KPATKA XAPAKTEPHCTHKA HA TPOAYKTA

1. HME HA JIEKAPCTBEHHAA MPOAYKT

Apxokcus 90 mg punMupany TabneTku
Arcoxia 90 mg film-coated tablets

2. KAYECTBEH H KO/IYECTBEH CBCTAB

Besaka punmupana Tabnerka cbabpxka 90 mg eropukokcub (etoricoxib).
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[Tomomuo(K) Bemecrso(a) ¢ M3BECTHO JEHUCTBHE
4,0 mg nakro3a (kaTo MOHOXMAPAT)

3a nbAHUE CITUCHK HA MTOMOINHHWTE BelIeCcTBa BHXTE Touka 6.1,
3. JEKAPCTBEHA ®OPMA
dunmupaHa tabnerka (Tabnerka).

Benu, aoiiHo usmbxHany GuaMupany Tabnaerku ¢ rpaBupaH Haanuc "202" or eHaTa CTpPaHa M ¢ HAATUC
"ARCOXIA 90" or npyrara.

4. KJIHHAYHHA JAHHHA

4.1 TepaneBTHYHH NOKAIAHHSA

ADPKOKCHSA € TI0Ka3aHa PH Bb3PaCTHHU M FOHOLIHM Ha 16 roagyMHU M nopeye 3a CHMIITOMATHYHO O0JIeKYeHue
Ha octeoapTputT (OA), peemarouneH aprput (PA), aHkuno3upail CIOHAWIKAT U Ha O0KaTa u

BBb3NajiMTeTHaTa CHMIOTOMATHKA MPH OCTBD MOJArpo3€H apTPHT.

APKOKCHS € IOKa3aHa NpH B3PACTHU H IOHOIIM Ha 16 rOAMHM M TIOBEYE 32 KPATKOCPOYHO JIEYEHHE Ha
yMepeHa 60ka, CBbp3aHa C IEeHTAIHA Oneparus.

PemeHueTo aa ce npeanunue cenekruBeH COX-2 naxudburop, Tpabea na ce Oa3upa Ha LUANOCTHA
NpeLeHKa 3a HHIHBUAYAJIHUTE PHCKOBE 3a NMalHeHTa (BXK. TOUKH 4.3, 4.4).

4.2 [1o3MpoBKA H HAYHH HA NPHJIOKEHHE

Ho3uporka

Tobit KaTo CHPAEHHO-CHAOBUTE PHCKOBE NPU ETOPUKOKCHO MOTaT Z1a Ce YBEIKYAT C 103aTa U
MPOABIKUTENHOCTTA Ha MPUIOKEHUE, ClIeABa Ja Ce U3NO0J3Ba MAKCUMATHO HUCKA 1038 U MAKCHMAJIHO
KPaThK NEPUOA Ha npwiokeHue. [leproauyHO cleaBa aa ¢e NpaBu NPEOLCHKA HA HYXAWTE Ha NaldeHTa
OT CUMIITOMaTHYHO OONEeKYEeHHE U OTTOBOP HA JNE€YEHUETO, OCODEHO NPU NALHUEHTH ¢ OCTE0apPTPHT (BXK.
TOYKH 4.3,4.4,48 u 5.1)

Ocmeoapmpum
IIpenopruurennara aAo3a € 30 mg BeaHbK AHEeBHO. [Ipy HAKOHM NaMEeHTH C HEROCTATHYH
Ha CMMITTOMaTHKaTa, NOBUILaBaHe Ha f03aTa Ha 60 mg BEHBXX THEBHO MOXE Aa NOBHIE ehutBgues
ITpu nunca Ha NoBuINaBaHe Ha TepaneBTHYHuA edekr TpAOBa Aa ce npeLeHN U3NOI3FARETQE ;.' Vs o
TePAreBTUYHH Bb3MOXKHOCTH. Kooy,
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Pesmamouoen apmpum

ITpenopsunTenHaTa no3a € 60 mg BeaHbK AHEBHO. [IpH HAKOM NauMeHTH, ¢ HEAOCTATBYHO ObnekueHune
Ha CHMITTOMHTE, NIOBHIIaBaHE HA A03aTa Ha 90 mg MOXe Aa HOBEAE A0 MOBHMIIABAHE Ha €PHKACHOCTTA.
Criexn kaTo MAUMEHTET € KIHHHYHO CTaOHIH3HpaH, MOXE Ja € NOOXOMfAInO THTPHPaHE Ha Jo3aTta zo 60
mg BeIHBXK AHEBHO. I1pu Mnca Ha NOBHINABAHE Ha TepaneBTHYHMA eexT TpsOBa a ce npeneHu
M3MOJI3BAHETO Ha APYTH TEPaneBTHYHH Bb3MOKHOCTH.

Anrxunozupawy cnonounum

[TpenopbunTenHara no3a ¢ 60 mg BeaHbK AHEBHO. [Ipy HAKOU NAHMEHTH, ¢ HEJOCTATBYHO ODIIEKYEHHE
Ha CHMITTOMHTE, TOBHIIABaHE Ha J03ara Ha 90 mg MOxke Aa AOBEAE OO MOBHIIABAHE HAa €(PUKACHOCTTA.
Caexn xaTo MalMeHTHT € KIMHMYHO CTabunIn3upan, MOXke a € NOAXOAAIO THTpHpPAaHe Ha Ao3aTta 1o 60
mg BeAHDbXK gHeBHO. [Ipu nunca Ha noBuiliaBaHe Ha TEPANEBTUYHUA edekT TpAOBa Aa ce NMpeleHH
M3MON3BAHETO HAa APYIY TEPANEBTHYHH BE3MOXHOCTH.

Cwvemonnus na ocmpa 6onka
Etopukokcud Tpsadsa ga ce U3nmon3Ba caMo Mo BpeMe Ha OCTPHUA CUMITTOMATHYEH NEPUOM TIPH ChbCTOAHHA
Ha CUJIHA DOJKa.

Ocmvp nooazposzen apmpum
[Ipenoppuurennara go3a € 120 mg senqubxk aHeBHO. [1o BpemMe Ha KIMHWMYHM M3NHUTBAHUA 34 JieU€HHE HA
OCTDB] MOAATPO3CH aPTPHUT ETOPHKOKCHO € aBaH B NPOABIKEHHE Ha 8 IHH.

Ilocmonepamusna 6onxa cred OeHmanna onepayus

IIpenopruurenHara n03a ¢ 90 mg BeOQHBK AHEBHO, OrPAHMYEHO MaKCUMYM A0 3 auu. Hakom nauueHTH
MOKE A C€ HYXOAAT OT APYyra NOCTONEPaTHBHA AHATE3Ms B BOMBJIHEHUE KbM APKOKCHUS MO BpEME Ha
TPUAHEBHHA NEPHOI HA IEYEHHE,

H03H, HAAXBBPIALLY NPENOPBUHTEIHUTE 34 OTASNHUTE HHAUKALMY WM HE Ca MOKA3aJHd Mo-rojsmMa
e(pUKaCHOCT, WIIH He ca Ouu npoyuBaHKU. 3aTOBA!

Hosarta 3a OA He TpgbBa na naneuimapa 60 mg JHEBHO,

Ho3ara 3a PA ¢ aHkunosupaill COHAWIHT He TpsAOBa na HaaeuiaBa 90 mg AHEBHO.

Ho3aTa 3a OCTbp noparpo3eH aprpur He TpaOBa Aa HaaBHinaBa 120 mg JHEBHO, KATO JIEYEHHETO CE
OrpaHU4aBa MakCHMYM J0 8 IHH.

Ho3ara 3a nocronepaTueHa CWiHa OONKa clex AeHTallHa onepalus He TpsadBa na Haasuimasa 90 mg
OHEBHO, OrPpaHU4YCHO MAKCUMYM A0 3 JHH.

Cnennaney nomynauyy

Ilayuenmu 6 cmapyuecka swv3pacm
He ce nanara xopurupane Ha 1o3arta IpH NAanHeHTH B CTapyecka Bb3pacT. KakTo npu apyru aekapcraa
MPHJIOXKEHHETO NMPU MNallUEHTU B CTApYECKa BL3PACT CENBA Aa CTABA BHUMATEIHO (BX.TOUYKA 4.4).

Hayuenmu c yeproOpobro yepedcoane
He3aBHCHMO OT HHAMKALMATA NPY NALKUEHTHTE C IeKa CTeNeH Ha 4epHoIpoOHO yepexaane (Child-Pugh
MHJIEKC 5-0) He TpaOBa fa ce HanBullapa 1032 oT 60 mg BeaHBbX Ha ned. [IpH maLUHEHTHTE ¢ yMepeHa

creneH Ha 4epHOApoOHO yBpexkaane (Child-Pugh unaekc 7-9), He3aBUCHMO OT MHAMKALIMATA, A03aTA OT
30 mg eednvorc Onesrno ue TpaAdBA 12 ce HAXXBBPA.

KNHHUYHMAT ONMUT € OrpaHudeH, 0CODEHO NPH NAUMEHTH ¢ YMEPEHA CTENEH Ha YEPH{ Jg;-'; THO DN
M 3aTOBa € HeoOxoaumo BHUMaHKe. HaMa KIHHMYEH ONHT MPH MALHEHTH C TeXKA Y¢h RO 1. 55
HenoctaTbuHocT (Child-Pugh unnexc > 10), 3aT0Ba NpUIIAraHEeTo Ha IEKAPCTBOTO B KAKABY Calyera]

IIPOTHBOMNOKA3aHO (BXK. TOUKK 4.3, 4.4. u 5.2).



Ilayuenmu ¢ 6v6peuro ygpeoicoare

He ce Hanara KOpUMrHpaHe Ha J03aTa NpY NaUHEHTH ¢ KPEATHHHHOB KIMPBbHC 230 ml/MHUHYTa (BX TOYKA
5.2). U3non3BaHeTo Ha €TOPUKOKCHO MPHU MallMeHTH C KPEaTHHHHOB KIHpbHC <30 ml/MuHyTa €
NPOTHBONOKa3aHO (Bx. TOUKH 4.3 v 4.4).

[leouampuuna nonyarayusn

Etopuxokcu® € npoTHBOMOKa3aH 3a ynotpeba Ipy Aella U IOHOLIM Ha BB3pacT NoA 16 roauHu (BX. TOUKA
4.3).

Ha4uH Ha NpPUAQXKEHHE

ApKOKCHs C€ MPHEMa NTEPOPAITHO U MOXKe /13 Ob/ie NpHEMaH Ha TMagHO WIH M0 BpeMe Ha XpaHeHe.
EdexTsT Ha NeKapCTBEH!A IPOAYKT MOKE 1a HACTBIIM N0-0bP30, KOraTo APKOKCHSA Ce MpHeMa Ha
rnagso. ToBa TpsGBa 7@ ce UMa NpeABuz, KOrato € HeoOX0AUMO 1a ¢€ MOCTUrHE OBP30 NMOBIUABAHE HA
CHMIITOMATHKATA.

4.3 IIpoTuBOonOKa3laHHA

¢ CBpPBX4YyBCTBUTEJNHOCT KbM aKTMBHATA ChCTABKA HJIH HAKOC OT MOMOLLHHTE BEIIECTBA, H30poeHU
B TOYKa 6.1.

e AKTHBHA [IENTUYHA A38a WIM aKTHBHO KbPBEHE OT cToMammHO-upeBHHs (CYH) Tpaxkr.

e ITauueHTH KOUTO CJIEA NpHeM Ha aueTnacanuiypuiopa kucenuHa unn HCIIBC, BkmovHTENHO
COX-2 (uMiI00KCHIeHa3a-2) HHXUOUTOPH, NPOSABABAT OPOHXOCNA3bM, OCTHP PUHHUT, HOCHH
NOJIMIH, AHFTHOHEBPOTHYEH €/1EM, YPTHKApHs WIH aJIEprudHH PEaKLHH.

¢ BpeMeHHOCT ¥ kbpMeHE (Bx. TOUKH 4.6 1 5.3).

o Texxka uepHoapobna HenocTaTp4HOCT (cepymeH anbymun <25 gfl wim Child-Pugh unpekc > 10).

e Hscnensan 6nOpeyeH KpeaTHHHHOB KIypbHC <30 m!/mMunyTa.

o Jleuna u woHowH nox 16-roxuiiHa BE3PACT.

¢ Busnanurenuu 3abonsiBaHuUs Ha YepBaTa.

¢ 3acroiina ¢chpaeuna HenocrarbuHocT (NYHA II-1V).

o [ITauMeHTH C XUNEPTOHH, YHETO KPbBHO HaAraHe € TpaiHO yeenuyeHo Han 140/90 mmHg u He e
alIcKBATHO KOHTPOIHPAHO.

¢ VYcTaHOBeHa HCXeMH4YHa OONIeCT Ha ChPHETO, 3200/ ABaHHS Ha TEPUPEPHUTE APTEPHATHH CHIOBE
W/HIIKM MO3BYHO-CHAOBO 3a00/sBaHE.

4.4 CneuHalHH npeIynpexaeHHS H APeANa3ZHy MePKH NpH ynorpeda

CromannHo-4ypeBHH edexTH
YcnoxHeHHs OT FOPHUTE OTAEIHN Ha CTOMAUIHO-YPEBHHS TPAKT (reppopaumu, 3B HIIH
HAKOM OT KOMUTO ¢ (haTasieH U3XoM, Ca HACTBIIWIH MPH MALMEHTH JIEKYBaHH C €TOPHKOK

Buumarenno TpabGsa fa ce noaxoxnaa NpH NaUBeHTH C PUCK OT Pa3sBUTHE HA CTOMALIHQSIHORN
ycnoxuennst or HCIIBC: nauuenTy B CTApuecka Bh3PacT, NALMEHTH, NPHEMAIIH eTHOBPEMGH
HCIIBC uau aueTun CaJluLMIOBAa KHCEJIMHA, HIH MallMeHTH C NMpeKapaHHu CTOMAlIlH
3abonaBanusA, KaTo A3Ba H KbPBEHE OT CTOMALIHO-YPEBHHUA TPAKT.



