KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

- M3NLAHATERKA ATEHUNA NO NEKAPCTBATA
1. HME HA JEKAPCTBEHMA TTPOAYKT Kpamxa — S 8 NPogyNINa - TipunaxeHus 1
Apkokcus 90 mg ¢pumupanu TaGneTku i Kowt Pes. M ... QOODOMLS ...
Arcoxia 90 mg film-coated tablets i WBGIHATHD " j' F7o/
™ 13 01 M2
2. KAYECTBEH M KONHYECTBEH CBCTAB ' 106018 N c.cocmsmmrins / o]

Besika dpumvupana Tabnerka chaspxa 90 mg eropukokcHt (etoricoxib).

Homomuo(H) semecTBo(a) ¢ HIBECTHO JGHCTEHE
4,0 mg nakto3a (KaT0 MOHOXHIPAT)

3a ITBHKA CITMCHK HA MOMOIHMTE BEIECTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (Tabnerxa).

Beaw, 1Boiin0 H3TBKHANA (HiIMHpaHH TalleTku ¢ rpasMpaH Haamuce “202” or efHATa CTpaHa H C
HaqmHc “ARCOXIA 90” or apyrara.

4. KJIMHHYHH JAHHA
4.1 TepanesTHUHE HOKA3ARHS

APKOKCHS € IOKA3aHA NPH PL3PACTHH ¥ IOHOMIM Ha 16 TOAWHM | TIOBEYE 38 CHMITTOMATHIHO
obnexuenue #a ocreoapTput (OA), peBMaTonzicH apTput (PA), aHKHI03MpaI: COORMATHT K HA
Gonkara 1 BEINATHTEIHATE CHMITFOMATHKA TIPH OCTBP NOAArPO3EH PTPHT.

ApKOKCHA € IOKA3aHA IIPH BH3PACTHH H IOHOIEH Ha 16 ronuHy B [OBeYe 33 KPaTKOCPOYHO JICUEHHE Ha
yMepeHa Gonka, cBbp3aHa ¢ JeHTANHA OfEpalU.

Pemnennero fa ce npenrmmine cenexrused COX-2 unxuGurop, Tpa6ea Aa ce Gazupa Ha LUIOCTHA
NPeLCHKA 38 MHIHBHAYATHUTE PUCKOBE 34 alHenTa (BX. ToukU 4.3 u 4.4).

42 [Ho3MpoBKAa H HAYMHH HA HpPR/IOKEHHE

MQOBK&

Toit KaTO CHPAETHO-CHAOBHTE PHCKOBE NPH ETOPHKOKCHG MOTAT /Ia Ce YBEAMUAT ¢ N032Ta 1

NPOAL/DKHTETHOCTTA HA [IPIICKEHME, C/IE/IBA Ja CE M3N013Ba MAKCHMATHO HICKA /1034 H MAXCHMAITHO
KpaTEK NepHOZ Ha npuioxkeHne. [TepnoMsHHO clie/ipa Aa ce OpaBH IPEOLICHKA HA HYX/IUTE Ha
MTARHEHTa OT CHMITTOMATHYHO 00/1eKueHHe H OTTOBOP Ha JICYCHHETO, OCODSHO MPH MALMEHTH C
ocTeoapTpHT (BX. Touxu 4.3, 4.4, 4.8 5.1)

Ocmeoapmpum

H3TIOI3BAHETO HA JPYTH TEPANECETHIHH BL3MOXHOCTH. \



Peamamouoen apmpum

TIpenopeaurensara fo3a e 60 mg senwLK AHeBHO. [Tpy HAKOH NAlIEHTH, ¢ HEJOCTATEYHO
obrieKyecHHE Ha CHMITTOMKTE, NOBHLIABAHE Ha [03aT4 Ha 90 mg MoXKe Aa AoBene A0 NOBHliapaHe Ha
eukacHocTTa. Clief KaTO MALHEHTHT € KIHHHIHO CTabHIM3HpaH, MOXKeE Na € HOOXOAALIO THTPHpaHe
Ha mo3a1a A0 60 mg sequex nHeBrO. [Ipy NANCa Ha NOBMINABAHE HA TepaneBTWIHHA edexT Tpadpa Ja
e TIPEIIEHH M3II0/I3BAHETO Ha APYTH TEPAneBTHYHH Bh3MOKHOCTH.,

