KPATKA XAPAKTEPHCTHKA HA MPOAYKTA

1. HME BA JEKAPCTBEHHA ITPOAYKT

Eropukokcu6 Tepa 60 mg ¢uamupani TabneTku
Etoricoxib Teva 60 mg film-coated tablets

Eropukokcnt Tesa 90 mg dunmupand Tabnerku
Etoricoxib Teva 90 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Eropuxoxcut Tepa 60 mg draMupaHy TaAONETKH
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Beaka ¢punmupana tabnerka ceabpxa 60 mg eropukokcH® (etoricoxib).

Eropukokcut Tepa 90 mg dhunmupany Tabnerku

Beska ¢punMupana tabnerka cbhabpka 90 mg eropukokcub (etoricoxib).

3a NBIIHHA CIHCEHK HA MOMOINHKTE BEIllecTBa BIDKTE ToUKa 6.1.

3. JEKAPCTBEHA ®OPMA

OunMUpaHK TabneTKH

Tabnerka ot 60 mg: TbMHO3ENEHA, KPBIUIa NBOHHON3NbKHANA (riMupaHa TabneTka, ¢ BITEOHATO
penedHo o3HayeHHe "60" OT enHaTa CTpaHa W IIaKa OT JApyrarta ¢ NpuUGnu3ureneH quamMeTsp 8 mm.

Tabnetka ot 90 mg: 6sna, Kpsria, ABOHHOH3MBKHANE PHAMHpaHa TabneTka, ¢ BANLOHaTo penedHO
ozHauerHe "90" OT eaHaTa cTpaHa ¥ IIafIKa OT JAPYTaTa CTpaHa ¢ NpHONH3HTENeH AHaMeTsp 9 mm.

4. KJIMHWYHHA JAHHHA

4.1 TepaneBTHUHH NOKA3IARHA

Etopuxokcut Tepa e moKa3aH NpH BB3PACTHH U IOHOIIH Ha 16 H NOBeYe rogMHH 33 CHMIITOMATHYHO
obnexyeHre Ha ocTteoapTpHT (OA), peemaTouaeH apTput (PA), aHKHI03Hpal] CIIOHIHINT U Ha
fonkaTa H BhIMAATE/IHATA CUMIITOMATHKR NMpPH OCTHP NOAArpO3c¢H apTPHT.

Eropuxokct Tepa e noka3aH MpH BBE3PACTHH M I0HOIIH Ha 16 H NOBEYE OMHH 33 KPATKOCPOYHO
NeYeHHe Ha yMepeHa 00Mka, CBBp3aHa ¢ IEHTATHA OTiepaLys.

PeriteHHeTO Aa ce npeamuiie cenexruser COX-2 nuxuburop, Tpabsa A2 ce 6asHpa Ha UAIOCTHA
TIperieHKA 32 HHAMBAAYATHHTE PHCKOBE 3a NalHeHTa (BX. Toukn 4.3, 4.4).

4.2 Jlo3HpoBka H HAMHH HA NPHJIOKCHAE

o3upopxa

Thi#i KaTO CHPACUHO-CHAOBUTE PHCKOBE IPH €TOPUKOKCHO MOTAT 11 C& YBEJIHYAT C
NpOIB/DKHTEIIHOCTTA Ha NPUNOKEHHe, TPA0Ba Aa ce H3MOoN3Ba MAKCHMA/IHO HHCK
MAaKCHMAITHO KpaTbK NEPHOA Ha NpHiokeHue. [lepHoanYHO cieBa Aa Ce NPaBy
HY>KIHTE Ha TALMEHTa OT CHMIITOMATHYHO obniekueHHe W Ha OTTOBOpa Ha Jied
MauHEHTH ¢ ocTeoapTpHT (Bx. Touku 4.3, 4.4, 4.8 u 5.1).
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Qcmeoapmpum

Ipenopruntentara no3a ¢ 30 mg BemHEX AHeBHO. [IpH HAKOK MALUEHTH ¢ HEAOCTATEYHO
ofyiexyeHse Ha CHMITOMATHKATA, NOBHIIABAHE HA J1038TA HA 60 mg eNMH ITbT STHEBAO MOXKE Ja
noBuik epukacuoctTa. [Ipu nxnca Ha NoBMLIaBaHE HA TEPANEBTHYHHA eeKT cllenBa Ja ce OOMHCIAT
IpPYTH TepaneBTHYHH BE3MOKHOCTH.

Pesmamouden apmpum

IpenoprunTenHarta no3a e 60 mg peAHBK AHeBHO. [TPH HAKOM NALMEHTH ¢ HEAOCTATHYHO
obnexvyeHHe Ha CHMITTOMATHKATa, MOBKIIABAHE HA Ko3aTa Ha 90 mg ¢aMH BT AHEBHO MOXE Na
noeuimy epukacHocTra. Ce/l KaTo NAUMEHTHT € KIIMHHYHO cTabHIH3HpaH, MOXKE 3 € NOAXOHALLD
HH3XOAALIO THTPHpaHe Ao 60 mg enuH meT fHeeHO. [IpH nunca HAa HOBULIABAHE HA TEPANeBTHYHHS
eekr creBa Ja ce OOMUCIAT JPYTH TEPaNeBTHYHH Bb3MOKHOCTH,

Anxunozupaw cnondunum

IIpenoprunrenHara nosa ¢ 60 mg BeasbAK AHEBHO. [IpH HAKOH NALHEHTH ¢ HENOCTATHYHO
obnekyeHne Ha CHMITTOMATHKATA, MOBHIIABaHE Ha 03aTa Ha 90 mg eAMH BT THEBHO MOXeE Aa
noBHIIH epukacHocTTa. CNER KaTo MAUMEHTHT € KTHHHYHO CTabHIH3HpaH, MOXKE A& € TOAXORAI0
HHU3XOAAIMO THTPHpaHe Ao 60 mg enuH et gHeBHO. [IpH nHnca Ba MOBHIIABAaHE HA TEPAEBTHYHKA
eexT cenBa Aa ce OOMHCTAT APYTH TEPaNEeBTHUHH BB3MOKHOCTH.

Ocmipu cecmosanun na 6oaxa
EropukokcHO TpaGpa fa ¢e HIMOA3BA CaMo O BpeMe HAa OCTPHA CHMITOMAaTHYEH NEPHO NPH
CECTOSHMA Ha CHIHA GOJKA.

Ocmvp nooazpozen apmpum
Ilpeniopruntennara go3a e 120 mg Beansx anesro. Ilo Bpeme Ha KIHHHYHHE W3NHTBABKA 32 JEYCBHE
Ha OCTHP MOAATPO3EH APTPHT ETOPHKOKCHO € AaBaH B MPOIBDKEHHE Ha § JHH.

Ilocmonepamusna 6onxa cied OeHMAHA Onepayus

ITpenopruntennarta ao3a e 90 mg BeIHBXK QHEBHO, OTPAHHYEHO MAKCHMYM 10 3 AHK. Hakxon
NALHEeHTH MOKe Ja ¢e HYKIaAT OT Apyra NOCTONEpaTUBHA aHANTe3HA B AONBIIHEHHE KbM
Etopukoxcub Tera no BpeMe Ha TPHAHEBHUA MEPHOA HA JIEUCHHE.

Jl030, HAAXBEPIAINM NPENOPLYUHTENHNATE 32 OTAETHHTE HHAHKALMH HWIH He ¢a TIOKA3aH [o-TojMAMa
edukacHOCT, KIH He ca 61nu NpoydBaHH. 3aToBa:

Hosara 3a OA se Tpa0Ba aa Haasuirasa 60 mg qHeEHO.

Hozara 3a PA ¥ aukunosupai cnoHAKTHT He TpaOBa Aa Hagsuinasa 90 mg naesHo.

Jlo3ata 3a ocThp NOAArPO3EH apTPHT He TPAOBA Ja HaABHIIABA 120 mg AHEBHO, KATO IEYCHHETO ce
OrpaHH4YaBa MAKCUMYM J0 8 nHu.

Ho3ara 3a nocToNepaTHBHA CHWIHa G0NKa ciiefl ieHTaHa onepans He TpabBa na Haaeminaea 90 mg
JHERHO, OrPAHHYEHO MAKCHMYM 10 3 THH.

Croenmalny nomyIaldu

Cmapuecka ev3pacm
He ce Hanara xopurupase Ha JozaTta Npy NALMEHTH B CTapyecka BB3pacT. IIpHNoKeHHeTo npH
NalMeHTH B CTapuecka Bh3pacT c/iefiBa Ja CTasa BHUMATENHO (BxK. Touka 4.4),

Yeprodpotno yepexcoane
He3arHCHMO OT HHIMKALMATA [IPH TALHEHTHTE ¢ JIEKa CTeNeH Ha YepHoapobHo yepexaane (Child-
Pugh unnexc 5-6) ne Tpabea na ce HaaBHIIABa A03a OT 60 mg BeAWBXK Ha AeH. [IpH mauwe

KJTHHWYHHAT ONHT € orpaHH4eH, oco0eHO MY NalHeHTH ¢ YMepeHa CTeTeH Ha U
YBPEX/IAHE H 3aTOBA € HeoOXxoquMo BHAMaHKe. HiMa KIHHHYEH OMHT MpH NalH:
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uyepHOApoOHa HepocTaThuHOCT (Child-Pugh uraeke > 10), 3aTosa npHiaraleTo Ha NEKapCTBOTO B
TaKMBA CTYYaH € IPOTHBOTIOKA3aHO {BX. Touku 4.3,4.4. 1 5.2).

bubpeuno yepeacoane

He ce Hanara kOpHIEpaHe Ha 103aTa PH NALMCHTH C KPeaTHHHHOB KIHpBHE >30 ml/MunyTa (BXK.
Touka 5.2). Ynotpe6aTa Ha €TOPHKOKCHO NPy MAlHEHTH ¢ KPeaTHHHHOB KIHpBHC <30 ml/MHHYTa €
MPOTHBOMOKA3aHO (BXK. TOUKK 4.3 u 4.4).

Heouampuuna nonyrayun
Eropukokcub e npoTHBONOKA3aH 3a ynoTpeba Mpy Aeua | I0HOIIH Ha BE3pacT noA 16 romuaH (Bx.
TouKa 4.3).

Hauun Ha npunosxeHne

Eropukokcu® Tepa e 3a nepopanHo NprioKeHHe H Moxe Aa Objie MPHEMaH Ha IaHO HIH IO BpeMe
Ha xpaHeHe. EdexTsT Ha nekapcTBeHns IPOAyKT MOKe ja HACTHIIM NMO-06p30, korato ETopukokcHb
Tepa ce nprema Ha rnagso. Tora TpaGBa Ja ce HMa NpeBHA, KOraTo € HEOOXOHMO /ia C€ NOCTHTHE
OBp30 NIOBIHABAHE HA CHMITTOMATHKATA.

4.3 IlporaBonoxasanns

. CBpBXUYBCTBHTEIHOCT KbM AKTHBHATA ChCTABKA HIH HAKOE OT IOMOIIHHTE BEILSCTBA,
H30pOSHHU B ToUKa 6.1,
. AKTHBHA NIENTHYHA A3BA WIIH aKTHBHO KBEPBEHE 0T croMairHo-dpesHus {CU) TpakT.

TauseHTH, KOUTO CNeJ NpHUEM Ha aneTwicamuipwiosa kucennna vk HCIIBC, sxkmounTenHo

COX-2 (upKnooKCcHreHasa-2) HHXHOHTOPH, POABABAT OPOHXOCTIA3EM, OCTHP PHHHT, HOCHH

MONMTIH, AHTHOHEBPOTHYEH €IEM, YPTHKAPHS HITH aNeprHYHH PEaKLHH.

BpeMeHHEOCT H KbpMEHE (BXK. TOUKH 4.6 1 5.3).

Texka yeproapoOHa HenocTaTHUHOCT (cepyMeH anbymus <25 g/1 win Child-Pugh uHaexc

> 10).

Hscnenpan 6n6peyeH kpeaTHHHHOB KUpbHC <30 mi/mMuaHyTA.

Jeuta H oHOIIH nof 16-rogumya Be3pacT.

BrananuTtenHu 2abongpaHHA Ha 4€pBaTa.

3acToiina cepAeyYHa HepocTaThuHOCcT (NYHA II-IV).

TNalHeHTH ¢ XHIIEPTOHKUA, YHETO KPBBHO HalaraHe e TpatiHo noeHmeHo Haa 140/90 mmHg u He

€ aJeKBaTHO KOHTPOIHPaHO.

. YeraHoBeHa HexeMHuHa GolecT Ha ChpLETO, 3abonaBaHHa Ha NepHGepHHTE apTepHAHA
CBI0BE W/WIH MO3BLYHO-CHAOBO 3ab0nsBaHe.

44 CpenuaaHd npeaynpexIenHs H NpeaNa3HH MepKH NPpH ynoTpeta

Cmomawuno-upesnu ehexmu
VeokHeHns 0T FrOpHHTE OTAEH Ha CTOMALIHO-UpeBHHA TpakT (nepdiopauiy, 138K WIH KbpBEHe
{PUBSs), HAKOH OT KOMTO C (aTaned M3X0, ¢a HACTHIHIIA NIPH MALMEHTH JIEKYBAHH C €TOPHKOKCHO.

