.[HeHTOI"OI( .
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eTOpHKOKCHO 1 1,84 3a muiutodeHak (p-croiiHoet < 0,001 za eropukokcHb cnpamo auknogenak). B
CBHINOTO BpeMe MOBEYETO OT HEXKEITAHWTE PEAKIHH ¢ YepHoApoOHH nposaBH B mporpamata MEDAL ne
Ca CEpPHO3HH.

ﬂOH’BJIHHT&JIHH JaHHH 33 f!prMﬁOTH‘lH& ChpPACYHO-CHIAOBA 0e30macHoOCT

B KIHHHYHH OpoyYBaHHs H3BBH Te3u OT nporpamata MEDAL, npu6nusurenso 3 100 naunenT ca
JIEKYBaHH ¢ €TOPHKOKCHO > 60 mg qHeBHO 3a 12 unu nopeve ceamun. He ce Habmonasa BuauMa
Pa3IHKA B YECTOTATA HA MOTBLPASHHTE CEPHO3HH TPOMOOTHIHH CHPACYHO-CHAOBH ChOHTHS MEKTY
TAIMEHTHTE Ha eTOpHKOKCHG > 60 mg, maneSo wii Henanpokcenosd HCIIBC. B cpmoto speme
YECTOTATA Ha Te3H MPOABH € MO-BHCOKA MPH NallHEHTHTE, MOMyYaBaid ETOPHKOKCHO B CpaBHEHHE C
Te3M, NoIy4YaBaid Hanpokcen 500 mg 1Ba MbTH AHeBHO. PaznukaTa B aHTHTPOMOOIMTHATA AKTHBHOCT
mexay HaxoH COX-1 noriuckamu HCTIBC u cenekruern COX-2 MHXHOHTOPH MOXE J1a € OT
KJIHHHYHO 3Ha4YeHHe [IPH NalMeHTH, PUCKOBH 3a TpoMGoembGonnunn ¢bbuTHA. CenextuBHuTe COX-2
HHXHOMTOPH HaMangsaT GOpPMUPAHETO HA CUCTEMEH (M NOPaJH TOBa BE3MOKHO EHIOTEIICH)
OPOCTAUMKINAH, Oe3 Aa 3acarat TpoMOokcaHa Ha TpoMOormTiTe., KIIMHAYHOTO 3HAYCHHE HA TE3H
HabJoneHHs He e YCTAHOBEHO.

ﬂDlTBJIHH'I'EJIHH JaHHH 3a CTOMAIITHO-YPCBHA He30macHOCT

B nBe 12-ceaMMyHH, JBOHHOCIIEITH €HAOCKOIICKH MpOYYBAHHA KyMyJIATHBHATA 4€CTOTa HA CTOMAIITHO-
UPEBHHUTE YILEPALHH € 3HAYMTEHO N0-HHCKA IIPH NALHECHTUTE, JIEKYBaHH C eTOPHKOKCHO 120 mg
€0HH BT AHEBHO, OTKONKOTO NpPM NAallHEHTHTE, IEKYBaHH ¢ HampokceH 00 mg ABa TETH JHEBHO H
uoynpoden 800 mg Tpu meTH AHEBRHO, ETOpHKOKCHO € O11 ¢ mo-BHCOKA YE€CTOTA Ha YIIISPAIIMHTE B
cpaBHEHHE ¢ manebo.

IIpovuBane Ha 6pOpeunara QyHKIMS B CTaApYECKa BB3PACT:
PanzoMH3HpaHo, TBOHHOCIAIO, NApaNelHOrPYIIORO, INaned0-KOHTPOTHPAHO MPOyUBaHe OLCHABA

edexra OT 15-AHEBHO JIeYeHHe ¢ ETOPHKOKCHO (90 mg), uenekokcub (200 mg A8a OHTH JHEBHO),
BanpokceH (500 mg ABa METH AHEBHO) H IUIaLe00, BBPXY €KCKpELMATA Ha HATPHH B YPHHATA,
KPBBHOTO HAATaHe H ApYrH NapaMeTpH Ha 6s0peunaTa (pyHKiMA, NpH MALMEHTH Ha BE3pacT oT 60 ao
85 roauum Ha nuera or 200 mEqg/nen Hatpuii. ETopukokcu6, uenekokCHO H HaIPOKCEH HMAT ONH3BK
edeKT BLPXY YPHHAPHATA SKCKPELMA HA HATPHIA 33 IBYCEIMHYHHS NNEepHO Ha JedeHne. BcHukn
NPOAYKTH 3a AKTHBHO CPABHCHHE TIOKA3BAT [IOBHILEHHE B CPABHEHHE ¢ ILTaLIE00 Ha CHCTOIHYHOTO
KPBBHO HUIAraHe, CTOPHKOKCHO 00ave ce CRBP3Ba ChC CTATHCTHYECKH 3HAYHMO NMOBHIICHHS Ha JICH

