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KPATKA XAPAKTEPHCTHKA HA IPOAYKTA



1. HME HA JEKAPCTBEHHUS NPOAYKT
Eropuctan 60 mg bunmupanu tabnetku

Eropucran 90 mg ¢puamupanu Tabnetku

Eroprcran 120 mg dunmupasn Tabnetu

Etoristad 60 mg film-coated tablets
Etoristad 90 mg film-coated tablets
Etoristad 120 mg film-coated tablets
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2. KAYECTBEH H KOJIMYECTBEH CBCTAB

Besxa ¢punmupana rabnetka chabpia 60 mg eTopukokcuG (eforicoxib).
Beska dunmupana Tabnertka cuaspwa 90 mg eTopHKokcub (etoricoxib).
Besaka dhunMupana tabnerka ceabpia 120 mg eTopukokcH6 (eforicoxib).

ITomomnuo BEMIECTBO ¢ HIBECTHO RelicTEHE:

Beska punmupana tabnerka ETopucran 60 mg ceappka 1,06 mg naxrosa (non ¢opMaTa Ha 1aKTo3a

MOHOXHIpPAT).

Besika ¢punmnpana tabnerka Eropucran 90 mg coappxa 1,60 mg naktosa (mon dopMata Ha nakTo3a

MOHOXHJpAT).

Beska $pramupana tabnerka Etoprctan 120 mg chanpxa 2,13 mg naktosa (noa opMara Ha JIaKTo3a

MOHOXHIIPAT).

3a I'BJIHHS CIHCHK Ha OOMOLIHUTE BEILECTBA BHXTE ToYyKa 6.1.

3. JEKAPCTBEHA ®0OPMA
©®uimMupana Tabnetxa.

Eropucran 60 mg: TemH03eM8Ha, KpBIna, ABOHHOM3MBEKHAN2 GHIMHpaHa TabneTka ¢ JMaMeThp 6,5 mm.
Eropucraa 90 mg: bana, kperna, naoiinonsnekeaa GpunmMapana TabneTka ¢ JUaMeTsp 7,5 mm.
Etopuctan 120 mg: Ceetnozencha, Kporiia, ABOHHOH3MEKHAA GHiIMHpana TabneTka ¢ JHaMETHD 8,5

mim.

4. K/MHHYHHU JAHHH

4.1 TepanepTHUYHH NOKA3AHAN

EtopHcTan € noxasan pH BE3pAacTHH M IOHOWIH Haj 16 roHHH 33 CHMIITOMATHYHO OONEKYEHHE Ha
OCTEOAPTPHT, PEBMATOMJEH APTPUT H AHKHIO3HPALL CIHOHAKIHT H Ha DOJIKaTa ¥ Bb3MAJHTENHATA

CHMIITOMATHEKA I[PH OCTHP [IOAArpo3eH apTpmT,

Etoprctan e nokasan 3a kpaTkoCpO4HO JICUeHHe HA yMepeHa 6011Ka, CBbp3aHa C IEHTANHA ONepaIii.

Peienuero 3a npeanuceane Ha cenektuben COX - 2 uuxubuTop TpabBa Na ce 0CHOBABA HA OlIEHKA Ha

LANOCTHHA PHCK NPH OTACIHHA NalHeHT (BXK. ToukH 4.3, 4.4).

EropHucTaz € noka3aH IpM BB3PACTHH H IOHOLIM Haj 16 TomHHH.




4.2 JIo3HPOBKA H HATHH HA NPHIOKEHHE

Jo3apoBka

Trif kaTo ChpAEUHO-CHAOBHTE PHCKOBE Ha €TOPHKOKCHG MOTAT 13 HApacTBAT C A03aTa W
[IPOAB/DKUTETHOCTTA HA SKCIIO3HLMS, TPSIOBa A Ce H3NO/I3BAT BE3MOXKHO Hali-KpaTkara
IPOABIKHTENHOCT Ha JIeHeHHe H Hali-HiCKaTa efpeKTHBHA THEBHA 103a. HyXIHTe Ha NalMeHTa or
CHMATOMATHYHO OBIICKYEHHE U OTTOBOpA KBM JIe4eHHeTo TpabBa fa 651aT NPeoneHABAHY NePHOAHHO,
0co0EHO NpH MALMEHTH € OCTEOAPTPHT (BX. TOUKH 4.3, 4.4, 4.8 1 5.1).

OcreoapTpur:
O6u4aiinarta npenopkyuTeNHa AHEBHA 103a ¢ 30 mg. TTpy HAKOH NALMEHTH ¢ HENOCTATEYHO OBNEKYABAHE

Ha CUMIITOMHTE, IOBHLIABaHE Ha Jo3ara no 60 mg €IHH IIbT AHCBHO MOXKE Ja NOBHIH etbmcacnocrra.
an JIMIICA Ha TEPATNICBTHYEH e(beKT CIICNBA [a ce NPEellcHH H3MON3BAHETO Ha IPYyTrH TCpaneBTHYHH
BBE3MOXKHOCTH.

PeBMatonien apTpuT;

Ipenopraurensara aoza e 90 Mg BEAWLK AHEBHO.

AHKHIIO3HpAIIl COOHIHANT:

[penopsunTensdata 103a e 90 mg BeIHEK JHEBHO.
Eropukokcu6 Tpsbra ia ce H3MON3Ba CAMO 1O BpeMe Ha OCTPHA CHMATOMATHYEH [IEPHO/ NpH ChCTORHUA
Ha cHiHa Honka.

OCTBp NoAarposen apTpuT

IIpenopsuurennara noza ¢ 120 mg Beausx gHeBHO. [To BpeMe Ha KJIMHHYHH H3NHTBAHKA 32 JleYeHHe Ha
OCTBP MOAArPO3EH apTPUT ETOPHKOKCHE € NpHeMaH B NPOIb/LKeHHE HA 8 HH.

HocToneparnsha GoJka ciiesl AEHTATHA OIEpanHAa

Ipenoppunrennata nosa ¢ 90 mg BeAWLK JHEBHO, OTPaHUYEHO MaKCUMYM A0 3 naH. HAkoM IauMeHTH
MOXE N1a C& HY3KIIAAT OT ApyTa NOCTONEPATHBHA aHANTe3K B JIONBIHEHHe KbM ETOpHCTan HO Bpeme Ha
TPHIHEBHHA TISPHO] HA NICYEHHE,

Jlo3it, HaAXBLPIAINE HPENOPLUHTEHHUTE 32 OT/ISIHHTE HHAMKALMH WM He CA TTOKA3ATH NO-ToNAMa
e(MKacHOCT, WM He ca GWIIH NpoyYBanH. 3aToBa:

Ho3ara 3a ocreoaprpaT He TpaGBa Aa HagBMINABa 60 Mg AHEBHO.

JlozaTa 3a peBMaToHIeH apTPHT ¥ AHKHNO3HPALL CTIOHTMANT He TPAOBA Aa HAABHINABa 90 mg THEBHO.
Jlo3ara 3a OCTBp 1ONArPO3eH apTPHT He TpsGBa Aa HaIBHIIABa 120 Mg QHEBHO, KATO JCUCHHETO Ce
OI'paHHYaBa MaKCHMYM A0 8 JTHH.

Ho3ara 3a nocronepatneaa ciiKa oNka cnex JeHTalHa onepalus He TpEOBa Ja HaZBHINARA 90 mg
AHEBHO, OTPaHHYCHO MaKCHMYM A0 3 HH.

Cnenyanyy momyJIamny

llayuenmu 6 cmapyecka evspacm:
He ce Hanara kopurupase Ha 103aTa NpH NAUHEHTH B CTapuecka Be3pacT. KakTo IpH APYTH JAeKapcTea
[IPHIOKEHUETO TIPH NAIHEHTH B CTAPYECKA BBb3PACT C/1e/IBa []a CTaBa BHHMATEIHO (BXK. TOYKa 4.4).

Hayuenmu ¢ 4epnodpobno yepexcoane:
HezaBicumo oT HHAMKALMATA NIPH NALHEHTHTE C IEKA CTETICH Ha YePHOAPOGHO YBPEekaaH
HHIEKC 5-6) He Tpa6Ba Aa ce HAaNBHLIABA 1034 OT 60 Mg BEOHDBXK HA AeH. ITpn maumesTHTE
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CTeMneH Ha HepHoApobHo yspexaaHe (Child-Pugh unaexc 7-9), He3aBHCHMO OT HHAHKALMATA, 7033Ta OT
30 mg BeAHb:X HEBHO He TPAOBA Aa ce HAAXBBPIA.

KitHuYHHAT ONHT € orpaHnyen, 0cofeHo NPH NALMEHTH ¢ YMEpeHa CTeNeH Ha H4epPHOAPOOHO yBpeKAaHe
H 33TOBA & HEOOXO/IMMO BHHMaHHe. Homa KIIHHUYEH OTIHT NpH MALMEHTH ¢ TeKKa YepHOAPOOHa
nepocrareiHocT (Child-Pugh unneke >10), 3aT0Ba NPUAraHETo HA IEKAPCTBOTO B TAKKBA CIIYYAH €
IPOTHBONIOKA3aHO (BXK. TOYKH 4.3, 4.4 m 5.2).

Ilayuenmu c 6vbpeunc yapeacdane:

He ce Hamara kopurapane Ha 103aTa NpH NAOMEHTH © KPEaTHHHHOR KIHPBHC >30 ml /min (BX. Touka
5.2). M3nom3BsaneTo Ha eTOPHKOKCHE [IPH NAUMEHTH ¢ KpeaTHHHHOB KIMpBHE <30 ml/min e
NIPOTHBOIOKA3aHO (BXK. TOUKH 4.3 u 4.4).

Heduamptuna nonyrayus

Eropuxokcnt e nmpotusonokasan 3a ynorpeGa npu aena v oHOWH Noj 16 roauu (six. Touka 4.3).

Hauwun Ha npunoxenue:

Eropucras e npeanasnayen 3a nepopanso npunoxenue. Moxe Ja ce ipHema Ha TIaJHO WIH 10 BpEME Ha
xpanene. EdexTsT Ha nexapcTenns mpoayKT Moxe Aa HACTBIM MO-6Bp30, korato ETopucTaj ce npHema
Ha raanio. Tosa Tpa6a fa ce HMa MPeaBHL, KOraTo € HeoGXOAMMO Jia C8 IOCTHIHE Gbp30 [IOBIHABAHE Ha
CHMITOMATHKATA.

4.3 IIpoTrHBONOKA3ZaHHA

— CBPBXYYBCTBHTENHOCT KBM AKTHBHOTO BEIIECTBO HJTH KbM HAKOE OT IOMOIIHHTE BEILECTRA,
u3bpoeHH B TOuKa 6.1;

— @KTHBHA IENTHYHA A3BA WIH KBPBEHE OT racTpo-HHTecTHHANHHA (') Tpakr;

— MAlHCHTH, KOMTO CAEJ] MPHEM Ha aneTHAcATHIHNoBa kicennna wid HCIIBC, skmountenuo COX-
2 (uarnookcurenasa-2) HHXHGHTODH ca NIPOIBABAT OPOHXOCTAZHM, OCTHP PHHRT, HOCHH MOJIHIH,
AHTHOHEBPOTHYCH €IeM, YPTHKAPHA HITH IPYTH anepriHiHd Peakiui;

OpeMeHHOCT H KbpMeHe (BK. Touky 4.6 n 5.3).

TEXKO HApYIIeHHE Ha YepHoapobHaTa PyHKIMA (cepymen anOymun < 25 g/l win uuaexc Ha Child -
Pugh> 10y,

— NAOWCHTH C KPEaTHHAHOB KNupBHE < 30 ml/min;

Aelia ¥ WoHOWH nojt 16 roguuHa sb3pact;

BE3NATHTEIHH 3a00/ABaHHA Ha YepBara;

— 3acToHHa capieuHa Hepoctareunoct (II-IV knac mo NYHA);

NALUEHTH C XHIEPTOHHA, HHSTO KPBBHO HAnAraHe ¢ TpafiHo yBemmveHo nax 140/90 mmHg 1 He e
afeKpaTHO KOHTPONHPAHO;

— YCTaHOBeHa HCXeMu4Ha DonecT Ha ¢bpleTo, neprdepHa apTepHanga GoJeCT H/HIH MO3LYHO-

cpaoBa Gonect

!

44 CrenHaTHH Dpegynpex/eHns H NPeANAIHN MEPKH NPH ynoTpeGa
Cmomauino-upegru eexmu

[Ipu nauEeHTy, nexysany ¢ eTopuxokenb, ca Ginv HabmonaBaHn YCIOXKHEHNS Ha FOPHUTE OTAENH H
CTOMAUTHO-YPEBHHA TpakT (Nepdopauyy, A38H HIK KbPBEHe), KATO HAKOH OT TAX ca 6WiH ¢ dat;
u3X0/1. BHHMaTenHo TpafBa Aa ce No/X0xAa [IPM JieYeHHe Ha NALMENTH C BUCOK PHCK OT pa3
CTOMAWIHO-YPEBAN ycnoxneHda o1 HCIIBC: manueHTH B cTapyecka BB3pAacT, NAlHEHTH, Y




exHoBpeMeHHo apyro HCIIBC unu auethicanniunoba KAceNnHHa WK NAUUEHTH C aHAMHE3 33
CTOMAIIHO-YPEBHO 3a004BaHe KaTo 43Ba H KbPBEHE OT CTOMALIHO-YPEBHHS TPAKT.