BrumMarenHo TpaGra fa ce noAxokaa pH NaUHEHTH ¢ PHCK OT pa3BUTHE Ha CTOMAIIHO-YPEBHH
yenoxnenns ot HCIIBC: naieHTH B cTapuecka Bb3pacT, MALMEHTH, NPHEMAIH €AHOBPEMEHHO H
apyru HCTIBC iy aneTHncamuipinioBa KHCEHHA, HIH TALMEHTH C IIPEKapaHi CTOMALTHO-YPEBHH
3a00AABaHHS, KATO A3Ba H KEpBeHe OT CTOMAIHO-UPEBHHSA TPaKT.

OTHOILIEHHE Ha CTOMALIHO-UpeBHATa 0e30ACHOCT MEKIY CENIEKTHBEH COX-2 uHXEGERPH ;‘M

ABIPOCPOYHH KJIMHHYHH NpoyusaHHa (Bx. Touka 5.1).
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Copoeunocrvooeu eghexmu

KauHuusM NpoyuBaHis Npeanonarar, ye TeKapeTBEHHIT Kiac Ha celekTuBHuTe COX-2 HHXHOHTOPH
Moxe f1a ObJie CBBp3aH ¢ pHCK oT TpoMGOTHYHH HHUMAEHTH (ocobeHo MHOKapaeH HHOapkT (MH) 1
HHCYNT), B ¢paBHeHHe ¢ nnaneto u uaxkon HCIIBC. CrpaeuHo-chI0BHTE pUCKOBE PH TIPHIIATAHETO
Ha €TOPHKOKCHO MOraT fa HapacHAT C YBe/IHYaABaHE HA AO34Ta H OPOAB/DKHTE/IHOCTTA Ha [IpH/Iaraye,
nopaJy koeTo TpaOBa Ja ce H3NOIBBAT Hali-HHCKUTe edeKTUBHH A03H 32 Hal-KpaTbK nepuo oT
epeme. HeobxoauMocTTa Ha MALHEHTa OT CHMITTOMATHYHO 06J1EKIaBaHE W OTTOBOPaA CIIPAMO
TepanuaTa TpA6ea fa 6pAe NMepUOAMYHO NPEOHEHABaHa, 0CO0EHO NPH NAlMEHTH C OCTEOAPTPHT (BXK.
Touku 4.2,4.3,4.8 u 5.1).

IMareHTH CBC 3HAYHTEITHH PHCKOBH (PAKTOPH 3a CHPACYHO-CHAORH HHIHAEHTH (HAIPUMED
XHIIEPTOHHSA, XMIIepIUNEAeMus, naleT, TIOTIOHOMMy1eHe) TpaOBa Aa ObaaT neKyBaHH ¢ eTOPHKOKCHO
csieZl BHUMATEIHO OOMHCIIAHE (BxK. TouKa 5.1).

COX-2 cenekTHBHHTE HHXHOHTOPH HE 3aMECTBAT alleTHICATHLIHIOBATa KHCETHHA (aCIMpHE) NpH
NpodUAAKTHKA Ha CHPACYHO-ChAOBH TPoMODeMOOAMUHH 3a60NBaHKA IOPAJH JIMIICATa Ha
anrHarperanTeH edekT. [lopaan ToBa aHTHarperaHTHaTa Teparnus He TpaGea na 6bae NpexkbeBana (BK.
ToykH 4.5 1 5.1},

Edpexmu evpxy 6vbpeyume

BrOpeunnTe MpocTarnaHiHHH MOXKE 1a IMAT BaXKHA POJIA B IOAAbpXKaHETO Ha ObGpeunarta nepdysui.
3aToBa Npy HAJIMUMETO Ha KOMNpoMeTHpaHa GbpOpedHa nepdy3ua, NpHIaraHeTo Ha eTOPUKOKCHD
MOKe Ja TIpEAN3BHKA BTOPHHHO, [IOCPEACTBOM HAMAJIBaHe Ha MPOM3BOJCTBOTO Ha NPOCTATTIAHHHH,
pexyuMpane Ha 6p0peuHEs KPbBOTOK W YBpexxnane Ha 6b0peunarta dyHkuMa. [TanpenTure ¢ Hai-
BHCOK PHCK B TOBa OTHOIICHHE Ca Te3H, KOHTO HMAT NpPeJX0oiaall0 3HaYMMO YBpeKIaHe Ha
6u6peunara GyHKiNA, HEKOMIEHCHPaHA ChPASYHA He0CTaTEYHOCT HITH uHpo3a. [Ipu Takusa
NaHeHTH CNEARA Aa Ce MMA NPEABK MOHHTOpHpaHeTo Ha OBOpeuHara hyHKuMA.

3a0proKcKa HA MEHHOCIU, OFOK 1 XUREPMOHUA

KaxTo u ¢ ipyru nekapcTBeHs POAYKTH, 3a KOHTO € H3BECTHO, Y€ MOTHCKAT IPOCTArAaHIHHOBATA
CHHTE3a, ¢a OMnK HabMoAAaBAHH 33PEKKA Ha TEMHOCTH, OTOK H XUIIEPTOHHS DPH [IALHEHTH Ha
NeYCHHE ¢ ETOPHUKOKCHO, BCHYKHM HecTepoHaHH NpoTHBOBL3NaAnTeNHH cpenctea (HCIIBC),
BIJTIOYHTETHO €TOPHKOKCHO, MOraT Na ce CEBPIKAT ¢ HOBOTIOABHIA C€ I PeKyPEeHTHA 3acToiHa
CHPIEYHA HEAOCTATHYHOCT. 3a HHGOPMALIMA OTHOCHO OIIPEAE/IAHMA OT A03aTa OTrOBOP IPH
eTOpHKOKCHO BIDkTe Touka 5.1, Beumarento Tpa6ea aa ce MoAxoxkaa KbM NAHEHTHTE C aHaMHE3a 32
CBHpJESYHA HEAOCTATEYHOCT, JICBOKAMEPHA NHChYHKIUMA HIH XHNIEPTOHHS, KAKTO H KbM [TALMEHTH C
Npeaxoxaall OTOK Mo APYTH MPHYHHH. AKO HMa KITHHHYHH NaHHH 34 BJIoLIaBaHe HA CLCTOAHHETO HA
TE3H MALMEHTH, CIIeNBA 12 C€ MpeANnpHeMaT NOAXOAAIH MEPKH, B TOBA YHCHO H NPeKpariBaHe HA
JICUSHHETO C ETOPUKOKCHO.

Eropukokcnb Moxe na 6bI€ cBbp3aH ¢ MPOsABa HA NO-YECTa | TeKKA XHNEPTOHHA B CPaBHEHHME C
npyri HCTIBC u cenextueau COX-2 unxuburopu, ocobero mpH BUcokH no3u. [opagu ToBa
XHNepTOHUATa TpAGBa Aa O'bJie KOHTPOIMPAHA NPEAH JIEYEHHETO ¢ €TOPHKOKCHO (BXK. Touka 4.3) U
TpabBa Aa ce 0ObpHe ocobeHO BHUMAHHE HA MpOcieATBaHe HA KPHBHOTO HAJMAHE [10 BpeMe Ha
JIEYEHHMETO ¢ eTOpHKOKCHO. KpsBHOTO HanaraHe ciie/ipa Aa 6bae KOHTPOIHPAHO A0 ABE CEAMHLH OT
3amoYBaHe HA JICYSHHETO M MEPHOJHYHO Ciel TOBA. AKO KPBBHOTO HaJIATaHe 3HAUMTENRHO CC MOBHIIH
TpaGEea na ce MOMHCIH 33 aNTePHATHBHO JieYeHHE.

Edgpexmu evpxy veprun opob
Mosutitapade Ha anaHuH aMuaoTpadcdepasara (ALT) u/nan acnaptat auusotpatcgepasara (AST)
(MpUGTH3UTENHO TPH WIH NIOBEYe ITHTH HAQ NOPHATA HOPMaJIHa rPaHHLA) ¢ 6uno Habmozaea
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AKo ce HaOmogaBaT npyU3HALEA Ha YepHONPOSHa HeJOCTATEYHOCT WK NEPCHCTHPAT NATONOTHYHH
Pe3y/ITaTH OT YepHOAPOOHHTE TecTOBe (TPH IIETH HaJl HOPMANHATA T'OPHA MPaHKLA), IEYEHHETO ¢
eTopHKOoKCHO TpAGRa 11a ce MpeKpaTH.

Obwu eghexmu

AXO 1o BpeMe Ha JIeYSHHETO NIPH MALMEHTHTE ¢ BIOMAT (PYHKUHHTE HA HAKOA OT M0-TOPE OIHCaHHTe
CHCTEMH, TPAORA Ja ce B3EMAT NOAXOAALIH MEPKH H 2 C€ TIOMHCIIH 32 NPEKbCBAHE HA TEPaIMATa C
eropixorchHb. Tpabea na ce 0CbUIECTBARS AIEKBATHO MEIHUMHCKO HabmioneHne Mo BpeMe Ha
NPOBEXJAHETO Ha JIEYEHHE C ETOPHKOKCHO Ha TMAlLMEHTH B CTAp4YeCKa FB3pacT H TAKHBA ¢ HAJTHYHA
6p6peuna, yepHOIPoOHA WM ChpAeyHA AHCGYHKLINA.

Jlewennero ¢ eTopuKokcHb Tpabea na ce OCHIIECTBABA BHHMATEIHO TIPH ASXAAPATAPAHH NAIMEHTH.
IIpenoprusa ce NpeaBapHTE/IHA pEXHAPATALMA HA TAKMBA MANMEHTH TIpe/H Ja 3af04He TCPanHaTa ¢
€TOPHKOKCHO,

CepHo3HM KOXKHH PeaKlMH, HAKON OT TAX $aTainHH, KaTo ekconHaTHREH NePMAaTHT, CHHIPOM Ha
CruBhHC-/[XOHCHH H TOKCHYHE SIIHICPMATHA HEKPOIH3a, Ca OBNE NOKNAJABAHH MHOTO PANKO BEB
BpB3Ka ¢ ynorpeOata Ha HCIIBC v nakon cenekrueHr COX-2 HHXHOHTOPH 1O BpeMe Ha
NOCTMAPKETHHIOBOTO Habmoznienue (Bix. Touka 4.8). [TaninenTyTe ca H3n0KEHH HA HAH-TOIAM PHCK 3a
NIOABATa HA TAKHBA PEAKLKH B HAYANOTO HA TepanuaTa, KaTo ITbPBATA PeaKLHA Ce MOABABA B 10BEYETO
CITy4aH mpe3 MBPBHA Mecell OT edeHHeTo. CepHo3HH peakiHi Ha CBPHXUYBCTBHTEIIHOCT (KATO
aHadunakcHa M aHrHoezeM) ca OWITH ChODIIARAHM NPH NALMEHTH, [IPHEMALIY ETOPMKOKCHO (BK.
Touka 4.8). Hakown cenextusan COX-2 MHXHGHTOPH ca CRBP3AHH ¢ NMOBHIIEH PHCK OT KOXHH PEaKIMH
TIpH MALHEHTH, KOKTO CA MMaJTH aHaMHe3a 3a JieKapcTBeHa aneprud. [IpuemMsT Ha eTopHkokcub Tpabea
Ja Obe MpeKxpaTeH NMpH MHPBATa NPOABA Ha KO3KeH OOPUB, JIE3HA Ha JIMTABHLATA Wi APYrH
CUMIITOMH H3 CBPBXYBCTBHTE/THOCT.

Ertopukokcub Moxe 1a 3amackupa ¢edpunurer ¥ IpyTH NPH3HAUHK Ha BE3MANTHTEIHM 3a001ABAHKA.

Buumartenso Tpabea na ce moAxoKaa NPH eAHOBPEMEHHO TIPHJIaraHe Ha eTOpHKOKeHG ¢ Bapdapun
HITH KPYTH DepOPaTHH AHTHKOArYIaHTH (B, TouKa 4.5).

HsnonspaneTo Ha eTOpHKOKCHD, Noge0HO HA APYTH NSKAPCTBEHH NMPOAYKTH, KOMTO MOTHCKAT
LMKJIOOKCHT€HA3HATA/MPOCTATNIAHAMHOBATA CHHTE34, He Ce NTPETIOPBYBa MPH JKEHH, KOUTO Ce OMHTBAT
Ja 3abpemenedT (Baxk. ToukH 4.6, 5,1 n 5.3).

4.5 BzanmoaeiicTBHE ¢ JPYTH AeKAPCTBeHH NPOAYKTH ¥ APYTH (hopMBA Ha B3aHMOACKCTRAE
dapmakoedunamMun a2auUMOOSHcCIMeUs

Hepopanuu anmuroazyrasmu: [Ipn nanpmerTy, cTaOHIH3MPaHK Ha XPOHHYHO JleueHHe ¢ Bapdapun,
NpUIaraHeTo Ha eTopukokeut 120 mg aHeBHO e cabp3aHo ¢ npuGmmsuTenso 13 % ypenuvueHue Ha
INR (International Normalized Ratio = Med ryHaponHO HOpMaIH3HPaHO OTHOLICHHE) Ha
NpoTpoMOHHOBOTO BpeMe. 3aT0BA NALMEHTH, KOMTO ¢t JIGKYBaT ¢ IEPOPATHH AHTHKOArYJIaHTH,
clenBa CTPHKTHO 1a §bJaT MOHHTOPHPAHH NO OTHOLIEHHE Ha NpoTpoMGHHOBOTO Bpeme INR, ocobeno
B IbPBHTE HAKOMKO JHH, KOTATO JISUCHHAETO ¢ eTOPHKOKCHO 3amovBa WiTH ce MPOMEHs 03aTa Ha
JexapcTBoTo (BK. Touka 4.4).