14 B cpaBHeHHe ¢ LIeJIEKOKCHO K HalIpoKceH (cpenHaTa IIPOMAHA CIPAMO H3XO0AHOTO HHBO 34
CHCTOJIMYHOTO apTepHalIHo HajudraHe: eTopukokcu6 7,7 mmHg, uenekokcud 2,4 mmHg, HanpokceH

3,6 mmHg).
5.2 dapMaxoKHHEeTHIHH CBOHCTBA

Abcopbyua

ITepopanno npunoxes eTopHKoKcHO ce abcopbupa aobpe. AbcomoTHaTa GHOHAIMYHOCT €
npubnusaTenHo 100 %. Cnen npunoxenue Ha 120 mg BeIHEXK Ha JIcH A0 NOCTHIaHe HA paBHOBECHO
cecTosHue (steady state), makosa IUIazMeHa KOHUEHTpauHA (cpeaHa Cy,y = 3,6 pg/ml) e Habmonapana
pH6An3HTENHO 1 vac (Tpp,) NpH BB3PACTHH NALMEHTH Ha rManHo. CpeaHo reOMCTPHYHATA LIOIR NOJA
kpueata (AUC24) € 37,8 pg.hr/ml. dapmakokHHeTHKaTa Ha €TOPUKOKCHO € IHHeHHa B PAMKHTE Ha
KJIHMHHYHHA JO30B HHTEpBasl.

IIpueMsT ¢ XpaHa, Gorata Ha Ma3HHHH, HAMa e(peKT BBpXy cTeneHTa Ha abcopOia Ha eTOPHKOKCHO
cltell MpHIoxkeHHue Ha ao3a ot 120 mg. Cxopoctra Ha abcopbisita e O1ila OBIIHAHA B CACOHHTE
rpaHuLY: 36 % HaMaiieHHe Ha Cpay M YBeNHUeHHE Ha Ty, ¢ 2 daca. Te3u JaHHH He c¢a OHIN CYETEHH
38 KIIHHWYHO 3HAYMMH. B KIHHHYHHTE H3CACIBaHHA €TOPHKOKCHO € Ol NpeMaH He3aBHCHMO OT

npHeMa Ha XpaHa. e
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Paznpeoenenue

ETopHkokcHO ce cBBbp3Ba ¢ INIa3MEHHTE MPOTEHHH B NPHOIHIATENIHO 92 Yo Ipy KOHIEHTPALHH OT
0,05 mo 5 pg/ml. O6eMbT Ha pazIpeaeieHHe B ChCTOAHHME Ha paBHoBecHe (VASS) e 6t
npubmusurento 120 1 mpH xopara.

Eropukokcu6 npeMuHaBa IuianeHTapHata Gapuepa npH ILTbXOBE H 3aflM M XeMaToeHledaaHaTa
DapHepa pH ITBXOBE.

Bbuompcmucpopmayun

Eropuxokcu® ce MeTabonuznpa HAITBJIHO KaTo < 1 % OT K03aTa ce YCTAaHORABA B ypHHATA O]
dopMaTa Ha H3XOAHOTO JekapeTo. OCHOBHHAT ITHT Ha MeTaGonuzupane ¢ Gopmupade Ha &'-
XHAPOKCHUMETH AepHBaT ce katausupa ot CYP enzumure. CYP3 A4 BEpOATHO AONPHHACA 33
MeTa0O0NH3HPAHETO HA eTOPUKOKCHD in vivo. In vitro npoyuBaHuATa ycTaHOBABaT, Ye CYP2DS6,
CYP2C9, CYP 1A2 u CYP2C19 ¢cBINo MoxXe 3 KATAMM3HpaT OCHOBHATa McTabOIMTHA BEpHTa, HO
TEXHHTE KONMYECTBCHH OTHOLUCHHA in vivo He Ca NpOyYBaHH,