Ilpu enHOBpEMEHHO NeueHHe ¢ AeTHICATHLMIO0BA KHCENMHA (IOPH H B HUCKH JI03#) H €TOPHKOKCHO
ChINECTBYBA AOTBIHHTENHO YBECIHYABAHE Ha PHCKA OT CTOMAITHO-YPERHH HEXKeITaHH peakiyH 3a
€TOPHKOKCHO (CTOMALIHO-UPEBHA A3Ba HIIH APYTM CTOMALIHO-YPEBHH YCIOKHEHHA).

3HaYNTETHA PA3NIHKA TIO OTHOILIEHHE HA IACTPO-MHTECTHHANHATA 5e30NacHOCT MeXay celeKTHRHM COX-
2 nHXHOUTOPH + aueTHICATHIMIORA KHcenuHa cnpamMo HCTIBC + aneTHncalHIHIoBa KHCEHHA HE €
ACMOHCTPHPaHA B IBITOCPOYHH KIHHHYHH NpoyUuBaHus (Bx. Touka 5.1).

Cuvpoeuno-cvoosu edhexmu

KnuHE4HM npoyYBaHus Npenonarar, 4e TeKAPCTBEHUs Kac Ha cenekTHBHATe COX-2 HEXHOHTOPH,
Moxe ia Objie cBEp3aH ¢ PHCK OT TPOMGOTHYHH MHLKAEHTH (0cobeHo MHOKapaeH HudapkT (MH) 1
HHCYIIT), B CpaBHeHHe ¢ nnalebo ¥ Hakou HCTIBC.

Tt kaTo CHPAEYHO-CHAOBHTE PHCKOBE HA ETOPHKOKCHG MOTAT Jia HAPACTHAT C J03aTa H
NPOOBJDKHTEIIHOCTTA Ha MpHJIaraHe, TpﬂﬁBa Ja ce H3MOM3RAT Bh3MOKHO Haii-HUCKaTa e(l)el(THBHa AHCBHA
71032 33 Hali-KpaTbK MepHoA 0T Bpeme. HeoGXoOMMOCTTa HA nalKeHTa 0T CHMITOMATHYHO 06GIeKIeHHE H
OTrOBOpa KbM JISYEHHETO TPAGBA J1a GBAAT OLIeHABAHH TIEPHOAMHHO, 0CODEHO [PH NALMEHTH €
OCTEe0apTPHT (Bxk. Touka 4.2, 4.3, 4.8 u 5.1),

[launenTs ¢be 3HAYHMH PHCKOBH GaKTOPH 3a CHPASYHO-CBAOBH ChOHTHS (HATPUMED XHICPTOHHS,
XHNEepIHNeHMHA, 3axapeH AHa0eT, TIOTIHONYILeHe ) TPAOBA Ja ObuatT neKyBaHH ¢ €TOPUKOKCHE camo
Chnes BHHMATETHA fpeueHKa (BxX. Touka 5.1).

CenexruBuuTe COX-2 HEXHOHTOPH He 3aMECTBAT alleTHICATHIIMIOBATA KMCEIWHA 3a MPOPHIAKTHKA Ha
CHPAEYHO-CBA0BH TpoMOoemOouyny 3a6oNgBaHHs MOPA/I¥ JIKICATA HA AHTHArPEranTHH edekTH. ETo
3all10, aHTHATPEraHTHOTO Je4YeHHE He TPA6Ba 1a Oboe NpekbeBaHo (BK. ToUKa 5.1).

Eexmu svpxy vbpeyume

b1Opeynure npocTarnaHaMAN MOXeE [1a HMAT BRXKHA PO/ B MOAXbPKAHETO HA GBOpeuHaTa nepdysus.
3ar0Ba IpH HAMYHETO HA KOMNpoMeTHpaHa 6b0pevna nepdy3ud, NPANIAraHeTO HA ETOPHKOKCHE MOXe fa
NPEAN3BHKR2 BTOPHYHO, IOCPEACTBOM HAMAaNABAaHE HAa NMPOH3BOJCTBOTO Ha MPOCTarNIaHAWHH, peyliHpaHe
Ha 6b0pevHus KPEBOTOK H yBpex/laHe Ha Gp0peunaTa ¢ynxums. [lauuenTHTe ¢ Hali-BHCOK PHCK B TOBa
OTHOLIEHHE Ca T¢3H, KOMTO HMAT NPEX0kKAIN0 3HAYHMO YBpekiane Ha On0peyHaTta $hyHkums,
HEKOMIIEHCHEPaHa ChplieYHa HEIOCTATLYHOCT HITH UHpo3a. [IpH TakMBa NaliHeHTH CIeBa fa ce HMa
NpeABHA MOHHTOPHpaHeTo Ha ObOpeunaTa dynkius.

3adpvocka HQ MEYHOCMU, OMOK U XUREPMOHUA
KaxTo n npu apyry exapeTBa, HHXHOHpALWIHM TPOCTAIVIAHAMHOBATA CHHTE3a, IPH MALHEHTH, B3eMaiH
E€TOPHKOKCHO, € BB3MOMKHA 3a/[PHKKA HA TEYHOCTH W 0SB4 HA OTOLIH.

Bewuxn HCTIBC, BrmodnTeNHO €TOPHKOKCHE MOKe Aa CE CBBPIKAT ¢ HOBOIOABHIIA CE HIH PEKYPEeHTHA
3aCTO#HHA CbPAEYHA HEAOCTATBYHOCT. 3a HHQOPMALIHS OTHOCHO ONpeAENAHMA OT JI03aTa OTrOBOP NpH
eTOpPHKOKCHO BEDKTE ToYKa 5.1. BAEMaTenHo Tpa6Ba Ja ce mOAX0%/1a KbM IALMEHTHTE ¢ AHAMHE?A 33
CbpACYHA HEJOCTATEYROCT, IEBOKAMEPHA AHCOYHKIUHS, XHICPTOHHS, KAKTO H KBM MalMEHTH ¢
IpeAXOHAALL OTOK N0 APYrH NPHYHHH. AKO HMa KIIHHMYHH JaHHM 33 BJIOIIABAHE HAa CHCTOSH

ETOPHKOKCHO.




Eropuxokcub modxke 1a Obe cBbp3aH ¢ NPosiBa Ha MO-4ecTa H TeKKa XUIEPTOHHA B CPABHEHHE © JPYIH
HCTIBC u cenextean COX-2 uHXHGUTOPH, 0COBEHO BbB BHCOKH JI03H. [Topamy TOBa XHIIEPTOHHATA
TpabBa fa 6bae KOHTPONHpaHa [peaH NEYEHHETO ¢ CTOPHKOKCHG U TpabBa Aa ce 06bpHE 0co6eHO
BHHUMAHHE Ha TIPOCTIE/BAHE HA KPBBHOTO HASMIAaHE MO BpeMe Ha JTEUSHHETO € eTopukokcHb. KpbBHOTO
HaJIAraHe cie/iga Aa 6bae KOHTPOIHPAHO 10 JBE CEAMHMIH OT 3aII0YBAHE HA JIEYEHHETO H NIEPHOAHYHO
cae T0BA. AKO KPbBHOTO Ha/AraHe 3HAYHTETHO ce MOBMIIK TPAGBa Ja Ce NOMHCTIH 33 ANTEePHATHRHO
JeYeHHe.

Egexmu evpxy vepnus 0pob

IloBrmaBate ra ananuH amuHOTpaHchepasata (ALT) w/unu acnaprat amuaoTpancdepasara (AST)
(MpUOMH3UTENHO TPH WM NOBEYe IFTH HAJ rOPHATA HOPMAJIHA TpaHuIa) ¢ 610 HabmogapaHo okono 1%
OT RAlLHEHTHTE B KITHHHYHHTE [IPOYYBAHUSA, KOHTO Ca JIEKYBaHH ¢ €TOPHKOKCHO Ko | roguua npu no3a 60
4 90 mg AHeBHO.

[TauueHTHTe CBC CUMNTOMH H/HIH NPH3HALM 33 YepHOAPOOHA JMChYHKIHS MM Te3H, IPH KOHTO €
HAJIHUE NATONOTHYEH TECT 3a OLeHKa Ha YepHoapobHaTta dynkums, cnensa aa 65AaT MOHHTOPHPAHH. AKO
Ce HabJII/ABAT NPU3HALM Ha HepHOAPOOHA HeOCTATEYHOCT MITH IEPCHCTHPAT MATONOTHUHH ey ITaTH
0T 4epHOAPOOHHTE TECTORE (TPH WBHTH HaJ HOPMATHATA FOPHA FPAHHMLA), IEYEHHETO C ETOPHKOKCHO
TpaOBa Aa ce MpeKpaTH.

Obuu edhexmu

AKO 110 BpeME Ha JIeHeHHE ce Blomar GpyHKIHUTEe HA KOATO H j1a € OPTaHHA CHCTEMa, OIHCAHH TI0-TOpe,
TpaGea Aa ObmaT NpennpHeTH TOAXOANM MEPKH H A4 ce oGMUCITH NpeKpaTiBaHe Ha TEUCHHETO C
eToprkokcu6. Tpabea ma ce ochIecTBABA a€KBATHO MEAHLMACKO HAOIIIOAEHAE TIO BpEeMe Ha
ITPOBEIKIAHETO HA JISYEHHE C CTOpHKOKCH6 Ha MaUHCHTH B CTAPYCCKA BE3PACT H TAKHUBA ¢ HAJTHYHA
0B6peuHa, YepHOAPOGHA WITH ChpAcUHA JUChYHKIHS.

MHoro paako ca chobIaBaHK CEPHOSHA KOXKHH PEAKiHM, HAKOH OT KOHTO (aTanHu, BKIHOYHTENHO
ekcOnHATHBEH AEPMATHT, CHHIPOM Ha Stevens-Johnson 1 TOKCHYHA €NHI€pMa/lHa HEKPONH3a, BHE
Bpb3Ka ¢ Ynorpebara ua eropuxokent (Bx. Touka 4.8). TlanueHTuTe Ca H3NOXKEHH HA HAM-BHCOK PHCK OT
TAKHBA PEAKLUHH B HAYANIOTO H4 JISYESHHETO, NOABATa HA PeaKLHiTa B IOBSUETO Ciy4aH ce Habmogasa
npe3 NbPBHA Mecell OT JieyeHHeTo. [IpH nanueHTH, NoNyYaBally eTOPUKOKCHE, MMa ChOOILEHNS 3a
CEPHO3HH PEAKLHH Ha CBPBXYYBCTBHTENHOCT (aHadHIIakchs U aHTHOeAeM) (BK. Touka 4.8). [Tpu
NALHEHTH C aHAMHE3a 33 AIEPTHA KbM CY/IhOHaAMMAN HIH ANEPris KbM BCAKO APYIO JIEKAPCTBO MOKE 114
ChIIIECTBYBA NI0-BHCOK PHCK OT CEPHO3HH KOXKHH PEaKLMH HITH PeakLHH Ha CBPBXYYBCTBUTEIHOCT (BXK.
To4Ka 4.3). Eropukokcu6 Tpabea na Gbae cripsH Npy MEPRATa [10ABA HA KOXEH OGPUB, THTIABHYHM JIE3HH
H/IH BCAKA JIPYra IposBa Ha CBPBXYYBCTBHTEIHOCT.

Etopukokcu® moxe na samackupa GeOPHIHTET HIH APYTH NPOABH HA Bh3IIAJIEHUE.

IIpn nauMeHTH Ha CHIBTCTRAIIO AeYeHne ¢ BapdapuH ca Habn0jaABaHH CEPHO3HHM KPBBOH3IHEH.
HeofxoanMo e nosuineHo BHWMaHAE NIpH KOMOMHNpAHE Ha €TOPHKOKCHO ¢ Bap(hapHH H APYFH
NnepopasHH aHTHKOATYIAHTH {BK. TouKa 4.5).

Mznonssanero Ha eTopuKokcHO, MOKoOHO Ha JPYI'W JIEKApCTBEHH NPOAYKTH, KOMTO TIOTHCKAT
LMKIIOOKCHI€Ha3aTa / MpOCTarNaHIMHOBATA CHHTE3a, He Ce TIPEeNopbuBa IIPH KEHH, KOUTO Ce ONHTBAT Ja
3abpemeHenT (BX, Touka 4.6, 5.1 w 5.3).

HoMOIIHH BeecTBa
HMakTo3a




[TauHeHTH ¢ PefKY HACTEACTBEHH NPOONEMH Ha HEMOHOCKHMOCT KbM TANaKTO3a, THJeH NaKTales aeduumns
HNH TIOKO030-TaZ1aKTo3Ha ManabcopOuus He Tpabea Aa npHEMAT TOBA IEKAPCTRO.

Harpuii
‘To3u eKapcTBCH NPOAYKT ChABPiKA NMO-MaNko oT 1 mmol Hatpuii (23 mg) na Tabnetka, T.e. MOXe /13 ce
Ka¥e, 4e MPaKTHYECKH HE ChABPXA HaTpuil.

4.5 BsaumopeiicTrAE ¢ APYIH AeKaAPCTBEHY NPOSYKTH H APYrE HoPMH na BIanmMoehcTRHE
Dapmaxodouriamuyru ezaumodeticmeus

Hepopannu anmuxoazynanmu:

[Tpy maumenTH, cTabHIM3HPaHA Ha XPOHUYHO JieveHHe ¢ sapdapuy, npuiaraneto Ha 120 mg
eTOpHKOKCHO e cBbp3aHo ¢ 13% yBenuuenue Ha INR (MexyHapoeH HOPMATH3HPAH KOeQHIHEHT ) H Ha
NPOTPOMOMHOBOTO BpeME. 3aTOBA NIPH MAHEHTH, MONy4YaBallli aHTHKOATYIaBTH, € HeoOX0nHMO
CTPHKTHO Mpoc/easpaHe 110 OTHOLIEHHE HA IPOTPOMOHHOBOTO BpeMe/MexX Iy HapOAeH HOPMalH3HpaH
xoeuurent (INR), ocobeHo npes mbpBuTE JHH OT 3aM0YBaHE Ha JIEYEHHETO ¢ ETOPHKOKCHO HITH
IPOMAHA B J03aTa HA eTOPHKOKCHD (BK. TOouka 4.4).