HMa DOMTBIHHTENHO YBEJHYABAaHE HA PUCKA OT CTOMAIHO-YPEBHU HEXEJIaHH JIEKAPCTBEHHU PEaKLHH
(CTOMAIIHO-YPEBHA A3Ba MJIM Py CTOMAITHO-YPEBHH YCIOKHEHHUA), KOraTo €Topukokcud ce npuema
3a€0HO ¢ aHETUNCANHIMIOBA KHCEHHA (ZOpH K B HUCKH J03M). 3HAUUTENIHA Pa3IUKa IO OTHOLICHHUE Ha
cTOMalHO-4YpepHaTa Oe3zomacHocT Mexay ceexruBHM COX-2 uaxuburopn + aneruncanvuunosa
kucenuHa cnpsmo HCIIBC + aneruncanuipioBa KUCENIHHA, HE € Ouna AeMOHCTpUpaHa B AbJArOCPOYHH
KNHHUYHY NPOYyYBaHUA (BXK. TOUKa 5.1).

CoupedHO-CHIOBH eEKTH

KnMHUYHH MPOYyYBaHHA NPEATONAraT, e JIeKapcTBeHUAT Kkiac Ha cenexrupaure COX-2 uuxuburopu
moxe na 6bae cBbp3aH ¢ pUCK OT TpoMOOTHYHH HHUHIEHTH (0c0o0eHO MuokapaeH uHpapkr (MH) u
HHCYJT), B cpaBHeHHe ¢ manebo u uaxkou HCIIBC. CrpaeyHO-ChAOBUTE PUCKOBE NPH MIPUIIAraHETO Ha
€TOPMKOKCHO MOTraT [1a HApPaCHAT ¢ YBEJIHYABAHE Ha A03aTa ¥ NPOABDKUTENHOCTTA Ha NPUIIaraHe,
Nnopany KoeTo TpAOBa 71a ce M3MOI3BaT Ha-HUCKUTE ePEeKTUBHYU NO3H 3a HAaH-KpaThK NEPHUOA OT BpeEME.
HeobxoaumocTTa Ha naiyeHTa OT CHMITTOMaTHYHO O0JieKuaBaHE U OTTOBOP CIpAMO TepanuaTa TpAadBa

na Obae nepHoaAUYHO MPEOLEHABaHa, OCOOEHO MPpH NALMEHTH ¢ OCTE0apTPHUT (BXK. TOUKkU 4.2, 43,48 1
5.1).

ITauMeHTH CbC 3HAYHTEHH PHCKOBH (PaKTOPH 3a ChbPACYHO-CbAOBH HHUHAEHTH (HAIIPHMEP XHITEPTOHMUS,
xunepnunuaemus, auader, TioTIoHoNyweHe) Tpadsa ga ObAT IEKyBaHH C €TOPHKOKCUO cien
BHUMAaTENHO oOmucaHe (Bx. Touka 5.1).

COX-2 cenekTHBHUTE HHXHOMTOPH HE 3aMECTBAT ALUETHICATMLHIIOBATA KHCENNHA (ACTTUPHH) MU
MpoHIAKTHKA Ha CHPACHHO-CBAOBH Tpomboembonuynu 3abonsBaHMUs MOpaay NUIICATa Ha
anTuarperanreH edekt. [lopaau ToBa aHTHarperaHrHara Tepanus He Tpsadsa Aa Obae MpexbCeBaHa (BX.
ToukH 4.5 1 5.1).

Edextn pppxy 6n0penyre

brbpeunuTe npocrarnaHaMHA MOXKE a MMAT Ba)KHA PONsA B NOATbpKaHETO Ha ObOpeuHara nepdyaus.
3aroBa nNpy HATHYKUETO HA KoMrpoMeTupara Ob0peuna nepdys3us, npunarasero Ha eToOpMKoKcHd Moxe
ia NpeAu3BHKa BTOPUYHO, IOCPEACTBOM HaMaliiBaHe HA MPOU3BOACTBOTO HA MPOCTAraHAUHH,
peayuupaHe Ha ObOpedHua KPBBOTOK U yBpexaaHe Ha Obbpevnara pyHkuus. IlaumeHTUTE C Hal- BUCOK
PDHCK B TOBa OTHOILIEHHE €3 TE3H, KOUTO MMAT NMPEIXOXKAALIO 3HAYUMO yBpexkaaHe Ha ObrOpeyHara
(GYHKIHA, HEKOMIIEHCHPaHA ChbpACYHA HEAOCTATHYHOCT WiIH Lupoda. Ilpu TakuBa naLMeHTH cleaBa na ce
MMAa NPeaBUI MOHHTOPHPAHETO Ha ObOpedHara ¢pyHKUHA.

3aaApbKKA HA TEHHOCTH, OTOK U XHIIEPTOHUS

KakTo v ¢ Apyru 1exapCTBEHH NMPOAYKTH, 32 KOHTO € U3BECTHO, Y€ NMOTHUCKAT NMPOCTarjaHAWHOBATA
CHHTe3a, ca O HabmoAaBaHM 3a/ipbXKa HA TEHHOCTH, OTOK M XMIEPTOHHUS NPy MalMEHTH HA JIeYeHHE ¢
eropukokcud. Bcuukn Hectepouanu nporusosbinanuTedu cpeacrsa (HCIIBC), sxmouurenHo
€TOPUKOKCHO, MOraT 212 C¢ CBBPKAT C HOBOMOABUIIA C€ HAH PEKYPEHTHA 3aCTOHA CLpACYHA
HEAOCTATHYHOCT. 3a uHOPMALIMSA OTHOCHO ONpeseNistHUs OT J03aTa OTIOBOP NMPH €TOPUKOKCHD BUKTE
To4ka 5.1. BHuMarenHo TpaOBa aa ce MOAXOaa KbM NMAaLMEeHTUTE ¢ AHAMHE3a 33 ChpAeYHa
HEAOCTATBYHOCT, JICBOKaAMepHa JUCHYHKLIHA, XHIEPTOHHA, KAKTO H KbM NALMEHTH ¢ MPENXOXAaIy OTOK
MO APYrH NPUYHHH. AKO HMa KIMHUYHY JAHHM 3a BJIOLIaBaHE HA ChCTOAHHETO Ha T€3H NALMEHTH, CleBa
A4 ce TMpeAnpHeMaT NMOAXOAALIH MEPKH, B TOBA YUCJIO U IIPEKPATABAHE Ha JIEYEHHETO C ETOPHKOKCHO.

ETopuxokcub moxe ga 6bae CBbp3aH ¢ NpoABa HAa MO-4ECTa M TEXKA XHNEPTOHHA B CPABHE

BHHMAHHE Ha NMPOCHENABAHE HA KPBBHOTO HaJsraHe no BpeMe Ha JIEYEHHETO C ETOP
HaJIsIraHe cnensa aa Obae KOHTPOJHMPAHO A0 OBE CEOMHIIM OT 3alOYBaHE Ha JIeUeHH
cnen ToBa. AKO KPbBHOTO HaATaHE 3HAYMTENHO C€ MOBUIUM TPAOBa /1a ce MOMHCIIH
JeYeHHE.




EdexTu Bppxy uepHus Apod

[ToBuimaBaHe Ha anaHuHaMuHOTpaHCPepasara (ALT) w/umu acnapraramuHorpaHcgepasara (AST)
(npubnU3UTENHO TPU WIH NMOBEYE MHTH HAJl I'OPHATA HOPMAJTHA rpaxiua) € Ouno HabMKaaBaHO NMPH
oxono 1% oT nauyeHTHTE B KIHHWYHUTE NIPOYyYBaHHA, KOUTO Ca JIEKYBaHHU ¢ €TOPHKOKCHO 1o 1 roauna

npu n03a 30, 60 1 90 mg AHEBHO.

[TanueHTHTE CBC CUMITTOMH W/MTH ITPH3HALIHM 33 YepHOApoOHa AMcHYHKIMS UK TE3U, NP KOUTO €
HAJIMILE NIATONOrHYEH TECT 33 OLIEHKA Ha 4epHOpoOHaTa PyHKLMA, cneasa aa ObAaT MOHHTOPHPAHH. AKO
ce HaOOZIaBaT NPU3HALM HA YepHOAPOOHA HEAOCTATHYHOCT MM NMEPCHCTHPAT NATOJOTHYHHU PEe3yITaTH
OT 4epHOAPOOHHUTE TECTOBE (TPH IBTH HAA HOPMAJTHATA MOPHA I'PaHHLIa), IC4EHHETO C ETOPHKOKCHO
TpsiOBa 1a ce npekpary.

O6inu edexTu

AKO 110 BpeMe Ha JIEUCHHETO NPH MallMeHTHTE Ce BIOIAT QYHKLUMHTE Ha HAKOS OT MO-TOpPe ONMCAHUTE
CHCTEMH, TpAOBa 4a C& B3EMaT NMOAXOAALIH MEPKH K 1a C€ MOMHCIIM 3a NPEKbCBAHE HAa TEPAIMATA C
eropukokcud. Tpabsa na ce OCbLIECTBABA aACKBATHO MEAULIMHCKO HabmoaeHre nNo BpeMe Ha
NPOBEXJAHETO Ha JIEYeHUE C ETOPUKOKCUO Ha NManueHTH B CTapuecka BB3PacT U TAKHBA C HAIMYHA
O61.6peuna, yepHoapoOHa UM CbpaedHa JUCHYHKLIMS,

JIeueHueTo ¢ eTopukokcud TpadBa f1a ce OChIIECTBABA BHUMATENHO NPH OEXHAPATUPAHN MALHEHTH.

[IpenopbuBa ce npeaABapUTENIHA PEXHUANATALUA HA TAKMBA [IALIMEHTH [PEH A4 3alI04YHE TEPAIIUITE C
ETOPUKOKCHD.

CepHO3HH KOXKHH PEAKLHH, HAKOHU OT TaX QaTalHH, KaTO eKCHOJUATUBEH AEPMATHUT, CHHAPOM HA
Stevens-Johnson u TOKCHYHA EMHAEPMANTHA HEKPOJIN3a, ca MM ZOKNAABaHK MHOTO PAIKO BbhB BPh3Ka C
u3nonsBaHeTo Ha HCIIBC u nakou cenexrupiu COX-2 HHXUOMTOPH NMPe3 MOCTMAPKETHHIOBOTO
Habmonenune (Bx. Touka 4.8). [laumeHTuTe Ca M310XEHNA HA HAW-TOJIAM PHCK 33 NTOSIBAaTa Ha TAKHBA
peakili B HA4YaJIOTO Ha TEPanuATa, KaTo ITbPBATa PeaKLIMA CE NOABABA B IOBEUETO CIyUYau Npe3 NbpBHUs
Mecel Ot JieueHHeTO. CeprHo3HH PeaKLii Ha CBpbXYYBCTBUTEIHOCT (KaTo aHa(UIaKCHA H aHTHOEZIEM) Ca
Ounu croO1aBaHM NPH NaLMEeHTH, MpHeMaLi eTopukokcHd (Bxk, Touka 4.8). Haxou cenexktusHu COX-2
UHXHOHTOPH Ca CBBP3aHU C MOBULIEH PUCK OT KOXHH pPEeaKUHH MPH MALUMEHTH, KOUTO Ca MMATH aHAMHeE3a
3a JiekapcreeHa aneprus. IIpuemsT Ha eropukokcud Tpsbea na 6bae npekpareH npu rbpBaTa NpPosgBa Ha
KOXXEH O0OpHB, jie3HA HAa NMraBULATa HJIM IPYTH CHUMITTOMHM HA CBPBXYYBCTBHTEIHOCT.

Etopuxkokcub moxe na 3amackupa pebpunurer u Apyru NpH3HALH Ha BBIMANHTEIHH 3a00IBaHuUs .

Brumatenno Tpabpa aa ce noaxoxkzaa npu eIHOBPEMEHHO NpUIAraHe Ha €TOPHKOKCHO ¢ BapdapuH win
APYTH NMEepOpaNHU aHTHKOATrYJIaHTH (BXK. TOUKA 4.5).

H3n013BaHETO Ha €TOPHKOKCHO, NOAOOHO Ha APYTH JIEKAPCTBEHHM MIPOMYKTH, KOUTO MOTHCKAT

LHKJIOOKCHI€Ha3HATa/MPOCTarlaHAMHOBATa CHHTE3a, He C€ MPEnopbyBa NP XKEHH, KOUTO CE OITUTBAT A4
3abpeMeHenT (Bxk. Touku 4.6, 5.1 u 5.3).

JlakTo3a
[TauyeHTH ¢ peaxu HaCAEACTBEHU NMPobIEeMH HA HEMOHOCHMOCT KbM FaNiakTO34, IThJEH JIAKTa3eH
AepUIMT WM MIFOKO30-TanakTo3Ha Manbcopbauris He TpsaOBa 1a NpHEMAT TO3H JIEKAPCTBEH NPOIYKT.

Hatpuit
To3u nexapcTBeH NPOAYKT ChbAbPkA mo-4ayko ot 1 mmol HaTpuit (23mg) Ha puaMup
MOXE J1a CE KaXke, 4e [IPAKTHUYECKU HEe ChbAbPIKA HATPHM.