Unenruduipans ca ner meraGonura npH yoseka. OCHOBHHAT MeTabONMTEH NMPOAYKT € 6’-xapOokcH
KHCEJIMHHO NPOH3BOAHO HA ETOPHKOKCHO, 00pasyBaHo Ype3s No-HATATBHIIHO OKHCICHHE Ha 6°-
XHIPOKCHMETHJI HPOH3BOAHOTO. T€31 OCHOBHH MeTaboNHTHHA NPOTYKTH HIIH HAMAT H3MCpHMa
aKTHBHOCT, HIH ca ¢i1abo akruHH Kato COX-2 uaxuburopyu. HHTo €AHH OT T¢3H METAOOIUTH He
naxubupa COX-1.

Enumunupane

Cnea npanaraHeTo Ha €AHOKPATHA, MAPKHPaHA ¢ PaJHOH30TON A034 OT 25 mg ¢TOPHKOKCHO
HHTPABEHO3HO Ha 3ApasH JiHua, 70 % ot paauoakTHBHOCTTA € O1na ycTaHoBeHA B ypHHaTa H 20% BBB
dbexanuuTe, rasao Mo popmara Ha MeTaGonuTh. ITo-Manko oT 2 % € ycTaHOBeHa noj ¢opmara Ha
HENPOMEHEHO NEKAPCTBO.

EnvMuHApaHeTO Ha eTOPUKOKCHO cTaBa MpeaHMHO upe3 MeTabomu3upane ¥ nocneasamma 6s6peyHa
ekckpers, KOHIEHTpalliH B ChCTOAHHE HA PARHOBECHE 332 ETOPUKOKCHO C¢ YCTAHOBABAT B PAMKHTE
Ha ceieM JHH NpH eAHOKPATHO NMpWIaraHe Ha no3a ot 120 mg, npH OTHOINEHHE Ha KyMYyJHpaHe Ha
NPUOIH3UTENHO 2, OTTOBAPAIIO HA BPEME Ha MOMYKHUBOT OT npubinmsnTrenno 22 yaca. Ilnasmenmsr
KIMPBHC Cliefi HHTpaBeHo3Ha 1034 oT 25 mg e npubnusutenHo S0 ml/MHAHYTA.

Cneyuannu 2pynu nayuenmu
Cmapuecka ev3pacm: GapMaKOKHHETHKATa B cTapYecKa BB3pacT (Bb3pacT > 65 roauHH) € 6;1mM3ka 10
Ta3H MPH MJIANTE.

Hon: He ce ycraHOBABa paxuIHKa BbB GapMaKOKHHETUKATA MIPH MBKE H KEHH.

Yepnodpobro yepexcoane: TIpu nallieHTH ¢ JieKa CTencH Ha yepHoapoOHo yepexaane (Child-Pugh
HHIEKC 5-6), MpHIaraHeTo Ha €TOpUKOKCHO B fo3a 60 mg BeaHbX HA JACH € JOBEJO A0
npudmusuTenHo 16 % no-ronama cpeaHa AUC, B cpaBHeHHe ChC 3APABH JIHLIA HA CHIIMA A030B
pexxum, TIpy naupeHTHTE ¢ yMEpeHa cTeneH Ha vyepHoapobHo yspesxkiane (Child-Pugh unnekce 7-9),
NpUIaraHeTo Ha eTOpHKOKCHO B n03a 60 mg npes AeH e A0Bello 10 CpeaHa AUC, 6auska 1o Ta3u Ha
3JpaBHTE JIMLIA IIPH J030B pexuM oT 60 mg JHEBHO; eTOpHKOKCHO 30 mg BeAHBK JHEBHO HE €
NpoyYBaH B TazH nomyaanua. HaMa KHHUYHY ¥ apMaKOKMHETHYHN AAHHH 32 NAIMEHTH ¢ TeXKa
cTeneH Ha uepHoapobHo yepeskaaHe (Child-Pugh uraexc > 10) (Bx. ToukH 4.2 1 4.3).

