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1. WMEHA JEKAPCTBEHHSA IPOAYKT ~ ~ < "Z‘Q /é 5337

oty oamrs it

KOKCHEHT 120 mg ¢unmupanu TabneTku
COXIENT 120 mg film-coated tablets i ey B
2. KAYECTBEH U KJIHMYECTBEH ChHCTAB

Besaka punMupana Tabnerka chabpika 120 mg eroprkokcub (etoricoxib).

I IoMOIIHO BeIIECTBO ¢ U3BECTHO AEHCTRHE:
Beska gpuiMHpana Tabnerka ebabpxka 2,240 mg 1akTo3a MOHOXMAPAT.

3a ITBJHHS CNIMCHK HA NOMOLIHNTE BeIReCTBa BIDKTe Touka 6.1

3. JEKAPCTBEHA ®OPMA
Ounmupana tabrmerka (Tabmerka)

breno sefeHu, Kphriu, ABOHHO H3TBKHAIH (PHIMHAPAHH TableTKH ¢ JHameTsp 8,5 mm.

4. K/IMHHYHH JAHHHU
4,1 TepaneBTHYHH NOKA3AHHSA

KOKCHEHT e nokasan npu BE3pacTHH M IOHOHIH Ha M HaJ 16 rofAHHH 338 CHMITTOMATHYHO
obnexkuenue Ha octeoaprpur (OA), pesMaTouaeH aprput (PA), aHKMIO3HpaIl CIIOHAMIMT, H Ha
bonkaTa ¥ BB3NATMTENHATa CHMITTOMATHKA TIPH OCTH MOAATPO3EH aPTPMT.

KOKCHEHT e nokazaH ripy BB3pacTHH H I0HOUIM Ha W Hajt 16 NOMHM 33 KPaTKOCPOUHO JICUEHHE Ha
yMepeHa 60/ka, CBBp3aHa ¢ ASHTATHA ONepaLiys,

PewenneTo xa ce npeamuime cenekraen COX-2 unxuburop, Tpsadea aa ce 6a3upa Ha 1AT0CTHA
NPeLSHKA 338 HHAWBHAYAJIHATE PHCKOBE 34 MallHeHTa (BXK. TOUKH 4.3, 4.4).

4.2 [1o3npoBKA H HAYMHH HA DPHJIOKEHHE

goaﬂp_onxa i

Tsil KaTo CHPACYHO-CHROBUTE PUCKOBE MPH €TOPHKOKCHO MOraT Ja ¢€ YBEIIHH4AT C J03aTa H
NPOABIDKHTETHOCTTA Ha MPHAOKEHHE, CIeBa Aa C€ HIMO/3Ba MAKCHMATHO HHCKA 032 H MAKCHMAJTHO
KPaTeK NCPHOA Ha nprioxeHue. [leproauaHo cnenBa na ce Mpasy NPeOLCHKA HA HYXKIUTE Ha
NalKeHTa 0T CHMIITOMATHYHO obsiekvyeHue, 0co0eHO NMPH NalHEHTH C OCTE0APTPHT (BXK. TOUKH 4.3,

4.4,48u5.1)

Ocmeoapmpum
IIpenoprunTentata no3a ¢ 30 mg BeAHHK AHSBHO. [IpH HAKOH NANMEHTH ¢ HEAOCTATHUHO
obsiek4eHHe Ha CHMITTOMAaTHKATA, YBEIMYABAHE HA N03aTa Ha 60 mg BeHBK THEBHO MOKE /1A
NOBHIUH ebeKTHBHOCTTA. [IpH nunica Ha TepaneBTHUEH eeKT ClieZiBa A e PELeHH H3NMQI3BAHETO Ha
JAPYTH TEPane¢BTHYHH BBE3MOXKHOCTH.

[Tpenopbyurrennara no3a € 60 mg BeAHbXK AHEBHO. IIpH HAKOM NALMEHTH C HENOCTATHYH



Ha Ao3ara 10 60 mg BegHBK AHeBHO. [IpH Nurica Ha HOBHINABAHE Ha TeparieBTHYHHA eQekT TpsadBa Ja
ce MPELICHH H3MO3BAKETO HA APYTH TEpalieBTHYHH BE3MOXHOCTH.

Anxunosupaiy cROROURUM -

IlpenopbuuTentara 103a € 60 mg BeAHBX AHEBHO. [IpH HAKOH NALMEHTH ¢ HEAOCTATBYHO
ofnek4eHye Ha CUMITTOMHTE MOBHINIABAHE Ha Jo3uTe 10 90 mg Moke ja JjoBene A0 NOBHIIABAHE HA
epexTHBHOCTTA. ClE/ KaTO MALHEHTHT € KIIHHHYMHO CTA0MTH3MPAaH, MOXE Ja € NOAXOASII0 TRTPUPaHe
Ha noszata Ao 60 mg peaHmsx aAHeBHO, [IpH MMnca HA NOBMINABAHE HA TEPANICBTHYHNA eQeKT TpaOBa Ja
ce NpeleHd U3TNOM3BAHETO Ha APYTH TepaneBTHYHH BB3MOXKHOCTH.

Cvcmonnue na ocmpa bonka
Etopukokcu6 TpadBa a ce M3M0M3Ba caMo 110 BpeMe Ha OCTPHA CHMIOTOMATHYEH MEPHOA MPH
CBCTOAHUA Ha CHIIHa Donka.

Ocmwp nodazposen apmpum
[IpenoprunTenrara Ao3a € 120 mg penumx qaesHo [1o BpeMe HA KITHHWYHM H3NHATBAHKA 38 JICYCHHE
Ha OCTBP MOJArpo3eH apTPHT €TOPUKOKCHE € JapaH B NPOALIDKCHHE Ha 8 OHH.

Ilocmonepamusna bonxa cred Oermanna onepayus
IlpenoprunTenHara ao3a ¢ 90 mg BeaHbK JHEBHO 3a He noBede OT 3 AHH. HAKOH nanueHTH MoXe 1a

ce HY>KIadT OT Apyra nocroneparusHa aHajnresus 8 gombjanenne KbM KOKCHUEHT no speMe Ha
TPHAHEBHASA NIEPHOJ HA JICYCHHE,

Ho3u, HaABHILABALIY IPETNIOPBYMTEHATE 332 OTAC/IHHTE NPIWIOKESHUA WIH HE ¢a MOKa3aJIi Mo-rofaMa
¢(HKACHOCT, WK HE Ca IPOYYBaKH, 3aTORA:

Hozara 3a OA He TpaOea na Haxemnapa 60 mg AHEBHO.
Ho3ara 3a PA ¥ aHKWI03Mpaly CrioHHNuT He TpAOBA Ja HaasHinasa 90 mg AHEBHO.

Jlozara 3a OCTHp MOAArpO3CH APTPHT He TPAOBA Aa HaasHINasa 120 mg AHEBHO, KATO NEHCHHETO ¢
OrpaHH4YaBa MakCHUMYM 10 § nHMu.

Ho3ata 3a nocTonepaTHpHA CHIHA GoNka cel AeHTalHa onepalg He TpaOBa na Hajasumasa 90 mg
JAHEBHO, OTPAHHYEHO MaKCUMYM A0 3 IHHH.

Creyuannu nonynayuu

IHayuenmu 6 cmapuecka gv3pacm

ITpy naLeHTH B CTapyecka BB3PAcT He C€ Ha/lara KOpuripaHe Ha 1o3ara, Kakro H nOpu Apyrd
JIEKapCTBa, MPHWIOKEHHETO MTPH NAlHEHTH B CTAPYECKa BE3pacT CN/IBa Aa CTaBA BHUMATEIHO
(Bx.TOUKa 4.4),

Hlayuenmu ¢ yeprodpobro yepexcoane

He3zaBHcHMO OT HHAMKALIMATA, IPH NALIMEHTH ¢ JIeKa cTeneH Ha YyepHoapoOHo yepexaade (Child-
Pugh score 5-6), no3ata He TpabBa na HaaeHinasa 60 mg Beausx AHeBHO. [Ipn namienTu ¢ ymepeHa
cTeneH Ha yepHoapobHo yepexaaHe (Child-Pugh score 7-9), He3aBHCHMO OT HHIHKALIMATA, A038TA OT
30 mg peaHEBX JHCBHO He TpAOBa Aa ce HAAXBBPIIA.

KTHHIMHHAAT ONKT € OrpaHHYeH, 0C00SHO IIPH NALHEHTH ¢ YMEpEHa CTENeH Ha YepHOapolOHO
YBPEXKIAAHE M 3aTORa € HeoOXoauMo BHHMaHKHe., HaMa KITHHHYCH ONMUT NPH NAUHEHTH ¢ TEXKA

TaKKBa CJTY49aH ¢ MPOTHBOTIOKAa3aHo (BK. TOUKH 4.3, 4.4, u 5.2).

Hayuenmu ¢ 6vbOpeyno yapescoane




He ce Hanara kopurvpaHe Ha x03aTa TpH MALHEHTH ¢ KpeaTHHHHOB KIHpHHC > 30 mi/MuHyTa (BXK
Touka 5.2), M3non3eaHeTo Ha eTOPHKOKCUO MpU NALMEHTH ¢ KPeaTHHUHOB KIMpbHC <30 ml/MHHYTa €
NpOTHBOITOKA3aHo (BK. ToukH 4.3 H 4.4).

Heduammuma nonyrayua
ETopuxkoxkcub ¢ mIpOTHBOMOKA3aH 3a yrioTpeba NpH gelia H IOHOWIM HA BB3PAcT oA 16 roauHH (BIoK

To4Ka 4.3).

HauuH Ha NPUIIOKEHHE

KOKCHEHT ce npueMa nepopanHo 1 MOxke ha Ohe [pHeMaH Ha IJ1IaqHO WIH IO BpeMe Ha XPaHCHE.
EdexThT 0T TekapcTBEHAA IPOXYKT MOXe Aa HacTHIH Nno-0%p30, korato KOKCHUEHT ce nmpuema Ha
rnaaHo. ToBa Tpadra aa ce HMa IpeABH, KOTaTO € HeoOXOAHMO JIa ¢e MOCTHPHE OBP30 MOBIHABaHS
Ha CHMITTOMATHKATA. -

4.3 IlIpoTHBONOKA3ZANHNA

- CBpBXYYBCTBHTENHOCT KbM aKTHBHATA CHCTABKA KITH HAKOE OT NOMOIIHWTE BEECTBA, HIOpOeHH
B TOYKa 6.1.

- AKTHBHA NeNTHYHA A3Ba HWIH aKTUBHO KBPBEHE OT cTOMAaINHO-ypeBHHA (CY) TpakT.

- HaumuMeHTH, KOMTO CNIeN [pHEM Ha alleTHACATIMITHIOBA kucenuHa HH HCTIBC, sxmoduTeNHo
COX-2 (HHKNIOOKCHIeHAa3a-2) HHXHOUTOPH, ITPOABABAT OpOHXOCNA3EM, OCTHP PHHHT, HOCHH
TIOJTHNH, aHTHOHEBPOTHYEH €4eM, YPTHKAPHA KWIH ANEPrHIHH PEaKIHH.

-  bpeMeHHOCT M KbpMeHe (BXK. TOUKH 4.6 1 5.3)

- Texkka yepHoApoOHa HepocTaTh4YHOCT {cepyMeH anbymun <235 g/l wim Child-Pugh annexe >10).

-  Hscneapan 6n6peveH KpeaTHHHHOB KIHPBHHC <30 ml/MuHyTa.

-  Heua w oHomM noa 16-roguiunHa Bb3pact.

- BrananurenHu 3abonjiBaHHA Ha YepBaTa

- 3acroiiHa ¢ppacyHa HeAocTaTHUHOCT (NYHA II-IV).

- IlammeHTH ¢ XHIIEPTOHMSA, YMETO KPBBHO HAIATaHe € TpaiiHo yBenndeHo Hax 140/90 mmHg u ne
€ aACKBATHO KOHTPOIUPAHO.

- YcraHoBeHa HCXEMHMHA HONECT HA CHPLETO, 3a00NaBaHKA Ha NepUdEPHHTE APTEPHAITHH CHIOBE
W/ MM MO3BYHO-CBAOBO 3ab0NABaHE.

4.4 Croennanau DpeAYNpPeXKICHHAS B NIPEANA3ZHE MEPKH NpH ynorpeba
CromamHo-4peBHH ePeKTH

Y CI0o)KHEHHA OT rOpHHTE OTAEAH Ha CTOMAIIHO-YPEeBHHUSA TpaxT (nepdopaumy, S384 WIH KLPBEHE
(PUBS), HAKOH OT KOHTO C aTaleH W3X0Jl, Ca HACTHITIIH NPH NAUMEHTH JEKYBaHH ¢ eTOPHUKOKCHO.

BHumarenno TpaGsa Aa ce MOAXO0xK 4 NPH NMAMEHTH ¢ PUCK OT pa3sBUTHE HA CTOMALLIHO-YPEBHH
yenosxkHenus ot HCIIBC: naupeHTH B cTapyuecka Bb3pacT, MALMEHTH, NPYeMally ¢THOBPEMEHHO 1
apyry HCIIBC unm anetiicanMuunoBa KHCEIHHA, WIH NALMEHTH ¢ PEKAPaHHA CTOMAIIHO-YPEBHA
3360315[3&1—1]'13, KaTO A3Bad H KEPBCHE OT CTOMAINTHO-YPCBHHUA TPAKT.