4.5 B3aumoneHcTBHE € APYIrH JEKAPCTBEHH NPOAYKTH B APYru GopMH HA B3aAHMOAEHCTBHE

DapMakOAHHAMUYHH B3AUMOIICHCTBUSA:

Ilepopannu anmuxoazyranmu: IIpyu nauMeHTH, cTaDMIM3IUPAHM HA XPOHHYHO JICYEHHUE ¢ BappapHH,
NpUIaraHeTo Ha eTOpUKOKCHO 120 mg nHEBHO € CBLP3aHo ¢ npubnusurento 13% yeenmueHue Ha INR
(International Normalized Ratio = Mexxy HapOAHO HOPMAJHU3UPAHO OTHOLLIEHHE) Ha NPOTPOMOHHOBOTO
BpeMe. 3aTOBA NMALMEHTH, KOUTO C€ NEKyBaT C NEPOPATIHM aHTUKOATYAAHTH CJIC/(BA CTPUKTHO Aa Obaar
MOHHTOPHpaHH o oTHoweHWe Ha INR Ha npoTrpoMOMHOBOTO BpeMe OCOOEHO B ITbPBUTE HAKOJIKO NHH,
KOraToO JISHEHHETO ¢ eTOPHKOKCHO 3a104Ba WM ¢e NPpOMEHS 103aTa Ha JIeKapCTBOTO (BXK. TOUKA 4.4).

Huypemuyu, AIIA u ACE unxubumopu: HCIIBC moxe na Hamanar eQekra Ha AUYPETULIMTE U OPYTUTE
aHTUXUNEPTEH3UBHY ekapcrea. [Ipy HAKOM mauueHTH ¢ yBpeneHa 6uopeyna pyHkumus (Hanp.

DeXUIPaTHPaHU NMAaLMEHTH WM MALMEHTH B CTapyecKa Bb3pacT ¢ yBpeaeHa ObOpeuHa ¢yHkis)
eAHOBpEeMEHHOTO W3non3saHe Ha ACE-UHXHOUTOpH MM aHFHOTECH3HH I aHTAarOHUCTH ¥ CPEACTBA, KOUTO

MHXHOHUpAT HMKIOOKCHI€HA3aTa MOXE fa MTPeAU3BIKaA JOMbJIHITEIHO BioaBaHe Ha 6b0peunara
¢yHKUMA, BIITIOYUTENHO Pa3BUTHE Ha ocTpa ObOpeuHa HeOCTATBYHOCT, KOETO OOUKHOBEHO € 0OpaTHMO.
To3u (daxT cnensa ga ce UMa NPEABUA MPH MALUEHTH, KOUTO B3HMAT €AHOBPEeMEHHO eTOpHKOKCHO U ACE
uHXMOUTOPH Wi aurnoTeH3uH Il anraronucrn. [Topanu ToBa, Tazu koMOuHaLUa TpAOBA na ce MpuIara
BHAMATETHO, 0CODEHO NpH no-Bb3pacTHU. [launenrure TpadBa Aa 6baaT aneKBaTHO XUAPATHPAHH U
TpabBa aa ce obchau MOHUTOpHpPaHe Ha 6bOpeuHaTa QyHKUMA ClI€A 3aNI0OYBAHE HE KOMOHMHUpaHaTa
TEPANuA U NEPHOAUYHO CIICA TOBA.

Ayemuncanuyunosa xuceauna. llpu npoyusaHe Ha 3npaBy A0OPOBOMLH C TOCTHTHATO PABHOBECHO
cbeTosiHUE (steady state) eropukoxcud B mo3a 120 mg BeAHLK HA JIEH HE € MOBJIHAJ AHTHATPEraHTHaTa
aKTHWBHOCT Ha aLUCTUICAJIMIIMIOBATA KucearHa (Ao3a 81 mg BeHBK Ha neH). ETtopukoxcnd Moxe Aa ce
H3NOA3Ba EAHOBPEMEHHO C ALETHCAMUIINIIOBA KMCENUHA AaieHa B 1032 34 Npo(WIaKTHKA Ha CBPIAEYHO-
ChIOBM MHIMJEHTH (HHCKA 1033 Ha aLIeTWICAJIMLIMIIOBA KUCENIHHA, (acnupHH)). Bce nak eqHOBPEMEHHOTO
MPUaraHe Ha aueTIIICAIMIUIIOBA KUCE/IMHA (HUCKA 1103a) ¢ ETOPHKOKCHO MOXKe Aa yBENIHUM 4eCToTaTa
Ha ynuepauunre U apyrure CU ycnoxxHeHus B CPaBHEHHE ChC CIIYYaHUTe, KOraTo €TOPHMKOKCHO ce
M3MOJI3Ba caMocToATENIHO. He ce npenopbuBa eAHOBPEMEHHOTO NpPUIAraHe Ha ETOPHKOKCHO C MO-BHCOKHU
OT MOCO4EHHTE 33 NPOPHUIAKTHKAE HA ChPAEYHO-ChAOBH HHIMACGHTH JO3H aLIeTHIICAIMIIMIOBA KUCEIHHA,
kakTo U ¢ Apyrd HCIIBC (Bx. Touku 5.1 1 4.4).

Luxnocnopun u maxponumyc: Benpexku ye ToBa B3aUMOJAEHCTBHE C €TOPMKOKCHO HE e TPOYUYBaHO, Ce

3Hae, Y€ eJHOBPEMEHHOTO Npuiarale Ha uMiiocnopud WiH Takponumyc ¢ HCTIBC moxe na ysennun
He(PPOTOKCUYHIS €(PEKT Ha ABETE JIEKAPCTBA ~ LMKIOCIIOPHH HJIH TaKpoiuMyc. brOpeunara pyHxkums

cnensa fa Obie MOHMTOPHpPaHa, KOraTo CE€ NPUJIara ETOPUKOKCHO B KOMOMHALIMSA C HAKOH OT Te3M J{BE

JIeKapCTRa.

DapMakOKMHETHUYHH B3aUMOIECHCTBHSA

Egpexm na emopuxorcub evpxy gpapmaxoxunemuxama na opyzu rexapcmea

Jlumuii: HCIIBC HamassiBaT 6b0pevHaTa ekckpenius Ha MUTHH, MOpagH KOeTo ce yBe/lH4aBa Ma3MeHaTa
My KOHLeHTpauus. IIpn Heo6xonuMocT Tpsbsa na ce MOHHTOPUPA CTPHUKTHO KOHUEHTPALMATA HA JTUTHIA

B KPBBTA H Aa CE€ afanTHpa n03aTa Ha JUTUA, JOKATO CC NPHEMA Ta3H JIEKAPCTBeHa KOMOMHALIMA, KAKTO H
npu cnuparero Ha HCTIBC.

Memompexcam: [se npoy4BaHHs ca MPOBEXKAAHH 3a u3cjaenBaHe Ha edexra Ha eTopurlx
90 unu 120 mg BeAHBK AHEBHO B MPOABLJDKEHUE HA 7 AHH NP NALHEHTH Ha JIEYCHHE .Lﬁ
nosa ot 7,5 1o 20 mg BeOHBK CEAMHYHO 34 JICYeHUE Ha PEBMAaTOUACH apTPHT. ETopk&k¢H
60 1 90 mg He e oka3an edeKxT BbpXy NIa3MEHaTa KOHUEHTPALHNA HA METOTPEKCAT Wil B

KIMpBHC. B enHO npoyusaHe eTopukokcHO B 1032 o1 120 mg He ¢ uman edexT, HO B APYEE nbqunaﬂe

s o
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npH Ta34 A034 € YBEIWYII N1a3MeHaTa KOHLUEHTpanus Ha MeroTpekcar ¢ 28% u ¢ Hamanu 0bu0peunHus
KJIHPBHC Ha MeToTpekcaT ¢ 13%. IIpenopbyBa & MOHUTOPHPAHE 32 TOKCHYHH e(EKTH Ha METOTPEKCAT,
KOTATO TOH Ce nmpunara B KOMOMHALUA C €TOPUKOKCUOD.

Ilepopannu xonmpayenmueu: Ilpunaranero Ha 60 mg €TOPUMKOKCHD €AHOBPEMEHHO C MEPOPATHU
KOHTPaUENTHBY, ChABPXKAWH 35 Mukporpama etunmnecTpaauon (EE) u 0,5 no 1 mg soperuHapeH B
NpOoAbJUKEHUE HA 21 AHHM, € YBENUYUIIO IUIOLNTA O KPUBAaTa NpH ctauuoHapao cberosinue AUCO-24y.
3a EE ¢ 37%. [Ipunaranero Ha Apkokcusa 120 mg cbe chius nepopaneH KOHTPALEITTHB, eTHOBPEMEHHO
WJIHM C MHTEPBAaJ OT 12 Jaca, € yBeIH4HIIO IJIOWITA [TOA KpUBaTa npu crauoHapHo ¢bcTosHre AUCO0-24y.
3a EE ot 50 no 60%. Tosa yBennueHue Ha koHLeHTpauusaTa Ha EE cneisa na ce uMa ripeasua, KOraTo ce
H30Mpa nepopajieH KOHTPALENTHB, KOHUTO Aa Ce U3NON3Ba 10 BpEME Ha NPHUNAraHeTo Ha ETOPHUKOKCHD.
YBenu4eHoTO Bb3aeHcTBUE HAa EE MOXe fa NOBUINH YE€CTOTAaTa Ha HEXXEIAHUTE Peakiny, CBbP3aHU C
NEepOpPaNHUTE KOHTPALENITMBH (HAJIP. MPOSBH HAa BEHO3HA TPOMOOEeMOONHSA NP PUCKOBH KEHH ).

Xopmonozamecmumenna mepanus (X31): Ilpunaranero Ha eropukokcubd 120 mg 3aenqHo ¢
XOpPMOHO3aMECTHTEHA TEpanKs, CbCTaBCHA OT KOHIorupasu ecrporenu (0,625 mg Ilpemapun) B
MPOAB/DKEHUE HA 28 AHY, € YBEAWUMJIO IJIOLTA NOK KPUBATA NPU CTAHOHAPHO cheTOosiHME AUCO0-24y,
Ha HEKOHIOrupaHus ecTpoH (41%), expunut (76%), u 17-B-ectpanuon (22%). EdexTbT Ha
NPENOPHYUTETHUTE XPOHUMHH 103U eTopuKokcub (30, 60 u 90 mg) He e Hun npoyueH. [Tnomure nox
kpuBara AUCO0-244. Ha Te3u eCTPOreHHHU CbCTaBKU Ha [IpeMapuH nNpH eqHOBPEMEHHOTO MY TIPUIATAHE C
eTopukokcHbd 120 mg ca Ouii no-Manko OT MOJOBUHATA, B CPABHEHHE C TE3H MPU CAMOCTOSTENHOTO
npunarade Ha [Ipemapun u yBenuuasane Ha fo3ara My or 0,625 mg Ha 1,25 mg. KnuanuHoTO 3Ha4eHHe
HA T34 YBEIUYEHHS HE € U3BECTHO U MO-BUCOKH 03U Ha [Ipemapun He ca OuiH npoyyuBaHH B
koMOMHauus ¢ eropukokcu®. Te3n NOBUIICHNA HA €CTPOr¢HHATa KOHLIEHTpalus TpaOBa Aa ce UMaT
npeaBua ApH H300pa Ha XOPMOHAJIHA TEparius CJied MEHONay3aTa, Py NPHJIaraHe 3aeQHO C
€TOPUKOKCHO, 3alI0TO EKCIIO3MLIMATA HA YBEJIMMEHH HHBA Ha €CTPOreH MOraT /1a YBEJIHYAT PHCKA OT
HEKeJIaHU peakiuuy, cBpp3adu ¢ X3T.

ITpeonuson/npeonusonon: Cnopen AAaHHUTE OT NPOBEICHUTE KJIMHUYHU NPOYYBAHUS 33 OLICHKA Ha
JIEKAPCTBEHH B3AUMOACHCTBHSA, ETOPHKOKCHO HE € 0Ka3al KIMHUYHO 3HAaYHMO BB3AICTBHE BHPXY
¢apMaKOKHHETHKATA Ha MPETHU3OH/NIPEeTHHU30MIO0H.

Huzoxcun: eropuxokcud B no3a 120 mg BeAHBXK HA J€H B NIPOABKEHUE HA 10 IHU NIPH 3ApaBH
RoOpOBOJNLHY HE € MPOMEHW IUIOLITA MOA KPHBATA MPH CTALMOHAPHO cheTogune AUCO0-244. uu
OBOpeuHOTO enMMUHEMpaHe Ha AurokcHH. HabmonpasaHo e ysenmenue Ha Cmax (MaxcHMainHa
KOHUEHTpaLus) 3a AMrokcu (mpubausurenHo 33%). ToBa yBenudeHue He € OT ChUIECTBEHO 3HAYCHHUE 33
MOBEYETO MallMEHTH. Bee nak MauueHTHTe, KOUTO Ca ¢ NMOBUIIEH PHCK 32 JHIOKCHMHOBA WHTOKCHUKAL{HA,
Tpsbsa na 6pAaT NPOCNEAABAHM 3a IPOSBATE HA TAKABa MHTOKCHKALIMA, KOTATO JBETE JEKaPCTBa,
€TOPUKOKCHO M AMTIOKCHH, C€ NPIIAraT eJHOBPEMEHHO.

Edpexm na emopuxoxcub evpxy rexapcmeama, koumo ce memaboausupam upes cyapomparcgepasu

Eropukokcub e maxuburop Ha cyndorpaHcdepasara B HOBEIDKHA OpraHu3bM, no-cnenuanto SULTIE]
H € YCTAHOBEHO, Y€ BOAH A0 MNOBHIIABAHE HA CEPYMHATa KOHLICHTpalMa Ha eTHHUIecTpaauona (EE).
JOKONKOTO NO3HAHHMETO 32 ePEKTUTE BBPXY MHOXXECTBOTO CyJipoTpaHdepasH Ha HACTOAINMS! €TaIl €
OrpaHHYEHO M KJIHHHYHUTE NOCNEAMLH OT AeUCTBHETO HA MHOXKECTBO JIEKAPCTBA C2 HEMMBJIHU U
NpoabIDKABAT Aa ObaaT obexr Ha u3cnenBaHe, TpsidBa na ce BHUMAaBa, KOraTO ETOPHKOKCHO ce npunara
€AHOBPEMEHHO C APYTIH JIEKapCTBa, KOUTO ce MeTaboMU3HpaT raBHO OT cynporpanchepas
[epopaHu caibyTaMO H MUHOKCHIIM).