Huypemuyu, AIIRA, ACE unxubumopu

HCTIBC morar aa HamManaT edekTa Ha AMYPETHUM H aHTMXHITEPTEH3UBHY NIEKAPCTBEHH NPOIYKTH.

[Tpu HAKOM MAUKEHTH ¢ KOMIpoMeTHpaHa 6x0peuHa dyHKuNA (Hanp. AeXUApATHPAHH MAMEHTH,
NalLKEeHTH Ha AHYPETHYHO JICUEHHE HIH MAHEHTH B CTapYecka BB3PAcT), eAHOBPEMEHHOTO HAMTOA3BAHE
Ha ACE uBxnbuTOpH HIH arrHoTeH3uH [1 peLenTopH aHTarOHUCTH, KOMTO HHXAOHpAT
TMHKJICOKCHTEH3aTA MOKE [a NPEAW3RBHKA JONBIHUTENHO BiIolilaBane Ha Ob0peunaTa (hyHKIHA,
BKJIDHUHTEITHC PA3BHTHE Ha ocTpa OROpeyna HeNOCTATEYHOCT, KOETO 00HKHOREHO € o0parumMo. Tosu (akr
TpaOBa 1a ce MMa NPEABUA IIPH TTALIHEHTH, KOMTO TIPHEMAT eTHOBPEMEHHO eTopukokcd u ACE
UHXHOHTOPH WnH aHrHoTeHs3uH II aHrarcuHeTn. [lopaau Tora Tazn komMGuHanus Tpsabea fa ce apunara
BHHMMATEITHO, 0CO0EHO NPH NMO-BB3PACTHH NAUHEHTH. [TanHeHTHTe TpAOBa Aa 6BAAT ANEKBATHO
XHJPATHPAHH H Aa C¢ HMa MPCIBU NpocieaaBaHe Ha OrOpeuHarTa GyHKIHS clie) 3aN0YBaHEe HA
CBHIIBTCTBAIIATA TEPANHA H NEPHOIHYHO cIel TOBA.

Ayemuncanuyurosa xuceruna

Ilpu npoyysaHe Ha 3apaBH AOOPOBOILH ¢ MOCTHTHATO PABHOBECHO ChCTOAHME (steady state) eTopHKOKCHE
& 103a 120 mg penusk HA NeH He € TIORAMAT aHTHAFPEraTHaTa AKTUBHOCT HA alETHICANHIMIOBATA
KHcennHa (103a 81 mg BeAHBK Ha JieH).

Eropukoxcub Mosxke 1a ObJIe Npuaran ¢ HUCKH JI03H alETHICANMIIHAOBA KHCEMAA, HO HE € 3aMeCTHTEN
Ha aleTUICAIMLKIIOBATA KHCETHHA 34 LENNTE Ha ChpAeUHO-CEA0BaTa npodunakTika. KaxTo u npx
apyrute HCTIBC, npencraBennTe NpoydYBaHHs MOKA3BAT NOBMILEH PACK OT FacTPO-HHTECTHHATHH
Pa3sA3BAEAHHA H APYTH [aCTPO-BHTECTUHANHH YCJIOXKHEHHS NPY eJHOBPEMEHHOTO IPHIOKEHHE Ha
€TOPHKOKCHO M ALETHICATHIIHIIOBA KHCENHHA B HACKH J03H B CPABHEHHE ChC CAMOCTOATENHOTO MY
TipwiokeHKe (B Toqka 3.1).He ce npenopbiBa e1HOBpEMEHHOTO PHIIAraHe Ha ETOPHKOKCHE ¢ no-
BHCOKH OT NIOCOYEHHTE 32 MPOHIAKTHKA HA ChPASHHO-CHA0BH HHUMAEHTH J03H Alle THICATHIIHIOBA
KucenuHa, kakro | ¢ Apyrda HCTIBC (swxk Touxn 5.1 u 4.4).

Luxnocnopun u maxporumyce;
Borpexs, 9e ToBa B3auMOJCHCTBHE ¢ eTOPHKOKCHG He € Ipoy4dBaHo, TIPeAnoara ce, 4¢ ¢/IHOBpeM
npunioxenue Ha HCIIBC n LHKTOCHOPHH HITH TaKPOJIMMYC YBEIH4aBa HEPPOTOKCHUHHESA €
NeKapeTBa: UHKIOCHOPHH H TakponuMyc. [Ipu komGHHHpane Ha ¢TOPHKOKCHO M HAKOE O
Onbpeunara ¢gyHkius Tpabea aa 6bAe MOHHTOPHpAHA.




DApMAKOKUHEMUSHY B3AUMOOETICIMEUR

Eexmu na yerexoxcub evpxy papmaxorunemuxama na Opyzu rexapcmea

Jluruii: HCTIBC namanssar 6b6pednara ekckpellid Ha JIMTHIL, IOPAIH KOETO Ce yBeJIHYaBa a3MeHaTa
My koHUIeHTpauud. [1pu HeobxomumocT Tpatea na ce MOHHTOPHPA CTPHKTHO KOHUEHTPAIMATA HA JTHTHH B
KPEBTa H 1a C& aAalTHPA J03aT4 HA JTMTHS, JIOKATO CE NpHeMa Ta3d JIEKAPCTBEHA KOMOHHALMA, KAKTO H
npu cnyparero Ha HCTIBC,

MeroTpekcar: [lBe mMpoyyBaHMs ca MPOBEKARHH 3a HICIEABAHE HA ETOPHKOKCHO B mo3a 60, 90 win 120
mg ¢THH 0BT Ha JeH B IpOOBJDKEHHE Ha 7 AHH IIPH MaNHeHTH Ha N¢Y4eHHe C MCTOTpEKCAT B 103d OT 7,5 Ao
20 mg BeaHbX CCAMUYHO 3a JIEYEHHE HA peMaTouIeH apTpuT. ETopukokeut npu 103a or 60 1 90 mg He
€ okasas eeKT BBpXy [Uia3MeHaTa KOHUERTpalHA Ha MeTOTpeKcaT Wik Obp6pednns My knupbHe. B enHo
Npoy4YBaHe ETOPHKOKCHO B 1032 oT 120 mg He e uman edekr, Ho B APYTO NPOy4YBAHE NMpPH TA3H /1033 €
YBENHYHA NIa3MEHATa KOHUEHTpauuA Ha MeToTpekcar ¢ 28% H e HaManun 6B0peUHUAT KIHPBHC HA
meroTpekcar ¢ 13%. TpenoprHea ce MoHHTOpHpaHe Ha TokcHUHH edEKTH HAa METOTPEKCAT, KOTATO TOH ce
npHiara B KOMOHHALMS ¢ eTOPHKOKCHO.

Tepopanhn kontpanenTueu: [IpanaraseTo na 60 mg eTopHKOKCHO €HOBPEMEHHO ¢ [IepopasHH
KOHTPaUECNITHBH, CBARDKAIM 35 MHKporpama etaraecTpajmon (EE) 1 0,5 1o 1 mg nHopeTHHApOH B
NpOABIIKEHHE Ha 21 NHH, € YBeNHYHIIO NIOLITA TI0/] KPMBATA NIPH CTAaLMOHapHO cherosine AUC 0-24 h
2a EE ¢ 37%. lNpunaranero Ha Etopucran 120 mg cec chiua NIepOpAJIEH KOHTPALENITHB, €1HOBPEMEHHO
HIIA ¢ HHTEPBAT OT 12 4aca, e yBelHYHIIO ILUIOINTA [I07 KpHBaTa TIpH CTalMoRapHo cherosane AUC 0-24 h
3a EE ot 50 10 60%. ToBa ypenuuenne Ha konuentpauusta Ha EE cnenpa na c¢ uMa npeaBri, KOraTo ce
u30Hpa NepopaieH KOHTPALENTHB, KOHTO /14 Ce M3M0M3Ba 1O BpeMe Ha MPHJIATAHETO Ha eTOPHKOKCHG.
YBenuueHoTo Bb3zeficTrre Ha EE MoXe 1a OBHILK YECTOTATA Ha HEENAHNTE PEAKIIHH, CBbP3aHH C
NepopantuTe KOHTPAENTHBH (HATIPUMED NIPOABH HA BEHO3HA TPoMOGEeMOO/IHA IPH PUCKOBH HEeHH).

XOpMOHO3aMECTHTENHA Teparua: [IPHIaraHeTo Ha ETOPHKOKCHS 34€ITHO ¢ XOPMOHO3aMecTHTeNHA
Tepanus, CbCTABEHA OT KOHKOTHPaHH ecTporerH (0,625 mg npeMapHH) B IPOALIKEHHE Ha 28 JHH, &
YBEIHYHU/IO IVIOINTA MO KPHBATa MPH CTAaUHOHAPHO cheTosHHe AUC 0-24 h Ha HEKOHIOTHpaHMs ECTPOH
{41%), exsinun (76%), n 17-B-ecrpapuon (22%). EdexTsT Ha npenopbunTeIHETE XPOHHYHK JO3H
eroprkoxcHO (30, 60 u 90 mg) He e 6un npoyues. Inomure nojy kpusara AUC 0-24 h na Te3u
€CTPOrCHHH CHCTaBKH Ha IIpeMapyH pH ¢IHOBPEMEHHOTO MY IIPHJIAraHe ¢ ETOPHKOKCHE ca Guiu no-
MAJIKO OT NOJIOBHHATA, B CPABHEHHE ¢ TE3H NPH CAMOCTOATENHOTO NMpHiarane Ha [IpeMapyH u
yBenu4apaHe Ha Aoszata My ot 0,625 mg na 1,25 mg. Kn#HHuHOTO 3HAYEHHE HA Te3H YBENHUYEHHA HE €
H3BECTHO H MO-BHCOKM 103H Ha [IpemapiH e ca OHIH MpoyuBaHH B KOMOHHANHA ¢ eTOpHKokcHO. Tesu
IIOBHIIEHHA HA €CTPOICHHATA KOHLUEHTPaLHs TpAOBa Ja ce MMaT Npe/IBHA IpH H300pa Ha XOPMOHAIHA
Tepanus el MEHONay3aTa, MPH NpHIaraHe 38¢AH0 ¢ ETOPUKOKCHE, 3al0TO CKCIIO3UIUATA HA YBENHYEHH
HHBA Ha €CTPOI€H MOFaT Jla yBelW4aT PHCKA OT HeXeNaHH PeaklliH, CBBP3aHH ¢ XOPMOHO3aMECTHTENHA
TEPATIHA.

Ipepnuson /mpeannsonon: Criopea AaHHUTE OT NPOBEASHHUTE KIMHMYHH IPOYUYBAHHA 3 OLEHKA HA
NICKApCTBEHATE B3IAHMOJSHCTRUA, ETOPHKOKCHO HE € OKa3all KIIRHUYHO 3HAYHMO BE3ACHCTBHE BhPXY
(apmakoxvHeTHKATa HA NPEOHU3O0H /IPETHH30ONOH.

Huroxcuy: eTopukokcut & 103a 120 mg BeAHbK Ha AeH B NpoabkeHHe Ha 10 uu npu 31paBu
A0GPOBONIH HE € NPOMEHW IUIOWNTA MO KPHBATA NMPH cratnonapHo cecrosaue AUC 0-24 h wnu
6B6peyHo eMMMUEMpaHe Ha aurokcHH. Habnro/iasano e yeenmaenne Ha Cmax (MakcHManna
KOHLEHTPALH) 38 IMTOKCHE (mpubnnsutento 33%). Tosa yBenndeHHe HE € OT CHIIECTBEHO 3
NOBEYETO NalHeHTH. Bee nak mauueHTHTE, KOUTO Ca ¢ TIOBHLIEH PHCK 34 TUTOKCHHOBA WH
Tpsibea na 6BAAT npocHeAsBaNY 3a IPOABMTE HAa TAKABA HHTOKCHKALMA, KOTATO JBETE JIE,
ETOPHKOKCHG W JIMTOKCHH, Ce NPHJIAraT €IHOBPEMEHHO.
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Egpexm na emopuroxcub svpxy nexapcmeama, koumo ce memaboausupam upes cyigompancepazu

ETopukokcnb e naxubuTOp Ha cyndorpancdepasara B oBelmkas oprannysm, go-cneuuanuno SULTIEL u
€ yCTaHOBEHOQ, Y€ BOJH 10 NOBHIOABAHE HA CEPYMHATA KOHUEHTpalua Ha eTuHHiecTpaquona (EE).
HokonkoTo nosHanneTo 3a eeiTHTe BBPXY MHOKECTBOTO CyadoTpancdepazy Ha HACTOAMIHA STaN &
OrpaHHY€HO H KITHHHYHHTE NIOCHEANIH OT ICHCTBHETO Ha MHOXKECTBO JICKAPCTBA Ca HEMMBJIHH U
Tpoab/DKaBaT 1a GbaaT 00eKT Ha u3ceBane, TpsaGBa fa ce BHMMABa, KOTaTo eTOPHKOKCHG ce IpHara
€AHOBPEMEHHO C JIPYTH JICKAPCTBA, KOHTO Ce METabONH3NPaT IMaBHo 0T cysidotpancepasute (Harp.
NIepopanHy canbyTaMon H MHHOKCHAHIT).