HMa qomb/HATENHO yBEIHYABAHE HA PHCKA OT CTOMALTHO-YPEBHH HEXKETIaHH JIEKApCTBEHH peaKiii
(cTOMaIHO-YpEBHA A3BA KM APYTH CTOMAIIHO-YPEBHH YCIONHEHHA ), KOTATO ETOPHKOKCHE ce
npHeMa 3aeHO ¢ alleTHICATHIWIOBE KUCEIHHA (DOPH H B HUCKH I03H). 3HAYMTC/IHA PA3/HKA I10
OTHOLIEHKE Ha CTOMAIIHO-4YpeBHaTa Oe3omacHoCT Mexay cenektasuu COX-2 uaxnburopH +
aneTwicaTyIHIoBa kiucenuHa cnpaMo HCTIBC + auetuncanuipinopa KHCeNHHa, He € OMna
ACMOHCTPHPAHA B JBJITOCPOYHH KIHHHYHH MpoydBaHHy (BxK. Todka 5.1).

CepaeuHo-chnoBH ¢EKTH

KJTHHMYHH npoyYBaHHA NIPEANONAarar, 9e JISKApCTBEHHAT KJ1ac Ha celleKTHBHHTe COX-2




nopajay KoeTo TpA6Ba aa ce H3NON3BAT Hali-HUCKUTE e(eKTHUBHU NO3M 34 HAH-KpaTeK NEpUos oT
Bpeme. HeoGxoauMocTTa Ha MalMEeHTa OT CHMITTOMATHYHO O0JIeKMaBaHe H OTTOBOP CIIPAMO
TepanusaTa Tpadsa Ja 6bae NepHOIUYHO NPEOLICHABAHA, OCOOEHO NPH NMALMEHTH ¢ OCTEOAPTPHT (BXK.
Toukn 4.2, 4.3, 4.8 u 5.1).

[TammeHTH CBC 3HAYMTETHH PHCKOBH (DAKTOPH 33 CHPACHHO-CHA0BH HHIMACHTH (HalIpUMED
XHNIEPTOHHSA, XHTIEPAHNUASMHSA, THA0ET, TIOTIOHOMyIIeHe) TpAGBa Aa OBAAT NEKYBAHH C €TOPHKOKCHO
Cled BHUMATENHO oOMHCaHe (B, TOYKa 5.1).

COX-2 cenexTHBHUTE HHXHOUTOPH HE 38MECTBAT aUETIICATHLIAIOBATA KHCETHHA (aCITHPHH) IIPH
NpOQHIAKTHKE HA ChPACHHO-CBHA0BH TpoMboeMbomuuHE 3abonsaBaHus nOpaliy JIMIICATA Ha
aHTHAarperadTeH edekT. [lopaaH ToBa aHTHarperaHTHaTa Tepanus He TpAOBa na &bae NpexbcBaHa (Bi.
TOMKH 4.5 u 3.1).

EdextH Bppxy Ob0penure
brOpeunnTe MpocTarnaHAMHA MOKE Jia HMAT BRKHA POJIA B IOAIbpXKaHeTo Ha Op0peunara nepdysus

3aroBa NpH HATHYKETO Ha KOMIpoMeTHpaHa 6p0peuna nepdysus, npuiaraseTo Ha ETOPUKOKCHO
MOXe Jia [IpeaU3BHKa BTOPHIHO PeAyLHpaHe Ha Ob0petHHS KPHBOTOK K YBpeKAaHe Ha 656pevnara
(PYHKIMA, NOCPEACTBOM HAMALABAHE HA MIPOU3BOICTBOTO Ha npocTarnaHAHuHH. I laiHenTyTe ¢ Hali-
BHCOK PHCK B TOBA OTHOIIIGHHE Ca T€3H, KOWTO HMAT MPEAXmKIAno 3HAMHMO YBpEKIaHe Ha
OBOpeuHaTa QyHKUMA, HEKOMIIEHCHPaHa ChPASYHA HEAOCTATHYHOCT Win UHpo3a.llpu Takusa
MAUMEHTH ClIefiBa Na c€ MMa NpeABHA MOHUTOpUpaHeTo Ha OpOpeunara QyHKIHA.

3aabpKaHE HA TEYHOCTTH, OTOK H XHNEPTOHHA

KakTo 4 1pH ApyrH JIeKapCTBEHH MPOAYKTH, 34 KOHTO € H3BECTHO, Y€ MOTHCKAT NMpOCTArIaHAMHOBATA
CHHTE3a, PH NAlHSHTH Ha JIeYeHHE ¢ eTOPHKOKCHO ce Habmoaarar 3aiphKaHe Ha TEYHOCTH, OTOK H
XHIIEPTOHMA.

Bewuxu HecTeponanu npotHRoRB3namaTenEm cpeactea (HCITBC), BRIHOUMTENHO eTOPHKOKCHS,
MOTAT Aa C€ CBBPXKAT ¢ HOBOTIOABHIA CE HIIH PeKypPeHTHa 3aCTOMHA ChpAcYHa HENOCTATHYHOCT, 3a
HHQOpMaLMA OTHOCHO ONpeAe/IAHHA OT J03aTa OTrOBOP IPH €TOPHKOKCHO BIDKTE TOUKa 5.1
Baumarenso tpabra fqa ce moAxoxaa KbM NalHEHTHTE C aHAMHE3a 32 ChpJEYHA HENOCTATHYHOCT,
AeBOKAMEPHA NHCOYHKLHSA, XHMEPTOHHA, KAKTO H KbM TMALHCHTH ¢ NPEAX0KIALl OTOK MO APYTH
NPHUYMHH, AKO HMA KIHHUYHM JJAHHM 33 BJIOLIABAHE HA CHCTOAHHMETO HA TE3H MAaUMEHTH, C/IeNBA Jia ¢ce
NpeAnpHeMaT NOIXONAIIH MEPKH, B TOBA YHCNIO U MPEeKpaTABaHe Ha JeUYeHHETO ¢ eTOPUKOKCHO.

Eropuxokcu® Moke a 6pAe CBBP3aH C MpOABA HA O-YECTA M TEXKA XHICPTOHHA B CPABHEHHE C
apyra HCIIBC u cenexrusan COX-2 unxuburopu, ocobeno npu BUcokH Ao03H. [lopaau ToBa
XMMEpPTOHUATA TPAOBa 2 OBAe KOHTPOIHpaHa [IpeiHl JIeYeHUETO ¢ eTOPUKOKCHD (Bxk. T 4.3) 1 TpsGBa
na ce cOBpHe 0coOeHO BHUMaHHE Ha NMPOCACAABAHE Ha KPHBHOTO HAIATAHE M0 BpeMe Ha JISYEHHETO C
eropHKkoKcHO. KpbBHOTO HansraHe cieasa aa Ob/e KOHTPONMPAHO ABE CEAMHLUA OT 3arovBaHe Ha
JICUCHHUETO M IEPHOAMYHO CJ1¢/] TOBa.AKO KPBBHOTO HANATAHE C¢ MOBHIIIA 3HAYHTENHO, TPAOBA fa ce
[TOMHCJIH 33 QJITEPHATUBHO JISHUCHHE.

EdekTH BBpXY YepHUSR Ap06

[TosnmasaHe Ha anannHamMuHOTpaHcepasara (ALT) w/unmm acnapraramuHoTpaHcgepasara (AST)
(MpHONM3HTENHO TPH MJTH NIOBEY€ ITHTH Hall TOPHATA HOpMaTHA IrpaHHIia) ¢ 6uno Habmonasano npu
okoJI0 1 % OT nalMeHTHTe B KTHHUMHHTE NPOYYBaHHA, KOHTO ¢a JeKYBAHH ¢ €TOPHKOKCHO 10 |
roavHa npu ao3a 30, 60 u 90 mg aAHeBHO.

[TaiMeHTHTE CHC CHMITTOMH H / WK IPH3HALM 33 HYepHOApoOHa aucyHKIHA, cnenra aAa Opaart

MOHHTOPHpPaHH. AKo ce HalmoAaBaT NpU3HALK Ha YepHOAPOOHA HEACCTATEYHOCT UITH nepcumpa:;
MATOMOIHYHM Pe3yJITaTH OT YepHOAPOOHHTE TecTOBE (TPY MBTH HAX HOpMAJIHATA FOpHa
NEYEHHETO ¢ eTOpUKOKCHO TpabBa sa ¢ce npeKpartH.

Obu edpextn f
AKO 10 BpeMe Ha JICYEHHETO MPH NALMEHTHTE Ce BNOLIAT QYHKI[MUTE Ha HAKOA OT MO-T
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CHCTEMH, TpAOBa fla Ce B3eMaT NOJXOAANHA MEPKH H J1a € OMHCIIH 3a NPEKbCBAHE Ha TepariaTa ¢
eTopukoKCHO. TpabBa na ce ochliecTBABa aIEKBATHO MEeIMUIMHCKO HabmoaeHne no BpeMe Ha
NPOBEXJAHETO Ha JICUCHUE ¢ ETOPHKOKCHO Ha MAIMEHTH B CTapuYecka BB3PAcT H TAKHBA ¢ HAMHYHA
OnOpeuHa, YepHOAPOOHA UMK ChpAeYHa AUCOHYHKIAA,

JeueHueTo ¢ eropHkokcud TpAOBa [a ¢¢ OCHIIECTBABA BHUMATE/THO TIPH AEXHAPATUPAHHA MALMECHTH.
Ilpenoprusa ce NpeaBapUTeIHA PEXHAPATALIMA HA TAKHBA NALHCHTH NPEAH Oa 3aN04YHe TEPartaTa ¢
ETOPHKOKCHO.

CepHO3HH KOXKHH PeaKiMi, HIKOH OT KOHTO (aTallHH, KaTo eKCOIHATHBEH IePMATHT, CHHIPOM Ha
Stevens-Johnson H TOKcHYHA enMaepMaiHa HEKPOan3a, ca GHITH JIOKIaJBaHH MHOTO PAJIKO BLB BPBH3Ka
¢ manon3eaneTo Ha HCTIBC u nakow cenektusHH COX-2 HHXUOHUTOPH Npe3 NOCT-MapKETHHIOBOTO
HaOmoneHAe (BX. Touka 4.8). [TarmeHTHTE €3 HANOXKEHH Ha Hal-rO/iAM PHCK OT TAKHBAE PEaKL¥iH B
HAY4IOTO HA TEPANMATA, KATO IHPBATa PEaKig C€ IOABABA B TIOBEUSTO CITy™iaM Npe3 ITbpPBHA MECeLl
OT feueHHEeTO. CEPHO3HY PeaKklH Ha CBPBXUYBCTBHTEIIHOCT (KaTO aHa¢HIakcHA H aHTHOEAEM) ca
Ome cROOLIABAHM P MALHEHTH, TPHEMAIH eTOPUKOKCHO (BK. Touka 4.8). Hakon cenexTuBHH
COX-2 pHXHOHTOPK Ca CBBP3aHH ¢ MOBHLIEH PHCK OT KOMKHH peaKI[HH NPH NaIHEHTH, KOHTO ¢a
MMaJTH aHaMHe3a 3a JICKapCTBEHA aNeprud. IIpHeMbT Ha eTopHKOKCHO TpaOBa fa Obaie MpekpaTeH py
TBPBATa MPOABA HA KOXKEH OOpUB, Jie3Ms Ha JIMTaBHLIATA WK APYTH CHMIITOMH Ha
CBPBXYYBCTBHTETHOCT.

EtopuxokcHd Moxe fa 3aMackupa (GeOpUIUTeT M Apyrd NpU3HaLA Ha BH3MANHTETHH 3a00/19BaHNs.

BHuMarenHo Tpabpa ga ce NOAX0KAA MPH SAHOBPEMEHHO TIpHilarane Ha eTOpUkokcu® ¢ BaphaprH
WU JPYIH NIEPOPaIHH aHTHKOArYJIAHTH (BXK. TOuKa 4.5).

H3non3eaHeTo Ha €TOPUKOKCHO, Moi0OHO Ha APYTH JEKAPCTBEHH IIPOIYKTH, KOWTO MOTHCKAT
LUHKIOOKCHINeHA3HATA/TIPOCTArJIAHIHHOBATA CHHTE3a, HE ¢E MPenoPLYBa IIPH KEHH, KOHTO ¢€ OMMUTBAT
aa 3abpeMeHesT (BXX. ToukH 4.6, 5.1 u 5.3).

Tabnaerkure KOKCHUEHT csaspskar naxrosa. flaiueHTH ¢ paako cpeliaHa HaceACTBeHa
HEMOHOCHMOCT K'bM rajlakTo3a, NaKTa3Ha HeIOCTATBYHOCT WITH TTIIOK030-ranakTo3Ha ManabcopOips,
He TpaAOBa Ja nNpHeMar TORa JICKapCTEO.

4.5 B3aaMoaelcTBHE ¢ APYrH JIEKAPCTBEHH NIPOAYKTH H ApPYrH (OpMHE Ha B3auMojelicTBHE

QapMakOIHHAMHUHH R3AHMOAECHCTRHA:

llepopannu anmuxoazynanwmu

ITpu nauMeHTH, CTabAIKU3MPaHH Ha XPOHUIHO JIeUeHHe ¢ BapdapHH, MPUIAraHETO HA €TOPHKOKCHO
120 mg nHERHO € cBBbp3ano ¢ npubausurenHo 13 % ysemuuenue Ha INR (International Normalised
Ratio = MeXAYHAPOIHO HOPMAIM3ZHPAHO OTHOIICHHE ) HA NPOTPOMOHHOBOTO BpeMe. 3aTOBA MAITHEHTH,
KOHTO Cé€ JIEKYBAT C MCPOpalIHH aHTHKOATYJIAHTH, ClIeiBa CTPHKTHO JAa ObJIaT MOHHTOPHPAHH IO
oTHOIeHHE Ha INR Ha npoTpoMOMHOBOTO BpeMe - 0COOSHO B TLPRHTE HAKOMKO AHH, KOTATO
NEYEHHETO ¢ ETOPHKOKCHO 3aI0o4uBa HIH Ce MPOMEHS A03aTa Ha JIeKapCTEOTO {BXK. Touka 4.4).