Huypemuyu, ACE wnxubumopu u Anzuomenzun II Aumazonucmu: HCIIBC Moxe Aa Hamansat efekra
Ha My peTHLHTE W Ha JPYTHTS aHTHXUNIEPTEH3UBHA AKTHBHA BeleCTRa. IIpH HAKOH MALMEHTH ¢
yBpeneHa 650peuna ¢yHkiMa (Hamp. AeXHApaTHPaHH NAllHEHTH WM MALHEHTH B CTapHecka Bh

Il aHTaroHHCTH 1 CPEACTBA, KOMTO HHXHOHPAT HUKJIOOKCHISHA3aTa MOKE Ja NIPEJH3B
ACIBIHATEIHO BlOLaBaHe Ha GBOpeuHaTa GyHKUMA, BRIIKOYHTETHO PasBATHE Ha OC]

NalMeHTH, KOHTO B3UMAT EIHORPEMEHHO eropuxorccnﬁ # ACE nHXHOMTOpH WiH 2
aHTarouHcTH. Ilopaam ToBa, Tasu KomMOUHALMA TPAOBA A Ce MpKIara BHUMATENHO,
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Bb3pacTHH. [laupenTire Tpabra na 6baaT anekBaTHO XHApaTHpaHH U TPAGBa fa ce o0CHAM
MOHHTOpHpaHe Ha 6B0peuHaTa QyHKUNA cliel 3aroYRaHe Ha KOMOHHKpaHaTa TEPANHA H MEPHOAHIHO
cien TOBA.

Ayenurcanuyuosa kuceruna: Ilpn npoyusate Ha 3JpaBH NOOPOBOJIIM ¢ TIOCTHTHATO PABHOBECHO
ceeToAHHME (Steady state) eroprkokcHd B A03a 120 mg BeAHBXK HA ACH HE ¢ NIOBAHALN
AHTHArPeraHTHATA AKTHBHOCT HA alleTHICANHIIOBATAa KHCEHHa (Zo3a 81 mg BeAHBK Ha feH).
ETopukokcHO Mozke Ja ce H3M10/13Ba €JHOBPEMEHHO C ALETHICATHIIWIOBA KHCENHHA, JalicHa B 1033 38
NMpohHUIaKTHKA HA CHPICYHO-CH0BH HHIMAEHTH (HACKA 032 Ha aleTHICATHIWIOBA KHCEITHHA
{acniupun)). Bee nak emHOBPEMEHHOTO MIPHIATAHE HA ALETHICATHIHIOBA KHCENUHa (HUCKa 103a) ¢
€TOPHKOKCHO MOzKe Ja YBEIIHYH 4ecToTaTa Ha ynuepauuute H apyrure CU yclnoxHeHHS B cpaBHEHHE
CBC CITyYaHTe, KOraTo eTOpHKOKCHE ce n3nomea camocToATeNHO. He ce mpenophusa
€HOBPEMEHHOTO NMPHJTATAHE Ha ETOPHKOKCHO ¢ aLICTHICATHIIIOBA KHCEIMHA B [10-BHCOKH OT
TNIOCOYEHHTE 3a NPOGhWIAKTHKA Ha CHPACYHO-CBA0BH HHUMAEHTH J03H, kKakTo M ¢ apyrd HCTIBC (e
ToukH 5.1 H4.4.).

Hurnocnopun u maxponumyc: Berpexu e ToBa B3auMOAEHCTBHE ¢ ETOPHKOKCHO HE € MPOYYBAHO, Ce
3Hae, Y eJHOBPEMEHHOTO MpiIaraHe Ha nukiocniopHH win Takponumyc ¢ HCTIBC moxe ma yBennan
HedpoTOKCHYHHA edeKT Ha IHKIOCTIOPHH WIM HA TakpoinMyc. beGpevuraTa QyHkuma cneasa ga 6uae
MOHHMTOPHpPaHa, KOraTo ¢¢ MpHJiara €eTOpHKoKcHO B KOMOHHALIMA ¢ HAKOH OT TE3H /IBE aKTHBHU
BELIEeCTRA.

DapmakoxunemuiHy 63aumModeticmens
Ecpexm na emopuxoxcub svpxy apmaroxunemuxama na Opyeu aKimueHy 8eecmen

Jlumuii: HCIIBC namanasar 0n0pevHaTa eKcKpellia Ha JIMTHiH, Nopagi KOeTo ce YBEIH4aBa
nna3MeHaTa My KoHueHTpawdi. [Ipu HeoOXonuMocT TpAOBa fa ¢ MOHHTOpPHPA CTPHKTHO
KOHLEHTpaLMATA Ha IMTHHA B KPBHBTA H Ja Ce aIanTHpa J03aTa Ha IWTHsA, JOKATO ce MPHEMA TasH
JIeKapcTBeHa KoMOUHaIuA, KakTo M npu cnupanero Ha HCIIBC.

Memompexcam: J{pe npoyuBaHus ¢a NPOBEKAAHH 32 H3CAEIBAHE Ha eeKTa Ha €TOPHKOKCHO B J03a
60, 90 nnu 120 mg eqHH LT Ha IeH B NIPOABIDKEHHE Ha 7 THH NPH MALHEHTH HA TEYCHHE C
METOTpeKcarT B 403a oT 7,5 00 20 mg BegHE®K ceIMHUYHO 3a JICUCHHE Ha PEBMATOHIEH apTPHT.
Eropukokcub npu no3a ot 60 1 90 mg He e okasan edeKT BEPXY NIa3MEHATa KOHLEHTpaLHA Ha
METOTpeKcaT uiH 6BOpeyuHHs My KIMpBHE. B enHo npoyusase eTopukokcub B o3a or 120 mg ne ¢
UMan edeKT, Ho B ApYro Npoy4BaHe [IPM Ta3H J03a € YBEIH4M IUa3MEHATa KOHNEHTPalna Ha
MeToTpekcar ¢ 28% u ¢ HaMamw SE6peuHna KHpBHE Ha MeToTpekcat ¢ 13%. IIpenophusa ce
MOHHMTOPHpPAHE 38 TOKCHYHH e(heKTH Ha METOTPEKCAT, KOTaTo Toii ce NpHiara B KoMOUHalus ¢
€TOPHKOKCHG.

Hepopannu xoumpayenmusu: Ilpunaradero na 60 mg eTopHKOKCHO €IHOBPEMEHHO ¢ [I6POPAITHH
KOHTpALIENTHBH, ChABPXKAIH 35 MUKporpaMa eTHHHIecTpaanol (EE) u 0,5 no 1 mg HOpeTHHAPOH B
MpoAbDKeHHe Ha 21 THH, € YBENMYHIO IUIOLITA 10 KPHBATa [IPH CTAIMOHAPHO ¢heToAHHE AUCo-
244 3a EE ¢ 37 %. [Ipanaranero Ha Eropukokent Tera 120 mg ¢kc criua NepopalieH KOHTPaLeNTHB,
€/IHOBPEMEHHO MITH C HHTEpPBaJ OT 12 yaca, € yBeNIMMWIO IUIOLUTA MO KPHBATA MPH CTALIMOHAPHO
cectoanue AUCO-244, 3a EE ot 50 o 60 %. Tosa ysenuuenne Ha koHueHTpauuara Ha EE cneapa aa
ce MMa MpeBHI, KOraTo ce H30Hpa mepopaneH KOHTPALENTHE, KOHTo Ja ce M3MoI3Ba Mo BpeMe Ha
MPHIAT4HETO Ha eTOpHKOKCHO. YBenHueHara excriozHuua Ha EE Moxe na moBuii 1 yecroTara Ha
HEXKEJIAHKTE pPeakliii, CBBP3aHH C MEPOPaNHUTe KOHTPAUENTHBH (Hamp. IPOSBH Ha BEHO3HA
TpoMO0EeMOOIIHA TIPH PUCKOBH JKEHH).

Xopmonosamecmumenna mepanus (X37): Ilpanaradeto Ha eropukokcub 120 mg ¢
XOPMOHO3AMECTHTEIHA Tepanti, ChCTaBeHa OT KOHIOrHpaHH ectporend (0,625 mg PR



eropukokcu® 120 mg pppxy excnosduuata (AUCo4n) Ha Te3u ecTporeduH coetask HAa PREMARIN
ca OHAM [0-MalKo OT MOJOBHHATA, B CPABHEHHE ¢ Te3K NPH CaMOCTOATENHOTO NIPHIAraHe Ha
PREMARIN u posata € yeemuuena ot ,625 mg Ha 1,25 mg. KnHHHYHOTO 3HAueHHE HA TE3H
YBEJIHUSHHS HE € H3BECTHO H N0-BUcoKH o3k Ha PREMARIN He ca 611M npoy4BaHH B KOMOHHAIMs
¢ eTOpHKOKCHO. Te3n moBHIIEH!s Ha €CTPOTEeHHATa KOHUeHTpaind TpaOBa 1a ce HMaT IpeABHI NIPK
n360pa Ha XOpMOHAITHA Tepanus cliea MeHoNay3aTa, NpH NprIaraHe 3aeHO C €TOPHKOKCHO, 3aLI0TO
EKCMO3HLIHATA Ha YBETHMYEHH HHBA Ha €CTPOTEH MOTAT Ja YBEJIMYAT PUCKA OT HEKENAHH peaKiliu,
cepp3any ¢ X3T.

IIpeonuson/npednuzonon: Cliopell AAHHHTE OT NPOBEACHHTE KIHHIAYHH NPOyYBaHHA 3a OLICHKA HA
NeKapcTBEHK B3aMMOJEHCTBHA, €TOPHKOKCHO He € OKasasl KIIHHUIHO 3HAUHMG BB3ACHCTBHE BBPXY
dapMaKOKHHETHKATA HA TIPEAHH3OH/TIPEIHH3ONOH.

Huzoxcun: Eropukokcnb B 103a 120 mg BeAHsXK Ha OeH B mpoas/DKeHHe Ha 10 K npu 3apagH
AoGPOBOIILM He € MPOMEHHJI IUTOLNTA MO/, KPHEATa NMPH cTauuoHapHo ¢heToaHHe AUCo. 240 HIH
6uOpeunoTo enumuuHpaHe Ha aurokcHH. HaGnionasaHo e ypenuueHue Ha Cmax (MaKCHMaNHA
KOHLEHTpaLH ) 3a AurokcuH (mpubmmzntenHo 33 %). ToBa yBenHYEHHE He € OT CBHIIECTBEHO
3HaYeHHE 34 NOBEUETO NauueHTH. Bee Mak NauMeHTHTE, KOUTO ca ¢ MOBHLIEH PHCK OT AHTOKCHHOBA
HHTOKCHKaIH, Tpabea 1a Obaar npocneqBany 3a TOBA, KOTATO €TOPHKOKCHO M TUTOKCHH, ce
TIpHJIarar eAHOBPEMEHHO.

Eexm na emopuxoxcub evpxy axmusnume eugecnsd, koumo ce memabonuzupam vpes
cyagompancgepazu

Eropukokchb e naxubutop Ha cyndoTpaHcdepasara B HOBEIIKUA OPraHU3BM, MO-CTICLHATHO
SULTIEI u e ycTaHOBEHO, Y€ BOIH 0 NMOBMILABAHE HA CEPYMHATA KOHUEHTpAIMA HA
eturnectpanHoia (EE). JokonkoTo mosHaHHETO 3a eeKTHTE BBPXY MHOKECTBOTO
cyadorpandepasu Ha HACTOALIMS €TAN € OIPAHHYEHO M KIMHMYHHTE NOCneAULH OT ASHCTBHETO Ha
MHOKECTBO JIEKApPCTBa Ca HEMBIHK H NPOAWDKABAT Aa ObaaT obeKT Ha HicieapaHe, Tpibea na ce
BHMMAB4, KOI'ATO €TOPHKOKCHO ¢¢ Mpuiara eJHOBPEMEHHO ¢ APYTH JIEKAPCTBA, KOUTO Ce
MeTaboaH3npaT raasHo oT cyndoTpancdepasuTe (Hanp. NepopaiHi canGyTaMoN ¥ MHHOKCHIIHI).

Eexm na emopurorcub ebpxy axmuenume gewjecnsa, xoumo ce memaborusupam om CYP
UIGEHIUMUME

Bb3 0CHOBA HA M3CJICABAHMA in Vilro, ETOPHKOKCHO He Ce 04aKksa Ja HHXuOHpa uHToxpoMure P450
(CYP) 1A2, 2C9, 2C19, 2D6, 2E] unu 3A4. B npoyyeaHe npu 37paBH Xopa, IPHIaraHeTo Ha
eTopukokcHO B noza |20 mg AHeBHO He € JOBeJO A0 MPOMAHA B AKTHBHOCTTA Ha YEPHOAPOOHHA
CYP3 A4, olicHeHa ype3 epHTPOMHLMHOBHSA JHXATENCH TECT.

Edpexm na opyeu axmusnu sewecmea 6bpxy JapmMaKoKuHemuxama na emopuKoxcub
OCHOBHHAT BT Ha MeTabONH3Hpane Ha eTopuKkokcHO € 3apuchM oT CYP ensumure. CYP3 A4
H3CTIEXK1a BIKse BLPXY MeTab0IH3Ma Ha ETOPHKOKCHO in vivo. In vifro Npoy4BaHuA MTOKA3BAT, 4¢
CYP2D6, CYP2C9, CYPI A2 w CYP2C19 ¢Bimo MOraT 1a KATaJU3HPAT OCHOBHHTE HPOLIECH, HO
TOYHA KOJINYECTBEHA OLICHKA Ha ChY9acTHETO KM HE € MPOBEKIAHA B YCIIORHA iR VIVO.