Anrunosupay cnowownum

IIpenopbunrenmaTa 103a € 60 g BeRHLXK qHeBHO. [IPH HIKOH MAUMEHTH, ¢ HONOCTATHYHO
ob:ieKyeHne Ha CIMITTOMHTE, NIOBHIRABAKE Ha Jo3aTa Ha 90 mg MoXke fia IoBeae A0 MOBHINABaHe HA
eduracnocTTa. Cnie KaTo NBUMENTHT € KIHHAYHO cTaCHIH3HPAH, MOXKE A € MOAXOASIIO THTPUpAHE
Ha jo3ara f10 60 mg sennnxk qaesHo. Ilpu munca Ha NoBHIABAaHE HA TepaneBTHUHAY edekT TPAOBa Na
Ce MIPELICHH A3INON3BAHETO HA APYT# TePaNeBTHYHH Bb3MOKHOCTH,

Cremosnus na ocmpa boaxa
Eropukokcu® Tpalsa a ce U3NON3RA CAMO T10 BpeMe Ha OCTPHA CHMITTOMATHYCH TIePHO] TIPH

CHCTOAHMA HA CITHA Oonka.

Ocmwp nodazposen apmpum
IpenoprumTennata Ro3a ¢ 120 mg Bequek AHeBHO. [0 BpeMe Ha KITHHHYHH H3MHTBAHHAS 33 JICHECHHE
Ha OCTBP NOJAATPO3EH apTPHT eTOPHKOKCHD € JapaH B NPOAL/DKEHHE Ha § nan.

Ilocmonepamusna 6orka cred denmanna onepayus

penoprumrentaTa no3a e 90 mg BeAEX JHEBHO, OrPaHHYEHO MaKcHMYM J0 3 mun. Hakon
MAHEHTH MOXE JIa Ce HYXJIaAT OT APYTa NOCTONEPATHBHA AHAITe3 A B JOITbIHEHHE KbM APKOKCHA
110 BpeME Ha TPHAHCBHHS ITEPHOM Ha JICYEHHUE.

Ho3K, HaOXBEPNAITN NPENOPEYHTENHHUTE 3a OTAETHHTE HHAMKALME KITH HE Ca MIOKA3AMY T10-rojliMa
ehHKacHOCT, HMH He ca GWIH NpoyYBaHH. 3aToBa:

Jozara 3a OA He Tpabpa na Hapsumasa 60 mg AHEBHO.

Jo3ata 3a PA ¥ aHKHII03HpaI CNOHAMAAT He Tpa0Ba Ja nansKiuasa 90 mg JHEBHO.

Jl03aTa 3a 0CTEp NOAArpo3eH apTPHT He TPAOBa fa vaaeMaga 120 mg AHEBHO, KATO JSHUEHUETO Ce
OrpaHNYaBa MAKCHMYM N0 § nHu.

Honara 3a nocronepaTreHa CHiTHA GOnKa cllel AEHTAIHA ONepalHa He TPSOBa Ja HagBHmaBa 90 mg
OHEBHO, OTPaHHYCHO MAKCHMYM JI0 3 JIHH.

Cre HHA nonys

1Tayuenmu 6 cmapyecka evpacm

He ce nanara kopurupane Ha Jo3aTa NPH NANMENTH B cTapuecka Be3pact. Kaxro npn apyru
JieKapCcTRa NPATOXEHHNETO IIPH TAITHEHTH B CTap4YeCKa BB3paACT Cl¢ABa [Ia cTARA BHHMATC/THO (B)l(
TouKa 4.4).