Huypemuyn, ACE u aneuomenzun Il anmazonucmu
HCIIBC moxe aa Hamanat edexra Ha JUyPETHIIMTE U APYTHTE aHTHXHIICPTCH3HBHH JexapcTea. I1pH
HAKOH NMallHCHTH ¢ yBpeaeHa 050peuyna QyHKIMA (Hanp, ReXUAPaTHPAHH MTALHCHTH WX IALMEeHTH B
cTapuecka BE3pacT ¢ yBpeaeHa 0b0peyuna QyHkIMA) eHOBpeMeHHOTO Hanon3saHe Ha ACE-
HHXHOWTOPH HIH AHTHOTEH3WH J/ aHTarOHHUCTH K CPSACTBA, KOWTO HHXHOHPAT HHKI0OKCHIEHA3ATA
MOXE Aa NPEeAU3BHKA JOMBJIHKUTENIHO BoWasane Ha ObOpeuHaTa (pyHKIMs, BKIIOYHTE/HO DASBHIHNE...
Ha ocTpa OBOpeUYHa HeAOCTATRUHOCT, KOeTO O0HKHOBEHO e oOparamo. To3n ¢akr cneasa gatek




Tepanusi U NePHOAHYHO CJIE]] TOBA.

Avemuncaruyuosa xucenuna

Ilpu npoyuBate Ha 3apasy NOOPOBOILH ¢ MOCTHIHATO pABHOBECHO ChCTOAHME (steady state)
eTOpHKOKCHO B A03a 120 mg regHBXK JHEBHO HE € MOBIHSA AHTHATPEraHTHATA AKTHBHOCT Ha
aLleTHICATHIIHIOBATA KHCeNuHa (7103a 81 mg BenHbK qHEBHO), ETOPHKOKCHD MOKke [a ce M3MONI3Ba
eJHOBPEMEHHO C alIeTH/ICAIMLHIIOBA KHCENHHR, AafIcHA B 5034 38 NPOQIIaKTHKA Ha CHPACYHO-
CHIOBH HHUHACHTH (HHCKA J103a Ha aUeTHWICATHLMAOBA KHCe/IMHa (acnuprH)). Bee nax
€IHOBPEMEHHOTO NPHJIaraHe Ha aueTWICAIMIMIIOBA KHCENTHHA {HHCKA J03a) C eTOPHKOKCHD MOXKe aa
YBEJIHYH YE€CTOTATA Ha yauepauuure H Apyrure CY ycno:kHeHHA B CPaBHEHHE CBC CITyYaHTe, KOTATO
eTOPHKOKCHO ce H3nomsBa camocToaTelTHO. He ce npenopbhypa eJHOBPEMEHHOTO MPHIarale Ha
ETOPHKOKCHO ¢ MO-BHCOKH OT MOCOYEHHTE 33 NPOPHIAKTHKA HA CHPASYHO-CHAOBH HHIMACHTH J03H
alleTHACATHIIOBA KHceNnnHa, KakTo | ¢ Apyrd HCIIBC (Bxk. Touku 5.1 u 4.4).

Huxrocnopun u maxporumyc

BBripekH 4¢ TOBa B3aHMOJCHCTBHE ¢ €TOPHKOKCHO HE € NPOyuBaHoO, ce 3Hae, Yie eHOBPEMEHHOTO
[IPHNArale Ha HKI0CIOpHH WM TakponuMyc ¢ HCTIBC moxe ga yBennis He(ppOTOKCHYHAS €eKT
Ha JBETe NICKAPCTBA - LIMKITOCTIOPHH HMIIH TakpoiuMmyc, brOpeunara ¢pyHKIMA cneasa fa Opae
MOHHTOPHPaHa, KOTaTO Ce NpriIara eTOPUKOKCHO B KOMOHHALMS ¢ HAKOHU OT TE3H JBE JIEKApCTEA.

PDapMaKOKHHETHYHH B3aUMOIEHCTBIS

Edpexm na emopuxoxcub svpxy drapmaxokunemuxama Ha Opyau 1eKapcmea

JIuruii: HCTIBC Hamanasat 656peynara eKkCKpelra Ha JINTHH, NOpag KOETO Ce YBENH4Hapa
1a3MeHaTa My KoHUeHTpauus. [Ipu HeoOxomuMocT Tpabea Aa ce MOHHTOPHpA CTPHKTHO
KOHLICHTPaLHATA Ha INTHH B KpBBTA M ia C¢ aJalrTHpa J03aTa Ha JIMTHA, JOKATO C& NPHEMA Ta3H
JieKapcTBeHa KOMOMHAUMA, KakToO ¥ npu crmpaneto Ha HCTIBC.

MeroTtpekcar: IIpoBeaeHn ca ABe npOyYBaHHA 3a H3CNeaBaHe Ha edekra Ha eTopHKOKCHO B 103a 60,
90 Wi 120 mg BeJHBK JHEBHO B NPOAB/DKEHHE HA 7 JHM NPH NalMeHTH Ha JIEYSHHE ¢ METOTPEKCaT B
Ao3a ot 7,5 A0 20 mg BeAHBK CEAMHYHO 32 JICUEHHE Ha peBMAaTOH/CH apTpUT. ETOpHKOKCHE mpH Ko3a
ot 60 n 90 mg He e oxasan edeKT BBPXY IUIa3MeHAaTa KOHLCHTPALMS Ha METOTPEKCAT MIH GhOpetHus
My KJIHpBHC.B eaHo npoyuBane eTopHkokcub B A03a oT 120 mg He e uMan edexT, HO B Apyro
NPOYYBAHE TIPH Ta3M 033 € YBSIIMYIWI M1a3MEHATA KOHLEHTpAaLlus Ha MeToTpekcar ¢ 28% H e
Hamanut 6p0pevHns KIHpBRHC Ha MeToTpekcar ¢ 13%. Ipenopbusa ce MOHHTOPHpPAHE 38 TOKCHIHH
edeKTH Ha METOTPEKCAT, KOraTo TOM ce Ipunara B KOMOMHAIHS ¢ eTOPHKOKCHO,

[MepopanHi KOHTpALEIITHBH:

[Ipunarasero Ha 60 mg eTOpHKOKCHO €AHOBPEMEHHO ¢ TIEPOPATHH KOHTPALIENTHEH, CHABPKAINH 35
MHKporpama eTHHHIecTpamHoa (EE) 1 0,5 no 1 mg HopeTHHApPOH B NpoAb/LKeHHe Ha 21 1HH, €
YBEJIHMMJIO TUIOLITa NOX KpHBATA NpH craronapHo cectosrue AUCo4 3a EE ¢ 37 %. [Ipuanarasero
Ha 120 mg eTOPHUKOKCHO ChC CHINMA NEPOPANEH KOHTPALIENTHR, THOBPEMEHHO WIH C MHTEpBall OT
12 qaca, ¢ YBEJTHYHIO TLIOLITA NOA KPHBATA HpH cTalOHApHO cheToasHHE AUCq.24 3a EE ot 50 mo 60
%. Toa yBenuueHue Ha koHueHTpauuara Ha EE cneapa na ce uma npeaguz, koraro ce w3Gupa
NepopasieH KOHTPALICIITHB, KOWTO & C€ U3MO0M3BA MO BpeMe Ha MPHIATAHETO HA €TOPHKOKCHO.
YBeIH4YeHOTO Bb3/elicTBUEe Ha EE MoXe 13 NOoBHIIK YecTOTATA Ha HeKEMaHHTE PeaKLHH, CBLP3AHH C
NepOPaNHUTEe KOHTPALCIITHEH (Hanp. MPOABH Ha BEHO3Ha TPOMGoeMOOIHA IIPH PHCKOBH JKEHH ).

Xopmono-3amectarenHa repanud (X3T): [Ipunaranero Ha etopuxoxcud 120 mg 3aeano ¢
XOpMOHO3aMECTHTEIIHA Tepankd, ChCTaBSHA OT KOHIOrHpaHH ectporeHH (0,625 mg Ilpemapis)
NpoaB/DKEHHEe Ha 28 AHM € YBEJIHMMIO TUIOINTA 04 KPHBATA IIPH CTALMOHAPHO CBCTOAHHE HA /,,r"*--:_,,\ ;
HeKOHIOTHpaHHA ecTpoH (4] %), exBuiHH (76 %), u 17-B -ectpammon (22 %). EdexrsT Ha / g‘t\* '
NpenopLUHTENHHTE XPOHHYHH J03H eTOpHKOKCHO (30, 60 u 90 mg ) ue e 6un npoyuen. I
kpuBata AUCo.24 hr Ha Te3H ecTporeHHH CheTaBKH Ha IIpeMapHH NpH eIHOBPEMEHHOTO M
NpUnaraHe ¢ eTopHukokcHt 120 mg ca 6WnH nMo-Manko ot NONOBHHATA, B CPABHEHHE C TE3
CaMOCTOATENTHOTO Npuarane Ha [IpeMapuH K yeenuuaBaHe Ha f03ata My ot 0,625 mg Ha




JKIMHHYIHOTO 3HAYEHHE HA TE3H YBEITHUSHHA HE € H3IBECTHO H MO-BHCOKM A034 Ha [IpeMapHH He ca
61K npoyusany B KOMOMHALMA ¢ eTOpHKOKCHO. Te3H NOBHINEHHA Ha ECTPOr¢HHATA KOHIICHTpaIms
TpaGBa 1a ce MMaT TIpeBHA ITpH H3Gopa Ha XOPMOHANHA TEPANHA CAEA MEHOTIAY3aTa, [IPH NPHIIaraHe
3a6/[HO ¢ STOPHKOKCHD, 3aI0TO €KCNO3HLMATA Ha YBEIHYEHH HHBA Ha €CTPOTeH MOTaT Ja YBEJIHYAT
PHCKA OT HexXXelaHy peakiH, cepp3any ¢ X3T.

[Ipeauuson/npeaansonon: Criopes JaHHHTE OT NPOBEACHNTE KITHHHYHYI POYYBAHHA 33 OLICHKA Ha
JIEKAPCTBEHH B3aMMOZEHCTBHA, €TOPHKOKCHO HE € oKa3al KIHHHYHO 3HAUMMO BE3ACHCTBHE BBPXY
(apMakOKMHETHKATA HA NPSAHH3OH/ TIPESAHHU30JIOH.

AurokcHH: ETopuxokcHO B 103a 120 mg BeAHBK AHEBHO B NPOAR/DKEHHE Ha 10 quM ITpH 31paBH
A00poBOMIM HE € MPOMEHI TUIOLITA MO/ KPHBATA [TpH cTalMoHapHO cheTosHue AUCo. 240 WK
0B6peuHoTO eTAMUHHpaHe Ha aurokcul. Habmonaparno e ypenuueHue Ha Crax (MAKCHMaNHa -
KOHUEHTpaLms ) 3a AHrokcuH (npubmuautesiHo 33 %). ToBa yBeNnuyeHHe HE € OT CHILECTBEHO
3HAYEHME 3a TIOBEYETO NauMeHTH. Bee mak manpeHTHTe, KOUTO €a ¢ MOBHIICH PHCK OT AUTOKCHHOBA
MHTOKCHKalHA, TpaOBa fa 6p1aT npocneAdBaHy 3a MPOABUTE HA TaKaBa HHTOKCHKALIMA, KOraTo ABeTe
NEeKapcTBa, eTOPUKOKCHO U IUIOKCHH, CE NIPHIAraT € {HOBPEMEHHO.

Echexm na emopuxoxcub evpxy nexapcmsama, xoumo ce memabonusupam upes cyrompancepasu
Eropukoxcub e urxuburop Ha cyngorpaHchepasaTa B HOBEIKHA OPraHUIbM, MO-CMNELUAITHO
SULTIEI u e ycTaHoBeHO, Ye BOAH A0 NOBHIIABAHE HA CepyMHAaTa KOHLICHTpAlMA Ha
etununectpanuona (EE). lokonkoro no3HaHHETO 32 eEeKTHTE BPBPXY MHOKECTBOTO
cyldoTrpaHdepazy Ha HACTONIIHUA €TaMN € OTPAHHYEHO M KIIHHHYHUTE ITOCTIeAULM OT ASHCTBHETO HA
MHOKECTBO JIEKapCTBa ¢a HEIThJIHMA | NPOABIKABAT Ja ObaaT 00ekT Ha w3caeaBaHe, TpAGBa Aa ce
BHMMAaBa, KOTATO ETOPUKOKCHD ce mpuiara eHOBPEMEHHO C JPYTM JICKapCTRa, KOUTO CE
MeTa0Oo/IM3UPAT IVIABHO OT CynoTpaHcdepasuTe (Hanp. nNepopaTHH catdyTaMoNl H MUHOKCHIM).

Egbexm na emopuxoxcub evpxy nexapcmeama, xoumo ce memabonuzupam om CYP wzoensumume
B13 ocHOBaA Ha HacnenBaHud in vitro, eTOPUKOKCHO He ce ouakBa 1a HHXxuOupa uproxpoMure P450
(CYP) 1A2, 2C9, 2C19, 2D6 , 2E1 unu 3A4. B npoyusaHe npH 3ApaBH Xopa, IPHJIATaHETO Ha
€TOPHUKOKCHO B 1033 120 mg AHEeBHO He € JOBEIO A0 NPOMAHA B AKTHBHOCTTA HA YepPHOAPOOHNS
CYP3AA4, ouegHeHa upe3 epuTpOMHIIMHOBHA NHXATENECH TECT.

Egexm na opyzu nexapcmea ebpxy thapmaxoxunemuxama Ha emopuxoxcut

OCHOBHHAT BT Ha MeTabonu3upaHe Ha eTOpHKOKCHO € 3aprcHM 0T CYP ensumure. CYP3A4
H3IJIeKOA BIUAE PEPXY MeTabomu3Ma Ha eTOPUKOKCHO in vivo, In vitro npoy4yBanmns nokasear, ge CYP
CYP2D6, CYP2CY, CYPIA2 u CYP2C19 chino Morar Aa KaTAMH3HpaT OCCHOBHHATE MPOLIECH, HO
TOYHA KOTHYECTBEHA OLIEHKA HA ChYYacTHETO HM HE € MPOBEkKAaHa B YCIIOBMA in vivo.