Eghexm na emopuxoxcub evpxy sexapcmsama, xoumo ce memabonusupam om CYP u3



no3a 120 mg mHEBHO He € JOBEJO JI0 MPOMAHA B aKTUBHOCTTA Ha yepHOApoOHUA CYP3 A4, oueHeHa upes
€PUTPOMHLIMHOBHSA AHUXATENICH TECT.

Egpexm na opyeu nexapcmea svpxy hapMaxoxunemuxama Ha emopuxoxcud

OCHOBHMAT BT Ha MeTabonusupane Ha eropukOKcHO ¢ 3aBUCHM OT CYP ensumure. CYP3 A4 narnexxna
BAMsIE BbPXY MeTa0OMH3Ma Ha eTOPUKOKCHD In vivo. In vitro mpoyusanus nokassar, 4e CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 cbimo Morar aa kataausupaTt OCHOBHHUTE IPOLUECH, HO TOYHA
KOJIM4YECTBEHA OLIEHKa Ha CbY4YacCTUETO UM HE € NPOBEXKIAHA B YCJIOBHA IN VIVO.

Kemoxonaszon: KerokoHasonsT e MomeH HHXubuTop Ha CYP3 A4, B no3a 400 mg BeAHBK Ha fieH B
NpoAbKEHHE Ha 11 JHY npH 3apasy DOOPOBOALM HE NMPOMEHS KIIMHHMYHO 3HAYMMO (apMaKOKHHETUKATA
Ha eTopuKoKcub npu egHokparHa n03a ot 60 mg (43 % ysenuuenue Ha AUC).

Bopuxonazon u muxonason: EXHOBpeMEHHOTO NPUNOKEHHUE Ha TICPOPAIEH BOPUKOHA3OM WIH JIOKANeH
MHKOHA30]1 nepopaJieH ren (MouHu nHxubutropn Ha CYP3 A4) ¢ eropukokcu® Boau A0 AEKO
NOBHUIIABAHE HA €KCHO3UIUATA HA €TOPHUKOKCHD, Oe3 TOBa Aa e CYUTa 33 KIIMHW4YHO 3HaYHMMO Ha Da3a Ha

nyONMKyBaHUTE JaHHU,

Pugpamnuyun: ENHOBpEMEHHOTO NIpHAIaraHe Ha eTopHKoOKcHO 1 pudamMnuuuH (MoweH uHaykTop Ha CYP
€H3HMHTE) BOAH A0 HaMalABaHe Ha MJIA3MEHHTE KOHLEHTPALUHH Ha eTopukokcHb ¢ 65%. Tosa Moxe na
OOBeJe A0 peLMANBHPAHE HA CUMITTOMATHUKATA, 38 KOSTO Ce npunara eropukoxkcud. THH kaTo TOBa
NPeArnoara yBenM4yaBsaxde Ha A03ara Ha JeKapCTBOTO, CleaBa Aa ce ordenexm, ye He ¢a NPOYyUEHH A03H
Ha €TOPHKOKCHO, MO-BUCOKH OT MOCOYEHHTE 32 BCAKA HHAMUKAIMS, KOraTo Ce IIPHiIara ¢QHOBPEMEHHO C
pudamnuuuH. [10 Ta3u npUUKMHA He Ce U NPENnopbYBAT NMNO-BUCOKH 1034 (BXK. TOUKA 4.2).

Anmuayuou. AHTUALUOWTE HE BIUAAT BBPXY (PApMaKOKHHETHKATA HA €TOPHKOKCUD B KIIMHUYHO 3HaYHMA
CTEIIEH.

4.6 @epruaurer, OPEMEHHOCT H KbpPMEHE

bpeMeHHOCT

HsAma KIMHUYHH JaHHH 3a BIMAHBE Ha €TOPHMKOKCHO BBPXY NpOTH4aHETO Ha OpeMEHHOCTTA.
[TpoyuBaHMATA MPHU KUBOTHH C3 YCTAHOBHIIM TOKCHUYEH €(EKT BbPXY pPenpORyKTHBHATA PYyHKLHA (BXK.
Touka 5.3). IToreHUMaNHUAT pHCK NTpH OpPEMEHHH XeHH He € u3BecTeH. ETopukokcub, KakTo npyrure
NEKapCTBEHU NPORYKTH, HHXHOUPAIM CHHTE3aTa HA NPOCTATJIAHANHUTE, MOXE Aa NPEIH3BMKAa MaTOYHA
cnabocT U npexxaeBpeMeHHO 3aTBapsHe Ha boranosus nporok B nocneaHus TpuMecTsp. ETOpHkokcHO €

MPOTHBONOKA3aH 3a NpUNaraxHe 1o Bpeme Ha OpemeHHocT (Bx. To4ka 4.3). AxO elHa keHa 3a0peMeHee
0 BpEME Ha JICYEHHETO ¢ €TOPUKOKCUOD, Toit TpsaOBa Aa Obae cripsH.

KbpMEHE
He e u3BecTHO nanu eTopukokcub ce otaens B yopemikata kbpMa. ETopukoxcud ce otnens B KbpMaTa Ha
IbXoBe. JKeHUTE, KOMTO NON3BAT €TOPUKOKCUD, He TpaOBa na kppMAT (BX. TOUKH 4.3 u 5.3).

depTunuTer
YrorpebaTa Ha eTOpPUKOKCHO, KAKTO # Ha BCSAKO OPYro BELIECTBO, 33 KOETO € H3BECTHO, Ye UHXHUOHpa

COX-2, He ce mpenopbUBa [IPU )KCHHU, ONUTBALIH Ce Oa 3abpeMeHenT.
4.7  EdexTh Bbpxy cnocobnocrra 32 modupane u pabora ¢ MamuHH

IlaumeHTHTE, KOUTO YYBCTBAT 3aMasiHOCT, CBETOBBPTEXK WIH ChbHIIMBOCT NPH ynoTpeba
TpaOBa aa M3bArear aa wogupar U aa paboTAT ¢ MaLLIHHH.




4,8 Hexenanmu JieKapCTBEHH PEAKLIHH

Pesome Ha npoduna Ha 0e30MacHOCT
B xnuHu4HE npoy4yBaHUA, 6€30NMacHOCTTa OT NPHJIAraHeTo Ha eTOpPUKOKCHD e buia oueHeHa npu 9 295

Ay, BKIounTetHO 6 757 nauveHTH ¢ OA, PA, XxpoHuyHa OOMKa B KPbCTa WIH aHKWI03Mpall
ciouaunut (npubnusurenHo 600 nauuent ¢ OA unu PA ca 6unu nexyBaHu B TIPOABJDKEHHUE HA
MHHUMYM €1Ha FOKHA).

[Ipx KIWHHYHKTE NPOYUYBaHHS, NMPOMHUNDT Ha HEXKCIAHHUTE JECKAPCTBEHH peakUHu € OHn CXOAeH npH
nargpeHTH ¢ OA wm PA, 1eKyBaHH C eTOPUKOKCHO B NIPOALIDKEHUE HA €HA IOMHA UIIH TTOBEYe.

Ilpu KIMHUYHO NMPOYYBAHE 3a OCTHP NOAArPO3EH apTPHT, NALMUEHTUTE ca Ouiin nekyBan# ¢be 120 mg
JHEBHA 1033, B NPOABIDKEHKE HA oceM IHH. [IpodunbT Ha HEXETTAHUTE NEKAPCTBCHHM PEAKLIMH PH TOBA
npoy4sase € Oun B o6mu muHnu OM3BK N0 TO3M, HabmonasaH npu koMOMHKpaHuTe npoy4BaHus 3a OA,
PA u xpoHniHa Oonka B KpbCTa.

B nporpama 3a npocnensBaHe Ha CbPAeYHO-CHAOBATA 0€30MacHOCT ¢ 0000IMEeHY NaHHHU OT TPH KIHHUYHH
M3IHTBAHMSA CIIPSAMO AKTUBEH KOMIIOHEHT, 17 412 nanuentu ¢ OA umu PA ca nekyBaHH ¢ €rOPUKOKCHO
(60 mg unu 90 mg) npu cpeaHa MPOABIIKUTEIIHOCT Ha NeucHUeToO 18 Mecena. JlanHute 3a 6e30macHOCT H
noapoOHOCTHTE 334 Ta3y NporpaMa ca npeacraBeHy B Touka 5.1

[TpodunsT Ha HeXelaHU JIEKAPCTBEHU peakiMH NMPH KIMHUYHH NPOYUYBAaHHA 32 OCTPa NMNOCTONECPATUBHA
nenransa Gonka cnen onepauus, BionouBamy 614 nauueHTy, neKyBaHu ¢ eTOpHKOKCHO (90 mg u 120
mg), KaTto uano e nonodbeH Ha Tosy, cvobuwen npu npoyusanus 3a OA, PA u xpoHnuHa 6onka B JonHaTa
4acT Ha repoa.

TaOnuueH CIUCHK HA HEXKEHEHUTE PEAKI[MH

Ilo BpeMe Ha KIMHUYHHATE M3NMUTBAHHUA Ca YCTAHOBEHH CICOHHTE HEXKEIAHH JISKAPCTBEHH PEAKLHH C
YEeCTOTa NTO-roNAMa OT Ta3H NPH NPUIAraHeTo Ha ranedo npu natpeHtTH ¢ OA, PA, xponuuna 6onka B
KpbCTa WIJIM aHKWJIO3HPaIll CIOHJAUIUT JIEKyBaHH ¢ eTOpHKOKCHO 30 mg, 60 mg unu 90 mg no
APENMOPBUHUTENHATA A03a 34 CPOK Ha JedeHue 10 12 cenMHuuM, B NpOoyUuBaHHUATA no nporpamara MEDAL
3a CPOK Ha JIEYCHHE A0 3'2 FOAMHH, B KPaTKOCPOYHH NPOYUYBAHUA 332 CPOK Ha JIEUCHUE 10 7 AHH 3a OCTpa
6onka M4 B nepuoaa cnen myckase Ha maszapa (Bx. Tabnuua 1).

Tabauua 1:
Cucremo-opranes Kiac Hexenanu peakumus Kareropus decrora*
Hugexyuu u ungpecmayuu  |anseonapeH OCTEUT Yectu
racTpoeHTepHT, HHeKLUMH Ha ropaure |[HeuecTn
AMXaTeNHH MbTHILA, YPHHAPHH
MHpEKLHUU
Hapywenun na kpvema u aHeMHs (TTPEOUMHO CBBP3aHa ChC Heuectrn
itumnama cucmema CTOMALHO-YPEBHO KbPBEHE),
€BKONECHHA, TPOMOOLIHTONEHHS
Hapywenua na umynnama  |CBpbX4yBCTBHTEIHOCT++[ HeuecTu
lcucmema
AHruoenem/anapuIaKTHIHK/ Penxu
aHapUIaKTOUIHH peaKLIVH,
BKJIIOYUTEAHO IOKH
Hapywenua na memabonrusma EneM/3aapbkka Ha TEHYHOCTH
i xpanenemo
YBenvueHHe UM HaMaJICHUE Ha
ANeTHTa, YBENIHYCHHE HA TErNOTO
Ilcuxuunu napyuwenun 'TpeBOXHOCT, AenpecHs, HaMalieHa

BBb3MOXHOCT 338 YMCTBEHA pabora,




Xa&NOuMHaALMK+

CT€HOKapaMaA++, MHOKApAE€H HHPAPKTY

O6bpkaHoCTH, 6€3MOKONCTBO Penku
\Hapywenua na nepenama 3aMastHOCT, rjiasobosue YectH
cucmema
Hucreysus, 6e3cbHue, He4yectu
NAPECTE3NA/XUIIECTE3N, CHHIIMBOCT
Hapywenus na ouume 3aMBIIEHO 3pEHNUE, KOHIOHKTHBHT HeuectH
\Hapyuienus na yxomo u [IIym B yminre, CBETOBBPTEXK HeuecTu
ltabupunma
IC_‘bpdequu HAapyieHus [Iannurauuu, apuTMusi++ YecTH
[IpencepoHo MbxaeHe, Taxukapaua++, [Heudecru

aCTOMHA CbPACYHA HEAOCTATHYHOCT,
Hecrieundrunu npomeBu B EKI

Cvoosu Hapyuienus XHNepTOHMS YecTH
3auepBsiBaHe, MO3BYHO-CHAOBHU HeuecTn
MHUKACHTHY, MPEXO0HA UCXEMUYHA
aTaka, XMNepTOHUYHA Kpu3a++t,
BaCKy JIUT++
Pecnupamopuu, 2pvonu u bpoHxocnazpm++ Hectn
IMeouacmunaIRu
Hapy i eHUR
Kamanua, AHCITHES, eNUCTAKCUC HeuecTn
Cmomawno-upesnu KopemHa 6oska MHoOro 4ecTH
[Rapywuenun
3anek, dnaryneHuMs, racTpur, Yectu
kucenuHu/pedaykc, auapus,
ImHCcnencus/endracTpane Iuckomgopr,
rafeHe, Nospbluaxe, e30(arur, si3BU B
lycrara
IlonyBaHe Ha KopeMa, TPOMEHH B HeuecTH
MePUCTAITHKATA, CYXOTa B YCTATa,
raCTpoaAyOA€HANHA A3B8a, [IENTUYHHU A3BH
BKIKOYBALIH nepopalliyl i KbPBEHE OT
CHY TpakT, CMEOPOM Ha Pa3gPa3HEHOTO
YepBO, MAHKPEATHT
(Xenamobunuapuu napyuenusysenuuenne va ALT, ypenuuenne Ha  [UecT
IAST
(Xenarur++ Penku
UepHoapobHa HenOCTATBYHOCTH, Penku+
XBIATECHUHA T
apyuienun ra xoxcama u  Exxumosu Yectu
KONCHAMA NMbKAH
Otok Ha nHueTo, chpbex, oOpus, HeuectH
epureéMat+, YPTHKapua++
CHHApPOM Ha Stevens-Johnson-++, Penku+
ITOKCHYHA enuaepMaliHa HEKPOJIH3a+,
HENporpecupaly JeKapcTBeH 0OpuB++
Hapywenua na myckyrno-  [MyCKyiHU KpaMITH/Ca3MH, Heuectn
CKelemnama cucmema u O0Jka/pUrHAHOCT HA MYCKYJIaTypaTa
Coedunumennama NMoKan
apywuerus na ovopeyume u [Iporennypus, nopumeHHe Ha cepymuns [HevecTu