Bvbpeuno yepeacoane: GapMakOKMHETHKATA IIPH eJHOKpaTHa Jo3a OT 120 mg eTropHKOKCHO,
NpHIOKEeHA Ha MALMEHTH C yMepeHa A0 Texka 6x0pedHa HeAOCTaTHHHOCT H TAKHBA ¢ KpaKHa tl)aaa Ha

O060peuno 3a0o/MBaHe Ha XeMOJHANN3A, HE C€ € pa3INYapana 3HauuMO CIIpPAMO Ta3H NpH 3APAE =2y
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[Ipu dhapmakokuHeTHuHO Npoyusane (I=16) nposeaeHo cpea rHoM (Bb3pact or 12 10 17 ronHHn)
dapMaKOKHHETHKATA NpH I0HOMIHTE ¢ Terno oT 40 o 60 kg npn fo3a Ha eTopuKOKCHO oT 60 mg
BEAIHLK HA JICH M [IPH I0HOmHMTE ¢ Terno >60 kg (n03a Ha eropukokcu® 90 mg BenHbxk Ha JieH) ¢ Ouiia
CXOJIH2 C TA3W MPH BB3PAcTHH, TOJYUAIH €TOpUKOKCHO B 703a 90 mg BeIHBXK Ha eH. be30macHOCTTa
1 eHEKTUBHOCTTA HA STOPUKOKCHS TIPH NEJUATPUUHKE NANMSHTH HE ¢A M3CIeABaHH (BXK. TOUKa 4.2),

5.3 IIpeAxIHHHYHH JaHHH 33 6€30MACHOCT

B npeaxIHHHYHETE MPOYYBAHHA ¢ €TOPUKOKCHO He e Omna yCTaHOBEHA FEHHA TOKCHYHOCT.
Eroprkokcu® He e O kaHIeporeHes npu MUMkH. [LrsxoBeTe ¢a pa3sBHIIM XENATOLENYIAPEH U
THpeonAeH QPONHKYIOLETYIaPEH AICHOM [IPH A03UPOBKA > 2 mHTH JHEBHATA A03a npH Xopa [90 mg]
M CHCTEMHA €XXEJHEBHA €KCIIO3UIHA B NMPOABIDKEeHHE HA NPUOIH3HTEIHO 2 FTONHHH.
XenaToLe Ty AapHHAT H THPEOUAHHAT QONHKYIOLETy/IapeH afeHOM, Ha0/IoaBaHK NPH ILTBXOBETE, Ca
OHUIM CUETEHH 32 PE3YIITaT OT CreLH(HUUEH 32 ILThXOBETE MEXaHU3IbM, CEBP3aH ¢ HHAYKUMA HA
yepHoapoOHUTE CYP eH3uMu. He e ycTaHOBEHO ETOPHKOKCHO /12 NpeIH3BHKBA MHAYKLIHA Ha
yepHOAPpoOHUA CYP3 A eH3uM IIpH xopara.

TaCcTPOMHTECTHHATHATA TOKCHYHOCT HAa ETOPUKOKCUD TIPH IUTBXOBETE CE YBE/IHYaBa ¢ 103aTa U
BpEMETO HA eKcno3uims, B npoyusane 3a TOKCHYHOCTTa Ha €TOPHUKOKCHO NMPOAB/DKII0 14 ceaMuy,
yarepanmd Ha CU TpakT ca OmnH HaGMOJaBaHW NPH €KCNO3HLIHA, HAXBHPIIAINA Ta3H [IPH Y0BEK 11pH
NpIIAraHeTo Ha TepaneBTHYHAaTa n02a. IIpu mpoyusaHusITa 32 TOKCHYHOCT B MPOABIDKEHHE HA 33 H
106 cexmu, a3BH Ha CU TpakT ca 6WiH HabMmoAaBaHH CHILO TAKA IIPH €KCIO3HUMH, CPABHHMH C
Te3H MpH X0pa ¢ NPUIaraHe Ha TepaneBTHYHATA 7033, [Ipn KydeTa OBOPEYHH H racTpOHHTeCTHHANHH
aHOMAJTHH ¢a OWTH HabNMroAaBaHH NpH BHCOKA NO30BA €KCIIO3HIPA.