Kerokounazon: Keroxouaszonst e Momen uaxudurop na CYP3A4. B noza 400 mg peaHbA JHEBHO B
NpOaB/DKEHNE HA 11 JHH NPH 3ApaBH JoOPOBOJIIHM HE NMPOMEHA KIHHHYHO 3HAYHMO
(hapMaKOKHMHETHKATa Ha €TOPHKOKCHO NpH eaHOKpaTHa 1o3a oT 60 mg (43 % yeemudenue Ha AUC).

BopukoHa3on u MukoHa3071: EqHOBpeMeHHOTO MPHAMKEHHE HA MIEpOpaicH BOPHKOHA3OM HIH
TOKaJICH MHKOHa30J1 nepopaeH reit (MoiHd HHxubuTops Ha CYP3A4) ¢ eTopHxokcHb BOH X0 JEKO
MOBHLIABAHE HA eKCIIOIULIMATA HA eTOPHKOKCHD, Ge3 ToBa Aa ce CUHTa 3a KTHHHYHO 3HAYHMO Ha 6asa
Ha myONHKYBaBHUTE HAHHH.

Pudammauma: ExHoBpeMEHHOTO NpHiaraHe Ha eTOPHKOKCHO M pAdaMITLAH, MOIIEH HHAYKTOp Ha
CYP eHsumure, BOAH IO HAMAIABAHE Ha IUIA3MEHHMTE KOHIIEHTPAMH Ha eTOPHKOKCHO ¢ 65%. Tosa
MO3Ke Ja JOBE/E AC PELIMAUBHPAHES HA CUMIITTOMATHKATA, 34 KOATO Ce NpHiIara eTopuKokcHO ¢
pudamMnumH. Toif kaTo ToOBa IpenNonara yBe/THYaBaHe Ha J034Ta Ha JISKApCTBOTO, CIICABA 113.6
othenexkH, 4e He ca MPOYYCHH JO3H HA €TOPHKOKCHO, IO~BHCOKH OT MOCOMEHHTE 38 BCAKA J)
KOTaTO C€ NPIIara ¢AHOBPeMEeHHO ¢ pudaMnALMe. 1o Ta3H NpHYHHA HE Ce H NPENoPBYBY
NO3M (BXK. TOMKa 4.2). "




AHTHALMIN: AHTHALMIATE HE BIIHAAT BBPXY HapMaKOKMHETHKATA HA €TOPUKOKCHO B KITMHHYHO
IHAYHMA CTeTleH. |

4.6 DepTRINTET, GPEMEHHOCT H KbpPMEHE

bpemennoct
Hsama KTHHEYHN JaHHH 33 BJIMAHHE Ha €TOPHKOKCHO BEPXY NPOTHYAHETO Ha GpeMeHHOCTTA.

IlpoyuBaHisITa NPH KHBOTHH Ca YCTAHOBHIH TOKCHYEH €()eKT BBPXY PEeNpONyKTHBHATa QYHKLIA (BIK.
TOYKa 5.3). He e v3BecTEH MOTeHUMAIEH PUCK TIpH OpeMeHHH JKeHH. ETOpHKOKCHO, KaKTO ApYyrure
NIeKapcTBeHM NPOXYKTH, HHXHOMpally CHHTE3aTa Ha NPOCTarTaHHHATE, MOXKE 1a MPEeAHIBHKA
MaTO4Ha cnabocT H NPeKACBpeMEHHO 3aTBapAHe Ha boTanoBHA MPOTOK B MOCIEAHUA TPHMECTEP.
Etopuxoxc6 e npoTHBOMOKA3aH 3a MPWIAraHe 110 BpeMe Ha OpeMeHHoCT (B, To4ka 4.3). AKO e/jHa
keHa 3abpemeHee 110 BpEME Ha JISMEHHETO C €TOPHKOKCHO, To# TpaGOBa aa Gpae cnpsH.

KspMene
He e H3BecTHO nanu eTopHKOKcHO ¢e oTAeNA B YOBEIIKATa KspMa. ETOPHKOKCHE ce OoTHeNd B KppMaTa
Ha IIBX0BE. J(eHITe, KOUTO NMOI3BAT ETOPUKOKCHO, He TpaOBa Aa KBPMAT (BXK. Toukd 4.3 u 5.3).

QepTUNHTET
Ynotpebata Ha eTOPHKOKCUO, KAKTO M Ha BCAKO APYIO BEMIECTBO, 332 KOETO € M3BECTHO, 4e HHXMOMpa -

COX-2, He ce npenops4Ba IpH KEHH, ONHTRALLM e 3 3a0peMeHeT.
4.7 Edextn Bupxy cnoco6H0cTTA 33 modHpane 1 pabora ¢ MAINAR

IManseHTHTE, KOHTO YYBCTBAT 3aMAAHOCT, CBETOBBPTEK WIH CHRINUBOCT NPpK ynotpeba Ha
€TOPHKOKCHO, TpaOBa na u3barsar na mwodupar u aa paboTar ¢ MalDHHH.

4.8 Hexenand JeKapcTBeHH PeaAKNHEH

Pestome Ha npoduia Ha 6e30nacHOCT

B KIMHHYHM Npoy4YBaHHa, 6€30MacHOCTTA OT NPIIAraHEeTO HAa €TOPHKOKCHEG € Gruta olleHeHa rpH 9295
Ry, BRIoUTenHo 6757 naumentd ¢ OA, PA, xponvuna Oonka B KpBCTa HINM aHKMN03MPaI]
cnioHaWMT (npubnusKrTentHo 600 naiwent ¢ OA win PA ca Gunu leKyBaHH B NpOab/KEHHE HA
MHHHMYM €ZIHa FOJHHA).

[Ipy KNHHHYHATE TIPOYYBAHHA, MPOGUTET HA HEXKEMAHHTE ICKAPCTBEHH PEakLMH ¢ 61T CXOAEH Ipu
nauueHTH ¢ OA HiH PA, nekyBaHd ¢ eTOPHKOKCHO B MpOIB/DKEHHE HA €IHA FOAMHA WK NOBEYE,

Ilpu xMHKYHO IPOYYBaHE 33 OCTHP MOJATPO3EH APTPHT, MALMEHTHTE ca 61im neKyBaHu ¢he 120 mg
AHCBHA 032, B IPOADKCHHE HA 0ceM NHHM. 1Ipo@uUneT Ha HeXKENAaHUTE NIEKAPCTBEHH PEaKLHH NPH
TOBA Mpoy4BaHe ¢ OW B 06K NHHMK 6H3IBK 10 TO3H, HabMoAaBaH OpH KOMGUHHpPaHHTe
npoy4saHnsd 3a OA, PA u xporuuna 6ofika B KpBeTa.,

B nporpama 3a npociessaHe Ha ChpAeUHO-CBHAOBATA 6€30MacHOCT ¢ 0606LIEHN JaHHM OT TPH
KITAHMYHH H3NHTBAHHA CIPAMO aKTHBEH KOMITOHEHT, 17 412 naupenTH ¢ OA umm PA ca nekysanm ¢
eTopUKOKCHO (60 1nn 90 mg) npy cpeHa NPOLB/IKHTEIHOCT HA JIeueHHeTo 18 Mecena. JJanuuTe 3a
Oe3omacHOCT U nOPOSGHOCTHTE 3a Ta3H NMpOrpaMa ca NPeACTaBekH B TouKa 5.1,

I1popuabT Ha HeXKENAHH NEKAPCTBEHH PEAKLMM MPH KIMHHYHH NPOYYBaHHS 3a OCTONEPaTHRHA

AeHTanHa Gonka caen onepauws, Bkmogpali 614 naupeHTH 1eKyBaHHt ¢ eTopukokcHd (90 mg u 120
mg), KaTo Lo e noaodeH Ha To3y, choOIIeH NpH npoy4yeanuaTa 3a OA, PA u xpornuHa 6
A0JIHATa 4acT Ha repda.

Tabnuden cIMCchK HA HEOKENTAHHTE PEAKIHMY



4eCTOTa [I0-rOJIAMa OT Ta3H NpH NpHnaraHeTo Ha mnaueto npu mauueHTH ¢ OA, PA, xpoHHYHa
0oMKa B KPBECTA HIIH AaHKWIIO3Upalll CHOHAMIIMT JIEKYBaHH ¢ eTopHkokcuO 30 mg, 60 mg uin 90 mg
A0 NMPENOPBYHTEIHATA N03a 3a CPOK Ha NeyeHne A0 12 ceaMHIM, B HPOYYBAHHATA IO MporpaMara
MEDAL 3a cpok Ha neuenre no 3% ronmHu, B KPpaTKOCPOYHH IIPOYUBAHHA 34 CPOK HA NedeHHe Ho 7
AHH 32 ocTpa 60nKa HWiIH B epHo/a Clie] MycKaHe Ha rasapa (Bxk. Tabauna 1):

Tabruya 1

CHcTeMo-opragna
KJIACHPHAKANUA

Heucenanu pearyuu

Kamezopun wecmoma*

Hudexuun u undectanmu

ANBEOJIAPEH OCTEHT

YectH

racTPOSCHTCPUT, HHPESKIMH HA
FOPHUTE AMXATENHH THTHIlA,

HevectH

HapyineHus Ha xprBTa H
nuMdHara cucTeMa

YPHHapHH HHPEKLHA
aHeMHA (IPeaUMHO CBBP3aHa
CBbC CTOMAUIHO-HPEBHO
KBPBEHE), JICBKONICHHUS,
OMOOLIETOTICHHA

HevectH

HapyureHus Ha HMyHHaTa
CHCTEMa

CBPBXYYBCTBHTEHOCTS

Heuecty

aHrnoeeM/aHapUNaKTHYHH/
aHA(HUIAKTOHAHA PEaKLIHH,
BKITIOMHTENHO 110K}

Penxu

Hapymenua Ha metaGonusma u
XPaHeHeTo

E,IIBWS&,I[’BPH(&HE HA TEYHOCTH

Yecern

YBETMYCHHE HJIH HaMaJICHHE Ha
alleTHTa, YBETHUEHHE Ha
TErNIOTO

Heuvectu

ITcuxXUYHH HapyUuTeHHA

TPEBOXKHOCT, AENPECHA,
HaMmalleHa Bb3MOMKHOCT 323
YMCTBeHA paboTa,

XATIOLHHALIN?

Heuectn

oGbpkaHocT?, GeanokolicTeo?

Penxu

HapymeHusa Ha HepBHATa CHCTEMA

3aMasgHOCT, rnasodoue

YectH

AHCreysus, 6e3cniue,
NapecTe3HL/ XUIOeCTE3HA,
CBHIHBOCT

Hevectu

Hapyienus Ha ouuTe

3AaMBITICHO 3PCHHC,
KOHIOHKTHBHT

HevecTn

HapyuieHus Ha yXoTo u
nabupHHTa

IIYM B YIIIHTE, CBCTOBBPTEK

HeuecTH

CopacdHy HapyIIeHHS

NAJIIHTALHH, apHTMHA

Yectn

MpeAChPIHO MBXK/CHE,
TaXHKapaua?, 3acToiHa
CBPCYHA HEROCTATHYHOCT,
HecneUpHIHU TIPOMEHM B
EKT, crenoxapnus?,
MHOKapZieH HHpapKT?

HeuectH

Cba0BH HapyLUCHUA

XHMIIEPTOHUA

Yecn

3a4epBABaHE, MO3BYHO-ChAOBH
MHLMIACHTH®, NpexoaHa
MCXEMHMYHA aTaKa,
XHIIePTOHHYHA KpH3al,

BACKYHT]

Hevecru

PecniuparopHu, TpbIHH H
MEIUACTHHANHH HapyIIeHHs

6ponxocnaspm ¢

Yectn

KAlUTHIA, JACITHES,
ENMUCTAKCHUC

Hevect




KOpeMHa OoJKa MHoro yecTH
3anek, pnatyneduua,ractpur, | YectH
KHCENHHI/ pedIyKe, AHaApHA,
AUCHCIICHA/CNUTaCTPANCH
OUCKOMQOPT, raacHe,
NOBpBIIAHe, €30(aruT, A3BA B
| ycTaTa

noayBaHe HAa KOpeMa, nmpoMenn | HeuectH
B MEPHCTAITHKATA, CYXOTA B
ycTara, raCTpooyOAeHAHA
A3BA, NEIITHYHH A3BH
BKJIIOUBAINH nepdopaly |
KepBeHe oT CH TpakT,
CHHAPOM Ha pa3ipa3sHCHOTO
uepBO, HaHKpeaTUT

CroMalnHO-4peBHH HapyLIeHHS

XeraToOUNHapHH HapyIIECHHS yBesideHHe Ha ALT , YecTH
| yBennuenue Ha AST
XEMATHT* Penku
qyepHOApOGHa Penxu

HEAOCTATBHHOCTY, JHChIITEHHMIIa?

EKXMMO3H YecTH
OTOK Ha JIHLETO, ChpOeK, He4ectn
oOpuB, epurema?, yprukapus?
cHHApOM Ha Stevens-Johnson?, | Pexxu'
TOKCHYHA enuaepMaiHa
HeXponausat, Henporpecupa
JIeKapCcTBeH oGpus?

Hapymienns Ha Koxara H
NOAKOXKHATA THKaH

Hapymenus Ha MyCKyIHO- MYCKYJ/IHH KPaMITH/CI1a3MH, He4uecTn
CKeJIeTHATA CHCTEMA H OOonKa/pUrHIHOCT Ha

ChEIMHHTE/IHATA THKaH MYCKyJiaTypara

Hapymenns na 666petre u NpOTEHHYpPHA, nopnieHue Ha | Hevecrn

IHKOYHHTE NHTHILA CepyMHHSA KPEaTHHHH,
656pe4Ho
HAPYLIEHUE/ HeOCTATHYHOCT?