Hayuenmu c ueprodpobro yapexcoane
HezaencumMo OT HHIOHKalHATA IPH IALHEHTHTE C JIEKa CTEMCH HA YepHOApobHo yepexaare (Child-
Pugh snpexc 5-6) He TpaGea na ce nageMmasa 103a ot 60 mg Bepmsx wa xed. [Ipu naumenTuTe ¢
YMepeHa cTeneH Ha 9epHoRpobHo yepexnane {Child-Pugh unpexc 7-9), HesaBucumo ot

- HANKAUMSTa, 503aTa OT 30 mg eedHvaic Onesno He TpaOdpa Aa ce HAXBHPIA.

KAHHEUIHAAT ONHAT € OrpaHdvieH, 0cobeHO NpH NalHEHTH ¢ YMEPEHa CTeTieH Ha YepHOAPOD
YBPEX/IaHE 1 3aT0RA € HeoOXoAuMO BHIMaHNe. HsMa KNHHHYEH ONHT PH NALMCHTH C T2
qeproapobHa HexocTaTeuHOCT (Child-Pugh snaekc > 10), 3aToBa NpHIAraHeTo Ha JIeK?
TAKHBA CIIy4aH € NPOTHBONOKa3aHo (BX. Toukk 4.3, 4.4 1 5.2).




HTayuenmu c 6vbpeyno yspeacoane
He ce nanara kopurapase Ha 103aTa NpH NAUKEHTH ¢ KPEATHHHHOB KIHPEHHE > 30 mi/MukyTa (BK
TouKa 5.2). Hanons3saHeTo Ha €TOPHKOKCHG NPH NAIHENTH C KPEATHHHHOB KIHPBHC < 30 ml/ManyTa e
IOPOTHBOMIOKA3aHO (BXK. TOUKH 4.3 1 4.4).
Ileduampuana nonynayun
Etopukokcu6 e npoTHBoIOKa3an 3a ynotpela MpH fielia ¥ FOHOLIX HA BE3pacT NoA 16 romuuy (Bix.
TO4Ka 4.3).

9HH Ha NPAIOKEHHE
ApKOKCHS ce TPHEMa TTepopaTHO W MOKe Aa Ob/ie PHEMaH Ha TIATHO WIH 110 BpEMe HA XPaHEHe.,
EdexTsT Ha nekapcTBeHUS DPORYKT MOMKE Ja HACTBITH Mo-6Bp30, KOraTo APKOKCHS Ce NpHeMa Ha
rnagHo. Topa TpaGBa fa ce WMa IpeBHA, KOraTo € HeOOXOAMMO Ja ¢e NOCTHIHE HBP30 MOBIHABAHE
Ha CHMITTOMaTHKaTa.
4.3 IIporuBonokazanas

¢  CBPBXYYBCTBHTENHOCT KBM aKTHBHOTO BEIIECTBO MM KBM HAKOE OT HOMOLIHHTE BEIIECTBR,
#30poeHH B To9Ka 6.1.

¢  AKTHBHA NEITHYHA A3BA MM AKTUEBHO KEPREHE OT cToMamuo-upesums (C1) TpaxT.

¢ [laupeHTH KOWTO CHER NMPHEM HA aueTWicanuumnosa kucemsa uin HCHBC, BrkuouuTenHO
COX-2 (uuxnookcureHasa-2) AHXUGHTOPH, FApOABIBAT GPOHXOCHAIHEM, OCTHP PHHHT, HOCHH
TIOJIHITH, AHTHOHCBPOTHYCH €M, YPTHKAPHAS WM aNepridHN peakliHi.

s DBpemensocT # Kbpmele (BK. Toukn 4.6 u 5.3).

s Texxa yepronpoGna HepocTaTHUHOCT (CepyMen anbyMun < 25 g/l wnn Child-Pugh wapexc > 10).