Kemoxonazon: Keroxonason e momeH Huxuburop Ha CYP3 A4. B nosa 400 mg BeaH®k Ha icH B
npoabILKeHHe Ha 11 AHH Npx 3apaBH JoOpoBoOAUM He NPOMEHS KTHHHYHO 3HATAMO
(hapMaKOKHHETHKATA Ha ETOPHKOKCHO MpH eiHOKpaTHa Ao3a ot 60 mg etopukokenb (43%
yBenuuenne Ha AUC).

Bopuxonazon u muxonazon: EMHOBpeMEHHOTO NPHIOKEHHEe Ha Nepopalied BOPHKOHAZ0 H MEKOHA30]]
nepopaneH ren (MomHl HEXHOHTOpH Ha CYP3A4) ¢ eTOpPHKOKCHO BOAW MOBHLIABAHE HA .
eKCAO3HMLHMATA Ha ETOPHKOKCHO, 6e3 ToBa Jia ¢ce CHHTAa 3a KITMHHYHO 3SHAUHMO cnopex ny6j
JAHHH. .

Pughamnuyun: ENHOBPeMEHHOTO NIPHIATaHe HA €TOPHKOKCHO W prdaMmHLpH, MoLe
CYP eH3HMHTe BOAM A0 HAMANABAHE HA [UTA3MEHHTE KOHUCHTPALHH Ha €TOPHKOKCH
MO2Ke Ja NOBEAe A0 peLOHBHpaHe Ha CHMIITOMATHKATA, KOraTo eTOPHKOKCHG ce TIp
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pudaMnunyH. Trii KaTo Ta3n HHpOPMALIHA NpeANo/ara YRe/IMIaBaHE HA N034Ta, CNIEBA Aa Ce
oT(enex, Yye HE ca MPOYHISHH NO3H Ha ETOPHKOKCHO, [10-BHCOKH OT [IOCOYEHHTE 33 BCAKA HHIAHKAHA,
KOTATO Ce MpHiara eIHOBPEMEHHO ¢ pHGAMIHIME H O Ta3H¥ NPHYMHA He ¢ H NPeropLYBaT 10~
BHCOKH JI03H (BXK. TouKa 4.2).

Anmuayudu: AHTHALHINTE HE BIMAAT BBPXY (PapMaKOKHHETHKATA Ha ETOPHKOKCHO B KIIMHHYHO
3HAYHMA CTETIeH.

4.6 DepTHIMTET, OPEeMEHROCT H KbpMeHe

Bpemennocm

Hama KIHHHYHH DaHHH 33 BIMAHHETO Ha €TOPHKOKCHO BbpXy MPOTHYAHETO Ha OPeMEHHOCTTA.
TlpoyuBaHHATA NPH JKUBOTHH Ca YCTAHOBHITH TOKCHYEH e(eKT BBPXY PENPOAYKTHBHATA (yHKUMA (BK.
Touka 5.3). [lorenunanHusaT puck npi OpeMEeHHH >KEHH He e n3BecTeH. EropHkokcn6, kakro apyrure
JCKapCTBEHH NPONYKTH, MHXHOHpAIIY CHHTE3aTa Ha NPOCTArTAHAHHATE, MOXKE Ja NPeAN3BHKA
MaTo4Ha caBoCT M NpeXKIeBPEeMEHHO 3aTBapaHe Ha BoTanosua NPoTOK B MOCIICAHHA TPHMECTDP.
Eropukoxcnd € mpoTHBONIOKA3aH 3a MPHIAraHe 1o BpeMe Ha OpeMeHHOCT {BX. To4Ka 4.3). AKo efHa
xeHa 3abpemeHee Mo BpeMe Ha JISYEHHETO ¢ eTOpHKoKeHO, Toi TpaGpa iia Gbae cnpsH.

Kovpmene
He & n3BecTHO Jany eTOpuKOKCHO ce 0Tnens B YoBelkara kspMa. ETopukokcHb ce oTend 8 KepMaTa
HA TEXoBe. JKeHHTe, KOMTO NONZEAT ETOPHUKOKCHO, He TpaGBa Ja KbpMAT (BxK. ToukH 4.3 1 5.3).

Depmunumem
Ynorpe6ara Ha €TOPHKOKCHO, KAKTO H HA BCAKO PYTO BELIECTBO, 32 KOETO € H3BECTHO, Ye HHXHOHpa
COX-2, He ce npenopbyBa MpH KeHH, OTTHTBALIH ¢ A8 3abpeMeHenT.

4.7 EdexTn BLpXy cnocodHocTTA 32 ModHpaHe H padoTa ¢ MAIIAHA

Eropukorcut Tepa Moxe A2 HMa yMepeH edekT BEpXY cmocoOHOCTTa Aa ce modupa n paboTH ¢
MAallluHH.

l'[au,nel-lm're, KOHTO 9yBCTBAT 3aMAAHOCT, CBETOBBPTEK HIH CHEHNAMBOCT npH yﬂO’I’pEG& Ha
eTopHKOKCHO, Tpadea na w3bArear na wWopHpaT M Ja paboTar ¢ MallHHH,

4.8 Hexenang JeKapcTBeHH PeaknaH

Pesiome na npogpuna na bezonacnocnm

B xnuHuuHH NpoyyBaHuA, GE30MAaCHOCTTA OT MPHUNIATAaHETO HA €TOPUKOKCHO & GHTa OueHeHa NpH

9 295 nymu, sxnrountenHo 6 757 namuentn ¢ OA, PA, xponudna 607Ka B KPBCTA KIH AHKHIO3HPAL]
crnoraunuT (mpudmuarrenso 600 nauHeHTH ¢ OA uin PA ca OlTH NeKyBaHH B TPOJbJkeHHE HA
MHHHMYM €]1Ha rojinHa).

Mpx KNHHHYHHTE OPOYYBAHNA, NPOQHIBT Ha HEXKEIAHHTE JIEKAPCTBEHH peakilii € 61 cXOmeH NpH
napeHTH ¢ OA unu PA, nexKyBaHu ¢ eTopuKoKkcHO B MpOIB/DKEHNHE HA eHA FOAHHA HIIH NOBEYE.

Tpu kAMHEHYHO NPOYUBaHE 32 OCTHP NMOJATPO3EH APTPHT, AUHEHTHTE Ca Oy nekyBaHu ¢u¢ 120 mg
JHEBHA J1032 ETOPHKOKCHO, B MPOAB/DKEHHE Ha 0ceM AHH. [IpoduTbT Ha HEKENAHHTE NEKAPCTBEHH
peakuuy B TOBa npoyusane € Oun B ob1y nuauH Gnu3sk 10 To3M, Habmoaaeran Npy KOMOMHHpaHHTe
npoyusannd 32 OA, PA u xpoanyna 60/Ka B KpbeTa.

B nporpama 3a npocnenseaHe Ha chpaeuHO-cbaoBaTa GesonacHocT ¢ 0Go6meHN JaHHY OT
KIHHHYHHA H3[MTBAHHA C AKTHBEH KoMnoueut, 17 412 naumentn ¢ OA win PA ca 6unm g
eTopHkokcHb (60 mg unu 90 mg) MpH cpeaHa NPOAKLKHTENHOCT Ha JICYEHHETO IPHO

18 mecenta. aauure 3a 6e30MacHOCT H MOAPOOHOCTUTE 34 TA3H MPOTPaMa ca Mpe/cTa
5.1
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IpodrabT Ha HEKENaHH JEKAPCTBEHH PeaKLHH TIPH KIIHHHUYHH NTPOYYBAHHA 33 OCTPa
nocronepaTMBHa JeHTANHa GONKa clex oneparms, BKIIOYBALH 614 nauueHTH, TEKYBaHH ¢
eropukokcHb (90 mg u 120 mg), kaTo nano e nogoGen Ha To3K, ¢robmeH npH npoy4usanms 3a OA, PA
H XxpoHH4Ha 60MKa B IOIHATA 4acT Ha rbpla.

Tabauven cCRUCEK HA HENCEAAHUMNE PERKYUY
ITo BpemMe Ha KIHHHYHHTE H3MHUTBAHKA Ca YCTAHOBEHH CJICAHHTE HEKENAHH NEKAPCTBEHH PEaKHH ©
YeCTOTa NO-rONAMa OT TasH MpH NpHiaraHeTo Ha nyanebo npu nauuentH ¢ OA, PA, xponnuna 6onka
B KPbCTa WIH aHKHIO3HPAL CIIOHAKIHT NIeKyBaHH ¢ eTopHkokcHb 30 mg, 60 mg win 90 mg no
MpenopEUMTENHATA 1034 33 CPOK Ha JIcueHHe A0 12 ceIMHUM; B IPOYYBAHAATA TI0 TIpOrpaMara
MEDAL 3a cpok Ha neyenue 10 3,5 rogiHH, B KPATKOCPOYHH NPOYyYBaHHA 33 CPOK HA JICYEHHE 10

7 nHH 3a ocTpa Gonka WIH B NEpHOJa cliel mMycKaHe Ha naszapa (sx. Tabnuua 1):

Tabauna 1:
CHcTeMo-0Oprases Kiac Hezxerana peaknnn Kateropun uecrora*
Hughexyuu u unghecmayuu aJIBEONAPEH OCTEUT YectH
raCTPOEHTEPHT, HHOCKUMH Ha Heuecru
TOpHHUTE AMXATE/IHH NBTHINA,
YPHHAPHH HHGEKIIHH
Hapywenus na xpeema u aHeMuA (NpeduMHO CEBP3aHa Heuectn
aumMnama cucmema ChC CTOMAIIHO-YPEBHO
KbpBeHe), ICPKOIICHH,
TPpOMOOLIMTONIEHHA
Hapywenus na umynnama CBPLXYYBCTBHTENHOCT! Heuectu
cucmema
aHruoeaeM/anauIaKTHIHW Peaxu
aHAHIAKTOHAHA Peakiuy,
BKJTIOYHTEIHO MOKY
Hapywenua na memabonuzma u | eneM/3aaAppKKa Ha TeHHOCTH Yectn
XpaneHemo
YBCIIMYEHHE WK HaMalleHHe Ha | HeuecTn
areTHTa, YBEIHUCHHE Ha
TETIOTO
Heuxwuny napywenus TPEBOXKHOCT, ACTIPECHS, Heuectn
HaManeHa BE3MOKHOCT 34
yMcTBeHa pabora,
XAMOLBHAIART
obrpkanoct!, 6e3noKOHCTROY Pegku
Hapywenua na neperama 3aMasHOCT, TnaBobonne Yectn
cucmema
Aucreysus, be3CLHHE, Heuectn
MAPECTEIUA/ XUITOECTEIHA,
CBHHIHBOCT
Hapywenun na ouume 3aMBITIEHO 3PEHHE, HeuectH
KOHIOHKTHBHT
Hapywena na yxomo u LIYM B YIIHTE, CRETOBBPTEHK Heuecrtu
aabupunma
Cupoeynu HapyuieHun NANHTALHHE, 3pATMHS? YecTH
MPenchbpOHO MEXKICHE, HeuectH
TaXUKapAus’, 3acToHHa
CBPAEYHA HEAOCTATBYHOCT,
rHecnemuduyaan EKT nmpomenn,
CTEHOKapauAt, MHOKapeH
nndapkr?
Crvoosu napytuenus XHINEPTOHHUS Yect !
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3a4€pBABAHE, MOIBYHO-CHIOBH
MHOMAEHTHY, NpexXoaeH
HCXEMHYEH MPHCTHI,
XMMEPTOHUYHA KpH3al,
BACKYJIHT?

Heuect

Pecnupamopnu, 2puonu u
MeCUACMUHTHI HADYVIEHUA

Gponxocnazbm?

YectH

KalllTHIa, JHCIHEA, CNHCTAKCHC

Heuyectt

CmomauiHo-Ypeer HAPYIMEHUR

KOopeMHa Oonka

Muoro uectn

3anek, QIaTy/eHIHa, FacTPHT,
KHCETHHI/ peduIyKe, AHapHH,
JUCTENCHA/eNUracTpaieH
ArckoMbopT, raaeHe,
NOBphILAHE, €30(aruT, A3BH B
ycTarta

Yectn

noAyBaHe HA KOpeMa, TIPOMEHH
B IEPHCTAIITHKATA, CyXOTa B
YCTaTa, TacTpoAyoAeHanka A3B6a,
TISIITHYHE A3BH BKJIKOUBALIH
nepdopaumu B Kbpeerne ot CY
TpPAKT, CHHAPOM Ha
Pa3sApazHEeHOTO YEPBO,
NaHKpEaTHT *

Heuectnt

Xenamobunuapru napyuenus

yBenuueHue Ha ALT,
yeemricHue Ha AST

YecTn

xenatuT!

Penxwu

uepHOIPOGHA HEZOCTaTEHHOCT,
SKBITeHHLA!

Penxut

Hapywenua Ha xoxcama u
ROOKONCHATNA MBKAH

CKXHMO3a

Yectn

OTOK Ha JIMLETO, Chpbex, 00pHBE,
eputema’, yprHKapmsa'

Heyectn

cuHApoM Ha CTHRBHC-
Jxoucnu!, TokcHuHa
enHAepMalHa HeKkponusa¥,
HENpOrpecupaLl JIekapcTBeH
obpup?