(Bk. TOYKA 4.4)

OOy HapyleHna U epexTH Ha

acTeHHA/yMopa, rpunonofofHo | Yectn

MACTOTC HA MPHIIOKEHUE CBCTOAHME
rpeaHa 6onka HeuecTnt
Hicnenpanns YBEIHUYCHHE HA YpedTa B HevecTu

KpPhBTA, YBEIHYEHHE Ha
KpeaTHHGoCHOKHHA3A,
XHIIEpKATHEMHA, YBETHUCHHE
HA MMKOYHATA KHCEJTHHA
NOHIDKABaHe HUBATa HA HaTpuli | Penxu
B KPBBTA

* Kareropus yecTora: neHHHpaHa 3a BCEKH TEPMHUH HA HEXKENaHa peakLs 0 4ecTorars, Chobinexa
B 0a3aTa NAHHH Ha KIHHAYHHATE MPpOyYBaHHA: MHOro Yect (>1/10), yectu (>1/100 no <1/10), HewecTu
(>1/1000 mo <1/100), pemxn (>1/10 000 no <1/1000), Muoro peaxy (<1/10,000).

* Ta3u Hexe/laHa peaKuus € HACHTHHIMpAHA TIPe3 IOCTMAPKETHHIOBOTO HabmonenHe, YecToTaTa Ha
He#iHOTO chOOINaBaHe e oLeHeHa Ha 6a3aTa Ha Hali-BHCOKATA YeCTOTa, HaGMOAABAHA B NAHHHTE OT
KITHHHYHH H3MHUTBaHHA, 06001IeHn No HHAMKALMA ¥ 0406peHa Jo3a.

" KateropuaTa uectota ,,Peaxn® e onpesienena cnopen prKOBOACTBOTO 32 Kparka XapaKTep _
nponykra (KXI1) (pes. 2, cenrremspu 2009) Ha 6a3a Ha onpenieNieHa ropHa rpaHHua Ha 95%/ &/ ¢
noBepHTeNNeH HHTepBa 3a 0 ¢hOHTHA, KaTo ce uMa npeaBUA GpoA YUACTHHIH, IEKYBaHH C L I N
eTOPHKOKCHO, B aHanK3a Ha AaHHHTE OT (ha3a III, ofobienH o A03a 1 HHAMKALEA (1= 15 ?ﬂl‘_‘




8 CBpBXUYBCTBHTETHOCT BIIOYBA TEPMHHHTE ,, aTICPTHA ), ,, JCKAPCTBCHA ATIEpris’, ,,JiIeKapcTBeHA
CBPBXYYBCTBHTEIHOCT, ,,CBPBXYYBCTBHTEIHOCT, ,,HEYTOYHEHA CBPBXIYBCTBHTENIHOCT, ., PEAKITHA HA
CBPBXYYBCTBHTEHHOCT™ H , Hecnenu$pHIHa anepriaa’.

* Ha 6a3a Ha aHAMH3M Ha ABATOCPOYHY KIHHHUHH H3NHTBAHHA ¢ Nianeto ¥ AKTHBHA KOHTPOJA,
cenexkTuBHMTe COX-2 HHXHOHTOPH ca CEBP3BAHH C MOBHILIEH PHCK OT CEPHO3HH TPOMOOTHYHH
apTepHalHy COHTHA, BRTIOYHTETHO MHOKapaeH HHGApPKT ¥ HHCYAT. [ToBHINaBaHeTO Ha abCOMOTHHS
PHCK 3a TakKMBa CBOKTHS € MaJko BEpoSTHO 1a Hajsuinu 1 % 3a roanHa Ha §asara Ha CHILECTBYBALLH
JaHHH (HEYECTH).

ChieqHHTe CEpHO3HH HE)KEJIAHH JIEKAPCTBEHH PeakiH ¢a Oumy HabroaaBaHu npH ynoTpedaTa Ha
HCIIBC u nopaay ToBa He MOTAT J1a C& M3KJIOMAT H 32 €TOPHKOKCHO: HehpOTOKCHYHOCT,
BKIFOYHTE/THO HHTEPCTULHANECH HehpHUT H HeQpOTHUEH CHHAPOM.

CrobiaBane Ha OAO3UPAHN HEXKENAHH PEAKIIAN

CrobuaBaHeTo Ha MOAO3MPAHH HEXKENaHH PEAKLHH CJie]] pa3pellaBaHe 3a yroTpeba Ha JTeKapCTBEHHA
NPOAYKT € BaXKHO. ToBa MO3BONAEA 1A NPOTBJDKH HAOMIOASHHETO Ha CHOTHOLIEHHETO MOMI3a/PHCK 38
IEKapCTBECHHA NPOOYKT. OT MEQHUHMHCKHTE CTICLIHAINCTH ¢ H3HCKBA Ja ChoO1IARaT BCsAKa
NoAO3HpaHa HeXKeNaHa peakims upes HanbhHyrenHa areHIia no jJexapCeTeara, yi. ,,JJaMas ['pyes”
Ne 8, 1303 Codwus, Ten.: +359 28903417, yebeaifir: www.bda.bg.

4.9 IIpexosnpane

Ilo BpeMe Ha KTHHHYHH MMPOYYBaHHA €JHOKPATHOTO MpUiaraHe Ha no3a 10 500 mg eTopukoxcut u
HAKOMKO 03K 10 150 mg /neH B npoxbipkeHue Ha 21 JHH He ca NPUMUHIIHN TOKCHYeH edext. HMa
CHOOILICHHS 3a OCTPO NpeaO3HpaHe Ha €TOPHKOKCHG, Makap ve B [IOBEYETO CITy4YaH He ce chobiasa 3a
HeXe/laHH peakiHH. Haii-uecTo HabmonapanyTe HeXXENaHHU peakiiMM ChOTBETCTBAT Ha npodHna Ha
6e30nMacHOCT Ha €TOPHKOKCHO (HANp. CTOMALITHO-UPEBHH NPOAEBH, KAPAHOPESHAIHH IIPOABH),

B ciryuai Ha npeao3HpaHe € JJOrHYHO Jia ¢€ TIPHJIOKAT 00HMaiHUTe NMOATBPIKAIM MePKH, HAmp.
OTCTpaHsABaHE HAa HepesopOupaHaTa yact oT CU TpakT, KIIHHHYHO NpOCNeasBaHe, CUMIITOMATHYHA
TEparMia H Ipyra, ako € Heob6xoguma.

Etopukokcub He ¢e OTCTpaHsBa Ype3 XeMOqHaIi3a; He ¢e 3Hae Al eTOpHKOKCHO Moxke na 6bae
OTCTpaHEH upe3 NEPUTOHCANHA OHATH3A.

S, PAPMAKOJOIrMYHH CBOMCTBA

S.1 PapmMaKoAHEAMHYHHA CBOHCTBA

(apMakoTepaneBTHYHA IPyTIa.; MPOTHBOBB3NAIHTENHH M TIPOTHBOPEBMATHYHH IPOLYKTH,
HCCTEPOMLHH cpencTsa, KokeHOH, ATC kon: M0O1 AHO5

Mexanr3pM Ha ACHCTRHE

EropukokcHd e nepopanes, celeKTHBEH HUKIOOKCHTeHa3a-2 (COX-2) HHXHGHTOD B paMKHTE HA
KJIMHHYHO H3MOI3BaHKUA JO030B HHTEpPBAJl.

I1o BpemMe Ha KITHHHYHHTE (PapMaKOJIOTHYHH HPOYYBaHHA € OHI OTYETESH 10303aBHCHM edeKT Ha

eTOPUKOKCHO 110 OTHOLIEHHE Ha HHXHOHpaHeTo Ha COX-2, 6e3 aa ce mxubupa COX-1 npu no3u
150 mg auesHo. Eropukokcu He ¢ vHXHOHpaI CHHTE3aTa Ha NMPOCTArTIAHAMHHA B CTOMAIIHA
JIMraBHlla ¥ HE € TIOBNHAN (PYHKUHATA Ha TPOMOOLHMTHTE. /
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LIMKIO0OKCHIeHa3aTa € OTTOBOPHA 33 MPOM3BEKIAHETO Ha NpocTaraauaued. [lozHaTu ca HﬁP SES I Poh
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NPOBB3NAIATETHH CTUMYJIH H CE CUHTA, Y€ € OCHOBHO OTIOBOPHA 34 CHHTE34 HA MPOCTAHOMIHM
MEeAHATOPH Ha DoJiKaTa, Be3NaieHueTo u TeMnepatypara. COX-2 ¢bIno Taka ydacTsa B OBY/IALAATA,
3aKPETIAHETO H 3aTBApAHETO Ha boTanoeud npoTok, perynapuara Ha Ou0peuHata QyHKIHS H
¢yBKIMHTE HA LIEHTpaJIHATa HepBHA cHeTeMa (MOYBATa HA TEMITEPATYPA, YCeIIAHeTo 3a Gonka u
MpOLIECa Ha pa3no3HaBaHe). Moske ChIIo Taka Ja Hrpae posid B Ipolieca Ha 3a3ApaBABaHe Ha
138a.COX-2 ¢ ycTaHOBEH B TBKaHHMTE OKOJIO CTOMAIIIHH A3BH Y XOPa, HO BPB3KATA MY ¢ H3JIEKYBAHETO
Ha A3BATA HE € YCTAHOBEHA., :

Knnainanaa edukacHocT ¥ 6esonacHoct

Egduracnocm

[1pn naumeHTH ¢ ocTeoapTpur (OA), eTopHKOKCHO B 03a 60 mg BeIHBXK THEBHO 3HAMMTEIIHO
obnexyaBa OoMKaTa M NOBHIIABA OUEHKATA Ha MALMEHTA 33 CHCTOAHHETO Ha 3abo/sBaneTo .Te3n
OnaronpUATHH eexTH ce HabmonaBaT OT BTOPHA I€H Ha JISUEHHETO H Ce 3ama3Bar A0 52 ceqMHITH.
[IpoyuBanusaTa BEPXY €TOPHKOKCHO 30 mg BeaHBK JHEBHO MOKA3BAT e(hHKACHOCT NPEBE3X0K Al
rwianebo 3a 12-ceamuuen nepron Ha JMeucHUe (MPH CXOOHA CHCTEMA 33 OLIEHKA KATO NPOYYBAHUSITA
no-rope). [Ipu npoyupaHe ¢ paznudaHU XO3HM ,eTOPHKOKCHE 60 mg AaBa 3HAYHTENHO NO-H3PA3EHO
nogofpenne ot 30 mg M0 OTHOUICHHE HAa BCHYKH 3 ITbPBHYHH KpalHH TOUKH 3a NEPHOA HA JIEUEHHE OT
6 ceamuny, Jlosara ot 30 mg He e 6una NpoysBaHa TIPH OCTEOAPTPHT Ha PHLETE. -

IIpu nianMeHTHTE ¢ peBMaTOHIeH apTpuT (PA), etopukoxcut 60 mg u 90 mg BeAHEX JHEBHO
OCUTYPABAT 3HAYHMTEIHO NOAOOpEeHHe N0 OTHOIBCHKE Ha Gonka, BE3NaICHHE H NNOABIKHOCT. B
MpOoy4BaHHA, OLEHABALIH HO3HTE oT 60 mg ¥ 90 mg Te3n OGnaronpHATHH eeKTH Ce 3AA3BAaT 38 LN
12-ceaAMuUYeH NepHOA Ha eucHue. B npoytiBaHe, oLieHABAIC Ao3aTa OT 60 mg B CPaBHEHHE ¢ Ta3H OT
90 mg, eropukoxcud 60 mg BeanLK AHeBAO U 90 mg BeaHDbXK AHEBHO ca no-epeXTHBHA OT ru1anedo.
Hosata ot 90 mg nmpepr3xoxkna go3ara ot 60 mg cnopexn ob1maTa oneHKa Ha 60IKaTa PH MAITHEHTHTE
(0-100 mm Bu3yanHa aHANOroBa ckana), ¢be cpeano nogobpenue ot -2,71 mm (95%Cl: -4,98 mm, -
0,45 mm).

Ipy naupieHTUTE C IPHCTHI HA OCTBP NOAATPO3EH APTPHT, ETOPHKOKCHD 120 mg BeANEK THEBHO 38
MepHoA HA JIEYSHHE OT 0CeM AHM MOTHCKAa YMEPEHa [0 CHITHA 60nKa H BBHIMaIeHHUe Taka, Kakro
HHAOMETAUMH 50 mg TpH N'bTH AHeBHO. [JIoTHCKAHE Ha GonkaTa UMa HA YETBBPTHA YAC OT 3aIIOYBAHE
Ha JICYEHHETO.

[Tpu nargpieHTH ¢ RHKWIO3NPAIN CITIOHAWTHT, €TOPHKOKCHO 90 mg BeAHEK JHEBHO NaBa 3HAYHTEIHO
nomobpeHue No oTHOWeHHe Ha 6onka B rppOHAKa, BB3NaNeHHe, CKOBAHOCT H ()YHKLHOHATHOCT.
KnuHuaHEAT edekT OT IPHIOKEHHETO HA ETOPUKOKCHO ce Hallionaea olne Ha BTOPHA AeH OT
3aMoYBaHe HA JICYCHHETO H Ce 3anasBa npe3 Lie/Nd NEpHOA HA JISYeHHe OT 52 ceiMMIH. BBB BTOpO
npoyvBaHe, OueHABaIo Ao3aTta o1 60 mg ¢ Ta3u ot 90 mg, eropukokcub 60 mg AHeBHO H 90 mg
AHEBHO Ca MOKA3aIH CXO0/EH e(eKT B cpaeHeHue ¢ Hampokced 1000 mg nnesno. Cpen Te3n, npn
KOHTO HAMa 100Bp oTToROp KBM 60 Mg AHSBHO 33 6 CeAMHLIH, YBEIHHMSHHETO Ha A03aTa X0 90 mg
JAHEBHO MOAOOPABA CKOpa Ha HHTEH3UBHOCT HA cHHaMHaTa Oonka (0-100 mm BH3yanHa aHanorosa
CKana} B CPaBHEHHE C Te3H, KOHTO Npoab/uKaeaT ¢ 60 mg AHEBHO, ChC CpeaAHO noaobpenne ot 2,70
mm (95% CI: -4,88 mm, -0,52 mm).