Egpexm na emopuxoxcub svpxy aexapecmeama, xoumo ce mematGonusupam om CYP usoensumume

Bb3 0cHOBa Ha H3cneNBaHNS in Vitro, ETOPUKOKCHG He ce 0¥aKBa Aa HHXHGHpa LMTOXpoMHTe P450 (CYP)
1A2,2C9, 2C19, 2D6, 2E1 unu 3A4. B npoyusase NpH 37paBH Xopa, MPHIATaHeTo HA ETOPHKOKCHG B
so3a 120 mg HeBHO HE € A0BENO A0 MPOMAHA B AKTHBHOCTTA Ha uepHoapobuus CYP3A4, ouenena upes
€PHTPOMHLIMHOBHA JUXATEIEH TECT.

Egpexm na Opyeu rexapcmsa evpxy hapmaxoxunemukama na emopukoxcub

OCHOBHHAT bT Ha MeTabONH3HpaHe Ha eTopHKokcHO ¢ 3aBucuM oT CYP enznmute. CYP3A4 marnexaa
BIHAE BEPXY MeTab0NH3Ma Ha eTOPHKOKCHO in vivo. In vitro npoyusanus nokazpar, ye CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 ¢uuio MoraT aa KaTalIH3HpaT OCHORHUTE MpouecH, HO TOYHA
KOJIMYECTBEeHA OLiEHKA Ha ChY4acTHETO HM He € POBEX/IaHa B yCIOBHA in vive.

Keroxonazon: Kerokonasonst € Moinen uuxuburop Ha CYP3A4. B 103a 400 mg BEAHEX Ha JIeH B
npoawmKeHue Ha 11 HE NpH 3/1paBy NOOPOROIITH HE POMEHS KIMHHYHO 3HAYHMO (apMaKoKHHETHKATA
Ha €TOPHKOKCHO NpH eIHOKpaTHA fo3a oT 60 mg (43% yesennuenne na AUC),

BopukoHason n Muxonasoln: EqHOBPEMEHHOTO NPHIIOKEHHE HA IEPOPATIEH BOPHKOHA30] HITH IOKATeH
MUKOHA30J1 nepopaneH el (MOIHH HHXHOuTOpH Ha CYP3A4) ¢ eTopuKOKCHO BOH 10 IEKO NOBHIIIABAHE
Ha eKCNO3HUHATA HA eTOPHKOKCHO, 6e3 TORa fa ce cuMTa 33 KNMHAYHO 3HAYHMO HA 0a3a Ha
nyOINKYyBaHHTE JAHHH.

Pudamnuuun: ExHoBpeMeHHOTO NpHIarane Ha eTOPHKOKCHE M prd)aMIHLKH (MOLIEH HHAyKTOp Ha CYP
SH3MMHTE) BOAHM /10 HAMAIABAHE Ha IUIA3MEHHTE KOHLUEHTPALHH Ha eTOPHKOKCHD ¢ 65%. Tora Moxe fa
JOBERE IO PELMANBHDAHE HA CHMINTOMATHKATA, 33 KOATO ce IpHnara eropukokcHb. Toil kato Toea
Npelonara yeenH4agate Ha fo3aTa Ha IEKapCTBOTO, CAEHBA 1a ce OTOENEXKH, Ye He ¢a APOYYSHH J03H Ha
€TOPHKOKCHO, IO-BACOKH OT NIOCOYEHHTE 33 BCAKA HHAMKALHS, KOTATO e NPHIIara eTHOBPEMEHHO ¢
pupamnuums. ITo Ta3k NpHYHHA He ce PenopLYBAT NO-BHCOKM JI03H (BIDK Touka 4.2).

AHTHAUAIH: AHTHALMATE HE BIMAAT BBPXY (HapMAKOKHHETHKATA HA ETOPHKOKCHO B KIHHMYHO 3HAYMMA
CTereH.

4.6 @epTRIHTeT, GPEMEHHOCT B KbPMeEHE

BpemenHOCT
HsiMa KIHHAYHK JaHHY 32 BTMAHHETO HA €TOPHKOKCHG Mo Bpeme Ha GpeMenHocT. [IpoydBaHuaTa NpH
KHBOTHH (IUTHXOBE U 3afillH) ca YCTAHOBIIIH PENPOIYKTHBHA TOKCHYHOCT (BXK. To9Ka 5.3).
ToTeHuuanuuaT pHck 1o BpeMe Ha GPEMEHHOCT NPH X0pa & HeH3BecTeH. Eropukokcub, ka
JIeKapcTREHH NPOXYKTH, KOHTO HHXHOMpPAT CHHTE3a HA POCTArTIAHHH, MOXKeE J1a TTPEH3B
cMadoCT 1 NpeXAEBPEMEHHO 3aTBApAHE Ha OYKTYC aprepHosyc (Boranosns IPOTOK) Npe




TPHMECTBP. ETOpHKOKCHE e MPOTHRONIOKA3€eH 3a NPHIIAraHe N0 BpeMe Ha GpeMeHHoCT (BXK. Touka 4.3).
Ipu 3abpemensiBane no Bpeme Ha NedeHHe, IPHEMBT Ha ETOPUKOKCHG TpA6Ba Ia 6bae MpexpaTeH.

Kspmene

ETopukokcu® ce ekcKpeTHpa B MIBIKOTO Ha TUIBXOBE B KOHUEHTpALMK, moJoGHH Ha Te3n B niazMara. He e
H3BECTHO JJAIH eTOPHKOKCHD C€ OTHENs B HOBEIIKATA KbpMa. JKeHH, KOUTO PHEMAT €TOPHKOKCHO, HE
TpsOBa a KepMAT (BXK. Touky 4.3 u 5.3).

DepTHIUTET
YnotpeGata Ha eTOPHKOKCHG, KAKTO H Ha BCAKO JIPYTO BEIIECTBO, 3 KOSTO €& H3BECTHO, Ue HHXuGHpa
COX-2, He ce TIpenopryuBa MpH XEHH, ONUTBAILY Ce /ia 3a6PEMEHEAT.

4.7 EdexTn pbpxy cnocoGHOCTTa 3a modHpane A padoTa ¢ MALIAHA
[TauHEHTH, KOHTO YCeInaT 3aMasHOCT, CBETORBPTEXK HIH CHHIHBOCT, JOKATO IIPHEMAT eTOPHKOKCHD,
TpaA0Ba Aa u3bArear Ja wodupaT WK Ja pabOTAT ¢ MANIHHA.

4.8 Hexenand JeKapcTBeHH peaKmuu

Pesrome na npoduia Ha Gezomackocr

B w1MHu4HE NpoyyBaHus, 6€30I1aCHOCTTA OT IPHIIATAHETO HA eTOpHKOKCHG ¢ Gua onerena npu 7152
AYUIH, BIIOYHTEIHO 4614 MaNHeHTH ¢ 0CTE0apTPHT, PeBMATOHICH apTPHT, XPOHHYHA GOJIKA B KPLCTA
WM aHKHJIO3HPALL CTIOHAUIHT (MpHOAR3HTeNHO 600 NalKEHTH ¢ 0CTCOAPTPHT HIH PEBMATOHAEH APTPHT
ca OUNH fIEKYBaHH B IPOABIIKEHUE HA MHHHMYM €1Ha TOJHHA).

lIpH xnMHUYHETE POYHBaHHA, NPodHIa Ha HEXENAHHTE PEAKLHH € GHIT CXOCH NPH MALHUEHTH ¢
octeoaprpur (OA) unH pesmaronien apTput (PA), lekyBaHH ¢ €TOPHKOKCHO B IIPOJBIKEHHE Ha €AHA
rOfiHHA HITH NIOBEYe.

Ipu KIHHHYHO NPOY4BaHE 32 OCTHP [OAArPO3SH APTPHT, NALIKEHTHTE ca GUIH NeKyBaHH cbe 120 mg
AHEBHA 1033, B IPONBIIKEHHE HA OCeM AuH. [IpoduntT Ha HEKENaHUTE peaklii NPy TOBA NPOYYBaHeE €
Oun B o61n nuHKK OMH3EK A0 TO3H, HAOMIO1ABAH NpH KoMGHHEpanuTe Npoy4sanns 3a OA, PA u Gonxa B
KpBCTa.

B nporpama 3a npociienspane Ha ChpfieuHO-ChA0BaTa 6€30NACHOCT ¢ 0G0BUISHA JaHHK OT TPH KIHHHYHH
H3NMUTBAHKA CIIPAMO AKTHBEH KOMMOHEHT, 17412 naunentn ¢ OA unu PA ca AeKyBaH# ¢ eTOPUKOKCHG
(60 mg unn 90 mg) npH cpexHa NPOALIKUTENHOCT Ha TeueHHeTo 18 Mecella. laHHuTe 32 G€30MacHOCT K
noApobdHOCTHTE 3a Ta3H MporpaMa ca peAcTaBeHH B Touka 5.1.

ITpo¢ueT na He30nacHOCT Ha HEXeNaHH PeakWHH [PpW KIHHHMHH IPOYYBAaHHS 33 OCTPa NIOCTONEPATHRHA
AcHTaNHa 6onKa cejl ONepanys, BKIIOYBAY 614 nauHeHTH, JIEKYBaHH ¢ €TOPHKOKCHO (90 mg u 120
mg), Karo uswio e nonoben Ha 1034, Chobmen npu npoyysanus 2a OA, PA u xponutina Gonka B fonsara
9acT Ha repda.

Tabnuuen cnucwLk Ha HEXETAHHTE PEAKLMH

[To BpeMe Ha KTMHMYHHTE H3MHTBAHKA Ca YCTAHOBEHH ClIeIHHTE HEXEIIAHH IEKAPCTBEHH PEaKLIHy ¢
4YeCTOTA [10-TOMNAMA OT Ta3H NpH HpUNaradeTo Ha naauedo npn nauments ¢ OA, PA, xponuvina Gonika B
KpbCTa HITH aHKHIIO3HPaL, CIIOHMITHT JIEKy BaHH ¢ eTopHkokcHO 60 mg wan 90 mg 1o npenopbuHTENHATA
Ao3a 3a CPOK Ha JleYenne fo 12 ceaMHUM, B npoy4BanusTa o nporpamMara MEDAL 3a cpok na neuenue
20 3'2rofHK, B KPATKOCPOYHH MPOYHBAHUA 33 CPOK Ha JeYeHHe 110 7 IHM 32 0cTpa Goska HilM B IepHoaa
cle mycKaHe Ha masapa (B Tabmana 1).
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Tabnuua 1

CrcreMo-0pranex
KJlac

Hexenanu peakuuu

Kareropus uectora

Hugpexyuu # | anBeoJapeH OCTeHT Yectn
unpecmayuu racTpOeHTEpUT, HHekUMH Ha ropHute | Hevectn
JUXATETHH [IBTHIILA, YpHHapHU
HHbEKIHH
Hapywenus #a | aHemHa  (MpeguMHO  CBbp3aHa ¢b¢ | Heuectn
Kpvema # | CTOMAINHO-YPEBHO KbPBEHE),
Aumprama cucmema | NeBKONIeHUs, TPOMOOLHTONEH S
Hapywenua Ha | CBPbXYYBCTBHTEIHOCT] Heuectn
UMYPHRHama cucmema | AATHOeneM PeAKH
(anadunaxruynn/anadunakTonIHA
peakHH, BRIKYHATENHO LIOK) §
Hapyruenua na €leM /3a/pLIKKA HA TEYHOCTH Yectn
Memadboruzma u YBEAHYCHHE HIM HAMalleHHe Ha aneTHTa, | Hedectn
Xpanenemo YBENHYECHHE Ha Terao0To
Hewxwuny TpesoxkHocT, gzenpecus, HamaneHa | Heuwectn
Hapyuienus BE3MIJKHOCT 33 YMCTReHa pabora,
XamonMHAIHHY T
Ob6bpkaHocT, Ge3N0KOHCTRO} Peaxu
Hapyvwenus Ha | 3amasHocT, rmapobonke YecTH
Heperama cucmema | Jlucreysud, OescoHue, Hedectn
NapecTe3H/XHNECTE3HA, CBHIHBOCT
Hapyuienus Ka | 3aMBIIIEHO 3pEeHHe, KOHKOHKTHBHT Heuectn
ovume
Hapywenun Ha | WIYM B YIINTE, CRBETOBBPTEX Heuvecrn
YXOMmo u nabupunma
Copoeunu Mannuraiyy, apHTMHSY
HapVIeHus Ipencepaso wmBxAEHe, Taxukapmus, | Heuectn
3acToliHa ChpuedHa HEJOCTATHYHOCT,
Hecneuuduuan npomenn B EKT,
CTEHOKApIHAY, MHOKAPACH HHpapkTE
Cvooeu napywienys | XWNEPTOHHA UecTu
3agepeiarane, MO3b4HO-cBA0RK | Heuectn
HHUMJISHTH}, [MpeXoiHa  HCXeMHuHa
araka, XHINepTOHHYHA KpH3af, BACKyIHTE
Pecnupamopnu, Oponxocnazemy Uecrn
POy # | Kamnnuua, AWcnnes, eNHCTAKCHC Heuectn
MEQUACMUHQAIHYU
HOpYWienun
Cmomawno-upeenu | Kopemna Gonka Mnoro yectn
Hapywenul 3anex, $narynennus, racTput, | Yectn
KHCEJIHHH /pedaykc, nuapus,
JUCTIETICHA/ENIUTacTpanen AHCKOMpopT,
rajicHe, NOBpblOaHe, e30garnT, A3BH B
crara
lNMoxysane Ha kopema, npomenu B | Hewectn

NCPHCTAITHKATA, CYXOTA4 B  YCTaTa,
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racTpoayoJieHanHa A3Ba, MNENTHYHH
A3BH, BKIIOYBaIH mepdopauun u
KBPBCHE oT CTOMAIIHO-YPCBHHA,

CUHAPOM Ha pPasApa3HEHOTO HEPBO,
NaHKPEaTHT?