Penxu'

Hapyuwienus na Mmycxkynso-
CRETEMHAma CUCIEeMA U
CHEOUHUMERRA ITbKAH

MYCKYJTHH KpaMIli/cnaiMu,
MYCKYJTHO-CKelleTHa
O0TKA/PHTHAHOCT

Heuectn

Hapywenus na 6vbpeyume u
RUKOYHUME Womuua

NPOTEHHYPHS, TIOBHIIEHHE HA
CEpPyMHHA KpeaTHHHH, 650pedHo
HapylueHue/ 6u0OpeuHa
HEJOCTATHYHOCT? (BK. TOUKA
4.4)

HeuecTn

Obwu napywenus u epexmu na
MACIOMO HO BPUNONCEHUL

acTeHHA/yMOpa, IpHIoNono0Ho
ChCTOSHHE

Yectn

rpbana Gonka

Heuyectn

Hacnedsanusn

YBEIHUECHHE Ha YPeaTa B KPbBTa,
YBeJHYEHHE HA
kpeatundochokxuHaza,
XMIIePKATHEMHS, YBEJIHYCHHE Ha
[HKOYHATA KMCEJNHHA

Heuect

DEM/5031/001-004/R/001
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NOHWKABAHE HUBATa Ha HATpuil | Penkwn
B KpBBTA

*Kareropus uectoTa: [ehHHHpaHA 3a BCEKH TEDMHMH Ha HeXeJlaHa PeakLiys [0 YeCTOTaTa, ChodueHa
B 6azara JaHHH HAa KIMHHWYHHTE NPOYYBaHHA: MHOTO YecTH (>1/10), yectn (>1/100 no <1/10), HeyecTn
(=1/1000 no <1/100), penxu (=1/10 000 mxo <1/1000), muoro peaku (<1/10 000).

1 Tasu Hexkenana peakiys € HACHTHGHIMpPaHa Mpe3 MOCTMAPKETHHTOBOTO Habmoaenne. YectoTaTa
Ha HeMHOTO ¢hobIIaBaHe € OLeHeHa Ha $a3aTa Ha Hal-BHCOKATa Y€CTOTa, HAbmoJapaHa B JAHHHUTE OT
KITMHMYHH M3MHTBaHHA, 0006IeHN no HHanKauns | onoGpeHa a03a.

tKareropusra gecrora ,.,Penku” e onpegenena cnopes ppkosoAcTBOTO 3a KpaTkara XapakTepHCTHKa
Ha npoayxra (KXII) (pes. 2, centemepu 2009) Ha 6a3a Ha onpele/icHaTa ropHa rpaHHua ot 95%
noBepuTeNieH MHTepBan 3a  chOHTUs, KATO ce HMa NpenBH], OPOA YUaCTHHLH, JTEKYBaHH C
eTOPHKOKCHO TIpH aHaNH3a Ha JaHAKTe OT dasa III, oGobmenn no nosa n naaukanma (n=15 470).

§ CBpbXUYBCTBHTEMHOCT BKITIOYBA TEPMHHHTE , ANEPrHA”, ,,ICKAPCTBEHA ANCpPrus’’, ,,IEKapCTBEHa
CBPEXYYBCTBHTENHOCT, ,,CBPBXYYBCTBHTENIHOCT, ,,HEYTOUHEHA CBPBXYYBCTBUTENHOCT ', ,,peaklHi Ha
CBPLXUYBCTBHTENHOCT H , HecnemuduuHa aneprus®.

§Ha Ga3a Ha aHANTH3M HA JBATOCPOMHM KJTHHHYHH H3MHTBAHHA ¢ IU1a1e00 H aKTHBHA KOHTPO/A,
cenekTusHuTe COX-2 HHXHOHTOPH ca CBLP3BAHM € MOBHINIEH PHCK OT CEPHO3HH TPOMOOTHYRH
apTepHaHY CHOMTHA, BIUTIOUHTETHO MHOKAPAEH MHOAPKT H HHCYAT. [TopHIaBaHeTO Ha a6COMOTHHS
PHCK 32 TaKMBa ChOMTHA € MAJIKO BEPOATHO A2 HaABMILKA 1% 3a rofHHa Ha 6a3aTa Ha ChIECTBYBALIH
[IAHHH (HedecTH).

CnegHuTe CEPHOZHH HEXKETIAHH JIEKAPCTBEHH PeakliH ca 1M Habmonasany npu ynorpefara Ha
HCIIBC u mopaaM ToBa He MOTaT Ja C& H3KITIOYAT H 33 eTOPHKOKCHO: He()pOTOKCHUHOCT
BKJIOYHTENHO HHTEPCTHLHANEH HeDPUT H HeDPOTHICH CHHAPOM.

Cro6maBane Ha NOJO3HPAHH HEKEJTAHH PEAKIHH

Crof1iuaBanero Ha NOTO3HPAHA HEXKENAHHM PEAKLAH Clejl paspelaBaHe 3a yoTpeda Ha AeKapCTBEHHS
NpoAyKT € BaxkHo. ToBa MO3BONIABAIA NPONBKH HAOMOZEHHETO HA CHLOTHOIUCHHETO T0/I3a/PHCK 32
NeKapcTBEHHA NPOoayKT. OT MEAHIMHCKHTE CIIEUHATHCTH ¢¢ H3HCKBA JJa ChobInaBaT BeaKa
MOI03HPaHa HeXeTaHa peakuua upes M3mbiHuTeIHa areHUMA No neKapceTeara, yi. ,.Jlaman I'pyep”
Ne 8, 1303 Coduan, Ten.: +359 2 8903417, yeGcaiit: www.bda.bg.

4.9 IIpenosupane

Tlo BpemMe Ha KJIMHUYHH NIPOYHBaHHA €JHOKPATHOTO MpHIAaraHe Ha nosa ao 500 mg eropukokcHb H
HAKONKO 1031 A0 150 mg/nen B npogsokenue Ha 21 HU He ca IPHYHHIIH TOKCHYEH edekt. HMa
choOIeHns 3a OCTPO NPENO3HPaHe Ha ETOPHMKOKCHO, Makap ue B [IOBEYETO ClTydaH He ce chodmasa 3a
Hexxenany peakimu. Haii-uecTo HaGniopapaHuTe HexXeMaHH PeakiiM CLOTBETCTBAT Ha Mpodkna Ha
BezonacHocT Ha eTopHKokcHO (Hanp. CTOMAIIHO-YPEBHH NPOABH, KAPJHOPEHAIHH NIPOABH).

B cnyuaii Ha npefo3HpaHe € TOTHYHO Ja Ce NPHIOKAT OOHYAHHHTE MOANBPKALIN MEPKH, HAIP.
OTCTpaHABaHe Ha HepesopOupanata yact or CU TpakT, KIHHHYHO NIpocieABaHe, CAMITOMATHYHA
Teparis H Apyra, ako € Heo0Xoama.

ETOpHKOKCHG He e OTCTPaHABRA Mpes XeMOMATIM3a; HE ¢ 3Hae any eTOPHKOKCHO Moxe Ja Obae
OTCTPaHeH Ype3 MepHTOHSATHA AHANH3A. m—
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5. @®APMAKOJIOTHYHH CBOMCTBA
5.1 ®apmakoaHBEAMBYHH CBOCTBA

DapMakoTepancBTHYHA IPyTia: IPOTHBOBB3AIHTENHH H IPOTHBOPEBMATHYHH IPOAYKTH,
HecTepouaHH, kokeubu, ATC xog: MO1 AHOS

MexanuibM Ha fedcTBHE
EropuxokcHb e nepopaneH, cenekTHBeH LMkIookcureHasa-2 (COX-2) HHXUOHTOp B paMKHTE Ha
KIHHHYHO H3NOI3BAHUA A030B HHTEPBA.

Ilo BpEME HA KTHHHYHHTC Cl]ﬂpMa.KOJ'IOI"H‘[HH PpoYYBanHA E’I'OPHKOKCHG INOKa3Ba J0303aBHCHM ecbelcr
no OTHOLIeHUe Ha UHxHOHpaseTo Ha COX-2, Ges aa ce mnxnbnpa COX-1 npu aosn no 150 mg
nHeBHO. ETOpuKOKCHO He € HHXHOMpan CHHTE3aTa Ha [POCTATNIAHAMHA B CTOMALIHATA JIMraBHLIA H He
€ NoBnuAN GyHKUMATA Ha TPOMOOLIHTHTE.

[IMKNI0OKCHreHA3aTa € OTTOBOPHA 33 NPOM3BEXKIAaHETO Ha MpocTarianauaH, Ilo3HaTH ca ase
moeH3uMAH opmu COX-1 n COX-2. COX-2 e usodopMara Ha €H3HMA, KOATO & HHIYLHpa OT
NpOBB3NAIHMTEAHH CTHMYJIH H C€ CYHTa, Y€ € OCHOBHO OTrOBOPHA 33 CHHTE3a HAa NPOCTAHOHAHH
MenuaTopH Ha 6onkaTa, Bp3naNeHueTo | Temneparypara. COX-2 CBIIO Taka ydacTBa B OBYJIALMATA,
MMIUTAHTHPAHEeTO H 3aTBapAHeTo Ha Boranoeuns npotok, perynammara Ha 6p6peyHaTa GyHKLUMA H
(yHKIMHTE Ha LEHTPATHATA HEPBHA CHCTeMa (TIOABATA Ha TEMNEPATYpa, ycelllaHeTo 3a Goka H
KOTHHTHBHA QyHKUMA). MoKe CBINO Taka Ja Hrpae posd B NpoLieca Ha 3a3apaeaBane Ha a36a. COX-2
€ YCTAHOBEH B THKAHHTE OKOJIO CTOMALTHH A3BH Y XOP4, HO BPB3KATA My C H3NEKYBaHETO HA A3BaTa He
€ YCTAaHOBEHO.

Kmuumnuna eduxacuoct M HeronacHocT

ﬂhnxacnoc*r

IIpn nawmenTH ¢ octeoapTput (OA), eToprkokeud B n03a 60 mg eAMH MBT AHEBHO 3HAYHTEIHO
obnexyapa OonkaTa M NOBHILABA OLEHKATA HA NALMEHTA 3a CHCTOAHHETO Ha 3abonaBaneTto. Tesn
OnaronpuaTHu edeKTH ce HabMOJARAT OT BTOPHA JeH Ha JIEYSHHETO H Ce 3ana3paT A0 52 CeIMHULH.
IIpoyuBaHuATa BEPXY €TOPHKOKCHG 30 mg eAMH ITBT THEEHO MOKA3BaT e(hHKACHOCT, MPEBB3XMKAALIA
mrarebo 3a 12-ceaMIrdeH NEPHOA HA JIEYeHHE (IIPA CXOJHA CUCTEMA 32 OLIEHKA KaTo MPOYYBaHHATA
no-rope). [Ipy npoyuBaHe ¢ pamIMuHU 103K, €TOPUKOKCHD 60 mg 1apa 3HAYHTENHO M0-H3Pa3eHO
noaobpenne ot 30 mg no oTHOLIEHHE HA BCHYKH 3 ITHPBAYHHA KpaiHH TOUKH 3a NEPHOA HA Je4YEHHE OT
6 ceamuun. Jlozara or 30 mg He ¢ Orna npoydBaHa NpH OCTEOAPTPHT Ha PBLETE.

I[Tpu naupeHTHTE © peBMaTouaeH apTpHT (PA), u etopukoxcub 60 mg 1 eTopukokcn® 90 mg eaus mbT
AHEBHO OCHTYPABA 3HAYHTENHO NOA0OpeHye No OTHOLIEHHE Ha GOMKA, BR3NATleHHe H NIOABHKHOCT.
[Tpu npoy4panua 3a orieHKa Ha 103H oT 60 mg 1 90 mg, Te3n GnaronpuaTHH epEKTH ce 3ana3par 3a
uenus 12-ceaMuueH nepHoj Ha nevense. [Ipn npoyusane, onenssamio o3 ot 60 mg B cpaBHEHHE C
Ao3# oT 90 mg, eTOpHKOKCHO 60 mg eaUH LT JHEBHO H eTOPUKOKCHO 90 mg eHH BT NHEBHO ca
6unn no-eduxacuHu ot nnaneto. Mozata or 90 mg npepraxokaa go3ara or 60 mg npu O6ma oneHxa
3a Gonka Ha naupeHtHTe (0-100 mm BH3yanua ananorosa ckaja), CbC cpeaHo nopobpense ot -2.71
mm (95% CIL:-4.98 mm, -0.45 mm).

IIpy nauyenTHTE C HPUCTEN HA OCTHP MOJArPO3EH APTPHT, eTOpHKOKCHD 120 mg enMH BT AHEBHO 34
MIEPHOJ, Ha ICYEHHE OT OCEM JHH, MOTHCKA YMEPEHATA /0 CHIIHA $OJKa ¥ BB3NANICHHETO TaKa, KaKTo

HHAoMeTalUHH 50 mg TpH bTH JHeBHO. [ToTHCKaHe Ha GOIKaTa MMa Ha YETBBPTHA Jac oT.
Ha Nie4eHHeTO.