EtoprkokcHG He e mokasaa TepaTOreHHOCT MPH MpOYYBaHMs 3a PENPOAYKTHBHA TOKCHYHOCT
NpoBeZeHH BRPXY ILTBX0Be ¢ 103a 15 mg/kg/nHesHo (ToBa e npabamzuTenno 1,5 NeTH AHEBHATA 11032
3a xopa [90 mg] npu cucremHa ekcnosums). [Ipu 3akium e HabmoaaBaHO CBBP3AHO ¢ JIEICHUETO
NOBHIICHHE HA ChPREYHO-CHI0BUTEe MaiPopMallii IIpH HHBA HA CKCIIO3HIHA MO/ KNTHHHYHATA
EKCRO3HMIMA NPH AHEBHATa A03a 3a xoparta (90 mg). Bropeku ToBa, HE ca Ha0MOAaBAHK CBBP3aHH C
NEeYSHHUETO BHHIIHA MATIDOPMALIMH WIH IPOMEHH BHE (eranaus ckenet. [Ipu nasxoseTe ¥ 3aHITHTE €
HaOJII04aBaHo J0303aBHCHMO YBeJIHUE€HHE Ha TOCTHMIDIAHTALMOHHA 3aryba IpH CKCTIo3HLAA,
CKBHBAJIEHTHA Ha WM 1,5 MbTH Mo-roiaMa oT Ta3H NpH Xopata (Bxk. ToukH 4.3 u 4.6).

EtopukokcHO ce eKCKpeTHpa B MISKOTO Ha INTEXOBETE NPH JAKTallMA, KATO KOHLICHTPALHHTE Ca
NpHOIM3HTEIHO JBA ITETH HaJl Te3H B IU1a3MaTa. TernoTo Ha MAIKHTE € HAMAJIANO NPH 3aXPAHBAHETO
¢ MIAKO OT KEHCKH ILTBXOBE, KOMTO ¢a ITOMyJYaBall €TOPUKOKCHO N0 BpeMe Ha NIaKTaL{Hs.

6. PAPMAIIEBTHYHHA JAHHH
6.1 CuaucbK Ha DIOMOIHHATE BeIeCTBA

Covpyesuna wa mabremxama:
Kanuuep xuaporengocdar (besponen)
MuxpokpucTaliHa Hemynola
KpocnoepuzoH (Tum A)

IToeunon K25

MarHe3sues creapar

Obsusxa na mabaemxama:
Xumpomenosa
XHAPOKCHTIPOTTMILIETYI03a
Tank

CpeaHOBepIDKHH TPHIJIMLEPHIH
Twurados quokcua (E171)
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Hupuro xapMHH anyMuHHeB J1ak (E132)
BpunsaHTHO cUHBO amyMHHHEB Jtak (E133)

XKeneszen oxcua xkwat (E172)

Kenezen okcup uepen (E172)

6.2 HecnBMecTHMOCTH

Heopunoxumo.

6.3 Cpox na roamocrt

3 rogufM.

64 CuoenuaXHH YCIOBHS HA ChXpaHeHHe

CoxpaHsiBaifTe 1eKapcTBOTO B OPHTHHAIHATA ONIAKOBKA, 34 J1a C€ MpeANa3H OT CBET/IHHA.

6.5 Bua H cLALPXKAHHE HA ONAKOBKATA

QPA/AI/PVC { Al Gnucrepu B onakoBku, Chabpkauw 7, 14, 20, 28, 28x1, 30, 50, 98, 100 dpunmupanu
TabneTkn

He Bcivky BHAOBE ONMAKOBKHM MOTAT Ja OpJaT IycHATH B mpoAaxOa.
6.6 Cnenma/jHH nNpelIaA3HH MEPKH HPH HIXBbLpJIAHE
Hsama crielfHaTHHA H3HCKBaHHA.

HeuznonapaHHAT NMPOOYKT WIH OTHIAABYHATE MATEPHAH OT Hero TpAOBa aa ce U3XBBPJIAT B
CHOTBETCTBHE C MECTHHTE M3HCKBAHHA.

7. TPHATEXATEJ] HA PASPEITEHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5, 2031 GA Haarlem

HuaepmaHnus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20160112

9. JATA HA IThPBO PA3PEITABAHE

Jata Ha mepBo paspemasate: 05 anpun 2016 1.

10. JATA HA AKTYAJINIHPAHE HA TEKCTA
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