KKOYHUmME nomuiia

KpeaTHHHH, 6b0peyuHo




HapyeHHe/ HeROCTATBYHOCTH (BXK.

rouka 4.4)
Obwu napyuwienua u epexmu |ActeHus/yMopa, rpunononobHo YecTu
[Ha MACMOMO HA NPUIOJCERUE CHCTOSHHE

I'pbana Gonka Heuectu
\HM3cnedeanun YBenuueHHe Ha yPeATa B KPbBTa, Heuectu

yBeJIM4MCHHE Ha KpeaTundochokrHasa,
XUIEPKATMEMHA, YBEIHYEHHE Ha
NMUKOYHATA KHCENNHA

TToHw>xaBaHe HUBATA HA HATPHIA B Penxu
KPbBTa
*Kareropua yecrora: nedpuHHpPaHa 32 BCEKH TEPMUH Ha HEXEJIaHA peakLuya [0 4eCTOTaTA,

cboOlieHa B 6a3aTa JaHHK Ha KIMHUYHHTE MPOYy4YBaHMA: MHOro decTH (=>1/10), gectu (=1/100 no
<1/10), HewecTH (>1/1000 no <1/100), peaku (>1/10 000 no <1/1000), MEOrO penky

(<1/10,000).

++ Tasu HexxenaHa peakuus € HAeHTU(PMLHpaHa Ipe3 NOCTMAPKETHHTOBOTO HabmoaeHue.
YecroTara Ha HEIHOTO ChOOLIaBaHe e oLieHeHa Ha Ha3ara Ha Hall-BHCOKaTa YecToTa, HabmonaBaHa
B AAHHHTE OT KTHHHYHH U3NHUTBaHWA, 0000LeHH no MHAUKaLUA U onoOpeHa no3a.

+ Kareropusra yectora "Peaku" e onpeneneHa cnopen p=KOBOACTBOTO 32 KpaTka XapakTepuCTHKa
Ha npoaykra (KXII) (pes. 2, cemremBpu 2009) Ha 6a3a Ba onpeneneHaTa ropHa rpaHuLa Ha 95%
imosepurenexd HHTepsan 3a 0 cpbutus, kato ce uMa npeasua OposA yHaCTHHIM, IEKYBaHH €
ApKOKCHA, B aHa1H3a Ha panauTe ot dasa [, obobinenu no no3a u uupukaumsa (n=15 470).

B CBpbX4uyBCTBUTEAHOCT BKIIOUBA TEPMHUHHUTE ,, aN€Prus’, ,,JICKAPCTBEHA aJieprus , ,,JJeKapCTBEHa
CBPBXYYBCTBHUTECAHOCT , ,,CBPBXIYBCTBHTEIIHOCT , ,,HEYyTOYHEHA CBPBXYYBCTBHTEIHOCT", ,,peaKiiys
Ha CBPBbXYYBCTBUTENHOCT H ,HeCneUUpHUUHA aneprus’.

§ Ha Ga3a Ha aHanM3M Ha IBIrOCPOMHH KIMHHYHH U3NMHTBAHUA C Ianedo U aKTHBHA KOHTPOIA,
cenektusapTe COX-2 HHXHOUTOPH C3 CBBP3BAHU C MOBULLIEH PHCK OT CEPHO3HH TPOMOOTHYHH
APTEpPHANHK CbOMTHUA, BKIIOYHTEIHO MHOKapAieH UHPapkT U uHCY T, IloBHIIaBaHeTO Ha
abCOMIOTHNA PUCK 3a TaKMBa CbOUTHA € MAJIKO BEPOATHO a HauBUIIK 1% 33 roguHa Ha OaszaTa Ha
CHLIECTBYBAIIM JaHHU (HEYECTH).

CrnenHuTe CEPHO3HU HEXENIAHH JIEKAPCTBEHU peakluy ca bunyu nabmonapanu npu ynorpedara Ha

HCIIBC u nopaau TOBa HE MOTaT Aa Ce U3KJIKYAT U 33 €TOPHKOKCHO: HeDPOTOKCHUYHOCT BKIIOUHTEIHO
HHTEPCTHLHANEH HedpHT U HePPOTHYEH CUHAPOM.

CoobijaBaHe Ha NOAO3HMPAHHU HEXENAHH PEAKIMN
Cpo0imaBaHeTo Ha NOAO3UPAHH HEXENAHH PEaKLMM Cliel paspeluaBaHe 3a ynorpeda Ha JekapCTBEHH

NPOAYKT € BaxKHO. TOBa MO3BOJISIBA Aa NPOABLIDKY HAOMIONEHNETO Ha CHbOTHOLIEHUETO NOJN3a/PHCK 32
NEeKapCTBeHUs NpoAyKT. OT MEOMLMHCKUTE CIIELHAIMCTH C€ U3UCKBA Na CHOOLIABAT BCAKA MOI03UpPaHa
HexkenaHa peakuus ypes HinbinuurenHa areBuus no jgekapersara, yi. , Jdamsan I'pyes" Ne 8,1303 Codus,
Ten.. +35 928903417, yebcaitr: www.bda bg.

4.9 Hpeno3npane

[Io BpeMe Ha KIMHHYHU NMPOYYBAHUA €JHOKPATHOTO NMpHIarale Ha nosa no 500 mg erop
HAKOJKO A03H A0 150 mg/neH B nmpoab/oKeHHe Ha 21 OHH He ¢a MPUYMHWIM TOKCHYEH ¢ ./ R .-;:‘ff' BES \ S
ChODIIEHHA 32 OCTPO NMpEn0o3upaHe Ha ETOPUKOKCHD, Makap 4e B IMOBEYETO CYYaH HE C f GO
Hexenann peakuuu, Hail-uecto nabmonasanure Hexxenanu peakuud CbOTBETCTBAT HA

De3onacHoCT Ha eTopHKOKCHO (HaTp. CTOMAITHO-4YPEBHHU [TPOSBH, KAPAHOPEHATHH MPOSs)
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B cayuait Ha mpeno3upaHe € JOruvHO J1a C€ NMPUAOKAT OOMUBHHUTE MTOAIBPXKALLM MEPKH, HaIp.
OTCTpaHsABaHe Ha Hepe3opOupanaTa yact or CY TpakT, KNTMHUYHO NPOCHEAABAHE, CAMITTOMATHYHA
Teparus U Ipyra, ako € Heobxoauma.

ETopukokcHO He ce OTCTpaHsBa 4pe3 XeMOAMaNIi3a, He Ce 3Hae AaJiH eTOpMKOKCHO Moxe ma 6bae
OTCTPaHEH 4pe3 NEPUTOHEATHA AUATIN3A.

5. OAPMAKOJOIHYHHA CBOUCTBA

S.1 DapMaAKOAHHAMHYHH CBOHCTBA

dapmaxoTepaneBTHYHA I'PyNa; NPOTHBOBB3NAMUTENHH ¥ NPOTUBOPEBMATHYHH NPOOYKTH, HECTEPOUIHH
cpeancrsa, kokcubu, ATC xoa: MO1 AHOS

MexaHH3bM Ha NelCTBIE

Eropukokcnd e nepopanet, cenexruBeH UMKIooKcUureHasa-2 (COX-2) nHxubHTop B paMKHTE Ha
KIMHUYHO U3NON3BAHUA O30B HHTEPBAI.

ITo Bpeme Ha knHHUYHKUTE PAPMAKOIOrHYHHN NPOYYBAHHUA € DM OTYETEH N0303aBUCHM e(dEeKT Ha
ApKOKCHUs MO oOTHOEeHHe HA HHXuOnpaHero Ha COX-2, 6e3 na ce naxudbupa COX-1 npu zo3m no 150
mg nHesHO. ETopukoxcub ne e HHXUOMpan CUHTE3aTa HA NMPOCTArJIAHAWHU B CTOMAIIIHATA JIMTABHLA U He
e NoBausN QyHKUUATA HA TPOMOOLUTHTE.

I [MxnOOKCHUreHas3aTa € OTTOBOPHA 33 MPOH3BEXAaHeTO Ha npocrarjanauHy. [To3HaT ca JBe M30eH3UMHH
¢opmu COX-1 u COX-2. COX-2 e uzodpopmara Ha eH3UMA, KOATO C€ HHAYLHMPA OT NPOBB3NAJIHTEIHH
CTUMYJIM H C€ CUMTA, Y€ € OCHOBHO OTTOBOPHA 3a CHHTE32 Ha NPOCTAHOUIHU MENUAaTOPH Ha OoNkara,
Bb3NAJIEHHETO M Temnepatypara. COX-2 CbiIO Taka y4acTBa B OBYJIALMATA, 3AKPEMAHETO H 3aTBAPSHETO
Ha boranosus nporok, perynauusaTa Ha O6pOpevyHaTa GyHkIMA U QyHKUHUUTE Ha LIEHTPAJIHATA HEPBHA
CHCTEMa (NosBaTa Ha TEMIEPATYpa, YCEeIaHeTO 33 0oNka M npoueca Ha pasno3HaBaHe). Moxe ChIno Taka
Aa urpae poiis B npoueca Ha 3as3fipassasaHe Ha A3Ba. COX-2 € yCTaHOBEH B TbKAHHUTE OKOJIO CTOMAUIHH
A3BH Y XOPa, HO Bpb3KaTa My ¢ H3JIEKYBaHETO Ha A3BATa HE € YCTEHOBEHO.

KnuHu4yHa epukacHoct U 6e3onacHocT

EdukacHocT

Ilpu nauuexTy ¢ ocrecaptpur (OA), eroprkokcub B 103a 60 mg BeAHBK JHEBHO 3HAYHUTENHO obNiexyaBa
OosikaTa ¥ mosMInaBa OHEHKATa HA MALMEHTa 3a CbCTOAHKETO Ha 3abonasaHero. Te3u OnaronpusTHH
edexTH ce HabmoaaBaT OT BTOPUA [€H Ha JISHEHHETO M CE 3aMma3ear Ao 52 ceamuim. ITpoyusanuara
BbpXY €TOpHMKOKCHD 30 mg BeaHDbX AHEBHO NOXa3BaT ePUKACHOCT NPeBBb3X0xkAaLIa manedo 3a 12-
CeIMHYEH IIEPHOA Ha JiedyeHHe (IIPH CXOQHA CHCTEMA 3a OLIEHKA KaTo Mpoy4BaHusTa no-rope). Ilpu
NpOy4BaHe C pa3/IMYHK A03H eTopHkokcud 60 mg naBa 3HaAUKUTENHO NO-U3paseHO nopobpenue ot 30 mg
10 OTHOLICHHWE HA BCUYKH 3 ITbPBMYHH KPaiHU TOUKH 33 NEpUOI Ha nedeHnue oT 6 ceqMuum. Jlosara ot 30
mg He € Oua DpoyvBaHa NPy OCTEOAPTPHUT HA PBLETE.

IIpu naumenTure ¢ pesmarouncH aprpur (PA), eropukokcut u 60 mg, u 90 mg BeAHBX AHEBHO
OCUTYPABAT 3HAYUTENHO NooOpenne no OTHOLIeHHe Ha 60NKa, Bb3MajeHHe H IIOABHKXHOCT. B

mg, u eropukokcud 60 mg BenHBXK AHEBHO U 90 Mg BeOHBXK AHEBHO, Ca MO-eHEKTUBHH
Ho3aTta or 90 mg npepb3xoxzaa nozara ot 60 mg cnopen ob1aTa oleHka Ha Gonkara n
100 mm Bu3yasiHa aHAJIOroBa Ckajia), CbC cpeiHo nonodpenue or -2,71 mm (95 % CI.
min).



[Ipu manyeHTHTE C MPHCTHN HA OCTHP MOAArPO3€EH aPTPHUT, €TOPUKOKCHO 120 mg BeAHBXK AHEBHO 34
NepHoJ Ha JIeYeH’e OT OCEM IHH, [IOTHCKA YMEpPeHa 40 CiiiHa O0Jka U Bb3NAJICHHE TaKa, KaKTO
nHaoMeTauud SO mg TpU MbTH AHEBHO. [loTHCKaHe Ha 00KkaTa MMa Ha YeTBBLPTHA 4aC OT 3aNOvBaHe Ha
JI€YEHHETO.