ITpH NatHenTH ¢ aHKHIO3MPALll CIOHIMINT, eTOpHKoKcHO 90 mg eNUH mbT JHEBHO
nofobpenHe No OTHOLIEHHE HA G0/Ka B rpp0HaKa, Bb3NANCHHE, CKOBAHOCT U (DYHKL
KnMHHYHHAT eeKT Ha €TOPHKOKCHO ce Hab/toaBa ollle Ha BTOPHA JieH OT 3ano4BaNe
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oT 60 mg B cpaBHeHMe ¢ J03H 0T 90 mg, eTopukokcrb 60 mg eauH MBT AHEBHO H eTOPHKOKCHD 90 mg
eaHH BT JHEBHO NMOKA3BaT NoaoGHa edeKTHBHOCT B cpaBHenwue ¢ HanpokceH 1 000 mg aresHo. [Ipn
OTrOBOPHIHTE HealleKBaTHO Ha 60 mg AHEBHO 3a 6 ceIMULIM, NOKAYBAHE Ha 103aTa A0 90 mg AHEBHO
nopo0pABa pe3yiTaTa 3a HHTEHZHBHOCT Ha rps0OHayHaTa Gonka (0-100 mm Busyanna aHanorosa
cKana), B cpakHeHHe ¢ 60mg AHEBHO CBC cpeaHo mogobpetue ot -2.70 mm (95% CI:-4.88 mm, -0.52
mm).

I1pH KHHEYHE NPOYYBAaHKA OLIEHABALIH NOCTONEPATHBHA AeHTaNHA G0JKa, eTOpHKOKCHO 90 mg ¢
OpUNATaH BEHEK JHEBHO 34 MepHON A0 TPH AHH. B moarpymara #a nanyenTs ¢ ymepeHa 6o/ka B
HaYajoTa, STOpHKOKCHE 90 mg noxassa cXogex aHaNreTHYeH elexT ¢ To3u Ha ubynpoden 600 mg
(16,11 cpemy 16,39; P=*0,722), u mo-cineH oT To31 Ha napauetamoi/koaens 600 mg/60 mg (11,00;
P<0,001) u mnaueto (6,84; P<0,001), usmepeHo kato 00110 obnekueHHe Ha Oolikara 3a TEpBHTE 6
yaca (TOPARG). IIpolieHTsT Ha MALMEHTHTE, CHOGLIWIH 2a ynoTpedaTa Ha NOITBAHMTENHO JIEKAPCTBO
o BpeMe Ha mbpeuTe 24 yaca ot gozupanero ¢ 40,8 % 3a eropukokcud 90 mg, 25,5 % 3a ubynpoden
600 mg Q6h u 46,7 % 3a napaueramon/koaenn 600 mg/60 mg Q6h B cparHenue cbe 76,2 % 3a
mwiaue6o. B Toa npoyuBane MeAMAHATA HA HAYAIOTO HA JeiicTBHETO (0cezaeMo obneKk4aBaHe Ha
Oonkara) Ha 90 mg eTOpHKOKCHO ¢ Ouna 28 MHHYTH C/ie] IPHIIOKEHHETO.

BeszonacHocT

[Iporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDALY}

{MHoroHaHoHANHA IPOrpamMa 3a MPOIEDKHTEIHO NPHIATaHH ETOPHKOKCHO M auKknodeHak)

IlporpaMara MEDAL e npocnekTueHa NporpaMa 3a Npoc/ieABAHE HA PE3YNTATHTE, CBBP3aHH CBC
¢epacvHO-cbaosata (CC) 6esonacHocT 0T 0G00MIEHH JaHHH OT TPH PaHAOMHIHMPaHH, NBOHHO-CIIETIH
KOHTPOJIHPAHH ¢ aKTHBHA ChCTaBka W3nuTeanmsa, npoyusadero MEDAL, EDGE I u EDGE.

IMpoyusasetro MEDAL e npoyueaHe ¢ Kpaiina Touxa, onpeaeneda or CC usxon npu 17 804 nanmenTH
¢ OA u 5 700 c PA, nexyBanu ¢ eropukokcub 60 mg (OA) unu 90 mg (OA u PA) nnu nuxnodenak
150 mg nHeBHO 3a nepuon cpeaHo ot 20,3 Mecena (Makcumym 42,3 mecelia, menuana 21,3 mecena). B
TOBA W3MUTBAHE CE€ OTYHTAT CAMO CEPHO3HH HEXEeAaHH PEAKWHM U NPEYCTaHOBABAHE Ha YHaCTHETO
nopajH KAKBATO M [1a ¢ HEXENIAHA peakLIns.

[Tpoyueanuara EDGE u EDGE II cpaBHSBaT cTOMAIUHO-HMpeBHATA MOHOCHMOCT HA €TOPHKOKCHD
cripamo auknodenax. [poyusanero EDGE srmousa 7 111 nanvenTn ¢ OA, neKyBaHH ¢ n03a
eropuKkokcHO or 90 mg nHeBro (1,5 NbTH Jo3aTa npenopburTenHa 3a OA) wu auknodenax 150 mg
AHEBHO 3a Nepuoxa cpedHo 9,1 mecena (Makcumym 16,6 Mecena, MenHaHa 1 1,4 Mecena). Ilpoyusanero
EDGE II prmousa 4 086 naunentd ¢ PA, nekyBaHE ¢ eTOpHKOKCHO 90 mg nHerHO WIH AuKnodeHak
150 mg aneBHO 3a nepHoA cpenHo 19,2 Meceua (MakcuMyM 33,1 Mecena, Meanana 24 Meceua).

B obobmenara nporpamMa MEDAL 34 701 naumenTu ¢ OA win PA ca nekyBaHH 3a NnepHon CpefiHO
17,9 Mecena (MakcumMym 42,3 mMecella, MeaHana 16,3 Mecena) kato npubmusurento 12 800 nauxHeHTH
TIPOBEKAAT JieueHHe NO-NPOXBIDKHUTENHO oT 24 Meceua. [larmenTiTe, yuyacTBaiu B IporpamMaTa HMaT
KaTO M3XOHO ChCTOSHHE PasiiMiHH ChPACUHO-CHAOBH H CTOMAILHO-YPEBHH PHCKOBH (pakTOpH.
IManueHTHTE ¢ aHAMHe3a 33 HeoTAABHAlllCH MH(ApKT Ha MMoKapaa, Galinac Ha KOPOHAapHa apTepHs ¢
OpHCcaaKa HIH NePKyTaHHA KOPOHAPHA HHTEpEeHLMA B NPSAXOAHHUTE 6 Mecela NpeaH BKIIOYBAHETO
HE ce JOIMyCKAaT JO yuacTie. B npoyusaHmATa € pa3pelleHo M3NON3BaHETO HA TaCTPONPOTEKTHBHH
NpPOOYKTH H HUCKA 1032 acIIHpHH.

O61a 6ezonacHocT:
Hsima 3HauNTeNnHM pasiuKK MeXIy eTOPHKOKCHO M AHKIO(EHaK B 4eCTOTaTa Ha ChPASTHO-CHE
TpoMOOTHYHH NnposisH. KapaHopeHaTHH HEXeldHH peakiinu ce Habmoaasar no-4ecTo np
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IO npekparseaHe yuactee B npoyusadeto MEDAL e no-EMcoka NpH €TOPUKOKCHO B CPaBHEHHE ©
JUKnodeHax.

ChpaedHO-CBAOBH Pe3yNTaTh 33 6e30NacHOCTTA:

YecToTata Ha MOTBBPACHUTE TPOMGOTHYHH CHPASYHO-CHOBH CEPUO3HH HEXKEJIAHH PEaKUHH
(BKJIFOYBANIH CHPAEYHH, MOIBYHO-CBHA0BH H NepHdepHO-CHA0BH NPOABK) € CPABHUMA 33 ETCPHKOKCHD
B qHictodeHak, KaTo pesynraTtate ca obobmienu B Tabnuuara no-gomy. Hama CTATHCTHYECKH 3HAYHMHE
pa3IHKH B MECTOTATA HA TPOMOOTHUHHTE CHOMTHA MEKIY ETOPHKOKCHO U AMKIIO(DEHAK NPH BCHYKH
aHaJH3MpaHH NOArPYNH, BRTIOYHTENHO Pa3IMYHH KaTeropHH NalHEHTH B IA71aTa raMa Ha H3XONHHAA
CBPASYHO-CHA0B PHCK. KoraTo ce pasriexkaT NOOTAENHO, OTHOCHTEIHHAT PHCK 38 NOTBBPACHA
TPOMBGOTHYHH CHPAEYHO-CHAOBH HEMXENaHH peakiiii NpH eropukokcub 60 mg win 90 mg B
cpaBHenne ¢ quiodgenak 150 mg e 61 cxoneu.

Tabauna 2: Yectora 53 norpbpacHn TpomMboTHIaH CC ¢bOHTHA (0000mEHa

nporpamMa
MEDAL)

Eropaxoxcub Juxkaopenax CpaBHenHe MeKIY

(N=16819) (N=16483) JIedeHER

25836 nanmeny- 24766 nanuenT-

roAEHHN rOHHH

Yectora' (95% CI) Yecrora' (95% CI) OTHOCHTEEH

puck (95% CI)

IMorebpaeHK TPOMOOTHYHM CHPACYHOCHAOBH HEXeNaHH ChOUTH
Io mpoTtokon 1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95(0,81; 1,11)
Hamepenue 3a 1,25(1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
nedeHHe
NoTebpaeHH chpacHHH CHOUTHA .
Tlo nporokon 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74, 1,10)
Hamepenuesa | 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
JReyeHHe
TTOTREPACHN MO3BYHO-CBAOBH CHOHTHS
TTo npoTOKON 0.34 (0.28; 0.42) 0.32 (0.25; 0.40) 1.08 (0.80; 1.46)
Hamepenne 3a | 0.33 (0.28; 0.39) 0.29 (0.24; 0.35) 1.12 (0.87; 1.44)
JIeYeHHe
IlotebpaeHt neprdepHH CLAOBH CHOMTHS
ITo nporokon 0.20 (0.15; 0.27) 0.22 (0.17; 0.29) 0.92 {0.63; 1.35)
Hamepenne za | 0.24 (0.20; 0.30) 0.23 (0.18; 0.28) 1.08 (0.81; 1.44)
JICUeHHE

*Cp6uTHA Ha 100 MALHEHT - TONHHN; Cl-poBepuTeneH HHTEPRAI
N=06mm4 6poii mauxeHTH, BKIIOYEHA B NOMYJIALMSTA TI0 IPOTOKOIT

Tlo nporokon: BcHYKH CEOMTHA MPH H3AMHTBAHOTO JieueHHe WK o 14 JHAM cnen
NMpEKPaTABAHETO MY (M3KIIOUEHH: NALHEHTH, NPpHeH < 75% OT H3NHTBAHOTO JICYEHHE WK
npueManH HepxiitoueH B npoyusaHero HCTIBC >10% ot speMeTo).

Hamepenue 3a nevenHe: BCHUKH NOTBBPACHE CHOHTHA 10 Kpasd Ha H3NHTBAHETO
(BKIIOUKTENHO MALMEHTH, IOTEHUHATHO H3JI0KEeHH Ha HEBKJIIOYEHH B TIPOYYBAHETO
HHTEpBEHLIKA CJie]] PSYCTaHOBABAHE Ha M3MMTBAHOTO JiedeHHe). 06w 6poit
paHgoMusHpasd naumenty, = 17 412 #a eropukokcut u 17 289 Ha auknodeHak.

CC cMBpTHOCT, KaKTO H 0011aTa CMBPTHOCT, Ca CXOOHH [IPH JEKYBaHKTE IPYIIK ¢ €TOPH
JHKTodieHaK.

KapnnopeHaTHH cuOMTHA:
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nopagy CBbpP3aHHi C XHIEPTOHKHA HEXKeaHH PEaKIHH, € CTRTHCTHYECKH 3HAYUMO NO-BHCOKA 32
eTOPHKOKCHO B cpaBHeHue ¢ AuKIoderak. YecToTara Ha 3actolHaTa ChpAEYHA HEAOCTATHYHOCT KATO
HesKeNaHH cHOMTHA (NpeKpaTABAHUS ¥ CEPHO3HH CHOHTHA) CE MPOSBIBA €IHAKBO MPH €TOPHKOKCHG
60 mg B cpaBHeHHe ¢ AuKIodenak 150 mg, Ho e Mo-BHCOKa NPH eTOPHKOKCHO 90 mg B CpaBHEHHE ©
nuknodenak 150 mg (craTHcTAUecKH 3HaUHMa 32 90 mg eTopaxokcn® cnpamo 150 mg auknodeHak
npu rpynata 8 MEDAL ¢ OA). YectoraTa Ha notebpieHuTe CHOMTHA, CRBP3aHH CBC 3aCTOMHa
CHpIEYHA HEAOCTATEYHOCT (CHOMTHA, KOHTO Ca CePHO3HH H BOJAT A0 XOCTIHTAIH3aLHA HITH
NOCELIEHHE B CMELIHO OTAENEHHE) ¢ HE3HAYHMO MO-BHCOKA MPH €TOPHKOKCHO B CPaBHEHHE ¢
murioherak 150 mg, kato To3H edexT € 7o303arHcUM. YecToTaTa Ha nipeKpaTABaHHATa MOPagH
CBBP3aHH C OTOK HEXENaHH CHOMTHA € MO-BHCOKA MPH €TOPHKOKCHO, OTKONKOTO NMpH AHKAO(EHaK
150 mg, u To31 edekT ¢ 0303aBUCHM (CTATHCTHYECKH 3HAYMM 3a eTopukokcnb 90 mg, HO He 3a
eTopHKOKcHO 60 mg).

Kapmuopenannure pesynrati npd EDGE u EDGE 11 cboTBeTCTBAT Ha ONMHCAHMTE NPH MIPOYYBAHETO
MEDAL.