Ilpy KTMHHYHY NpOYyYBaHHA OLICHABAIIH NOCTONEPaTHEHA AeHTanHa 6onKka, eTopHkokenb 90 mg e
NpHIAraH BeAHBX AHEBHO 3a NepHox Ao Tpu AHU., B noarpynara Ha nanmeHTH ¢ yMepeHa 60ika B
HayanoTo, eTOpHKOKCHO 20 mg noka3ea cxoaeH aHanreTuyeH edexT ¢ To3u Ha HGynpoden 600 mg
(16,11 cpemry 16,39; P=0,722), u no-cunex ot To3H Ha napaueTaMon/koaens 600 mg /60 mg (11,00;
P<0,001) u mnane6o (6,84; P<0,001), usmepeHo karo o6 obnekueHne Ha Gorxara 3a MEPBHUTE 6
yaca (TOPARG). Yacrra nauueHTH, CHOGUIHITH 3a ynoTpefaTa Ha JOITBJIHATEIHO JIEKAPCTBO M0 BPEME
Ha IMLpBHTE 24 Yaca OT A03HpaHeTo, ca 40,8 % 3a eTopukoken6 90 mg, 25,5 % 3a ubynpoden 600 m
Q6h u 46,7 % 3a napaneramon/konenn 600 mg /60 mg B cpapHeHHe che 76,2 % 3a nnauebo. B To
IIpoy4YBaHe MeAHaHaTa HA HaYaJloTO Ha selicTeHeTo (oce3aeMO obnekuasaHe Ha 6onkaTa) Ha 90
eTOpPHUKOKCHO € Ouna 28 MHHYTH ciie pIIMKEHHETO.




bezonacnocm

IIpozpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL) Muozonayuonanna
RPOZPAMA 3G NPOCOANCUMERKO NPUNAZAHY eMOPUKOKCUD U OUKAOeHaK.

[Iporpamata MEDAL e npocniekTHRHa NporpaMa 3a MpocieAssaHe Ha PE3YIITATHTE, CBBP3aHH ChC
cepacuHo-¢baoBaTa (CC) GezonacHocT ype3 06obmieHH JaHHH OT TPU PaHAOMH3HPAHH, NBOMHO CIIEMH
Cpelly akTWBHA ChCTABKA KOHTPOJIHPAHM H3nuTBanus, npoyusatHeto MEDAL, EDGE II u EDGE.

ITpoyusanero MEDAL e npoy4sane ¢ kpafina Touka, onpeaenena or CV pesysrrature npu 17 804
naitpeHTH ¢ OA u 5 700 ¢ PA, nexyeauu ¢ eropukokcut 60 mg (OA) wiu 90 mg (OA and PA) nnn
puknogpenak 150 mg nuepHo 3a nepuog cpeano oT 20.3 Meceua (MakcuMyMm 42.3 Mecelia, MeZIHaHa
21.3 meceira). B ToBa H3NHTBaHE Ce OTYHATAT CAMO CEPHO3HM HEXE/IAHU PeaKIMH M IIPEyCTAHOBABAHE
HA YYaCTHETO MOPaJIH KAKBATO M Ja € HEXeaHa peakijis.

IIpoyysanuara EDGE n EDGE II cpasHaBaT croManHO-4peBHaTa IOHOCHMOCT HR €TOPHKOKCHE H
auknoderak. Ilpoyusanero EDGE pxmousa 7 111 mamuentu ¢ OA, nexyBaHHu ¢ 1038 eTOPHKOKCHO OT
90 mg anesso (1.5 meTH K03aTa npenopruMTenHa 338 QA) win purnodenHak 150 mg auesHO 3a nepHon
cpenHo 9.1 Mecena (MakcHMyM 16.6 Mecelta, meauana 11.4 Mecena). [Ipoyurasero EDGE II Bkmousa
4 086 maumeHTH ¢ PA, nexypanH ¢ etopuxokcH6 90 mg nHepHo wid auknodenak 150 mg AHeBHO 3a
rneproa cpeaHo 19.2 mecena (MakcumyM 33.1 Mecena, Meanana 24 mecena).

B obobmenara nporpama MEDAL 34 701 naupentu ¢ OA vau PA ca nekypanu 3a nepHoA cpeaiHO
17.9 mecena (MaxcuMym 42.3 Meceila, Meanana 16.3 mecena) karo npubGausurento 12 800 naumenTy
MPOBEKAAT JIEUCHHE MO-NPOIBDKHTEIHO OT 24 Meceua. [TlauuenTrTe, yuacTBalmy B MporpaMaTa, HMAT
KaTO H3XOAHO CECTOSHHE PANIHYHH CEPACYHO-CHIA0BH H CTOMaLIHO-YPEBHH PHCKOBH (paxTOPH.
ITarpenTHTe, C aHAMHE32 32 HEOTAABHAIIEH UH(APKT Ha MHOKapHa, Oalinac Ha KOpOHapHA apTepuA ¢
NpUCAZKA HITH NCPKYTAHHA KOPOHapHa HHTSPRCHLIMA B IMPEAXOAHHTE 6 Mecelia MpeaH BKIKYBAHETO,
HE C€ NOITyCKaT A0 y4acTHe. B NMpoyuBaHHATA € paspelIcHO HIMOA3BAHETO Ha TACTPONPOTEKTHEHH
NPOAYKTH U HUCKA A03a aCIMPHH.

Obwa bezonacrocm |

Hsama 3HaYMTEIHH PA3IMKU MeXIY eTOPUKOKCHO K MHKIo¢eHaK B YCTOTATA HA ChPAEUHO-CHAOBHTE
TPpOMOOTHYHH TNpoABH. KapnuopeHanHi HEXENaHH peakiiu c¢ HabmoaaBaT no-4ecTo mnpH
€TOPHKOKCHO, OTKONKOTO NpH AUKIOGEHAK U Te3H eeKTH ca J0303aBHCHMH (BIDKTE criendHyHNTe
pe3ynTaTH no-gony). CToMamHO-YpeBHHTE U 9epHoAPOCHH HexeMaHH PeaKklMH ce HabmroAaBaT
3HAYHTEJHO O-YECTO MPH JHIUI0(eHaK OTKOIKOTO MPH ETOPHKOKCHO . YecToTaTa Ha HEXKeNAHUTE
peakuyH npd EDGE v EDGE 11 1 Ha HexkellaHHTe peaki[HH, TpeleHeHH KATO CEpHO3HH HWIH BOASITH
J0 mpekpaTsBaHe yyacTue B npoyusaneTo MEDAL e no-BucoKa IpH ETOPHKOKCHO B CpaBHEHME C

AVKIIo¢eHaK.

Cupoeuno-cvoosu pesyamamu 3a bezonackocmma

YecroTaTa HA NOTBBPACHHTE TPOMOOTHYHHE CHPACYHO-CHAOBH CEPHOZHH HEXEAHA PeaKLH
(BIIIIOUBAINM CPAEUHH, MO3BYHO-CHAOBH M NnepH(epHO-CH0BH NPOSBH) € CPaBHIMA 38 ETOPHKOKCHO
H JUKI0(eHak, kato peaynrarure ca 0600meHn B TabnunaTa no-aony. HaMa cTaTHCTHYECKH 3HAYHMH
Pa3IuKK B YECTOTATA Ha TPOMOOTHIHHTE CHOMTHA MEXKAY eTOPHKOKCHG M AHKiIo(eHak pH BCHUKH
AHATH3UPAHH NOATPYNH, BKIIOUMTEAHO PANIMIHU KATErOpHH NALMEHTH B IIUIATA FAMa HA H3XOAHHSA
CHPACYHO-CHAOB PHUCK. KoraTo ce pasriexaar NooTAeNH0, OTHOCHTEIHUAT PHCK 3a IOTBBPACHH
TPOMOOTHYHH CHPACUHO-CBAOBH HEXKeNaHH PeaKLiH TIpH eTOpHKOKCHE 60 mg win 90 mg B
cpaBHeHME ¢ AHKIodenak 150 mg e 611 cXoneH.

Tabauya 2
Yecrora na notebpacHu TpoMborHun CC mpossu (obobmena npo a MEDAL i
paeHH Tp mposisK (o6o6mena mporpam ) AW
EropHkokcutb Hurnogexak
(N=16819) (N=16483)
25836 ITaupeHt - 24766 IlauueHT -
T'oapan Comuuu




Yecrora' (95% CI)

Yectora' (95% CI)

OtHocHTeneH puck(95%
CI)

[TorBBpHeHH TPOMOOTHYHY CHPASYHO-CHIOBH CEPUO3HH HEXKEJIAHH PEaKLInK

Ilo nporokon

1.24 (1.11, 1.38)

1.30 (1.17, 1.45)

0.95 (0.81, 1.11)

HamepeHHe 3a
ne4yeHne

1.25 (1.14, 1.36)

1.19 (1.08, 1.30)

1.05 (0,93, 1.19)

[ToTRBpACHH CHpPACYHM NPOABH

ITo nmpoTokon

0.71 (0.61, 0.82)

0.78 (0.68, 0.90)

0.90 (0.74, 1.10)

Hamepenne 3a
Ne4YeHUE

0.69 (0.61, 0.78)

0.70 (0.62, 0.79)

0.99 (0.84, 1.17)

IToTBBpACHH MO3BYHO-CHAOBH NMPOIBH

I[To mpoTokon

0.34 (0.28, 0.42)

0.32 (0.25, 0.40)

1,08 (0.80, 1.46)

Hamepenwne 3a neucHne

0.33 (0.28, 0.39)

0.29 (0.24, 0.35)

1.12 {0.87, 1.44)

[ToTBBpreHy nepuepHH CHAORH MPOABA

Ilo mporoxon

0.20 (0.15, 0.27)

0.22 (0.17, 0.29)

0.92 (0.63, 1.35)

Hamepenne 3a JieueHHe

0.24 (0.20, 0.30)

0.23 (0.18, 0.28)

1.08 (0.81, 1.44)

JMKnodeHax.

' Co6uTisa va 100 naumenroroaunn CI= noBepuTeneH uHTepBAT
N= 06111 6poH MALKEHTH, BKTIOYEHH B NOMYNALMATA IO NPOTOKOJ

Ilo mpoToxo: BCHYKH NMPOABH MPH MPHIOKESHHETO Ha MPOYYBaHOTO JIeUeHHUE HIH A0 14 aHM cnen
NPEKPATABAHETO MY (H3KTIOYEHH: MALMEHTH, NpHenu < 75% 0T H3MMTBAHOTO NedeHue WK NpUeMany
HeBKJIIOYeHO B npoy4ysaHeTo HCTIBC >10% oT Bpemero).

Hamepenre 3a Ne4yeHHe: BCHYKH NOTBHPACHH NTPOABH 0 Kpas Ha H3MHTBAHETO (BKIIOYHTETHO NAlMeHTH,
MOTEHUHAIHO H3JIOKEHH HA HEBKITIOYEHH B MPOYYBAHETO MHTEPBEHIIUH CIISA IPEYCTaHOBABAHE Ha
H3NHTBAHOTO JiedeHKe). OO 6pott panzomMusupanu nauueHTy, = 17 412 Ha etopyukoxcul 1 17 289 Ha

CHpae4HO-CBHA0BA CMBPTHOCT, KaKTO M 0B1XaTa CMBPTHOCT, & CXOIHH NPH JIEKYBaHHTE TPYIIH C
eTOpPUKOKCHO H nuKknodeHak.

Kapouopenannu nposau.

[Tpu6nuanTtento 50 % or mauMeHTHTE, BIUTIOUEHH B poyusaneTo MEDAL, ca ¢ anaMHe3a 3a H3XOIHA
XHriepTosns. B ToBa Npoy4BaHe YecTOTATa HA MPEKPATABAHE HG YHACTHETO, NOPAIH CBBP3AHHE C
XHICPTOHHA HEXENAHH PEAKIHH, € CTATHCTHYCCKH 3HAYHUMO INO-BHCOKA 32 €TOPHKOKCHEO B CpaBHeHHe
¢ AuknodieHak. Yecrorara Ha 3acToliHaTa ChPICYHA HEOOCTATRYHOCT KATO HEKE/TAHA PeaKIHs
(npexpaTsBaHHi H CEPHO3HH PEaKLAH) Ce MPOABABA SAHAKBO IIPH ETOPHKOKCHG 60 mg B cpaBHEHHE ¢
aukaogenak 150 mg , HO € mo-Bucoka NpH eTopHkoxcHG 90 mg B cpaBHeHMe ¢ qukIoderak 150 mg

(cTaTHCTHYECKH 3HaYHMa 3a 90 mg eTopurokcu6 cnpamo 150 mg auknodeHax npu rpynara B
MEDAL ¢ OA). HecroraTa Ha NOTBBLPACHHUTE MPOABH HA HEXETAHH PEAKIMH, CBBP3aHH CLC 3
ChPACYHA HEOCTATEYHOCT (IIPOABH, KOHTO Ca CEPHOZHM M BOAAT A0 XOCTIMTAIM3ALMA HITH 1T
B CMICILIHO OTAENEHHE) € HE3HAYHMMO 110-BHCOKA MPH €TOPUKOKCHO B CPaBHEHME ¢ AUKIODEH
KaTO TO3H epeKT € 10303aBHCHM. YecToTaTa Ha MPEKPATABAHMATA HOPAIH CBHP3AHH C OTOK
peakL{H € TO-BHCOKA NPH eTOPHKOKCHO, OTKOIKOTO npH auknodenak 150 mg , ¥ To3u ede




JI0303aBHCHM (CTATHCTHYECKH 3HAYHM 3a eTOpuKokcHO 90 mg, HO He 3a eTopuKokcHb 60 mg).