[Ipu nauueHTH ¢ aHKHI03Mpall CIIOHAMIIKAT, ETOPUKOKCHO 90 mg BEAHDK JHEBHO aBa 3HAYUTEIHO
nogobpenue No OTHoWEHHE Ha Oonka B rpbOHAKa, Bb3NANECHHUE, CKOBAHOCT H Py HKLIHOHAJIHOCT,
KJIHHUYHHEAT eDEKT OT NPUIIOKEHHETO Ha eTOPUKOKCHD ce Habmonasa oie Ha BTOpUS A€H OT 3aMO4YBaHE
Ha JICYCHUETO M Ce 3aMa3Ba npe3 LHelus Nepuol Ha neYeHue OT 52 ceaAMHULM. BBB BTOpPO npoy4BaHe,
oueHsipamo go3ara or 60 mg B cpaBHeHHE ¢ Ta3zH OT 90 mg, eropukokcud 60 mg nHeBHO H 90 Mg NHEBHO
ca rnokasaiH cxozneH edext B cpaBHeHME ¢ HanpokceH 1 000 mg aneBno. Cpea Te3u, KOUTO HAMa A00Bp
oTroBOp KM 60 mg JHEBHO 3a 6 CEAMHULIM, YBENH4YEHHETO Ha Ao3aTta oo 90 nHeBHO nogodpsBa ckopa Ha
MHTEH3MBHOCT Ha CriHajiHaTa 0osxa (0-100 mm Bu3yanHa CKalla) B CpaBHEHHE C TE3H, KOUTO
npoabkaBaT ¢ 60 mg AHEBHO, CbC cpenHo mogodpenune or 2,70 mm (95 % CI: 4,88 mm, -0,52 mm).

[Ipy xTMHUYHY NPOYUYBAHUA OLEHSABAIIHU IOCTONEPATUBHA AEHTANHA DoJka, eTopuxokcud 90 mg e
[pUJIAraH BEAHDBX JHEBHO 32 Mepuoa A0 TPU AHK. B noarpynara Ha NalMEeHTH C yMEpeHa DoJika B
HauaJoTo, eTOpUKOKCHO 90 mg noka3sa cxoaeH aHanreTH4eH edext ¢ To3u Ha ubynpoden 600 mg
(16,11 cpemy 16,39; P=0,722), u no-CHJieH GT TO3M Ha napaueramox/xoaens 600 mg/60 mg (11,00;
P<0,001) u nrauedo (6,84, P<0,001), namepeno karo obmo obnexyenne Ha Honkara 3a mppBUTE 6 Haca
(TOPARSG). Hacrra nauueHTy, ¢H00LUIM 38 ynioTpebara Ha AONMBJIHUTENHO JIEKAPCTBO 11O BpEMe Ha
MbpBUTE 24 uaca ot no3upaHeTo, ca 40,8 % 3a eropukokcud 90 mg, 25,5 % 3a nbynpoden 600 mg Q6h u
46,7 % 3a napaueramoi/koaens 600 mg/60 mg Q6h B cpaBHeHHe che 76,2 % 3a nnauedo. B ToBa
NMpOy4YBaHE MEAMAHATA Ha HAYAIOTO Ha AeHCTBHETO (0ce3aeMo obnexkyaBaHe Ha Oonkara) Ha 90 mg
eTOpHKOKCHO e Ouna 28 MUHYTH cliel NPHAOKEHHNETO.

be3onacHoCT

IIporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL) (MHoOroHaiyoHanHa
Nporpama 3a NpOABILKUTENHO OPUiaraHy eTopukokcud u auknogeHak)

Ilporpamata MEDAL e npocnexkTuBHa nporpama 3a NMpoCaensBaHe HA PE3YATATHTE, CBBLP3aHU ChC
cbhpaedHo~-cvaoBara (CC) HesonmacHocT, oT 0600eHr NaHHK OT TPH PAHOOMM3HPAHH, NBOHHO-CIENH,
Cpelly aKTUBHA CbCTaBKa KOHTponupanu usnursauus, npoyusanero MEDAL, EDGE II w EDGE.

[Ipoyusanero MEDAL e npoy4BaHe ¢ KpaiiHa Touka, onpeaeneHa ot CC pesyarature npu 17 804
nanueHTd ¢ OA 1 5 700 ¢ PA, nexysanu ¢ etopukokcu® 60 mg (OA) unu 90 mg (OA u PA) wm
nuknodenax 150 mg nHeBHO 3a nepuoa cpenHo or 20,3 meceua (MakcumyMm 42,3 mecena, meauasa 21,3
Mecelia). B ToBa usnuTBaHe Ce OTYMTAT CAMO CEPHO3HH HEXEIAHU PEAKLHH H NPEYCTAHOBABAHE HA
Y4YaCTHETO NOPaaM KaKBaTO U 24 € HeXKeJlaHa PeaKLiMA.

ITpoyusanusara EDGE u EDGE II cpaBHsiBaT CTOMALIHO-YpEBHATA IOHOCHMOCT Ha ETOPHUKOKCHO M
anknogeHax. IIpoyusavero EDGE Bxunousa 7 111 mauuentu ¢ OA, jiekyBaHH ¢ 1038 €TOPHKOKCHO oT 90
mg AHeBHO (1,5 mpTH mo3aTa npenopbuMTenHa 3a OA) unu guknodenak 150 mg AHEBHO 33 MEPHOA
cpenHo 9,1 Meceua (MaxkcumyMm 16,6 mecena, Meauana 11,4 Mmeceua). Ilpoyusanero EDGE II Bxmousa 4
086 mauuenTH ¢ PA, nexysanM ¢ eropukokchd 90 mg nuesxo unu auxiodeHak 150 mg nHeBHO 33
nepuox cpenHo 19,2 meceua (Makcumym 33,1 Mecela, MenuaHa 24 meceua).

B o6obuienara nporpama MEDAL 34 701 nauuenrn ¢ OA unu PA ca iekyBanu 3a nepHoze TS
77

mecelia (MakcuMyM 42,3 mecela, MeanaHa 16,3 mecena) karo npubausurento 12 800 ngfnéitr

MPOBEXJAT JE4EHHE NO-NPOABKHTENHO OT 24 Meceua. [NaupneHTHTe, y4acTBAIH B npefe HaTd i

KaTO U3XOAHO CBOTOAHUE PA3JIHYHH CHPACHHO-CBAOBH U CTOMAIMIHO-YPEBHU PHUCKOBH (pak

g T (e X v |
[TaumeHTHTE C aHAMHE33 33 HEOTAABHAWEH MHDAPKT Ha MHOKapa, Gaiinac Ha kOpoHAPHE AP TR ¢ 5]
NPUACAZKa WJIH NMEPKyTaHHa KOpOHApHA HHTEPBEHLIMS B IPEAXOAHUTE 6 MeceLa npenu \ FpuEaneYo He,cé



JOIYCKaT [0 yyacTHe. B npoyuBaHUATA € pa3pelleHo H3N0N3BaHETO HA FACTPONPOTEKTUBHY NPOAYKTH U
HKCKA 0338 aCIMPUH.

Ob1a Se3onacHOCT:

HsiMa 3HaYMTETHH PasiIMKH MEXAY eTOPHKOKCUO U AUKIOQEHAK B YECTOTATa HA CHPACYHOCHAOBUTE
TPOMOOTHYHH nposBYU. KapIMOpEeHATHHM HeXeJlaHU peakLiki ce HabmoaasaT no-4ecTo NpH €TOPUKOKCHO,
OTKOJIKOTO MpH JUKJIOPEHaK U Te3n ePeKTH ca N0303aBUCUMH (BHXKTE CrieLMPUYHHTE PEIYITATH NO-
nony). CTOMALIHO-YPEBHUTE U YEPHOAPOOHU HEXKEIIAHH PEaKLIMU C€ HaOMOAABAT 3HAYUTEIHO MO-YECTO
npy JuknogeHak OTKOJKOTO IPH eTOpUKOKCUOD. Uecrorara Ha Hexenanure peakuun npu EDGE n EDGE
I1 u Ha HEXeNaHUTE PeaKLUH, NMPELIEHEHH KAaTO CEPUO3HHM WIN BOAELIH O NPEKPATABAHE YYACTHE B
npoy4sanero MEDAL e no-BHCOKa NpH €TOPUKOKCHO B CpaBHEHHE C AUKIO(PEHAK.

CbpaedHO-ChAOBH pe3yITaTH 3a 6€30NacHOCTTA:

YecTroraTa Ha NNIOTBBPACHUTE TPOMOOTHYHH ChPAECYHO-CHAOBH CEPHO3HH HEXEIAHH PEaKLNH
(BKTIOYBALIH ChPACYHH, MO3BYHO-CHAOBH U ITepu(pepHO-CHAOBH NIPOABH) € CPaBHUMA 3a U JHKJIODEHAK,
KaTo pesyararure ca 0b6obmenn B Tabnuuara no-goay. HaMa cTaTUCTHYECKH 3HAYHMMH Pa3JIMKU B
4eCTOTaTa Ha TPOMOOTHYHHATE CEOUTHA MEXIY €TOPUKOKCHO U IUKNO(PEHAK NP BCUMKH AHATH3HPAHH
HOATPYMH, BIUTIOYHTEIHO Pa3IMYHK KATErOPHH MMALMEHTH B A/1aTa ramMa ChpaeyHo-crA0B pHck. Koraro
CE Pa3MIeKIAT MOOTAENHO, OTHOCHTEIHUAT PUCK 33 MOTBbPACHHU TPOMOOTHYHH CHPAEYHO-CHAOBH
HEXEAHU peakLuy npy eTopukokcHO 60 mg unu 90 mg B cpasreHue ¢ aukiodeHak 150 mg e bun
CXOJ€EH.

Tabauna 2: Yectora na norebupaeHn Tpomboruuann CC npossu (0606mena nporpama
MEDAL)
Eropuxkoxcub (N=16 | Auxaodenax (N=16 CpasHenune Mexay
819) 25 836 nannenTt- | 483) 24 766 nauneHT- JeUeHHs
roaHHH rOAHHH
Yecrorat+ (95% CI) | UYecrorat (95% CI) | OrHocuTesnieH puck (95%
CI)
[TorebpaeHn TPOMOOTHYHH CHPASHHO-CHAOBH CEPHO3HK HEXKEJIAHU PEAKLIMH
[1o npoTokon 1,24(1,11 1,38) 1,30(1,17 1,45) ‘0,95(0,81 1,11)
HamepeHue 3a 1,25 (1,14 1,36) 1,19 (1,08 1,30) 1,05(0,93 1,19)
lieyeHune
[MorBbpaeHH CHpACYHH NPOSIBY
ITo npoToko 0,71 (0,61, 0,82) 10,78 (0,68, 0,90) 0,90 (0,74, 1,10)
HamepeHue 3a ,0,69 (0,61,0,78) 0,70 (0,62, 0,79) 99 (0,84 1,17)
IIeHEHHE
[10TBBpACHH MO3BYHO-CHIOBH NMPOSBH
Tlo npoToKo 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
HamepeHue 3a 0,33 (0,28, 0,39) ,0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
UieueHue
LloTBbpaeHu
nepudepHUd ChbAOBH
POsIBU
1o npoTokon 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 92 (0,63, 1,35)
HamepeHue 3a 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
Ne4eHHe
+CoOurns Ha 100 nauuenroronuuu; Cl=noBepuTENeH HHTEPBAJ
N=0611 Opoii naliueHTH, BKIKYEHH! B IIONYJIALMATA M0 IIPOTOKOJI & .
10 MPOTOKON: BCHYKH MIPOSABH MPH MPHUIOKEHUETO Ha TIPOYyUBAHOTO JICHEHUE WK ¢ % G
NPeKpaTIBaHETO MY (M3KNMIOYEHH: nauueHTH, npuenu < 75% or U3NUTBAHOTO NeYeH \ @ i
NpHeMaJii HeBKIIO4eHO B npoyusaHeto HCIIBC >10% ot BpeMeTo). \* o
A




HamepeHHe 3a JieyeHre. BCHUKH TOTBBPACHH NMPOSBYU A0 KPas Ha U3MUTBAHETO (BIUTIOYUTENHO
MAalHeHTH, MOTEHLHAJIHO U3JI0XKEHH Ha HEBKJIFOYEHHU B MPOYYBAHETO HHTEPBEHLIMM CHEA
MpeyCTaHOBABaHE Ha MSMUTBAHOTO neueHue). 06w 6poit paHnoMu3npanu nanueHTy, n= 17 412 na
eropukokcub 1 17 289 Ha nuxiiodeHax.

CC CMBPTHOCT, KAKTO M 0011{aTa CMBPTHOCT, Ca CXOAHH TPH JIEKy BAHHTE I'PyIH C €ETOPUKOKCHO U
nuknodenax.

KapanopeHaaHHu MposBi:

[Ipubnusurenno 50 % or nauuenTuTe, BKMOYeHH B npoy4ysaneto MEDAL, ca ¢ anamuesa 3a u3xoaHa
XHnepToHuA. B TOBa Npoy4BaHE YECTOTATA HA MPEKPATABAHE HA YUACTHETO, NIOPaH CBbP3aHH C
XHIIEPTOHHA HEXKENAHH PEAKLHH, € CTATHCTHYECKH 3HAUMMO TNO-BHMCOKA 33 €TOPUKOKCHO B CpaBHEHHE C
nuknodenax. Yecrorara Ha 3acToiiHaTa ChPACUHA HEROCTATEYHOCT KATO HEXKENAaHA peakiing
(npekpaTABaHUA K CCPHO3HH PEAKLIMHK) C€ MPOABABA €OHAKBO MPU €TOPHKOKCHO 60 mg B CPABHEHHE C
aukiioderak 150 mg, HO € mo-BUCOKa npH eTopuxkokcud 90 mg B cpaBHeHHe ¢ quKiodeHak 150 mg
(craTucTuvecky 3Ha4umMa 3a 90 mg eropukoxcud cnpamo 150 mg auknodenak npu rpynara 8 MEDAL ¢
OA). YecroTraTa Ha MOTBBPACHHTE MPOSIBM HA HEXKEIAHH PEAKIIMH, CBBP3aHH ChC 3aCTOMHA ChpAeUHa
HEAOCTATBPYHOCT (IIPOABH, KOHTO €a CEPHUO3HH M BOAAT A0 XOCIIHMTANM3ALUA UIH ITOCELICHHE B CIELIHO
OTHENICHHE) € HE3HAYMMO NMO-BHCOKA NMPH €TOPHKOKCHO B cpaBHEeHUE ¢ nukiodeHak 150 mg.