B oTaenuure npoyusarus ot nporpamata MEDAL Bepxy eropuxokcut (6¢ mg nim 90 mg),
a6CcoONIOTHATA YECTOTa Ha NPEKPATIEAHHATA B KOATO M Jia € OT rpynure e 1o 2,6 % 3a XuneproHud, A0
1,9 % 3a otok 1 g0 1,1 % 3a 3acToliHa cCLpAeYHa HEAOCTATEYHOCT, KATO MO-BHCOKA 9€CTOTa HA
IpeKpaTABaHHA HMa MPH eTOpHKOKCHE 90 mg, oTkonkoTo npu eTopukokcut 60 mg.

IMporpamMa MEDAL - pe3ynTaTH 3a cTOMaUIHO-YpeBHA [IOHOCHMOCT:

3HaYHTENHO MO-HHCKA 4eCTOTa Ha NIPpeKpaTsBaHe Ha JIEYCHHETO MOPAAH KaKBOTO H /12 € KIHHHYHO
(Harmp. AMCTIENCA, KOpeMHa Oonka, A3Ba} HeXeNaHo CHOHTHE 0T CTOMalTHO-4PEBHAS TPakKT ce
Hab0IaBa NpH eTOPHKOKCHO B CpaBHEHHE ¢ JHKIO(PEHAK BBB BCAKO OT TPHTE NPOYYBAHHA
cecTaBABaly nporpamara MEDAL. YectoTara Ha npekparsBane Nopaad He)XenaHO CBOMTHE OT
CTOMALIHO-UPEBHMA TPAKT HA CTO NMALMEHT-TOJMHH 32 LIENHA NEPHOA Ha NPOYy4BaHe € KaKTo CciBa:
3,23 3a eTopukokcHb h 4,96 3a nuxnodenak B npoyusanero MEDAL; 9,12 3a eropukokeut u 12,28 3a
auknodenax B npoyuBaneto EDGE; u 3,71 3a etopuxoken® n 4,81 3a muxniodeHak B npoy4BaHeTo
EDGE II.

[porpama MEDAL - pezynrtatu 3a croMalnHo-upeBHa 6¢30macHOCT:

Beuuks cbGHTHA OT ropHaTa 4acT Ha CTOMAIIHO-YPEBHHS TPAKT CE€ OTIPEIENAT KaTo nepdopaipn,
#38H U KbpeeHe. [lonrpynara Ha Bcuuku cbOHTHA OT ropHaTa acT Ha CTOMALIHO-4YPEBHAA TPAKT,
OTIpEAENEHH KaTo YCIOKHEHH, BKIIIOYBa NephopaiiH, o0CTPYKUMY H YCIIOKHEHO KBPBEHE;
HOArpYINaTa Ha BCHYKH CHOMTHA OT FOPHATA 4aCT Ha CTOMALIHO-YPEBHHA TPAKT, OMPEIC/IEHH KATO
HEYCHOXHCHH, BKNKOYBA HEYCIIOKHCHO KEPBCHE M HEYCIIOKHCHH A3BHA. 3HauuTENHO MO-HHCKA YECTOTA
Ha BCHUKH CHOUTHA OT FOPHATA YacT Ha CTOMALIHO-UPEBHHs TPaxT ce HabMmoaBa NpH eTOPHKOKCHD B
cpaBHeHHE ¢ auKkiodenak. Hama sHaunMa paznika MeXIy €TOPHKOKCHO M JMKNO(EHAK B 4eCTOTaTa
Ha YCNIOXKHEHHTE ChOMTHA. 3a MoArpynaTa Ha ¢hbOWTHA KaTO KPhBOHINMHBH OT ropHus CU Tpakt
(YCHOMHEHHN ¥ HEYCNIOXHEHH KOMOHHHPaHH), HAMA 3HaYHMa pa3iika ME&KIY €TOPHKOKCHO 1
auknogenak. [Tonsata or NPUACKEHHETO N0 oTHOLIEHHE Ha ropHEA CY TPakT Ha €TOPHKOKCHO B
cpasHeHMe ¢ JHKAO(EeHaK HE € CTATUCTHYECKH 3HAYHMA 33 TIAlHEHTH, IPHEMALIA EHOBPEMEHHO
HMCKa 1032 acnHpuH (npubnusurento 33 % or nauueHTHTE).

YecToTaTa 32 CTO MALMEHT-TONMHH HA IOTBBPICHATE YCIIOKHEHH H HEYCIOKHEHH KIHHWIHH CHOHTHS
OT TOpHATA YaCT Ha CTOMALHO-UpesHNA TpakT (nepdopauuy, 1384 1 kspeeHe (PUB)) e 0,67 (95 % CI
0,57,0,77) 3a eropukokcud u 0,97 (95 % CI 0,85, 1,10) 3a auknodenak, JaBamo OTHOCHTENEH PHCK OT
0,69 (95 % CI 0,57,0,83).

Onpenenena ¢ 4eCTOTaTa Ha NOTBLPACHHTE CHOMTHA OT POPHATA YACT Ha CTOMALIHO-YPEBE]
MpH NALUHEHTH B CTApUecka BB3PACT KaTO HAM-ronaMo HaManeHHe ce Habmonasa TIpH T
BB3pacT > 75 roguus (1,35 [95 % CI 0,94, 1,87] cpemty 2,78 [95 % CI 2,14,3,56] np.
DALMEHT-TOIWHA CHOTBETHO 33 ETOPHKOKCHD U ;u{lcnoq;eﬂax)
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YecroTarta Ha MOTELPAEHATE CHOMTHA OT JIOJIHATA YacT HA CTOMALIHO-YPEBHNA TPAKT (nephopalHs Ha
TBHKH H ae6eN0 4epBo, o0cTpyKima Wik Kpbeousnue (POB)) He NoKa3Ba IHAUWTEIHA PA3IHKaA MEXKTY
€TOPHKOKCHO H AMKNodeHaK.

IIporpama MEDAL - pesyntaty 3a uepaoapoGHa OezomacHocT:

ETOpUKOKCHD ce CBLP3Ba Che CTATUCTHUSCKH 3HAUMMO MO-HUCKA YECTOTa Ha MPEKPAaTABAHE Nopaan
YepHOAPOOHO CBLP3aHH HEXEJIaHH PeakUHH B cpaBHeHHe ¢ aukiodeHak. B obobLiueHara nporpama
MEDAL, 0,3 % ot naumeHTITE Ha eTopuKoKcHG K 2,7 % OT Te3H Ha aukuodheHak NPeKpaTABaT
Mopajgy CBBP3aHa ¢ uepHus Apol Hexenana peakuus. Yectorara 3a cTo mauueHToronvuy € 0,22 3a
eropukokcub u 1,84 3a muknodenax (p-croitnoct < 0,001 3a eropukokcnd cnpamo aAuxnodenax). B
CHIOTO BpEMe MOBEUETO OT HEXENAHHTE PEAKLMHE ¢ YepHOApoOHK nposen B nporpamata MEDAL He
€a CEPHO3HH.

JonsnHUTENHH NaHHA 33 TPOMGOTHYHA ChPAECYHO-CEA0BA 6€30TIACHOCT
B KJIMHHYHH NMpOY4BaHWA W3BEH Te3H 0T nporpamata MEDAL, npubmmanrenso 3 100 nanpenTH ca

NeKyBaHH ¢ eTOPHKOKCHO > 60 mg mHerHO 3a 12 umm noeeue ceamuly. He ce Habmonasa puauma
pa3iiMKa B 4ecTOTaTa HA NOTBBPAEHHTE CEPHOZHH TPOMOOTHUHH ChPACUHO-CHAOBH CROHTHS MEXKIY
NalHEHTHTE HA €TOpHKOKCHO > 60 mg, mnaneto win HeHanpokceHoen HCIIBC. B chinoTo BpeMe
YECTOTATA Ha Te3H NPOsBH € [10-BHCOKA NIPH NALMEHTHTE, IOIyYaBalH eTOPHKOKCHO B CpaBHEHUE C
Te3H, NOIy4aBajli Hanpoxced 500 mg ABa nsTH JHeBHO. Pasmukara B aHTHTPOMOOIIATHATA AKTHBHOCT
mexny Hakon COX-1 notnekamu HCTIBC 1 cenextneia COX-2 HHXMOMTOPH MO3Ke fa € OT
KJIMHAYHO 3HAaY€HHE NPY NALUMEeHTH, PHCKOBHM 32 TpoMOoemGonuunH chOurs. Cenexrusrure COX-2
HHXUOHUTOPH HaManasaT GopMUpaHeTO Ha CHCTEMEH (M [TOpaAH TOBA BB3MOXKHO €HIOTENICH)
NPOCTAUHKIIHH, Oe3 na 3acarat TpoMbokcaHa Ha TpoMGoTHTe. KITHHHYHOTO 3HA4EHHE HA TE3H
HabmoAEHHA HE € YCTAHOBEHO.

JOmbIHHTETHH JaHHH 3a CTOMaliHO-YpeBHa 6e300acHOCT

B aBe 12-ceaMuuHH, ABOHHOCKENH €HAOCKONCKH NMPOYYBAHUA KyMYJIaTHBHATA YECTOTA Ha CTOMAIIHO-
YpeBHATE YILEPALMH € 3HAYMTENHO II0-HHUCKA MIPK NALUEHTHTE, IEKYBaHH ¢ eTopHkokcHb 120 mg
€/IHH ITBT JHEBHO, OTKOJIKOTO INPH NALHEHTHTe, JIEKYBaHH ¢ HanpokceH 500 mg ABa nibTH AHEBHO H
ubynpogen 800 mg TpH IMbTH AHEBHO. ETOpUKOKCHE € OMA1 ¢ MO-BICOKa YeCTOTa HA yJILEpaLMHTe B
CpaBHeHHe ¢ anebo.

IIpoyusane Ha OL0peunara GyHkuuA B crapuecka BB3PacT:

PanpoMusupano, ZROMHOCIAIO, NapaieTHOIPYTIORC, MMaLeG0-KOHTPOIMPAHO NPOyUBaHe OLCHIBA
etexra or 15-aHeBHO neyenne c eropuxokeut (90 mg), uenexokcHt (200 mg ABa METH JHEBHO),
HanpokceH (500 mg npa nbTH aHEBHO) H IWTanebo, BEPXY eKCKPelWATa Ha HATPHid B ypHHaTa,
KPLBHOTO HAJATAHE M APYTH NapaMeTpH Ha O10pevnaTa yHKLHA, NPH MALMEHTH Ha Bb3pacT oT 60 no
85 roauun Ha aMera ot 200 mEqg/neH Hatpuii. ETOpHKOKCHE, 11eIeKOKCHO H HAIpOKCeH HMaT 6IH3BK
epekT BLpXY YPHHAPHATA SKCKpeLa Ha HaTpHit 3a NByCEIMUYHHA IEPHOA Ha neucHue. Benuku
NPOAYKTH 33 aKTHBHO CPaBHEHHE MOKA3BAT IOBUILICHHE B CpaBHEHHE ¢ mnanebo Ha CHCTONHYHOTO
KPEBHO Ha/lArake, eTOpUKOKCHO obade ce CBbp3Ba CHC CTATUCTHYECKH 3HAYMMO NOBHUICHHES Ha JIEH
14 B cpaBHeHHe ¢ UeNeKOKCHO W HANPOKCeH (cpenHaTa MPOMAHA CIIPAMO H3XOIHOTO HMBO 34
CHCTOJIMYHOTO apTepUANHO HansraHe: eTopukokcud 7,7 mmHg, nenexokcud 2,4 mmHg, nanpokcen
3,6 mmHg).

52 @apmakoKWHETHYHH CBOMCTBA

Abcopbyun
INepopano nprnozxeH eTopHKokcHO ce abeopGupa nodpe. AGCoNMOTHaTa GHOHANHYHOCT €

KJIHHHYHHA JO20B HHTEPRAN.
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ITpueMET ¢ XpaHa, borata Ha Ma3HUHH, HAMA edeKT BLPXY CTeNeHTa Ha abcopOima Ha eTOPHKOKCHD
cjaell MpuoKeHHe Ha ao2a oT 120 mg. Ckopoctra Ha abcopGiupaTa € 6una NOBIMAHA B CICAHHTE
rpanuiM: 36 % Hamanenue HA Cugx H yBEHYCHHE HA Tinax ¢ 2 Yaca. Te3n AaHHH He ca OHIH CYETEHH
3a KITHHHYHO 3HA4HMH. B KnHHHYHHTE H3cnensaHUA eTOPUMKOKCHE e 61 mpeMaH He3aBHCHMO OT
OpHeMa Ha XpaHa.

Pasnpeoenenue

ETopukokcHb ce CBLp3BA ¢ IUIA3MCHHTE NIPOTEHHH B MPUOMA3HTENHO 92 % IIPH KOHLIEHTPALUH OT
0,05 1o 5 pg/ml. O6embT Ha pasnpeaencHue B ChCTOAHKE Ha pasHOBecHe (VASS) e 6un
npubmuznrenso 120 1 npu xopara.

ETtoprkokcH npemiHaga rialeHtapHata Sapiepa npH IUTsXoBe W 3aiiu ¥ XeMaToeHUedansara
fapuepa 11py IIBXoBe.

buompancgopmayun

Eropukokci ce MeTabonu3Hupa HambIHO Kato < 1 % oT Aos3aTa ce YCTAHOBABA B YpHHATA MOJ
¢dopMara Ha U3XOMHOTO eKapceTBo. (JCHOBHHAT BT Ha MeTabonu3xpaHe ¢ GopMHpane Ha 6°-
XHUAPOKCHMETHN JepHBar ce KaTanusnpa or CYP ensumure. CYP3A4 BeposTHO JonpuHacs 3a
MeTaboNM3UPAHETO Ha €TOPHKOKCHG in vive. In vitro npoyuBaHHATa yeraHoBaRaT, ye CYP2D6,
CYP2C9, CYP 1A2 u CYP2C19 cpuo Moke na kaTanH3HpaT OCHOBHATA MeTabOMFTHA BEPATA, HO
TEXHHUTE KOHYECTBEHH OTHOINCHUA i1 Vivo He ca NPOYUBaHK.