Xenamo-6unuapnu Veennuenue Ha ALT, yBeandenue Ha | Yectn
HApYuienus AST
Xenaturt} Penxu
YepHoapobHa HeJOCTaTsYHOCT, | Penxu
FBATeHUNA]
Hapyuwienun Ha | EKXHMO3H Yectn
Koscama #| Oroxk Ha nHuero, copbew, o6pus, | Heuectn
NOOKONCHAMA epHTeMa}, YPTHKApHAL
mvKaH Canppom Ha CrupbHc-/IxoHcsH, | Peaku
TOKCHYHA CIIHAEPMAlHA REKpOJH3a,
HETIPOrPecHpaLl, JIeKapcTBeH 0OpHBE
Hapywenun Ha | MyckynHu KpaMnH fenasmy, | Hedectn
MYCKVAHO- Gonka/pHTHIHOCT Ha MYCKYNIaTypaTa
CKeAemHama
cucmema u
Credunumeniama
MbKaH
Hapywenus na | [lpoTerHypHd, NoBHIIEHHe HA cepyMHuA | HevecTn
Hubpeyume t | KpeaTHHHH, 650peuto
HUKOUHUME NbMUWA | BADYIIeHHEe/HENOCTAaTRMHOCT ¢ (Bk.
Toyka 4.4)
Obwu Hapywenus u | ACTeHHA /yMopa, rpunonogoduo | Yectn
eexmu Ha | CHCTOAHHE
MACMOmMO Ha | I'ppana Bonka Heuectn
HPpUNOoICERUE
H3cnenpaHus YBenmuyeHHe Ha ypesTa B KpbBTa, | Heuectn
YBENHUEHNE Ha kpeaTuHDOCPOKHHA3ATA,
XHIOEpKaTHeMus, VBEIMYEHHE Ha
NMHKOYHATA KHCETHHA
IonuxapaHe Ha HuBaTa Ha HaTpuii B | Peaxu

KpBBTa

*Kareropusa 4ecToTa: ehHHHpaHa 38 BceKd TEPMHH Ha HEXeNaHa PeakiMa 10 4eCTOTaTa, ChoOLIeHa B
6asara [aHHHM HA KIHHHYHHTE NPOYYBaHAA: MHOTO yecTH (>1/10), wectr (>1/100 go < 1/10), nevectH
(=1/1000 ao <1/100), penxu (>1/10 000 ao 1/1000), MuOro peaxu

(<1/10 000).

§ Tasu HexehaHa peakivs € HASHTHPHUIHPaHA Ipe3 MOCTMaPKETHHIOBOTO HabnoieHue. YecToTara Ha
HelHOTO chOOILABaHE € OLlcHeHa Ha 0a3aTa Ha HAH-BHCOKATA YeCTOTa, HAOMO1aBaHa B JAHHKUTE OT

KITHHHYHH H3MHTBaHHA, 00001eHH no HHAHKaMuA ¥ ofo0peda xo3a.

Kareropusra yecTora ,,peixi” € onpeneneHa cnopel prropoacTeoTo 3a Kpatka xap
npoxykra (KXIT) (peB.2, cenremepn 2009) Ha §a3a onpeaenenara ropna rpanuia Ha
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HHTEPBAN 3a () CLOHTHA, KATO ce HMa MIPEABHA 6pos yuacTHHLH, nekyBaHd ¢ Eropuctan, B ananimsa Ha
HaHHHTe 0T (asa I11, 06oBiuenu o A03a 1 WHAMKaLHA (n=15 470).

B CBpEXYyBCTBHTENHOCT BKIIOYBA TEPMHHHTE ,, aneprus”, ,, IeKapCTBEHA aNeprus”, ,, IeKapcTBeHa
CBPBXYBCTBUTENHOCT®, ,,CBPBXIYBCTBUTENHOCT, ,,HEYTOYHEHA CBPBXYYBCTBHTEIHOCT", ,, peakiHa Ha
CBPBXYYBCTBHTENIHOCT" ¥ HECMEUH(HYIHA aneprua.”

§Ha Gasa Ha aHaNH3H Ha IBNTOCPOYHH KIMHHYHH H3THTBAHKA C N1ALe60 K aKTHBHA KOHTPOIA,
cenekTuBHHTE COX-2 HHXMOUTOPH Ca CBBP3AHH C NOBHIIEH PHCK OT CEPUO3HH TPOMGOTHYHH
apTepHANHH CbOMTHS, BKIIOYUTENHO MUOKapeH HEhApKT H HHCYNT. [JoBHIIaBaHeTo HA aGCOMOTHASA
PHCK 32 TAKHBA CbOMTHS ¢ MAKO BEPOATHO Ja HanBuIuH 1% 3a rofiMHa Ha 623aTa HA CHLIECTRYBALIH
JaHEY (HeYecTH).

CrepHATe CePHO3HM HEXEaHH JIeKAPCTBEHH peakLMH ca GHiTH HabJoNaBaKH NpH ynotpebara na
HCTIBC n nopanu Topa He MOraT Aa ce M3KIIOYAT H 33 €TOPHKOKCHG: HePOTOKCHYHOCT BKITIOYHTENHO
HHTEPCTHUHANEH HEPPHT 1 HePOTHYEH CHHAPOM.

CrobIapane Ha OJO3MPAHN HEXENAHU peaKHu

Cro61maBaHeTo Ha NOAO3HPAHH HEXENAHH PEAKLIMM CITE]] PA3PEIABAHE 32 YHOTPeGa Ha NeKapCTBeHus
MpOAYKT € BaHO. ToBa no3ponsea Aa npoabkH HAOMIOLEHHETO HA CHOTHOLICHHETO NOJI3a/PHCK 32
TICKAPCTBEHHA MPOAYKT. OT MeIMUMHCKATE CIENHATHCTH Ce H3UCKBa a ChoGlaBaT Beaka Nojlo3HpaHa
HeXeJIaHA PeaKuHs upes:

H3npaHATENHA AreHNHES N0 leKapcTBaTa
yn. Jamau I'pyes” Ne 8

1303 Codma

Ten.: +359 2 8903417

yebcalT: www.bda.bg

4.9 Ilpexosmpane

Io Bpeme Ha KIMHMYHE NPOYYBaHHA €IHOKPATHOTO IPHIAraHe Ha 103a 110 500 mg eTOpHKOKCHE 1
HAKOJIKO 11031 A0 150 mg/nen B npoab/kenne Ha 21 JHA He ca NpUYHHAIH TokcHYeH edekT. HMa
ChOOIIEHHS 22 OCTPO NPENO3HPAHE HA ETOPMKOKCHD, Makap ue B IOBEYETO CIyYal He ¢ ChobaBa 3a
HexeNanu peakuy. Haii-uecTo nabnonasannTe HexXenaHn peakMy CLOTBETCTBAT Ha Mpoduaa Ha
6e3011aCHOCT Ha €TOPHKOKCHO (HAND. CTOMALUHO-YPEBHH TIPOARH, KapAHO-PEHATHH NPOABH).

B cnyuali Ha ipefo3supaHe € IOrMYHO Ja ¢e PHIOKAT OOHUANHATE 10T PIKAIIH MEPKH, HAIID.
OTCTPaHABaHEe HA Hepe3opOHpaHaTa 4acT OT CTOMALIHO-YPEBHHA TPAKT, KIHHHYHO POCIERABAHE,
CHMOTOMAaTHYHA TEPANEA H Apyra, aKko € HeoOXoauMma.

Etopukokcub He ce oTeTpanssa upes XeMOJMaNU3a; He ce 3Hae AalH eTOPHKOKCHE Moxe 1a GbIe
OTCTPAHEH 4pe3 NePUTOHEANHA ARAJIN3A.

5. ®APMAKOJIOTHYHH CBOWCTBA

5.1 dapmaxKoIRHAMHYHHE CBOHCTBA

®apMakoTepaneBTHYHA TPyIIa: NPOTHBOBB3NAIHTENHH H NPOTHROPEBMATHYHH TIPOAY
cpenctra, Kokcubu
ATC xon: M01AHOS
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MexannzeM Ha aelicTere .

Etopurokent e mepopanen cemextumen wHxuGutop ma umknookcurenasa-2 (COX-2) B paMKuTe Ha
KIMHHYHO H3TI0/I3BaHKA N030B uHTepBan. [lo BpeMe Ha KIMAWYHATE (hapMaKOIOTHYHH IPOYYRAHHAA € OHI
OTHETEH A03033BHCHM €()eKT Ha €TOPHKOKCHO Mo OTHOlIeHHe HAa MHXMOHpaneTo Ha COX-2, Ge3 aa ce
upxubupa COX-1 npu nosu 1o 150 mg puesHo. ETopukokcu6 He e WHXuGHMpan cHHTe3aTa Ha
MpOCTarTaHAMHH B CTOMAIIHATA JIMTABMLIA H HE € MOBIHAN (YHKIHATA HA TPOMOOLMTHTE.

DapmMakoAMHAMHYHH edeKTH

LlmknookcHrenasara e OTTOBOpHa 32 POH3BEKAAHETO HA MPOCTArNalkiH. 1103HATH ca [IBe H30CH3UMHH
thopmu, COX-1 u COX-2. COX-2 ¢ m3odopmata Ha eH3MUMA, KOATO HHIYLHPA NPOBBINATHTENHH
CTHMYIIH H 32 KOATO C€ TIPeAnoara, Ye € OCHOBHO OTTOBODHA 33 CHHTE3aTa Ha NPOCTAHOHHH MEIHATODH
Ha GonkaTta, BB3NANeHHeTo i Temneparypata. COX-2 yyacTBa ChbUIO H B OBYJALHATA, HMIUIAHTALIHATA W
3aTBApAHETO Ha [NYKTYC apTepHO3yc, perynaiuara Ha OwnOpeuHaTa (QyHKUMS W (YHKIMHTE Ha
HEHTPATHATA HEPBHA CHCTeMa (MOBHINEHHE Ha TeNecHaTa TEMMEpaTypa, Yceluawe 3a Gonka |
KOTHUTHBHATA (yHkuua). BL3MOXHO e Na urpae pons » NpH 3a3apaesBaHe Ha szeute. COX-2 e
HACHTAQHIIMPaHA B TBKAHHTE OKOJIO CTOMALUHH S3BH TIDH HOBEK, HO BPB3KATA My C M3NCKYBAHETO Ha
A3BHTE HE € YTOUYHEHO,

KnunuviHa edukacHocT H 6e30IacHOCT
EduxacHoct

llpu nauueHTH ¢ OCTEOBPTPHT, CTOPHKOKCHE B 033 60 mg eHH ITBT AHEBHO 3HAYMTENHO 06NEKYaBa
GonkaTa ¥ MOBHINABa OLEHKATA Ha TAIIHEHTA 33 CHCTOSHHETO Ha 33607ABaHeTo. Tesu OnaronpHATHH
edexrn ce HabmoaaBaT OT BTOPHA JIEH Ha JISYCHHETO H ce 3anassar 1o 52 cenmuu. ITpoyysanudra BBPXY
€TOPHKOKCHO 30 mg eauH T JAHEBHO NOKA3BaT epHKACHOCT MpeBh3X0xaAmA [wianebo 3a 12-ceaMuyen
IIEPHOA HA JIeYeHHe (IpH CXOJHA CHCTEMA 32 OLIEHKAa KaTo Mpoy4BaHMaTa no-rope). [Ipa mpoyueaHe c
Pa3IHYHH J03H eTopHKokcHO 60 mg naea 3HAYMTENHO N0-H3paszeHo nofeGpeHue oT 30 mg No oTHOIICHHE
Ha BCHYKH 3 BPBUHYHNA Kpaliun TOUkwM 3a nepHoA Ha Jedenue oT 6 ceamuuu. Josata ot 30 mg e e Ouna
NpOyYBaHA NPH OCTECOAPTPHT HA PHIIETE.

Ilpn manueHTHTe C peBMATOHIEH APTPHUT, ETOPHKOKCHG 90 Mg eIHH MbLT AHEBHO OCHIYPABA 3HATHTCIIHO
nonoGpeHne NO OTHOWICHHE Ha Ooika, BB3MANEHME W NOUBIXEOCT. Te3H OIarompHATHH eekTH ce
3anasBart 3a Uendd 12-cenMuUeH NepHos Ha ICUCHHE.

IIpn manHeHTHTe € MPHCTBI HAa OCTBP MOAAIPO3EH ApTPHT, €TOpHKOKCHG 1200 Mg eQuH OBLT JHEBHO 3a
[IepHoOJ| Ha REYEHHE OT OCEM JMHH, [IOTHCKA YMepeHa 10 CHNHA 00JKa H Bb3ajJeHHE Taka, KakTo
HHJOMeTaliHA 50 mg TpH MbTH AHeBHo. [ToTHcKaHe HA G0/KATA MMa HAa YETRBHPTHA HAC OT 3aNOYBAHE HA
TIEYEHHETO.

Ilpn mauMeHTH ¢ aHKWIO3HpALl CHOHAM/HT, eTOPHKOKCHO 90 mg BelHEHK MHEBHO NaBa 3HAYWTENHO
nonobpeHne No OTHOIEHHe Ha Oonka B rpsOHaka, BBLAMANEHHE, CKOBAHOCT H (JYHKUHOHAIHOCT.
Knunnguust edext oT npuioxennero Ha eToOpukoxkcu®6 ce HabM0AaRa Olle HA BTOPHA AEH OT 3aI04YBAHE
Ha JIeYeHHETO M CE 3ana3Ba [pe3 Neus Iepyol Ha TedeHHe 52 ceMHUIE.