Kapauopenanuute pesynraru npu EDGE u EDGE 11 chorBeTcTBaT Ha ONHMCaHHUTE TPH MPOYYBAHETO
MEDAL.

B otaenuunTe nmpoy4Banus ot nporpamMara MEDAL eepxy eTtopukokcu6 (60 mg wmm 90 mg),
abcomoTHaTa YeCcTOTa Ha MPEKPATABAHHATA B KOATO H Ja € OT IPYIHTE € 10 2.6 % 3a XMNepTOHHA, A0
1.9% 3a oTox u 110 1.1 % 3a 3acToiina cypAcUHA HEAOCTATHEYHOCT, KATO M0-BUCOKA YECTOTA HA
npexpaTsaBaHua HMAa NPH eropukokcHb 90 mg , oTkonKkoTO NMpH eropuxoxcub 60 mg.

ITpozpama MEDAL - pezyamamu 36 CIOMAUIHO-YPE8RA NOKOCUMOCIN.

3HaUMTEJIHO NTO~-HUCKa YECTOTA Ha NPEeKpaTaBaHe Ha JIeYeHHEeTO Mopaau KaKBaTo B Ja (Hamp.
aucnericus, kopemHa 6omka, a3pa) CY nexenana peakuua ce HabmoaaBa nNpu eTOPHKOKCHO B
CPaBHCHHE ¢ JUKIO(PEHAK BBB BCAKO OT TPUTE NPOYYBaHHA ChCTABJIABAILH [IporpaMaTa

MEDAL. YecrotaTa Ha npekpaTaBaHe nopanH Hexenana CY peakia Ha ¢TO NauMEHTOTOAHHH 3a
LEeJTHA MEPHOA HA IPOYUBAHE € KAKTO clieABa; 3.23 33 eToOpHKOKCHOG U 4.96 33 nuinodpeHax B
npoy4yBaHero MEDAL; 9.12 3a etopukokcu6 u 12.28 3a auxnodenak B npoyurasero EDGE; 3 .71 3a
eropukokcu® u 4.81 3a muknodernax B npoyusanero EDGE II.

IIpozpama MEDAL - pezyamamu 3a cmomauno-upesra bezonacrhocm

O6mute ropau CY nposeu ce onpeaensar Karo nepdopaunn, 1384 U KbpeeHe. [Toarpynara oGy
ropuH CY riposBH, onpeaeneHn KaTo YCI0KHEHH, BKIIOYBA NephopaLid, 0OCTPYKURH H YCIOKHEHO
KbPBEHE; IOArpynata oo ropud CY nposBH, ONpeeNeHH KaTO HEYC/IOKHEHH, BKIIOMBA
HEYCJIOKHEHO KhPBEHE M HEYCIOXKHEHH A3BH. 3HAUYNTEITHO T10-HHCKA YecToTa Ha oduru ropan CY
NpOABH ce Habmo aBa MNpH eTOPHUKOKCHD B CpaBHEeHHE ¢ nuKiodeHak. HaMa 3HauUnMa pasnuka MexIay
€TOPHKOKCHO M AMIUTIOdERak B TeCTOTaTa HA YCI0XKHEHHTE MPOABH. 3a MOATPYNATA Ha KPFBOHIIHBH
ot ropHud CY TpakT (YenoxKHeHH ¥ HEYCHIOXKHEHH KOMOHHHUPAHH), HAMa 3HaUHMa Pa3iHKa MEXAY
€TOpHKOKCHO H auxitopeHak. [lomsara or npunokeHuero mo oTHomeHne Ha ropuis CY Tpakr Ha
€TOPHKOKCHO B CpaBHEHHE ¢ JHKJIO(MEHAK He € CTATHCTHYECKH 3HAYMMA 34 ITalHeHTH, npnemamu
CIHOBPEMEHHO HUCKA 1038 acIMpHH (mpuOnu3zurenHo 33 % oT naldeHTHTe).

Hecrorata 3a €TO NaLHEHTOTONHHH HA MIOTBBPAEHH YCIOXKHEHH H HEYCTOKHEHH KIMHHYHH NPOSBH OT
ropuus CU tpakt (nepdopaipyu, 1384 1 kbpBeHe (PUB) ¢ 0.67 (95 % C1 0.57, 0.77) 3a eTopHKOKCHE H
0.97 (95 % CI 0.85, 1,.10) 3a auxiodenak, nasamo orHocuTeNeH puck ot 0.69 (95 % CI1 0.57, 0.83).

OnpezeneHa ¢ yecToTaTa Ha MOTBbpAeHHTe ropHE CUY npossu npu nauMeHTH B HANpeAHANa BE3PacT
KaTo Ha#-rojiMo HaMajieHHe ce HaGIroAaBa NPH NMAUHSHTH Ha BB3pacT = 75 roauun (1.35 [95 % CI
0.94, 1.87] cpemry 2.78 [95 % CI 2.14, 3.56] npoasw 3a CTO NALMEHTOTOAWHH CHOTBETHO 34
ETOPHKOKCHO M JUKIIO(dEHAK).

YecToTara Ha MOTBBPACHUTE NMPosiBH OT A0MHUS CU TpakT (nepdopauia Ha THHKH M Ae0eno Yepro,
obcTpykiua WiH KpeBoH3IHB (PUB ) He Moka3Ba 3HAYMTENHA PasiiuKa MEXITY €TOPHKOKCHE H

auKodeHax.
Ilpoepama MEDAL - pesyamamu 3a veproopobra bezonacrocm:

Eropukokchb ce cBpp3Ba CbC CTATUCTHYECKH 3HAYMMO M0-HUCKA Y€CTOTa HAa MpeKpaTIBaHe MOopaaH
YepHOAPOOHO CBBLP3aHH HEKENIAHHM peakiMy B CpaBHeHMHe ¢ mukiodeHak. B o6o6meHata nporpama
MEDAL, 0.3 % oT nauueHTHTe Ha eTOpuKOKCHO H 2.7 % 0T Te3M Ha AHKIOQEHaK IPEeKpaTIBaT

[opaJii CBbp3aHa ¢ YepHua Apob Hexkenana peakuud. Yecrorata 3a cTo nauueHrorogmui e 0.223a
eTOpUKOKCHO 1 1.84 3a muknodeHak (p-crolinoct < 0.001 38 eTOPMKOKCHO COPAMO AUKIO(EH |
CBIOTO BpeMe MMOBEYETO OT HEXKeNaHHTe YEPHOAPOOHO MPOABEHH PeaKiliH B MporpaMaTa
Ca CepHO3HM.

JONBIHHTENHY AaHHH 38 TPOMOOTHYHA CEPASHHO-CHIOBA 0e30MaCHOCT




B winMHHYHY npoyyuBaHUA H3BBH Te3H oT nporpamara MEDAL, npubmusurenno 3 100 naudenTa ca
NICKYBaHH ¢ eTOPHKOKCHO > 60 mg nHeBHO 3a 12 nnn noseve ceamuuu, He ce Habmoaapa BuAMMa
pa3fiMKa B YECTOTATA HA MOTBBPACHUTE CEPHO3HHU TPOMOOTHYHM ChPACHHO-CHAOBH NIPOABH MEXTY
NaUHEeHTHTEe HA €TOpHKOKCHE> 60 mg ,rianebo wim HenanpokceHoBu HCIIBC. B cyimoto Bpeme
Y€CTOTATA Ha TE3H IIPOSBH € [T0-BHCOKA MPH NALHEHTHTE, NOJTy9aBall €TOPHKOKCHO B CPaBHEHHE C
TE€3H, IToTy4YaBaIH Hanmpokced 500 mg aBa ITbTH AHeBHO. Pa3muKaTa B aHTHTPOMOOLIMTHATA AKTHBHOCT
mexay Hakon COX-1 noruckaiu HCITIBC u cenextusiu COX-2 HHXHOHTOPH MOKe Aa € OT
KIMHHYHO 3HAYECHHE TIPH NALMEHTH, PHCKOBH 3a TpoMGoeMGonuuHH nposed. Cenexrusnure COX-2
HHXHOHTOPH HAMATABAT GOPMHPAHETO HAa CHCTEMEH (M NOpaad TOBA BE3MOKHO €HAOTEIIEH)
MPOCTALMK/IHH, 6€3 fa 3acsarar TpoMGOokcaHa Ha TpoMOonuTuTe. KITMHHUYHOTO 3HaYeHHe HA Te3d
HAOAIONCHUA HE € YCTAHOBEHO.

JONMBLIHHTETHY JAHHK 32 CTOMAITHO-YPERHA 6€300aCHOCT

B nge 12-ceqmMuiHM, BOHHOC/IEN EHAOCKONCKH NPOYyYBaHHA KyMyJIaTHBHaTa Y€CTOTA Ha CTOMAIIHO-
YPEBHHTE YJILEPALHH € 3HAYUTE/IHO NO-HUCKA NPH NAaLHEHTHTE, TCKYBaHH ¢ eTOpHKOKCcHO 120 mg
BEAHBXK JHEBHO, OTKOIKOTO NMPH NALMEHTHTE, IEKyBaHH ¢ HanpokceH 00 mg ABa meTH JHEBHO WIH
uGynpoden 300 mg Tpu meTH aHeBHO. ETOpHKOKCHS € 61 ¢ No-BUCOKA YECTOTA HA YALEPALHHTS B
cpaBHeHHe ¢ nmnanebo.

[IpoyuBane Ha 6u6peunara hyHKIH [IPH MALIHEHTH B cTapyecka BE3PACT:

PantoMu3upaHo, ABOHHOCIANO, NApaleIHOTPYIIOBO, MNANE560-KOHTPONMPAHO NPOYYBaHEe OLICHABA
eekTa OT 15 aHeBHO nevyeHue ¢ eTopukokeHd (90 mg), uenexokent (200 mg ), Hanpoxce (500 mg)
H aledo, BBpXY €KCKpeLMATa Ha HATPHH B YpHHATA, KPHBHOTO HAJNATaHe M APYIH [ApaMeTpH Ha
0BOpeyHaTa GyHKIUA, NPH NalMeHTH Ha BB3pacT 60 -85 roauun Ha auera 01200 mEq/neH HaTpui.
ETopukokeu, nenekoxeut y HanpokceH uMat OnMabK eeKT BBPXY YPHHApHATA SKCKpEeLns Ha
HATPHM 33 IBYCeIMHYHHA TIEPHO HA JIcUeHHe, BCHYKM NPOXYKTH 38 aKTHBHO CPABHEHHE NOKA3ZBAT
NOBHILICHHE B CPABHECHHE C IU1ane00 Ha CHCTONMYHOTO KPRBHO HAJIAraHe, eTopuKoKcHO obaue ce
CBBP3Ba ChC CTATHCTHYECKH 3HAYHUMO NOBHILEGHHE Ha ICH 14 B CpaBHEHME ¢ LE/ICKOKCHO M HAMPOKCEH
(CpenHaTa MPOMSHA CIIPIMO H3XOAHOTO HHBO 33 CHCTOJMHYHOTO aPTEPHUAITHO HANIATAHE: STOPHKOKCHO
7.7 mmHg, uenexokcnt 2.4 mmHg, Harmpoxcer 3.6 mmHg).

8.2 DapMaKOKHHETHYHN CBOiicTBA

AGco

[lepopanno npuoxeH eTopHKokeHO ce abcopOupa Aobpe. AGCONOTHATA GHOHATMYHOCT €
npubausurenso 100 %. Crnen 120 mg BeaHbk JHEBHO O MOCTHMAHE HA YCTOWYHBO pABHOBECHE
(steady state ), mMKoBa fU1a3MeHa KOHUEHTpauma (cpeaHa Coa= 3.6 ng/ml) e HabmonasaHa
npubausurense 1 4ac (Tnax ) cnea npunokeHHeTo NpH BE3PACTHH NALMEHTH HA IVIANHO.
CpennoreomerpuaHata ITIKo.2an ( AUCo.24n) € 37.8 pgehr/ml . ®apmMakokHHeTHKATA HA
€TOPHKOKCHO ¢ JIHHeliHa B paMKHTE Ha KNHMHHYHHA JO30B HHTEPBAl.

IipnemsT ¢ xpana, Gorara Ha Ma3HHHHM, HAMA edeKT BEPXY CTENEHTa Ha a6copOima Ha eYOPHKOKCHO
cJieq] MpHIokeHHe Ha no3a oT 120 mg. Cxopocetra Ha abcopOumaTa € Olia NOBAHAHA B CHICAHHTE
rpaHiH: 36 % HaManeHHe Ha Cpax 1M yBeIHUYEHHE Ha Tmax ¢ 2 yaca. Tesn nannu He ca OHWIH CUETEHH
33 KTHHHYHO 3HAYHMH. B KITHHHYHWTE H3C/IE€ABAHUA €TOPUKOKCHO e 011 B3MMaH HE3ABHCHMO OT
NpHeMa Ha XpaHa.

PasnpeneneHue
ETopukokcHO ce CBBp3Ba ¢ I1a3MEHUTe NPOTEHHH B NPHOIU3UTETHO 92 % NMpH KOHUEHTPALHA OT

0.05 no 5 pg/ml. OGemeT Ha pasnpeneneHue B paBHOBecHO ¢heToANHe (Vdss ) e Gun npubauzuTenHO
120 | mpu xopara.