KaTO TO3U €(eKT e 10303aBUCHM. HeCTOoTaTa Ha IPEKPATABAHMATA NMOPAAH CBHP3aHU C OTOK HEXENaHH
pEeakLMH € IIO-BUCOKA NMPH €TOPUKOKCHO, OTKOIKOTO MpH Auknodperak 150 mg u to3u edexr e
0O303aBUCHM (CTAaTUCTU4CCKH 3HA4YMM 3a €TOpHKOKCHD 90 mg, HO He 3a eropukokcHb 60 mg).

Kapauopenanuure pesyarati npd EDGE u EDGE Il cboTBeTCTBaT Ha ONMHCAHUTE MPH APOYUBAHETO
MEDAL.

B orpenuure npoyusanms ot nporpamara MEDAL pvpxy eropukoxcud (60 mg unu 90 mg),
aOCONIIOTHATA YE€CTOTA HA MPEKPATABAHUATA B KOATO M Jia € OT rpynute € 10 2,6 % 3a XHIEPTOHHS, IO
1,9% 32 otox u 10 1,1% 3a 3acTOliHa ChpAeUHA HENOCTATHYHOCT, KATO MMO-BHCOKA YECTOTA Ha
NPEKPATABAHUA HMa NPH eTOpHKOKcud 90 mg, OTKONKOTO NMpH eTopHkokcHO 60 mg.

[Iporpama MEDAL - pesynratu 3a croMaimHO-4UpeBHA 0€30MacHOCT:

3HAYHTEIHO MO-HUCKA YE€CTOTA HA NPEKpaTABaHEe HA JISYEHUETO NOpPagy KAKBaToO H Aa € KIMHHM4YHA (Harp.
aucnencus, kopemna Ooska, a3sa) CY Hexenana peakuus ce HadOmoaasa NpU CTOPHKOKCHD B CpaBHEHHE
¢ AMKNO@EHaK BbB BCAKO OT TPUTE NPOYYBaHUA CbeTaBaasainy nporpamara MEDAL. Yecrorara Ha
rnpexparaBaHe nopany Hexenana CU peaxiius Ha CTO NaKEHTOrOAMHY 3a LENHA NEPHOA HA MPOYYBAHE €
KaKTo caensa. 3,23 3a eropukokcud u 4,96 3a nuxknodenak B npoyusasero MEDAL; 9,12 3a
eropuxokcud u 12,28 3a puknodenak B npoyusanero EDGE; u 3,71 3a eropuxokcub u 4,81 3a
auknodeHak B npoyusaunero EDGE II.

IIporpama MEDAL - pe3ynraTi 3a CTOMalnHO-4peBHA OE30MacHOCT:
OO0wmre ropan CU nposieu ce onpenenst kato nepdopauuu, 1384 i kbpBeHe. [Toarpynara o1 ropHu
CY npossu, onpeneycHH KaTo yCIOXHeHY, BKIOYBa nepdopaunu, o6CTpYyKUMH ¢ YCIOKHEHO KbDBEHE;
noarpynara odwm ropuu CY nposiBH, onpeneneHu KaTo HEYyCIOKHEHH, BKJIIOYBa HEYCIOXHEHO KbPBEHE
M HEYCJIOKHECHM A3BU. JHAYUTENHO NIO-HUCKA 4eCcToTa Ha 00wy ropun CU nposiu ce Habmonapa-npu
€TOPHKOKCHO B cpaBHEHHE ¢ AuKNOodeHak. HaMa 3HauMMa pasiiuka Mexay eTOPHUKOKCUD ATRAS ST
4YEeCTOTaTa Ha YCINOXKHEHHTE IMPOABH. 32 NOArpynara Ha KpbBOM3IHBY OT roprus CY Ty 74 '
HEYCJIOXKHEHH KOMOHHHPaHH), HAMa 3HAYKMAa Pa3JIMKa MEXIY €TOPHMKOKCHO ¥ aHKIOGhE
NPUIOXKEHHETO MO OTHOWEeHHe Ha ropHus CY Tpakt Ha eropHKOKCHO B CpaBHEHME C |
CTATUCTHYECKH 3HAYMMa 32 MALMEHTH, IPUEeMalld €XHOBPEMEHHO HHCKA 1033 aCHHD
33 % ot nauueHTHTE).
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YecroTaTa 3a CTO MALHEHTONOAWHU HA MOTBBPACHH YCIIOXKHEHH M HEYCJIOXKHEHH KJIMHHYHH MPOABH OT
ropaus CU Tpaxr (nepdopaunm, 1381 1 kbpBeHe (PUB)) e 0,67 (95% CI 0,57, 0,77) 3a eTopukokcHO u
0,97 (95% CI 0,85, 1,10) 3a quknodeHak, gasawmo oTHocUTeNeH puck ot 0,69 (95% CI 0,57, 0,83),

Onpenenena e yecTtorara Ha NOTBbpAcHUTE ropHH CY nposBsy Npy NAMEHTH B HalpeaHaNa Bb3pacT KaTo
Ha#-roaaMo RamaneHue ce Habmonasa NnpH NaLueHTH Ha BB3pacT = 75 roauuu (1,35 [95% CI1 0,94, 1,87]
cpemy 2,78 [95% CI 2,14, 3,56] nposisu 3a CTO MaLMEHTOrOAMHU ChOTBETHO 33 €TOPUKOKCHD H

auknodeHak).

Yecrorara Ha NOTBBPAEHUTE NMPOABH OT JoJHHA CY TpakT (nepdopauns Ha TbHKH U nebesio YepBo,
obcTpykumst uiH kpbpeousaus (POB)) He noka3Ba 3HAYMTENHA PA3NHKa MEXAY €TOPUKOKCHD U
auknodeHax.

[Iporpama MEDAL - pe3ynTaTH 3a 4epHOApoOHa 6€30MacHOCT:

ETopukokcub ce ¢cBbp3Ba ChC CTATHCTHYECKH 3HAYHMO MO-HHCKA YE€CTOTa Ha IIPeKpaTsIBaHe mopaaH
4epHOAPOOHO CBBLP3aHK HEXENIaHH peakiluM B cpaBHeHHe ¢ auiioderak. B obobinenara nporpama
MEDAL, 0,3% or nauueHTUTe Ha €TOpHUKOKCHO 1 2,7% OT Te3u Ha auxnodeHak npekparaBaT nopagu
CBBP3aHa ¢ 4epHHA Apod HexenaHa peakuws. Hecrorara 3a ¢To nauueHToroauHH € 0,22 3a eTopukokcuHb
1 1,84 3a puxnodenak (p-crofinoct < 0,001 3a eropuxoxcud crpsamo auknodernax). B cpioro Bpeme
MOBEYETO OT HEXEJIAHUTE YePHOAPOOHO NMposiBeHH peakuuH B mporpamata MEDAL He ca cepHO3HH.

HonbJIHUTENHH AaHHH 33 TPOMOOTHYHA CHPAEYHOCHIOBE 6€30maCHOCT

B xnuHuruHM npoy4YBaHyusa U3BbH Te3U OT nporpamMata MEDAL, npuGnusurenuo 3 100 nauuenTn ca
NIEKyBaHHu ¢ eTOpHKOKCHO > 60 mg nHeBHO 3a 12 unu noseue ceamu. He ce Habmonpasa BuanuMa
pa3ivKa B 4€CTOTaTa Ha MOTBBPACHUTE CEPUO3HH TPOMOOTHYHH ChPAEHYHO-CHAOBH NPOABH MEXKAY
NaLHCHTHTE Ha eTopuKokcnd > 60 mg, mnauebo mnn HeHanpokceHoBr HCIIBC. B cbuioro Bpeme
4YE€CTOTATA Ha TE€3H NMPOABH € NI0-BUCOKA ITPH NMALMEHTUTE, NOMy4YaBaId €ETOPUKOKCUO B CPABHEHHE C TE3H,
noJiyuasany HanpoxkceH 500 mg nBa nbTH AHEBHO. Paznukara B aHTUTPOMOOLIMTHATA AKTHBHOCT MEXCTY
Hakou COX-1 noruckawm HCTIBC u cenexrupan COX-2 uHxubuTOopyu MoXe /1a € OT KJIHHHYHO
3HA4YE€HHE MPH NaUMEeHTH, pUCKOBH 3a TpomMboemMbonuuru nposiu. CenekruBHuTe COX-2 HHXuOUTOPH
HaManaBaT GOPMHUPAHETO HA CHUCTEMEH (M Mopau TOBA BB3MOXKHO €HJIOTEeJIEH) MPOCTALMKINH, 6e3 na
3acarat TpoMbokcana Ha TpombounTiTe. KNIMHUYHOTO 3HAYEHHE HA Te€3H HADMOAeHUS HE € YCTAHOBEHO.

HOMbIHUTEIHY JaHHH 338 CTOMAIIHO-YPEBHA O0€30MacHOCT

B nse 12-cenqMuvHM, IBOMHOCHEINH €HAOCKONCKH NMPOYYBaHWA KyMYyJIATHBHATA Y€CTOTA HA CTOMAIIIHO-
YpEBHHTE yJLEPaALIMM € 3HAYUTENHO NMO-HUCKA MPU NALMEHTUTE, JIEKYBaHH C eTOPHKOKCHO 120 mg
BEAHBK AHEBHO, OTKOJIKOTO MPH MMALIHEHTHTE, JIEKYBaHH ¢ HanlpokceH 500 mg aBa mbTH JHEBHO HITU
uOynpoden 800 mg Tpu mbTH AHEBHO. ETOprKkokcud € 6un ¢ no-BuMCcoOKa 4eCTOTa Ha YJILEPALIHKATE B
CpaBHEHHE ¢ TLIaLe0o.

[IpoyuBane Ha 6n6peuHaTa GyHKIIMA IPH NALMEHTH B CTAPYECKA BH3PACT:

PanpoMu3upaHo, ABOHHOCIANO, NApANCIHOIPYNOBO, M1auebo-KOHTPONHPAHO NMPOYUYBAHE OLEHABA
edexra or 15 nHeBHO NeveHne ¢ eropukokcud (90 mg), uenexokcud (200 mg ABa NBTH AHEBHO),
nanpokcex (500 mg npa MbTH AHEBHO) M Mnanebo, BbPXY €KCKPELMATA HA HATPHI B YPHUHATA, KPBBHOTO
HalsraHe \ Jpyry napamerpy Ha ObOpeunara QyHkUus, NpH MALMEHTH Ha Bb3pacT 60 u 85 roxauHu Ha
avera ot 200 mEq/nen natpuil. ETopukokcu6, nenekokcud v HanpokceH UMaT Oau3bk edexT BupXyY
YPHHApHATa €KCKPELUs Ha HATPHii 3a IBYCEAMMYHUA NEPUON HA JieueHHe. Beuuku nponykTu 3a 2 aKTHBHO
CpaBHEHHME ITOKA3BAT NMOBHLICHUE B CPaBHEHME C ru1auedo Ha CHCTONMYHOTO KPBbBHO H
eTopukokcud ofa4e ce CBbpP3Ba CbC CTATUCTHYECKH 3HAYMMO TOBHIICHHE Ha Jled 14
LIENEKOKCHD U HaTIPOKCEH (CpeaHaTa NpOMAHA CIPIMO U3XOIHOTO HHBO 338 CHCTOIL
Haysirale: eropukokcud 7,7 mmHg, nenexokcud 2,4 mmHg, nanpokcex 3,6 mmH

5.2 @dapMAKOKHHETHYHH CBOHCTBA
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Abcopbuns

[TepopanHo npunoxeH eTOpUKOKCHO ce abcopbupa nobpe. AbcomoTHaTa OMOHANIUIHOCT €
npubnuzuTeaHo 100%. Cnen 120 mg BeasbK HA ACH AO NIOCTHUraHE HA YCTOMYMBO paBHOBECHE (steady
state), MHKOBa rutasMeHa KoHLeHTpauHsa (cpeaHa Cmax = 3,6 ug/ml) e nabmopnasana npubiusurenno 1
yac (Tmax) ciie NPUIOKEHHETO TIPY BH3PACTHH naiueHTy Ha rnaaHo. CpeanoreomerpudyHaTa AUCo-24br.
e 37,8 ugehr/ml PapMakoKUHETHKATa HA €TOPUKOKCHO € JIKHEHHA B PAMKHUTE Ha KIMHUYHUA BO30B
WHTEPBAJIL.

ITpueMsT ¢ XpaHa, borata HA Ma3HWHH, HAMa e(eKT BbPXY CTeneHTa Ha abcopOums Ha eTOPHKOKCHO cnen
npuiaokeHue Ha xos3a ot 120 mg. Ckopocrra Ha abcopbumsita e Ouna nOBRIUAHA B CIEAHHTE IPAHUALH:
36% HamaneHue Ha Cmax 1 yBenuueHHe HaTmax ¢ 2 yaca. Te3yn naHHKM He ¢a OHIIM CUETeHH 32 KIMHHYHO
3HAYHMMH. B KTHHHYMHKTE H3CASABaAHKA eTOPHKOKCHO e O B3MMaH He3aBHCHMO OT NpHEMA Ha XpaHa.

Pasnpenenexue
ETopukokcud ce CBbp3Ba ¢ IUIa3MEHKUTE NMPOTEMHH B npubnusuTenHo 92% npu koHueHTpauuu ot 0,05 go

S pg/ml. O6eMbT Ha pasnpeneneHue B pABHOBECHO cbeTosiHME (Vdss) e 6un npubnuszurenno 120 1 npu
Xopara.