Ilpy KIMHWYHM TpOY9BaHHMS OUEHABAINM IIOCTONEPATHBHA JEHTaNHa OoMka, eTopuKokcnf 90 mg e
npunaralH Be/iHbx AHEBHO 32 NEpPHOA IO TpH AHM. B moarpymaTta Ha maumeHTH ¢ yMepena 60iika B
Ha4anoTo, eTopukokcub 90 mg nokaspa cxoneH aHanreTHueH edekT ¢ To3n Ha HOYIpode
11 cpemty 16,39; P=0,722), u mo-cHllem oT To3u HA mapareTamol/konenH 600 mg
<0,001) u naauebo (6,84; P < 0,001), usmepeno xato obumo obnexueHne Ha GOJKAT:
(TOPARS). Yacrra naumments, coobimumd 3a ynmoTpeba Ha AOMBIHMTENHO JeK
nbpeuTe 24 Yaca 0T AosupaneTo, ca 40,8% 3a eroprkokcu® 90 mg, 25,5% 3a ubyn
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46,7% 3a napaueramon /kozenH 600 mg /60 mg Q6h B cpaBHeHHe cbc 76,2% za mnanebo. B Toea
Opoy4BaHe MEAHaHATA Ha HAYaJNOTO HA ACHCTBHETO (ocezaeMo ofmexyaBane Ha Donkara) Ha 90 mpg
eTOPHKOKCHD e 6una 28 MUHYTH crie/l NPUIOKEHHETO.

Be3onmacrocr

[Iporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL) (MHOroHAUHOHANHA
nporpamMa 3a NpOABIDKHTENHO IPHIAraHd CTOPHKOKCHD M qukIodeHak)

Ilporpamata MEDAL e npocnekTrBHa NpoMsHa 3a TIPOCTIENsBAHE HA PE3Y.ITATHTE, CBBHP3AHH ChC
cbpaeuHo-cnaoBata (CC) GesonacHocT, oT 060CINEHN JAHHH OT TPH PaHAOMH3MPAHH, JBONHH-CIENH,
Cpenly aKTHBHA ChCTaBKA KOHTPOJIMPAHH M3NHTBaHuA, npoyusanero MEDAL, EDGE 11 » EDGE.

llpoyusanero MEDAL e npoyusase ¢ kpaiina Touka, onpenenena ot CC pesyiratute mpu 17 804
NALHEHTH C OCTe0apTPHT H 5 700 ¢ peBMATOHIEH apTPHT, IEKYBaHH ¢ eTopukokcut 60 mg (ocTeoaprprT)
unn 90 mg (0cTe0apTPHT H PEBMATOHIEH apTPHT) WM AnKAodeHak 150 mg NHEBHO 3a MEPHOA CPENHO OT
20,3 mecena (MakcuMyM 42,3 mecena, Mennana 21,3 meceua). B ToBa m3anMTRaHe ce OTYMTAT caMo
CEPHO3HH HEXKENaHH PEakiHH M IpeycTAHOBABAHE HA Y4YACTHETO FAOPAZH KAKBATO M Na € HexenaHa
peakums,

lpoyupanusra EDGE 1 EDGE Il cpaBHSBaT CTOMAIIHO-upEBHATA NOHOCHMOCT HA ETOPHKOKCHO M
auinodperak. Ipoyysarero EDGE mimousa 7111 maumeHTH ¢ OCTEOApTPHT, JEKYBAHH C 403
eropukokcut or 90 mg anesso (1,5 mpTH f03aTa IpenopbYKTENHA 32 OCTEOAPTPHT) HIIH JHKIOMEHaK 150
mg JHEBHO 3a Mepuo/ cpeano 9,1 Mecena (MaxcuMym 33,1 Meceua, MeTHaHa 24 mecela).

B ob6oGmmenara mporpama MEDAL 34 701 nauueHTH ¢ OCTEOApTPHT HIHM PEBMATOUAEH apTPHT ca
JEKYBAHH 3a IepuoJ cpenuo 17,9 mecena (Makcumym 42,3 Mecerna, Mmemuasa 16,3 Meceia) karto
npuSansuTento 12 800 nanueHTH MPOBEKAAT JIeYeHHe MO-TIPOTBIKUTENHO 0T 24 Mecena. ITaunenTute,
YYacTBall¥ B NpOrpaMata UMaT Karo H3XOJHO ChCTOAHHME PAMHYHH ChPACYHO-CHAOBH H CTOMAWIHO-
YpeBHH PHCKOBM dakTopd. ITanHenTHTe ¢ aHAMHe3a 33 HEOTAaBHAWEH HHDApKT Ha MHoKapAa, Dajtnac na
KOPOHapHa apTepHA € [PHCAAKa WM NEPKYTAHHA KOPOHAPHA HHTEPBEHIHS B MPEMXOAHHTE 6 Meceua
Npeld BKIOUBAHETO HE Ce MONMYyCKaT [0 ydacTHe. B mpoydBaHMATa e paspelleH0 H3MOI3BAHETO HA
racTPONPOTEKTHBHH IPOJYKTH H HHCKA J032 ACHPHH.

O6ma Ge3onacuoct:

HsaMa 3Ha4KTENHE paiTMKH MEXIY eTOPHKOKCHO M AMKIO(hEHAK B YECTOTATA HA CHpPAETHO-ChAOBHMTE
TPOMOOTHYRH NpoABH. Kapiiuo-peHanHn HeKenanu peakiuu ce HabMofaBaT mo-4ecTo PH ETOPHKOKCHD,
OTKOIKOTO MPH AMKNOGEHAK H TE3W eeKTd Ca AO303ABHCHMY (BWKTE CNEOMPHIHHTE PE3YNTATH Mo-
nony). CTOMaIIHO-YPEBHHTE H HYepPHOAPoOHH HEXENaHH peakiuHH ce HAOMOAABAT 3HAUHTENHO MO-4ECTO
TIpH THKIO(eHaK, OTKOIKOTO NpH eTopukokent. YecToraTa Ha HexenanuTte peaknny npn EDGE u EDGE
Il 1 Ha HeXenamwTe peakuMu, NpeleHeHH KATO CEPMO3HH HIH BOAELIM A0 [PeKPATABAHE YuACTHE B
npoyysaHeTro MEDAL e no-pHcoxa IpH €TOPHKOKCHD B cpaBHEHHE C AMKIO(EHAK.

Chpaeuno-chI0BU pesylTaTd 3a 6e30MacHOCTTA:
HectoTara Ha noTBLPAEHHTE TPOMOOTHYHH CHPAEIHO-CH/IOBH CEPUO3HH HEKENaHH PEaKIMH (BKIIOYBALIH
ChPAEYHH, MO3BYUHO-CHIOBH H NepHPEpHO-CHAOBH NPOSBH) € CPABHHMA 34 ETOPHKOKCHD H AHKIO(eHaK,
KaTo pesyntatute ca obobmens B Tabnuuata no-momy. HsiMa cTaTHCTHYecKH 3HAMHMH pPasiHKM B
YeCTOTaTa Ha TPOMOOTHYHHTE CHOMTHI MEXLY €TOPUKOKCHO M JMKIO(EHAK NPH BCHUKH aHATH3HPAHH
NOArPYH, BKIOYHTENHO Pa3IHYHY NAlMEHTH B LAJIATA ['AMa HA H3XOJHHA ChpAe4HO-CbA0B pHck. Korato
CC pasriexcaaT NOOTACNHO, OTHOCHTCIHHMAT PHCK 33 MOTBBPACHH TPOMOOTHHHH
HCXKENaHH peakuuu TpH eTopukokcHG 60 mg unu 90 mg B ¢paBHEeHHe ¢ IUKIOD:
CXOJIeH.
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Tabauma 2: YecToTa Ha NOTBBpaeMH TPOMGOTHYHH ChpAEUHO-CHAOBA HAposiBH (0Go0mena
nporpama MEDAL)

ETOpPRKOKCHD Anknodenak CpaBHeHHA MEXRY

(N=16819) (N=16483) TeveHHA

25836 24766 naunenT roaHHK

TANHCHT TORHAH

Yecrota * (95% CI) Yecrora * (95% CI) OtHocHTeneH pHCK

{95% CI)

TToTBEpAeHN TPOMOOTHYHHE ChPIEYHO-CHAOBH CEPHO3HH HEXKENaHH PeaKiiiH
[To npotokon 1,24 (1,11 1,38) 1,30 (1,17 1,45) 0,95 (0,81 1,11
Hawmepenue 3a nevenne | 1,25 (1,14 1,36) 1,19 (1,08 1,30) 1,05{(0.93 1,19
lloTBBpACHY ChpIeYHH MPoSBH
o mpotokon 0,71 (0,61 0,82) 0,78 (0,68 0,90) 0,90 (0,74 1,10)
Hamepenne 3a iegenne | 0,69 (0,61 0,78) 0,70 (0,62 0,79) 0,99 (0,34 1,17
[oTRbpHeHH MOSEYHH-CEIORH POSBH
To npotoxon 0,34 (0,28 0.42) 0,32 (0,25 0,40) 1,08 (0,80 1,46)
Hamepenne 3a sieyenne | 0,33 (0,28 0,39) 0,29 (0,24 0,35) 1,12 (0,87 1,44)
IloTBBprend nepndepHH CHAOBH IPOABH
o npoTokon 0,20 (0,15 0,27) 0,22 (0,17 0,29) 0,92 (0,63 1,35)
Hamepenne 3a newesne | 0,24 (0,20 0,30) 0,23 (0,18 0,28) 1,08 (0,81 1,44)

*Cpbutns ra 100 naumento/roaunu; Cl=nosepuresnen unTepsan; N=o611 6poii mauMeHTH, BKIIOYEHH B
MONYJIAMAATA IO TPOTOKOI

[lo nmpoTokon: BCHYMKM MPOABH [IPH MPHIOKEHHETO HA MPOYYBAHOTO JNE4YeHHe MM A0 14 gHu cien
NPEeKpPaTABAHETO My (M3KIOYEHHM: MALMEHTH, NpHENH <75% OT U3NHTBAHOTO IIEYSHHE HIH IIPHEMANH
HeBKmoueHo B npoy4saneto HCIIBC >10% or speMero).

HaMSPEHHE 34 NCUCHHE: BCHIKH NOTEBPACHH NMPOABH OO0 Kpad Ha H3MHTBAHETO (BKﬂIO‘iHTﬁﬂHO NALHEHTH,
MNOTCHUHAIHO H3NOKEHH H4 HEBKIIOYEHH B NPOYYBAaHETO HHTEPBEHLHH CJEN NpeycTAaHOBABaHE Ha
H3MHTBaHOTO Nevenue). OO Opol panaoMH3npaHH nauueHTH, n=17 412 Ha eTopukokcH6 u 17 289 Ha
JHKIodeHax.

CopneyHo-cbI0Ba CMBPTHOCT, KakTo H o0llaTa CMBPTHOCT, €& CXOOHM TIPH JIEKyBaHHTE IPYIH C
ETOPUKOKCHO U Aukiodenak.

Kapanopenantu npossu:

[Tpubnusurenso 50% or nauuenture, BKIIOYeHH B npoyysaHeto MEDAL, ca ¢ anamHe3a 3a H3XOnHa
XHNEPTOHHA. B ToBa npoyuBaHe uecToTaTa Ha TpPEKpAaTABAHE HAa YYACTHETO, NOpagd CBBP3AHM ¢
XHIIEPTOHHA HEKENAHH PEeaKlMH, € CTATHCTHYECKH 3HAYMMO MO-BHCOKZ 32 €TOPHKOKCHO B CpaBHEHME ¢
muinogpenak. YecTotaTa Ha 3acroiiHaTa CBpACYHA HEJOCTATHYHOCT KATO HEXENAHA pPEaKIHA
(IpeKpaTABaHHSA M CEPHO3HM PEaKUHH) Ce HPOABABA €IHAKBO TPH €TOPHKOKCHG 60 mg B cpaBHenne C
auknodperax 150 mg, HO e mo-BHCOKA npH eTopukokcud 90 mg B cpasHenue ¢ auknofeHak 150 mg
(cTaTrcTHYeCKH 3HAUMMA 3a 90 mg eTopukokcHb cripamo 150 mg auknodenak npu rpynata B MEDAL c
ocTeoapTpuT). YecToraTa Ha NOTBBPAEHHTE MPOABH HA HEXKENAHH PEakUMH, CBbP3AHH ChC 3aCTOMHA
ChpIeYHA HEIOCTATHEYHOCT (IIPOABH, KOHTC Ca CCPHO3HH M BOAST AC XOCITHTAIH3ALMA WM NOCELIEHHE B
CTIELIHO OT/E/IEHHE) € HE3HAYHMO TO-BHCOKA TIPH €TOPHKOKCHO, OTKONKOTO NpH Aukiroderak 150 mg, n




Kapnuopenanture pesynrath npu EDGE u EDGE Il ch0TBETCTBAT Ha ONHCAHHTE NPH HPOYYBAHETO
MEDAL.

B oraennuTe npoyusamns Ha nporpamata MEDAL Bopxy erophkokct (60 mg wmi 90 mg),
abcomoTHaTa YeCcToTa Ha NPEKPATABAHMATA, B KOATO H fa € OT IPYNHTE € A0 2,6% 3a XHNEpTOHHA, 10
1,9% 3a otox u jgo 1,1% 3a 3acTolina CbpleYHa HEJOCTATHYHOCT, KATO MO-BMCOKA YECTOTa Ha
NpPEKpaTABaHAA HMa NpH eTOPHKOKCHE S0 mg, 0TKONKOTO NPH eTOpHKOKCHE 60 mg.