Eropuikokcnb npeMnHaBa mnaneHTapHaTa GapHepa NpH IUTbXOBE M 3aiLM H xemamenuetllanﬂam
Gapuepa NpH MUTBXOBE.

buotpanchopmaums

Eropuxokent ce Metabomisppa HambaHO KaTo < 1 % OT A03aTa ce YCTRHOBABA B YPHHATA |
(popMaTa Ha H3XOAHOTO JIeKapcTBO. OCHOBHHAT BT Ha MeTaGonu3upane ¢ opMHpaHe Ha




XHAPOKCHMETHI gepuBat c¢ KaTalusupa ot CYP ensumure. CYP3A4 BepoaATHO ZONPHHACA 3a
MeTaboIM3MpaHeTo Ha eTOpHKOKCHO in vivo. In vitro npoyusannaTa yecTaHOBABRAT, ue CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 chumio Moxke Na KaTaIM3HPaT OCHOBHATA METabOIMTHA BEPHTa, HO
TEXHHUTE KOJIHUSCTBEHH OTHOILIECHHS i1 ViVo HE ¢a IPOYUIBaHH.

Hnenrunduimpanu ca ner merabonrra npu Yoeeka. OCHOBHHAT MeTabONHATEH MPOAYKT € 6’-KapOoKCH
KHCEIMHHO MPOH3BOAHO HA €TOPHUKOKCHO, 00pa3yBaHO HMpe3 NO-HATATHINHO OKHUCIICHHE Ha 6’-
XMAPOKCHMETHI NIPOU3BOAHOTO. T€31 OCHOBHH MeTaOOTHTHH MPOMYKTH WINA HAMAT U3MEpHMA
aKTHBHOCT, HIH ca ¢1abo akTupHM kato COX-2 uaxubutopu. Huto enuH o1 Te3u meTabonutu He
uHxubupa COX-1.

EnuMMHHpaHe

Cnen nmpHiaraHeTo Ha €HOKpaTHA, MAPKHpaHa ¢ palHOH30TOI 4032 OT 25 mg eTOPUKOKCHO
HHTPABEHO3HO Ha 3pasH juua, /0 % OT pagoakTHBHOCTTA ¢ O1na ycTaHOBeHa B ypuHaTa ¥ 20% puB
(ekamumuTe, rMaBao noa dopmarta Ha Metabonurh. [To-Manko ot 2% e ycTaHoBeHa 0oy GopMaTa Ha
HEMPOMEHEHO JIEKAPCTRO,

EnuMHHHUpaHeTO Ha eTOPUKOKCHO cTaBa npeaAMMHO upes MeTaboiManpale H [1oC/IeBalla PeHallHa
eKCKpelHa. YCTONYHBH PaBHOBECHH KOHI[EHTPAHH Ha €TOPHKOKCHO C& YCTAHOBABAT B pAMKHTE Ha
celleM XHH MIPH CHOKPATHO NpHiarade Ha 103a ot 120 mg, npyu OTHOWIEHHUE HA KYMY/THMPaHE
NPHOIHU3HTENHO 2, OTTOBAPAINO HAa BPeMe Ha MONYXKUBOT OT NpuOnuauTento 22 yaca. [lnazMeHusT
KIAPBHC Clie)| MHTPABEHO3HA 11038 OT 25 myg ¢ npubnusurenso 50 mi /MHHYTA.

XapaKTCPHCTHKH NPH CHENUANHH CPYIH _TTALHEHTH:

ITayuenmu 6 cmapyecka gv3pacm
(DapMaKOKHHETHKATA OpH MAlHeHTH B CTApHeCKa BE3pacT (Bb3pacT 2> 65 roauaH) ¢ 6amM3Kka Ko TasH
pK MJIAJIMTE.

Hon
He ce ycraHopgBa pasnuka BB (PAPpMAKOKMHETHKATA IIPH MEXKE H JKEHH.

Heprnoopobro yepecoane

[Tpy naumenT ¢ neka creneHd Ha YepHoApoOHO yepexaane (Child-Pugh vuaekc 5-6), mpuiaraHeTo Ha
eTOPUKOKCHE B 1032 60 mg BeqHEK JHEBHO € AOBeNO 10 npubmmautenHo 16 % no-rongMa cpenHa
AUC » cpaBHeHrE CBC 3ApaBH JIALA HA CHIOHA J030B pexkHM, IIpH MallHeHTHTe ¢ YMEPeHA CTENEH Ha
yepHoApoOHo yBpexaade (Child-Pugh unnekc 7-9), npunaranero Ha eTropukokcH6 B 1o3a 60 mg

npes fieH ¢ foseno 10 cpeaHa AUC, 6im3ka o Ta3H Ha 3paBuTe IMUA ITPH R030B peskuM o1 60 mg
JHEBHO; eTOpHUKOKCHO 30 mg BeAHBAXK QHEBHO HE € MpoyYBaH B TasH nolynauud. Hama knuHmaHn 1
(QapMaKOKMHETHYHH AAHHH 32 MalMeHTH ¢ TEXKA CTENeH Ha YepHoApoOHO yBpexaaHe (Child-Pugh
uaeke > 10) (Bxk. Touku 4.2 u 4.3),

bvbpeuno yepescoane

®apMakOKHHETHKATa MIPH €AHOKPATHA 032 0T 120 mg eTOPHKOKCHO, NPUIOKEHA Ha [TALHEHTH C
yMepeHa JIo TeXKa Op0peyna HeJOCTATHYHOCT M TakHuBa ¢ KpaliHa ¢a3za Ba O66pevuno 3a6onasane Ha
XeMOZIHATH3a, HE Ce € PalIHYapajla 3HAYHMO CIpAMO TA3H NPU 3ApaBH JHUA. XeMOAHAIN3ATA € IMAJla
MATEK IIPHHOC N0 OTHOLIEHHE Ha SIMMHHUPaHeTo (IHATH3eH KMKPBHC Npubausurenso 50
ml/MuHyTa) (BXK. TOUKH 4.3 H 4.4).

Heouampuuna nonyrayus
PapMaKOKHHETHKATA Ha eTOPHKOKCHO IPH NeauaTpHYHM NalHeHTH (Bp3pacT < 12 rogMHH) He €
H3CTIeBaHA.

(hapMaKOKHHETHKATA NPH FOHOIIUTE C TErNo oT 40 1o 60 kg npy K032 HA ETOPHKOKCHG OT ¢
BeHEK NHEBHO H HpH loHomuTe ¢ Tero >60 kg (no3a Ha eropukoxcu® 90 mg BenHEXK AH
Owna O;m3ka 10 TasH HA BB3PACTHM, MTOTYYHIH €TOPHKOKCHO B 1032 90 mg BeANBX AHEBHQ,




besonacHoCTTa H €QEeKTHBHOCTTA HA ETOPHKOKCHO NpH MeAHATPHYHH TALMEHTH HE ca H3CISABAHH
(BXK. TO4KA 4.2).

5.3 IlpenkNHAAYHA JaHHH 32 De30MaCHOCT

B npeaxkaaHMYHHTE NpoydYBaHHA ¢ €TOPUKOKCHO He e OWIa yCTAHOBEHA TeHHA TOKCHYHOCT.
Etopuxokcubd He ¢ 61t KaHI[SPOreHEH NPH MUIUKH, JTHXOBETE Ca PasBHIM XeNaTOLEyNapeH H
THPEOHIEH QOIHMKYIOUETY/IapeH aaeHOM TIpH JO3HPOBKa > 2-IThTH AHEBHATa Z03a NpH Xopa [90 mg]
H CHCTEMHA CXKSAHEBHA EKCMIOIHLIMA B IIPOABDKEHHE HA NPHOIH3UTENHO 2 TOAHHH.
_ACraToUeNyNapHHAT H THPCOUAHHAT GONHKYNOLSTyIapeH aJeHOM, HabMofaBaHH NPH ITBX0BETE, Ca
OMIM CHETEHH 3a Pe3y/ITaT Ha crieliugideH 3a [UTHX0BETE MEXAHHWILM, CRBP3aH C MHHIYKIIHA HA
geproapobHuTe CYP eH3uMH. He e ycTaHOBEHO €T0pHKOKCHO 2 MpeH3BHKBA MHAYKIAA HA
yepHoapoOHus CYP3A eH3uM Opu xopara.

["acTpOMHTECTHHAIHATA TOKCHYHOCT Ha ETOPHKOKCHO NpH IUIBXOBETE CE YBEIHYABA ¢ JO3aTa H
BPEMETO Ha eKCMO3ULKA. B npoyusaHe 3a TOKCHYHOCTTA Ha €TOPHKOKCHO NMpoabiDKWio 14 ceqMuniy,
ynuepaipi Ha CY TpaxT ca 61iH HabumolaBaHH NPH eKCTIO3HUHA, HAJXBBPIIAINA TA3H [IPH YOBEK C
NPHIAraHETO Ha TepaneBTHYHaTa A034. IIpH npoyysaHHgTA 32 TOKCHYHOCT B NIPONB/DKEHHE Ha 53 H
106 cenmum, 1381 B CY Tpakr ca 61nmH Habmo1aBaHH CBHINO TaKa NPH EKCNO3HLMH, CPABHHMH C TE3H
TIpK XOpa ¢ NpUIarade Ha TepaneBTHYHATa X034, IIpu KyueTa, GEOpeuHH ¥ racTpOMHTECTHHAIHH
anoManuu ca OMu Hab/ONARaHM NPH BHCOKA HO30Ba SKCIIO3HITHA.

ETopHKkOKCHO He e MOKa3al TepaTOreHHOCT NPH NPOy4YBaHAA 38 PENMPOIYKTHBHA TOKCHYHOCT,
POBCACHH BBEPXY NABLXOBE ¢ A03a 15 mg/kg/nHeBHo (ToBa € npubmu3uTeNHo 1.5 MbTH HaJ NHEBHATA
103a 3a Xopa [90 mg] mpu crcTeMHa excno3uuHa). I1pu 3aiinm ¢ HaGMonaBaHO CBBP3aHO ¢ JICHEHHETO
MOBHIIEHHE Ha CHPAEYHO-CHIOBHTE MaJlPOPMaLIMH NPK HMBA HAa EKCIIO3HIMA MO KTHHHYHATA
SKCITO3HLIHA NPH AHEBHATA 2034 33 Xopara (90 mg).

Brrpeku TOBa, He ca HaOMONaBaHH CREP3aHH ¢ JISYEHHETO BRHIUHH MATBOPMALIMH WIH POMEHH BHB
(etannua ckener. Ilpu nirexosere U 3aiiuure ¢ HabMoOAaBaHO A0303aBHCHMO YBEJTHMEHHE HA
MOCTHMIJIAHTALMOHHA 3aIy6a NMPH ¢KCNO3HLMA, eKBHBAJICHTHA Ha WM 1.5 MBTH NO-TOJIAMA OT Ta3H
NnpH xopara (BxK. Touku 4.3 ¥ 4.6).

ETtopukrokcub ce exckpeTHpa B MIMKOTO Ha TUTHXOBETE IIPH JIAKTaLH, KaTO KOHLEHTPALHMHTE Ca
MPHOJIHIHTENHO BA ITETH HAZ TE3M B MNa3MaTa. TerioTo Ha MAJIKUTE € HaMaJIwIo NIPH 3aXpaHBaHeTo
¢ MIIAKO OT )XKCHCKH TUTBXOBE, KOHTO ¢a MOJTyYaBail CTOPAKOKCHO 1O BpeMe Ha JTaKTaLHs,

6. PAPMAINIEBTHYHH JAHHH

6.1 Crouchk HA NOMOIIHATE BEIISCTBA

Aopo na mabremxama:

Kanuues xuaporenpocdar, 6e3soseH
MHukpokpucTanHa neryno3a
IMosupon K29/32

Maruneanes cTeapar

Kpockapmenosa Hatpuit (E468)

Obeuexa na mabaemrxama.
XunpoMmesosa 15 cPs (E464)
JlaxT033a MOHOXMAPAT
Turanos pguoxcun (E 171)
Tpuauerusx (E1518)
HWrauroxapmus (E 132)
XKunT xenezen okeun (E 172)




6.2 HecbBMecTHMOCTH

He ca u3secTHn.

6.3 Cpoxna roAHOCT

4 ronuHA

64 Cuoenwnasnn ycAOBHR HA ChIpPaReHHE

To3u nekapeTBEH NPOAYKT He H3HCKBa CTICLIHAIHH YCIIOBHS HA CHXPaHCHHE.
6.5 Bun n coabpxkanue HA ONAKOBKATA

CtyneHo — ¢opMOBaHO ATYMHHHEBO (OHO ¢ ATYMHHHEBO TIOKPHTHE.
Onakopka: 7, 14, 28, 30 unu 100 ¢punmupann tabnerxku B Gauctep.

He BCHYKH BHI0BE ONAKORKHM MOTAT Aa ObAaT IyCHATH B npojaxsa.

6.6 Creuuanny npeAnasHU MEPKH MPH UIXBHPIITHE

HaMa crieraaHy W3HMCKBaAHMS,

7. IMPHTEXKATEJ HA PASPEIIIEHHETO 3A YIIOTPEBA
Alvogen Malta Operations (ROW) Ltd.

Malta Life Sciences Park, Building 1, Level 4,

Sir Temi Zammit Buildings,

San Gwann SGN 3000,
Manra

8. HOMEP(A) HA PASPEHIEHHMETO 3A YIOHOTPEBA
PerucrpaumoneH nomep: 20160337

9. AATA HA ITBPBO PAZPEHIABAHE/TIOJHOBABAHE HA PA3SPEIIEHETO 3A
YIIOTPEBA

Hata Ha nbpBO paspemasane 04.11.2016

10. JATA HA AKTYAJ/IA3HPAHE HA TEKCTA
{MM/YYYY}