ETopuxokcub npeMuHasa niaueHrapsara Hapuepa npu rurbXose u 3ailuy u xemaroeHuedanHara Hapuepa
MpU IUTBXOBE.

buoTtpanchopmanus

Eropukoxcub ce merabonnsupa HanbiIHO KaTo < 1% OT A03ara e yCTaHOBsABA B ypuHaTa noa popmMara
Ha H3XOAHOTO NeKkapcTeO. OCHOBHHUAT NbT HA MeTabonusnpane ¢ popMupane Ha 6'- XHAPOKCHMETHI
nepusar ce karanusupa or CYP ensumure. CYP3 A4 BeposaTHO aonpuHacs 3a MetabonusHpaHero Ha
€TOPHKOKCHO 1n vivo. In vitro npoyuBaHusTa ycraHosaBat, ye CYP2D6, CYP2C9, CYP1A2 u CYP2C19
CBILIC MOXE Oa KaTaNM3UpaT OCHOBHATA META0OJIUTHA BEPHUTra, HO TEXHHTE KOJIMYECTBEHH OTHOLIEHHS in
VIVO HE Ca NPOYYBaHH.

HNnenrudpuuupanu ca ner Mmerabonura npu yoseka. OcHOBHUAT MeTabonuTeH nMpoaAykT e 6'-kapbokcu
KMCEIMHHO MPOU3BOHO HA €TOPUKOKCUO, 00pa3yBaHO upe3 nO-HATATHUIHO OKHCICHHE Ha 6'-
XHAPOKCHMETHJT MPOU3BOAHOTO. Te3n OCHOBHH METabOIHUTHH NPOAYKTH HIIH HAMAT H3MEpHMAa
AKTHBHOCT, MM ca cabo axtuBHH kaTto COX-2 uaxuburopu. HUTO eamnn or tesn merabonutu He
uaxubupa COX-1.

EnvMMHHUpaHE

Cnen npunaradeTo Ha €IHOKPAaTHA, MapKUpaHa ¢ paJIMOM30TON 71038 OT 25 mg eTOPHKOKCUO
MHTPAaBEHO3HO Ha 3paBu mua, 70 % ot paguoakTHBHOCTTA € Ouna yctaHoBeHa B ypuHaTa U 20% BbB
dexanuure, rnaBHo nox popmMata Ha Metabosmth. [To-Manko ot 2% e ycrasosena noxn dopmara Ha
HEMPOMEHEHO JIEKAPCTBO.

Enumunupanero Ha eTOpHKOKCHO CTaBa npeuMHO upe3 MeTabonnu3upane ¥ nocaenBala PeHAIHA
eKCKpelus. YCTOHYMBY PABHOBECHH KOHLIEHTPALMK HAa €TOPHKOKCHO Ce yCTaHOBSBAT B PAMKMTE Ha
CeaeM NHH MPU €AHOKPATHO IpHiIaraHe Ha ao3a ot 120 mg, npM OTHOLIEHHE HA KyMYJIHPaHE
npuOIN3UTENHO 2, OTTOBAPSIIO Ha BPEME Ha IMONYXXHBOT OT nNpUOaM3uTenHo 22 yaca. [InasMeHusT
KJIMPBHC CNIER HHTPABEHO3HA 1034 OT 25 mg e nmpubausurenyo 50 ml/MuuyTa.

Crneyuanny 2pynu nayuernmu

Hayuenmu 6 cmapuecka svspacm: ®apMakOKUHETHKATA NPY NALINEHTH B cTapuyecka BHINAE]
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Yeprodpobno yapeacoane: Ilpu nauneHTH ¢ NeKa creneH Ha yeproapodbHo yspexagane (Child-Pugh
HHZEKC 5-0), NpHiaraHeTo Ha €TOPUKOKCHO B A03a 60 mg BeAHBXK Ha AeH € AOBENIO A0 NPHONH3UTENHO
16 % no-ronsama cpenna AUC B cpaBHEHHE CBC 3APABH JIMLIA HA ChiUs A030B pexuM. Ilpu nmaumentre ¢
yMepeHa creneH Ha yepHoapobHo yspexaane (Child-Pugh urnekc 7-9), npunaraHero Ha eTOpUKOKCHO B
no3a 60 mg npe3 neH e aoseno A0 cpeaHa AUC, 6nmska 10 Ta3u Ha 3ApaBUTE JIHLA MPH AQ30B PEXKHM OT
60 mg AHEBHO; eTOpUKOKCHO 30 mg BeIHEBX JHEBHO HE € NpOy4BaH B Ta3zu nomynauus. HaMa KnHHUYHYU
1 hapMAKOKMHETHYHH JAHHH 33 NAUMEHTH C TEXKKA cTeneH Ha yepHoapodbHo yepexaane (Child-Pugh
uHaekc = 10) (Bx. Touku 4.2 u 4.3).

bvbpeuno yspexcoare: ®apMakOKHHETHKATA NPU €QHOKpATHA 0033 OT 120 mg eTopukokcub, npunoxkeHa
HA NalHeHTH ¢ yMepeHa N0 Texkka Ob0peuHa HeOCTaThYHOCT M TaKHBAa ¢ kpaiHa ¢a3a Ha 6pbpeuHo
3ab0JsBaHe HA XEMOOHAIIN3a, HE CE € pa3IMvyaBala 3HaYUMO CIIPAMO Ta3H NPH 3APaBH JINLA.
XeMOanaIM3aTa € MMajia MaJbK NPUHOC N0 OTHOWEHNE HA €TMMHHHPAHETO (AUANTU3EH KIIUPBHC
npubnmsmarenHo 50 ml/munyTa) (Bxk. Touku 4.3 1 4.4).

Ileouampuuna nonynayua: ®apMakoOKMHETUKATa HA €TOPMKOKCHO MpU neauaTPUHHU MALMEHTH (Bb3pacT
< 12 roauHH) HE € H3CIEeIBAHA.

IIpu papmMakokHHETHYHO NpoyuBaHe (1=16) nposeneHo cpex oHomM (Bb3pact ot 12 no 17 roguss
(papmaxoxuHeTHKaTa NpU OHOWUTE ¢ Terio ot 40 no 60 kg npu no3a Ha eTopUKOKCHO OT 60 mg BeqHBK
Ha ZICH U IIpH 10HownuTe ¢ Terno >60 kg (no3a Ha eropuxokcud 90 mg BeaHbx Ha neH) € 6una 6yH3ka 1o

Ta3# Ha BL3PACTHH, NONYYUIU eTOPUKOKCHO B no3a 90 mg BeAHBX Ha OeH. besonacHocTTa H
€(eKTUBHOCTTA Ha €TOPHKOKCHO NpU NMeHaTPUYHY NMTALMEHTH HE Ca U3CaenBaHM (Bxk. TOUKa 4.2).

5.3 I[IpeaknuHHYHM JAHHH 33 fezomacHoCT

B npeaxiMHHYHUTE NPOYYBaHHA C ETOPUKOKCHO He € OMa yCTaHOBEHA reHHa TOKCHYHOCT. ETopukokcnt
He € Oun kaHueporeHeH npu MULIKYU. I1nbxoBere ca pa3Buny xenarouenynapeH U THpEOUIeH
¢ponuKynoueTynapeH afeHOM IpU ZO3UPOBKA > 2 ITbTH AHEBHATA A03a NpH Xopa [90 mg] u cHcTemHa
€XEeIHEBHA €KCITO3HLKA B MPOAB/DKECHUE Ha NPUOIU3UTENHO 2 FrOAUHHU. XEeNaTouey TIapHUAT U
THPEOUAHHMAT QONTUKYIOLCTYIapeH aneHOM, HabmonaBaH! NpH ILUTHXOBETE, ca OHIK CYETEHH 3a PE3yITaT
Ha CrielU(UYECH 33 IIbXOBETE MEXaHN3IBM, CBBP3aH C HHAY kUM Ha yeproapoOHuTe CYP ensumu. He e
YCTaHOBEHO €TOPHKOKCHO 2 nNpeau3BUKBa HHAYKUHA HA YepHOApoOHua CYP3 A eH3uM npu xopara.

I"acTpoMHTECTHHAIHaTa TOKCHYHOCT Ha €TOPUKOKCUO NpH IUTLXOBETE Ce YBEJIWYaBa ¢ 403aTa U BPEMETO
Ha eKcrno3uuus. B npoyuyBaHe 38 TOKCHYHOCTTA HA €ETOPHKOKCHD Npombikiio 14 ceqMuuy, yanepauun
Ha CY TpakT ca Oxnn HabmoaasaHu NPH €KCNO3ULKA, HAAXBBPJIALLA Ta3H MPH Y0BEK ¢ MPIIACAHETO HA
TepanesTUYHaTa n03a. Ilpu npoyusanusTa 38 TOKCHYHOCT B NMpoabinkeHne Ha 53 u 106 cepmuiy, s34 B
CY tpaxr ca bunu HabmogapaHu CBLUIO TaKa MPY EKCIIOIHLMH, CPABHHUMHU C TE€3H NPH X0pa ¢ NPUIIaraHe
Ha TepaneBTHYHATA R03a. [1pu xyyera 6b0pevHn H racCTPOMHTECTHHANTHH aHOMAJIMHU ca OuH
HaOmonaBaHH MPHU BHCOKA N0O30BA €KCITO3HLIMSL.

ETOpHKOKCHO He € noxa3asn TepaTOreHHOCT NMPH NPOY4BaHUA 32 PENPONYKTUBHA TOKCHUHOCT, MPOBEAEHH
BBPXY ITbXO0BE € f103a 15 mg/kg/nuesHo (ToBa ¢ npubnusurenyo 1,5 mbTH Ha JHEBHATA 0034 3a XOpa
[90 mg] npu cucreMua excnozuuua). Ipu 3aiium € HAOMOARBAHO CBBP3aHO C NEUEHHETO MOBHUIICHUE HA
CbPAECYHO-CHOBHTE MAJIPOPMALIHH NIPU HHUBA HA €KCTIO3ULHA MO KIHHUYHATA €KCIO3ULIUS IPH
JAHEBHATA N03a 3a xopaTa (90 mg). Berpeku ToBa, He ca HabMOOABaHH CBBP3aHH C JICUEHHUETO BBHIIHH
mandopmanuu WM npoMeru BbB Qerantud ckeneT. IIpu rurbxosere U 3aiiuuTe e Habmogaparc
A0303aBHCHMO YBEJIHUYCHHUE HA MOCTHMILUIAHTALHOHHA 3aryba npH eKCno3uiis, eKBHBag 7 o2
MBTH NO-TOJASAMA OT Ta3M npu xopara (BX. Touku 4.3 u 4.6).

EToprkokcub ce ekckpernpa B MIIIKOTO Ha IUIBXOBETE NPH JaKTaLKA, KaTO KOHUEHTPS _‘;, iy 2e
NPUOIH3UTENHO ABA TBTH HAJ TE3H B MIa3MaTa. Ternoro Ha MAJIKUTE € HAaMaJISIO IIPU 3EEPR LA
MIJISIKO OT JXE€HCKH ILTBXOBE, KOWTO Ca MONy4YaBaji €TOPUKOKCHD MO BpeMe Ha JTaKTallys.
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6. OGAPMAIIEBTHAYHHA JAHHH
6.1 CnuchK HA NOMOLIHHTE BellecTBa

CrpueBuHa Ha TabneTkara;

Kanuues xuaporeddocdar, be3roaeH
KpockapMmenosa HaTpui

Marnesues creapar
MUKpPOKpHUCTANIHE LTy 1032

O6BuBKa Ha TabNeTKaTA;
Kapraybcku BOCBK
JlakT03a MOHOXUApAT
XUIpoMeno3a

Turanues auokxcug (E171)
Tpuauerun

6.2 HecpBMeCTHMOCTH
Henpunoxumo.

6.3 Cpox Ha roguocr
3 roouHHU

6.4 CnenuanHu yGJIOBHSI HA ChXPAHEHHE

CrpXxpaHsBaiTe T€KapCTBOTO B OPHUTHHATHATA MY ONAKOBKa, 3a J1a Ce NMpeana3H OT Biara.
Jla ce cbxpaHaBa B OpurMHanHa onakoska npu temneparypa nog 25°C.

6.5 Bua u chraAbLPKAHHE HA OIIAKOBKATA

Anymunueso ¢ponuo (aBoiiHo), OnucTepH B onakosxa cbe 7, 14, 28 tabnerxn.
He BcHuky BUOOBE ONAKOBKY MOraT Aa ObAaT MycHAaTH Ha na3sapa.

6.6 CneuMannn npeanasHu MEPKH NPH H3XBLPANHE # pabora

HsmMa crienuanHu W3HCKBaAHUA.

HeuznonzsaHugT NpOOyKT HIIM OTNaJbYHATE MAaTEpHalU OT Hero TpsabBa Aa ce U3XBLPIIAT B
CbOTBETCTBHE C MECTHHUTE W3UCKBAHHUS.

7. HPUATEXATEJI HA PAJPEHNIEHHAETO 3A YIIOTPEBA

N.V. Organon
Kloosterstraat 6
5349 AB Oss

Huaepnangus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA
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9. OPUTEXATEJI HA PAZPEINIEHHUHETO 3A MAPAJIEJIEH BHOC:

“dapmaneitk Brarapus” OO0/, yn. Kpym I[Tonos Ne 44, etax 1, 1421 Codusn, bearapus

10. JATA HA II'bPBO PAZPEINIABAHE/MOAHOBSBAHE HA PA3PEINIEHHUETO 3A
YHOTPEBA

Hara Ha nupBo pazpewasane: 10.03.2003 r.
ITaTa Ha nocaeaHo nogHossaBaHe: 09.10.2008 r.

11. JATA HA AKTYAJIM3WPAHE HA TEKCTA