[Iporpama MEDAL —pe3ynraTi 3a cToMaInHo-4peBHA NOHOCHMOCT:

3HAYMTENHO MO-HHCKA YeCTOTA HA MPeKPaTABAHE HA NeYEHHETO MOPANK KAKBATO ¥ fa € KAMHWYHA
CTOMALIHO-4YPEBHA HE)KeTaHa peakuus (nanp. JMcnencHs, KopeMHa Oonka, s3Ba) ce HAOMIOJaBa npu
CTOPHKOKCHO B CPaBHEHHe C AWMKIO(EHAK BB BCAKO OT TPHTE MPOYYBAHHA CHCTARNABAIIH MpOrpaMara
MEDAL. Yecrorata nHa mpekpaTfBaHe [OpPAAM HeXelaHa CTOMAIIHO-YPCBHA PpEeakuMs Ha CTO
NaUMeHTo/TOMHN 3a LEAHA NePHOJ Ha NPOyYBaHe € KakTo ciempa: 3,23 3a eropHrokcHb u 4,96 3a
Auknogenak B mpoyuranero EDGE,; u 3,71 3a eTopuxokch6 u 4,81 3a auknofenak B npoyuBaseTo

EDGE IL

I[Iporpama MEDAL - pezynTaTH 3a cTOMaIIHO-4YpeBHa §e30MacHOCT

Ofwure TOPHH CTOMALUAO-YPEBHH TNPOABH CE ONPENE/AT KATO MepOPaLHH, A3BH M KBPBEHe.
Honrpynata ofmu ropyd CTOMAIIHO-YPEBHH [MPOABH, OLPEAETCHH KATO YCJIOXKHEHH, BKIIOYBA
nepdopauud, 06CTPYKIMM H YCTIOKHEHO KbPBEHE; MOArpyNaTa obIIH TOPHH CTOMAITHO-4peBHH [IPOABH,
ONPEACIICHH KaTO HEYCIOKHEHH, BKIIOYBA HCYCIIOXKHEHO KbPBEHE H HEYCIOKHEHH A3BH. 3HAYHTEIIHO Mo-
HHCKA YeCTOTa Ha 00LIH rOpHM CTOMAUIHO-YPEBHH NPOSBH ¢e HabMko/1apa NpH eTOPHKOKCHG B CpaBHEHHE
¢ auknogpenak, Hama sHaunMa pasiuka Mex 1y eTOpUKOKCcHG M JTHKNO(EHAK B HECTOTATA HA YCIOKHEHHTE
NposBH. 33 NOArpynaTa HA KPHBOM3IMBM OT TOPHMA CTOMAUIHO-UPEBEH TPaKT (YCJIOXKHEHH H
HEYC/IOKHEH! KOMOWHHpaHH), HAMA 3HAYHMA Pa3liHKa MexXy eTOpHKokcu® M auknodeHak. [lonsata or
[IPHJIOXERHMETO MO OTHOWIEHHE HA NOPHHS CTOMALIHO-4PEBEH TPaKT HA €TOPHKOKCMO B CpaBHEHHE C
nuKIoQenak He e CTATHCTHUCCKH 3HAYMMA 32 MALUCHTH, MPHeMAIIH eHOBPEMEHHO HHCKA 1033 ACITHPUMH
(npubnusaTendo 33% oT nauHeHTHTE).

HecroTata 3a CTO MALHEHTOrOAHHN Ha NMOTBLPAEHH YCAOKHEHH H HEYCNOXHEHH KIHHHYHH IPOABH OT
TOPHHA CTOMALIHO-YpEBeH TpakT (nepdopaunH, s38 H KbpBeHe € 0,67 (95% CI 0,57 0,77) 3a
eropukokcub n 0,97 (95% CI 0,85 1,10) 3a auknodenak, aapailo oTHOCHTENEH puck ot 0,69 (95% CI
0,57 0,83).

Onpenenena e yecToTara HA NOTBBPAEHATE FOPHU CTOMAUIHO-YPEBHH NIPOSEM TIPH NALMCHTYH B CTAPUYECKA
BB3PACT KaTo HaH-rongMo HamaneHue ce HabTI0AaBa [IpH MTallHeHTH Ha Bh3pacT > 75 roguHu

(1,35[95% CI1 0,94 1,87] cpemty 2,87 [95% CI 2,14 3,56] NpoSBH 3a CTO MAUMEHTOrOAHHH CHOTBETHO 33
eTopuKoKkcHO 1 AuKnodeHak).

YecToTata Ha TOTBBpPAEHHTE MPOSBH OT AONHHMA CTOMAIIHO-YPEBEH TPAKT (nepdopalius H2 TBHKO H
Aedeno 4epBo, 06CTPYKUEA HIH KPBBOM3NHB) HE [I0KA3Ba 3HAYMTENHA pasiiMka Mek/y ¢TOPHKOKCHG W
JHKnodeHaK.

llporpama MEDAL — pezynraru 3a uepuoapobua GesonacHocT
Etopukokcuf ce cBbp3Ba CBC CTATHCTHYECKH 3HAYMMO NO-HMCKZ 9ECTOTA Ha MPEKpaTABaHe MOpamH
4EPHOAPOOHO CBbP3aHH HEXENaHH peakudH B CpaBHeHMe ¢ Jukiodenak. B o6obmenata
MEDAL 0,3 % ot narnuenTHTe Ha eTopukokcHb u 2,7% 0T Te3H Ha AMKIOo(eHaK IpeRPaTs
CBbp3aHa ¢ YepHHA Apo0 HeXKenaHa peakyuA. YecTorara 3a ¢T0 naupeHTOroauHu € 0,
H 1,84 3a auxnodenak (p-croitHoct < 0,001 3a eTopukoxcHS cnpamo muKnodeHaR
NOBSHETO OT HeXENAHUTE UEPHOAPOOHC NPOABEHH peakiuH B Iporpamata MEDALJ
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 JONBTHHTHY JaHHH 32 TPOMBOTHYHA ChPAEYHO-ChIOBA GE30NACHOCT

B wiHEM4HH NpoyuBaHHA M3BEH Te3u oT nporpama MEDAL, npuGmusutenso 3100 mumueuna ca
JICKYBaHU ¢ eTopukokcub > 60 mg aneBHo 3a 12 unu mobede ceamuun. He ce HabGmonapa BHOHMA
pasiHka B HECTOTATA HA MOTBLPACHWTE CEPHO3HH TPOMOOTMYHH CHLPAEYHO-CHAOBH NPOSBH MEXAY
NAaNHCHTHTE Ha eTopHKokcHO > 60 mg, nnaueGo unn HeHanpokcenosu HCIIBC. B cpmoTo Bpeme
HeCTOTATa Ha TE3U NMPOSIBH € [10-BHCOKA IIPH NIAUMEHTHTE, NOTY9aBaH €TOPHKOKCHO B CPABHEHHE C TE3H,
TnoyuaBai nanpokceH 500 mg aBa mbTH AHEBRO. Pa3znukaTa B aHTHTPOMGOIMTHATA AKTHBHOCT MEXAY
nakou COX — 1 noruckaun HCTIBC u cenextuan COX-2 HHXMOHTOpH MOXKE Ja € OT KIMHHYHO
3HAYEHA¢ NPH MAlKHEHTH, PHCKOBH 3a TpoMboembonuunn mposeu. Cenexrusuure COX-2 HEXHGHTOPH
HaMansBaT (POPMMPAHETO Ha CHCTeMeH (H IOPAjH TOBAa BB3MOXHO €HAOTENeH) NPOCTAUMKINH, Ge3 Ia
3acAratT TpomOoKcaHa Ha TpoMGouuTHTe. KIIMHHYHOTO 3HAaYeHNHE Ha Te3H HabJroACHHS HE e YCTaHOBEHO.

JONbIHUTENHY NaHHH 38 CTOMAIIHO-YpeBHa Ge30nacHocT

B ase 12-cemnunm, ABOMAOCIENH eHAOCKONCKH MPOYYBaHHA KYMYJA4THBHATA YECTOTA HA CTOMALIHO-
HPEBHHTE yILEpalaM € 3HAYMTENHO TO-HHCKA TNPH NalHeHTHTE, JEKYBaHU ¢ eTOPUKOKcHO 120 mg eaun
BT JHCBHO, OTKONKOTO TpPH MALHEHTUTE, JIEKyBaHW ¢ HanpokceH 500 mg ABa WBTH JAHEBHO UM
uoynpoder 800 mg Tpu T AHeBHO. ETOPHKOKCHG ¢ GHI ¢ 1M0-BHCOKA YecTOTa Ha yIlepauunTe B
CpaBHeHHe ¢ nnaue6o.

HQOY‘{BH.HE Ha 6’56[!8‘{1{31& Q!HKHHH IIpH MANHEHTH B CTAPYECKA Bh3pacT

Pannomusupano, mpoliHo-ciiamo, mapaseNHO-rpynoBo, nmaneGo-KOHTPOIHPAHO NPOYYBAHE OLEHABA
edekta o7 |5 nHEBHO NeveHHe ¢ eTopHKOKcHG (00 mg), uenexokcu6 (200 mg ABa WHTH AHEBHD),
HanpokceH (500 mg fBa IbTH AHEBHO) W NTaue(o, BhPXY eKCKPELMATA HAa HATPHI B ypHHATa, KPBBHOTO
Hallirahe ¥ Apyru mapamMeTpd Ha 6u6peunara ¢yHKIMA, npd NauueHTH Ha Bb3pacT 60 u 85 rogunH Ha
aneta ot 200 mEq/neH HaTpwii. EToprkokcHD, nenckokcH® M HanpokceH uMaT GnuzbK edekT BhpXY
YPHHAPHATa eKCKPELHA Ha HATPHH 3a JBYCEAMHYHHUA NIEPHO/ Ha Nedchne. BCHYKH NPOAYKTH 33 aKTHBHO
CpaBHCHHE [OKa3BAT MOBHIICHWE B CPABHEHME ¢ mMane00 Ha CHCTONMYHOTO KPLBHO HAalsTaHe,
ETOPHKOKCHO ce CBBp3Ba 00aye CbC CTATHCTHYECKH 3HAYMMO MoBMimenue Ha Jlew 14 B cpasHeHue c
LENEKOKCHO U HANpOKCEH (CPelHATA MPOMSHA CTIPAMO H3XOAHOTO HHBO 32 CHCTONHYHOTO dpETEPHATHO
HajiArane: eTopukokcud 7,7 mmHg, nenexokcub 2,4 mmHg, Hanpokce).

5.2 ®apMAKOKHHETHYHH cBOiicTBA

Abcopbyus

IHepopanto npunowen eTopukokcu ce abeopbupa nobpe. AGcomoTnaTa GHOHATHYHOCT €
npubnusutenno 100%. Crex 120 mg Benbk Ha A€H N0 MOCTHIAHE Ha yYCcTOHYHBO paBHOBecHE (steady
state), IMKOBa Ma3MeHa KoHUeHTpaus (cpeana Cmax=3,6 pg/ml) e Habnogasana npubausuTenso 1 gac
(Tmax} cnen NPHIOKEHUETO TIPH BLIPACTHH TALHEHTH Ha [M1aaHO. CpennoreomerpHunara AUC g4 h ¢
37.8 pgehr/ml. dapMakoKkHIrETHKATA HA €TOPHKOKCHG € NHHeliHa B pPaMKHTE Ha KIHHHYHHS J030B
HHTEpBAal.

IpueMsT ¢ Xpania, GoraTa Ha MasHRAR AAMA e(eKT BLPXY CTENEHTA HA abcopbuns Ha eTOPHKOKCHE cael,
NPHITOXEHHUE Ha 1032 oT 120 mg. CkopocTTa Ha aGcopbuusara e Guna NOBNHAHA B CAEIHUTE FPAHHLHA:
36% Hamaschne Ha Crax H YBeNHYeHHE HA Trax ¢ 2 Haca, Te3u AAHHM HE ca UM CYETEHH 33 KIHHHYHO
3HaUMMH. B KIMHHYHHTE H3CNeABANNA €TOPHKOKCHG € GHIT B3HMAH HE3ABHCHMO OT MPHEMA HA XPaHa.

Pasnpedenenue
Eroprkoxcrb ce cBbp3pa ¢ [1a3MEHUTE IPOTEHEN B NPHGIM3HTENHO 92% TIPH KOHIEH
5 pg /ml. OGembT Ha pasupeaenenue B paBHOBECHO cheTosHue (Vdss) e 6un npudIH3
xopara.
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Eropukokcub npemuuasa nnanentapHata 6apuepa npu nibXoBe ¥ 3allli H xemaToeHlUedanHaTa 6apuepa
TIPH ILTBXOBE.

Buompancihopmayua

Etopnkoxcu6 ce metabomnuanpa HanbiHo kato < 1% oT 103aTa ce YCTaHOBsBA B ypHHaTa noj gopmMaTa Ha
H3XOIHOTO NekapcTBO. OCHOBHHAT BT Ha MeTafoNu3npaHe ¢ GOPMHpaHE Ha 6-XHIPOKCHMETHN JepHBAT
¢e katamsnpa ot CYP ensumute. CYP3A4 BeposTHO Zonpuuacs 3a MeTabONH3IHPAHETO HA ETOPHKOKCHE
in vivo. In vitro mpoy4BaHHATa ycraHoBsBaT, ue CYP2D6, CYP2C9, CYP1A2 u CYP2C19 ¢bumio mMoxe aa
KaTaJIH3HpaT OCHOBHATA METADOIHTHA BEpHra, HO TEXHHTE KOJIMYECTBEHH OTHOLEHNS i Vivo He ca
HPOYHBEHH.