Hpentnipuuupans ca ner Metabonauta npH Yoseka. OCHOBHUAT MeTabOHTEH NMPOAYKT € 6 -kapbokch
KHCEJIHHHO MPOU3BOIHO HAa eTOPHKOKCHG, 00pazyBaHO upes No-HATATHIIHO OKMCTICHHE Ha 6°-
XHIPOKCHMETHN NPOM3BOAHOTO. Te3H OCHOBHH MeTA00NHTHH MPOAYKTH HIN HAMAT H3MEpHMa
AKTHBHOCT, HIH ¢a cnabo akTHBHE KaTo COX-2 unxubutopd. HUTO enuH oT Te3H MeTaboNHMTH He
uHxubupa COX-1.

Erumunupane

Cnen npunaraseTo Ha eIHOKpaTHa, MapKHpaHa ¢ palHOH30TON 1032 OT 25 mg eTOPHKOKCHO
HHTPaBEHO3HO HA 3ApaBy JHHA, 70 % OT paauoakTHBHOCTTa ¢ GHiTa ycTaHOBeHa B ypuHaTa H 20% BBB
dexanuuTe, rnapHo moa dopmaTa Ha Metabonuth. [Mo-Manko ot 2 % e ycranoBeHa oz ¢popmara Ha
HENpPOMEHEHO NIEKAPCTRO,

EnHMuHipaHeTO HA €eTOPHKOKCH CTaBa MPEAHMHO Ype3 MeTabonu3HpaHe u nociacaeamia 6s6peuna
exckpena. KoHleHTpaly B CECTOAHHE Ha PABHOBECHE 3a €TOPHKOKCUD Ce YCTAHOEBABAT B PAMKHTE
Ha CEAEM JHH [IpH €AHOKPATHO TIpHiiarade Ha noza ot 120 mg, npH oTHOWEHHE Ha KYMYITHPAHE HA
NpUOIH3HTENHO 2, OTTOBAPALLC Ha BPEME Ha NMOMYKHMBOT OT NpHONH3HTENHO 22 4aca. [Ina3MeHusT
KIAPBHC e HHTPaBeHo3Ha 103a ot 25 mg e npubnmzurento 50 ml/munyTa.

Creyuanny zpynu naywenmu
Cmapuecka ev3pacm: GapMaKOKMHETHKATa B ¢crapyecka Bb3pacT (BbipacT > 65 roguHn) e 6imkska Ao
Ta3H MPH MIAJHTE.

IToa: He ce ycTaHOBsBa pa3nvKa BEB (apMaKOKHHETHKATA NMPH MBKE H HKEHH.

Yepnoopobno yepexcoane: [IpA naupenTn ¢ neka crenel Ha yepHoApotuo yepexaane (Child-Pugh
HHAEKC 5-6), npuiaraHeTo Ha eTopHKoxcHD B 7o3a 60 mg BeRHbK Ha JeH € AOBEJO A0
npubmizurenHo 16 % no-roaama cpenna AUC, B cpaBHEeHHe Che 31paBu JIHLA Ha ChIIHA J030R
pexnm, ITpH nanMeHTHTE ¢ YMEPeHa CTeneH Ha YepHoapobHo yepexaane (Child-Pugh unaeke 7-9),
NIPHAAraHeTO Ha eTopHKOKCHD B no3a 60 mg npes neH e aoseno Ao cpeana AUC, Gnuska no Ta3yu Ha
34paBHTE JHIA NIPH 10308 pexuM oT 60 mg AHeBHO; etopukokcHd 30 mg BeAHBK IHEB
NpOYYBaH B Ta3H nonynauus. Hama KITHHUYHH # GapMaKOKHHETHYHH JaHHH 3a Tanyes
cTeneH Ha yepHoApobHe yepexkaane (Child-Pugh mraekc > 10) (x. Touxu 4.2 1 4“
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610pedHo 3a60/1MBaHe HA XeMOAHANH3A, HE CE € pa3iHyaBaa 3HaUHMO CIPAMO Ta3H IIPH 3PaBH
nupa. XeMoapanu3aTa € MMaia npeHebpexkxuMo MATBK MPUHOC 1O OTHOLIEHHE HAa eTHMHEHPAHETO
(nvanm3eH KMHpBHC npubmusuTenHo 50 ml/MuiyTa) (BK. ToukH 4.3 1 4.4).

HTeduampuunu nayuenmy: GapMakoKMHETHKATA HA €TOPHKOKCHO NIPH NeMAaTPHYHK NalUMEHTH
(BB3pacT < 12 roZuHU) He ¢ H3CHenBaHA.

IIpu papMakokuHeTH4HO npoyusaHe (1=16) mpoeeaeHo cpex woHouw (BB3pacT ot 12 no 17 roauum)
(hapMaKOKHHETHKATa IPH FoHOLIHTe ¢ Terno ot 40 no 60 kg npu ao3a Ha eTopukokchHb ot 60 mg
BEAHDBAK Ha JeH H Np# roHomTe ¢ Tero >60 kg (nosa Ha eropukokcut 90 mg Beansx Ha neH) e Onna
CXOJIHA C Ta3H NPH BBE3PACTHH, [IOTYYWIH eTOpHKOKCHO B 103a 90 mg Beanbk Ha AeH. bezonacHOCTTA
H e()eKTHBHOCTTA HA ETOPUKOKCHO NPH NEMATPHYHH MALMEHTH He ca M3CIeABaHH (BXK. Touka 4.2).

5.3 TipeaAkNHHAYHH NaHHM 32 Ge3omacHOCT

B npeakIHHEHYHATE MPOYYBAHHA ¢ CTOPHKOKCHO He ¢ G1ia YCTAaHOBSHA TCHHA TOKCHIHOCT,
Eropukokcut He e Oun kanueporeneH nmpH MUIIKH. [L1bx0BeTe ca pa3BUIM XenaTouenyiapeH H
THpeOHACH GONHKYIOLENyTapeH aneHOM TIPH A03HPOBKa > 2 IThTH AHEBHATA A03a npH Xopa {20 mg]

# CUCTEMHA €Ke/JHEBHA €KCHO3UIMA B IPOIBIDKEHHE Ha NPHOIH3HTENHO 2 TOMHHH.
XenaTolenyJapHUAT H THPCOHAHMAT HONHKYIOLENYIapeH aneHoM, HabMoaBaHy [pH TUTBXOBETE, Ca
OunM cHETEHH 3a Pe3ynTaT OT cneundves 3a MIBXOBETE MEXAHHITLM, CBHP3aH ¢ HHAYKLUMS HA
uepHoapobHuTe CYP ¢n3umu. He € ycraHOBEHO €TOPHKOKCHO Ja NpeaH3BHKBa HHAYKLHA HA
uepaonpobHud CYP3A en3um npn xopara.

[acTpoMHTECTHHANHATA TOKCHIHOCT HA €TOPUKOKCHO NpH ILTHXOBETE c€ YBEIHYABa ¢ J03aTa H
BPEMETO Ha €KCno3HMiMs. B mpoyusaHe 3a TOKCHYHOCTTA HA €TOPHKOKCHO NPOARMDKHIC 14 ceaMHLH,
yauepauuu Ha CU tpakT ca GwiH HabnogaBaHH NMPH eKCTIOZHLIKA, HAIXBBPIIALIA TA3H IPH YOBEK NPH
NpHIaralHeTO Ha TepaneBTHYHATA 1034. [IpH NnpoyYBaHHATA 32 TOKCHYHOCT B MPOABL/DKEHHE HA 53 H
106 ceamuny, a38u Ha CU TpakT ca OMnK HaDMOAABAHM CHINQ TAKA NPH EKCNO3ZHLMK, CPABHHMH C
Te3H NpHd XOpa ¢ NpHiaraHe Ha TepaneBTHYHaTa no3a. [Ipu kyuera 6B6peyHH H racTpOHHTECTHHATHH
aHOMANKH ca OunK HabmoAaBaHH MPH BHCOKA J030Ba KCIIOIHIINA.

ETopakokcub He e mokasal TepaTOreHHOCT NpH MPOYYBAHHA 32 PENPOAYKTHEHA TOKCHYHOCT
MPOBEACHH BBPXY IUIbXO0BE ¢ A03a 15 mg/kg/nuesHo (ToRa ¢ mpuGiu3uTenHO 1,5 MHTH AHEBHATA 1034
3a xopa [90 mg] npu cicreMna excnozuuus). [tpu 3aiinm e HabnrogaBaHO CEHP3aHO C JIEYEHHETO
MOBHLIEHHE HA CBPAECYHO-CHAOBUTE MAT(POPMALIMK [IPH HHBA HA €KCIIO3HLUMA NOJ] KIMHAYHATA
€KCIIO3ULMA NpH AHEBHATA 1034 3a Xopata (%0 mg). Brnpeku ToBa, He ca HaboJaRaHH CBBP3aHH ¢
NeYEHHETO BBHIIHYA Mal(opMaLHK UM NPOMEHH BEB (eTanHus ckener. [Ipu rrbxoreTe H 3aiLMTE €
HabnonagaHo 10303aBHCHMO YBe/IHU€HHE HA NOCTHMILTAHTALHOHHA 3aryfa npH eKCIo3HIMA,
€KBHBAIEHTHA Ha WIH 1,5 MBTH No-rongMa oOT Ta3H NpH xopaTta (Bxk. Toukn 4.3 1 4.6).

ETopukokcHO ce eKcKpeTHpa B MIISKOTO Ha IUTEXOBETE NPH JIAKTALHA, KATO KOHLICHTPALMHTE ca
MPHONM3HTENHO ABA METH Hajl T€3H B I1a3MaTa. TeroTo Ha MAIKUTE € HaMAIANG NIPH 3aXPaHBAHETO
€ MJBIKO OT KEHCKH ILTBXOBE, KOMTO ¢a HOIY4aBATIH €TOPHKOKCHO N0 BpeMe Ha TaKTalus.

6. DAPMANEBTHYIHHA JAHHN
6.1 CnuachbK Ha DOMOIHETE BEIECTBA

Copyesuna na mabremekama:
Kanuuer xuaporesdocdar (Ge3poaeH)
MHuKpOKpHCTAIHA LeTyno3a
KpocnioruaoH (Tun A)

Tloenpon K25

Marneznes cTeapar
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Obeusxa na mabremxama om 60 mg:
Xunpomenosa :
XHAPOKCHIIPOHILIETY 038

Tank

CpenHOBEPIDKHH TPHIITHLSPHAN
Turanoe puoxcun (E171)

Hapuro kapmus amymiaHues nak (E132)
BpungHTHO cHHBO amyMHHHMEB Jak (E133)
Xwar xeneser oxcup (E172)

YepeH xeneseH okcua (E172)

Obsuexa na mabaemxama om 90 mg:
Xunpomenosa
XuApOKCHITPOIWILIETYIIO34

Tank

CpenHOBEPIKHH TPUIITHUEPHIH
Turanos avokcua (E171)

6.2 HechbBMeCTEMOCTH

Henpunoxwumo

6.3 Cpox Ha roamocT

3 roaMHH

6.4 Cpoenmanan yc10BHS HA CbXpaHeHHe

Ila ce cpxpaHdBa B OpHUrHHANHATA OIIAKOBKA, 33 JIa C€ TIPSANa3H OT CBSI/IHMHA.
6.5 Bnuan chaLpkaHAE HA ONAKOBKRATA

60 mg dunmiupasn TabaeTkH

OPA/AI/PVC / Al GnicTepr B onakoBkn, cuaspxamm 7, 14, 20, 28, 28x1, 30, 50, 98, 100 dunmupanu
TabneTKH.

90 mg duamupanu Tabnerku

OPA/AI/PVC / Al Gnuctepr B OnakoBKH, ChabpKamu 5, 7, 7x1, 14, 20, 28, 28x1, 30, 50, 98, 100
(punmupann TabneTkm.

He BcHYKH BHIOBE OMaKOBKH MOTAT Ja OBaaT MyCHAaTH Ha na3zapa.

6.6 Cuoennajanau NpeANa3HH MEPKH NPH H3XBLPJIAHE

Hama cneltHaJHe H3HCKBaHHA.
Heuznon3saHuAT NPOAYKT WK OTHAXBUYHHTE MATEPHAIH OT HEro TPAOBA 1a ce HIXBBLPIAT B
CROTBETCTBHE ¢ MECTHUTE H3HCKBAaHMI.

7. IIPHTEXATEJ HA PASPEINIEHHUETO 3A YIIOTPEBA
Teva B.V.

Swensweg 5, 2031 GA Haarlem
Hunepnanana
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8. HOMEP(A) HA PASPEHNIEHHETO 3A YIIOTPEBA

Eropukokcu® Tesa 60 mg (rummupann Tabnerku - Per. Ne 20160112
Eropuxokcu6 Tesa 90 mg gunmupanu tabnerku - Per. Ne 20160113

9. JATA HA ITbPBO PA3SPEINIABAHE/TIOJHOBSABAHE HA PASPENIEHHETO 3A
YIIOTPEBA

Jata Ha nBpeo paspetiapane: 05 anpun 2016 .
Jara na nocnenHo NoABOBIBAHE:

10. JATA HA AKTYAJH3HWPAHE HA TEKCTA
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