HMpentuouuupann ca net metabonuta npu yoseka, OCHOBHHAT MeTabOTHTEH NpPORYKT e 6" -kapOoKcH
KHCEJIHHHO NPOM3BOJHO Ha eTOPHKOKCHO, 06pa3yBaHO Upes 110-HaTaThLIHO OKHCICHHE Ha 6 -
XHAPOKCHMETHIT NPOM3BOAHOTO. Tean ocHOBAM MeTaboMUTHH NIPOXYKTH WNHM HAMAT H3MEPUMA AKTHBHOCT,
1A ca cnabo aktueHu kato COX-2 unxubutopu. Huto eauH oT Te3n MeTabonutu He HHxuOGHpa COX-1.

Erumunupane

Crniea npunaraneTo Ha eTHOKpPATHA, MAPKAPAHA ¢ PANHOM30TON J03a OT 25 mg eTOPHKOKCHE
HHTPABEHO3HO Ha 31pasH Jiuua, 70% oT paHOaKTHBHOCTTA ¢ §Hia ycTaHoBeHa B ypuHata B 20% BbEB
thexanuute, rnasno nox dopmara Ha metaGonutu. [To-manko ot 2% ¢ yCTaHoBeHa f1oJ {opMara Ha
HENPOMEHEHO JIEKapCTRO.

Enumunupaneto Ha eTopukokcHG cTaBa NpefuMHO upes MeTabomu3HpaHe H NOCieBallla PEHATHA
CKCKPEUHA. YCTOHIHBH PaBHOBECHH KOHLEHTPALHN HA ETOPHKOKCHO CE YCTAHOBABAT B PAMKHTE Ha CeleM
/IHH TIDH €HOKPATHC NpHIaraHe Ha n03a ot 120 mg, IpH OTHOLIeHHE HA KyMYJIHpaHe IPHONH3UTENHO 2,
OTrOBapALIO Ha MOJYKHBOT OT NPHOMH3UTENHO 22 yaca. [INasMeHHsT KIHPBHC cliell HHTPABEHO3Ha /103a
0T 25 mg ¢ npudnuzuTento 50 ml /Munyra.

Creyuannu zpynu nayuenmu
Hayuenmu ¢ cmapyecka 8e3pacm: GapMaKOKHHETHKATA IPH MALHEHTH B CTAPUCCKA BB3PACT
(BB3pactT > 65 roaunM) e 6M3Ka 00 Ta3u MPH MALHTE.

IToa: He ce ycTaHOBABa pa3iHKa BbB (apMaKOKHHETHKATA NPH MBKE H KEeHH.

Yeprodpobiuo yspexcoane: [Ipn naupeHTH ¢ neka cTenes Ha 9epHOAPOGHaTa yBpexaane (Child-Pugh
HHIEKC 5-0), IPANAraHeTo Ha eTOPHKOKCHEG B 103a 60 mg BeJHBK HA AEH € JOBEN0 A0 MPHOIHHTEIHO
16% no-ronama cpeana AUC B cpaBHeHHe ChC 3APaBH JIHNA HA CHLIMA 710308 PexHM. IIpH NalHEHTHTE ¢
yMepeHa cTened Ha 4epHoApobHO yppexaaHe (Child-Pugh uaaexc 7-9), npunaraneTo Ha eTOPHKOKCHG B
no3a 60 mg npe3 aex e AoBeno A0 cpeana AUC, 61H3Ka qo Ta3d Ha 3ApABUTE JTHIA TIPH J030B PEXHM OT
60 mg; etopukokcHG 30 mg BeEX AHEBHO He € MPOYYBaH B Ta3H nomyiauus. HAMa KIMHAYHY H
(papmakOKHHETHHHH TAHHH 3a TIANHEHTH C TEXKA CTENeH Ha yepHoapobHo yepexaane (Child-Pugh
unaexc =10} (Bx. Touxn 4.2 u 4.3).

Bvbpeuno yepescoane: dapMakokHieTHKaTa NPH €HOKPATHA 1033 OT 120 mg eTOPHKOKCHD, PHIOkKeHa
Ha NAUKEHTH C yMepeHa 10 Texka GhOpeura HeHOCTATRYHOCT H TakuBa ¢ KpaiiHa (aza Ha 656peuno
3a607I4BaHe HA XEMOJRANN3a, HE C¢ € Pa3inyaBalla 3HAYHMO COPAMO Ta3H IIPH 3PABH JHIA.
XemozHaiH3aTa € EMaNa MATEK MPHHOC N0 OTHOLIEHHC Ha eTMMHHUPAHETO {IHATHACH KNH
npubnnzurenno 50 mi/mMunyTa) (Bx. ToukH 4.3 1 4.4).

Heouampuuna nonyrayua: DapMakoKHHETHKATa HA ETOPUKOKCHO NPH HEAHATPHYH
< 12 romvBK) He e W3C/TeaBaHa.
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Hpu apmakoxuneTaHo npoyusane (n=16) npose/ieno cpex I0HOMH (Bb3pacT 12 — 17 roguun)
(hpapmakoXHHETHKATA [IPH IOHOWIKTE C Tero oT 40 A0 60 Kr npH f03a eTOPHKOKCHG OT 60 Mg BeIHbXK Ha
A€H U NpH IoHOIHTe ¢ Terno > 60 kg (no3a eTopukokcd 90 mg BeaHsX Ha JieH) ¢ 6una GiM3Ka A0 TasH
Ha BB3PacTHH, NIOMYYHIH eTOPHKOKCHO B n03a 90 mg BeHEX Ha AeH. besonacuocTTa M edeKTHBHOCTTA
Ha ETOPUKOKCHO TIPH NeJHaTPHYHH MALHEHTH He ca U3CNeBaHH (BX. Touka 4.2).

5.3 [IpenknuHB4YHH JaHAH 32 fe30macHOCT

B npeaxamHHYHATE NPOYYBAHKA ¢ CTOPHKOKCHG He € OHIa yCTaHOBeHA TeHHA TOKCHYHOCT. ETOpHKOKCHE
He e OHIT KaHLepOreHeH MpH MHIIKH, [LIbX0BeTe ca pazBRiH XeNaTOLEyIapeH H THPEOHIEH
tonukynonenynapen afeHOM IIPH JOZHPOBKA > 2 MbTH JIHEBHATA NPH Xopa [90 mg] u chcreMna
€/KEIHeBHA eKCTIO3HUHA B POIBIKEHHE Ha TPHOIM3HTENHO 2 TOAMHH,

XenatouenynapHuaT H THPEOHAHAAT hoauKyoLENyIaper aneHoM, HaGNIOAABAHH NPH [TBXOBETE, Ca
OHIM CHETEHH 33 pe3yJITaT Ha creli(uyeH 3a NIbXOBETE MEXAHHIBM, CBBP3al C HHAYKIHSI HA
ueproApobuaTe CYP ensnmu. He e ycTanoBeHO eTopukokcHG Ja Npeau3BHKBa HHIYKIHS Ha
ueprHoApobHHa CYP3A ensuM npu xopara.

["acTpo-nHTeCTHHANHATA TOKCHYHOCT HA €TOPHKOKCHO MpPH MIbXOBETE CE YBEIIMYABA ¢ J03aTa H BPEMETO
Ha ekCno3HUHs. B npoyyBaHe Ha TOKCHYHOCTTA HA €TOPHKOKCHO MPOIBIDKHIO 14 ceaMuIy, yIuepalHi
Ha CTOMANIHO-YPEBHHS TPAKT ca OiiM HabMoAaBaHA MPH SKCMO3HUMS, HAAXBHPALIH TA3H [TPH YOBEK C
NMIPHAAraneTo Ha TepanesTHYHaTa Aos3a. IIpu npoyusaHusTa 3a TOKCHYHOCT B Ipoab/kenne Ha 53 # 106
CEIIMMUH, A3BH B CTOMANIHO-4YPEBHUSA TPAKT ¢a OuiM HabMoAaBaHH ChILO Taka NPH eKCITO3HIHH,
CPaBHHMH C TC3H IIPH XO0pa ¢ NpHarane Ha TepaneBTHYHaTa Ao3a. [Tpu kyuera 6b0peyns u racTpo-
HHTCCTHHAIIEH aHOMalHH ¢a OHIH HaGmoAaBaHy IPH BHCOKA J030BA EKCIIO3HIMA.

ETopHkokeuG He € mokasan TepaTOreHHOCT IPH MPOYYBAHHA 332 PENPOAYKTHEHA TOKCHYHOCT, NPOBEAEHH
BbPXY mIBX0Be ¢ Ao3a 15 mg/kg/anesHo (ToBa e npubansurento 1,5 mbTH Hax JHEBHATa 1034 32 XOpa
[90 mg] npu cuctemna excniosnis). [Ipu 3aiiuy e HabIIOAABAHO CRBP3AHO ¢ JIEYEHUETO IIOBHLUEHHE HA
CBPACYHO-CBAOBUTE MAN(POPMALKH NPH HHBA HA KCMO3HIMA N0, KIMHHYHATA eKCIIO3HIMA NpH JHEBHATA
Ao3a 3a Xopara (90 mg). Benpeku ToBa, ye He ca HAONIOIABAHH CEBP3AHH ¢ ICUSHHETO BHHIIHH
MadopMalMH HIH IPOMEHH BER (eranuns ckenet. [Ipy mrbxoBeTe U 3aituure e HabmoaaBaHO
N0303aBUCHMO yBEIMYEHHE Ha OCTHMILIAHTALMOHHA 3aryba pH eKCNO3HLAS, eKBHBAICHTHA HA HIIH 1,5
ITETH TI0-TOJIAMA OT TA3H TIPH XopaTa (Bx. Touku 4.3 u 4.6).

ETOpHKOKCHﬁ €€ €KCKpeTHpa B MJIAKOTO HA ITbXOBETE TIpH TaKTallWd, KaTo KOHIOEHTpALHHTE C&
IIpHGJIHSHT@JIHO ABa THTH HAJ TE3H B IUTa3MaTa. TerJoTo Ha MATKHTE € HaMalisino IPH 3aXpaHBAHETO C
MIJAKG OT JKCHCKH IUTBXOBE, KOMTO Ca MOJyYaBald eTOpl'IKOKCPI6 II0 BpEME Ha NaKTallud,

6. SPAPMALIEBTHYHH JAHHH

6.1 CoHchbK Ha DOMOIMHATE REMIECTBA
CepuesHHa Ha TabneTkaTa

Kanuuer xuaporen gocdar
MuxpokpucTansa nenynosa

Moenmon K29-32

Kpockapmenosa narpuii

Marueanes creapar

OO0BHBKa Ha TabneTkarta
Xunpomenosa
JlakTo3a MoROXHApPAT
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Turanos auokeun (E171)
Tpuanerux

Emopucmad 60 mg u 120 mg dnumupanu madnemxu cvvpocam owe.
Huanroxapmun (E132)
HKeat xenesed okcun (E172)

6.2 HecnBmMecTHMOCTH
Henpunoxumo

6.3 Cpoxk na roaHocT
4 roauHH.

6.4 CroenmajsHH yCIOBES HA ChXPAHEHHe

‘To3u NexapcTBEH NPOAYKT He H3HCKBA CHELHMAIHHA YCIOBHS HA ChXPAHEHHE,
6.5 BuiucBABpPXKAHAE HA ONAKOBKATA

OPA/Anymusnii /PVC-anymunnes 6nucrep

HIIH OMAaKOBKA OT MOJMETHIIEH ¢ BHcoka IbrHOCT (HDPE)

Hanuvau ca crieuuTe GIUCTEPHH ONAKOBKH:
Emopucmad 60 mg dunmuparnu matinemru
Omnaxosxu ot 7, 10, 14, 20, 28, 30, 50, 98 u 100 puaMrpanu TabneTky.

Emopucmad 90 mg ¢punmupanu mabremu

Onaxosxu ot 7, 10, 14, 20, 28, 30, 50, 98 u 100 ¢punmupanu TabneTky.
Emopucmac 120 mg drurmupanu matnemxu
OnmakoskH ot 5, 7, 10, 20, 30, 98 dunMupann TabneTkH.

Hannuny ca cneaHHTE OMakoBKa OT MOMHETHIIEH ¢ BHCOKA bTHOCT (HDPE)
Emopucmad 60 mg druwmupanu mabremxy

Onaxosku or 28, 30, 50,90, 98 u 100 punmupann Tabnerxu.

Emopucmao 90 mg dnromupanu mabremxu

OnakoekH o7 28, 30, 50, 90, 98 u 100 dunmupans TabneTku.

Emopucmao 120 mg dunmupanu mabinemxu

Omnaxoeku o1 7, 28, 30, 90 dpuimupann TabneTku.

He BcHukH BHIOBE OTIAKOBKH MOTaT Aa ObJar NyCHATH Ha Ma3apa.
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6.6 CrneunHa/JHH NpeaNA3HH MEPKH NPH HIXBEP/IAHE H paloTa

Hama crienanis H3HCKBAHUSL.

7. NPUTEXKATEN HA PASPEIIIEHHETO 3A YIIOTPEE.
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

Uepmanug

8. HOMEP(A) HA PASPEIUEHHETO 3A YIIOTPEBA
PerucrpanvoHeH HoMep

Eropurctan 60 mg punmupann tafnetkn: 20170295

Eropuctan 90 mg puamupanu radnerkn: 20170296

Eropuctag 120 mg dpunmupanu tabnerts: 20170297

9.  JATA HAIIBPBO PABPEI]_IABAHE/HO)IHOBHBAHE MA PASPEHNIEHHAETO 3A
YIIOTPEEA

Jara Ha nspBO paspeiuapane: 05.10.2017
JlaTa Ha mocnenHo NoJHOBABAHE;

10. JIATA HA AKTYAJIH3UPAHE HA TEKCTA

Hoemepu 2022