* MHscnensan Gu6peucH KpeaTHHHHOB KIHPBEC < 30 ml/MuHYTa.

s Jlena H 1OHOIIH NoJA 16-rofHImMa BL3pacT.

*  Brananurentn 3aGo/9BaHHA HAa YEPBATE.

¢ 3acroiina cepreuna HeaocrareyHoct (NYHA II-IV).

¢  [lanWenTH ¢ XMITEPTOHMS, YHETO KPHBHO HAJIATAHE € TPaiiHo yBemrueno Hag 140/90 mmHg u He
€ a/1eKBaTHO KOHTPOMHPAHO.

. YcTaHoBeHa HCXeMHYHA 00JIecT Ha ChPUETO, 3a60MABAHUA HA IEpUdEPHUTES APTEPHATIHU
CHIOBE H/HIH MOZBYHO-CBH0BO 3a6onsaBane.

4.4 Coenmansm npexyHpeiieHns H OPeINs3HA Mepkd NpH ynorpeba

CromMamHo-upeBHH ediekTH
YCIoKHEeHHA OT FOPHHTE OT/IENH Ha CTOMALIHO-UPEBHES TPAKT (Nepdopauys, 1381 WK KbpBeHe
(PUBs), HikoH 0T KOHTO ¢ (aTasieH H3XO0/I, Ca HACTBIANH NPH MAIMEHTH JIEKYBAHH C ETOPHKOKCHG.

Apyru HCTIBC wnn aue'rmlcanmnmosa KHCEITHHA, WIH nam:emn c npelcapami CTOMAIH]
3a60/IABARNMS, KATO A3Ba U KBPBEHE OT CTOMANIHO-YPCBHAS TPAKT.



VimMa 1ONBLITHATENHO yBETHYABAHE HA PHCKA OT CTOMAINHO-YPEBHH HEXENIaHH JeKapCTBeHH PEaKiHA
(cToMalIHO-9peBHA 23Ba HITH APYTH CTOMAIIHO-IPEBHH YCIIOKHEHHA), KOTATO eTOPHKOKCHO ce
MPHEMa 3a€HO ¢ ALETHICATHIIORA KHCETMHA (IOPH ¥ B HHCKH JI03H). 3HAYMTE/THA Pa3jIHKA 10
OTHOIUEHHE Ha CTOMAITHO-YpeBHaTa Ge3onacHoct Mexay cenekTHBHH COX-2 HHXHOHTOPH +
alleTWICAMHIIOBA KHcemHHa crnipsmo HCTIBC + aneruncammpuiopa KHCellHHa, He € Ouna
AEMOHCTPHPAHA B ABJITOCPOUHH KIHHHYHH NPOYHBaHMA (BK. TOUKA 5.1).

Crprneuno-ca0Bu edekTH

KmHu9HE NMpOyYBaHMA PEATIONATaT, Y€ ICKAPCTREHHAT Kiac Ha cenektusHure COX-2 HEXHOHTOPH
Moxe Aa GbA€ CBBP3aH ¢ PHCK OT TPOMOOTHYHH HHUMAEHTH (0cobeHo MUOKapaeH HHpapkT (MU)
HHCYJIT), B CpaBHEHME ¢ Iraueto i uaked HCIIBC. ChpaeuHo-ChIOBHTE PHCKOBE IIPH [IPHIaraHeTo
Ha €TOPHKOKCHO MOTAaT /la HapacHAT ¢ YBEJIHYABAHE HA 403aTa H MPONL/DKHTENHOCTTA Ha TIPITarane,
NopajiH KOeTO TPAGBA Ra ce H3MOI3BAT Hal-HHCKUTE eheKTHBHH JO3H 33 HAM-KPaThbK MepHos OT
BpemMe. Heo0XoauMOCTTa Ha naLMenTa 0T CHMITOMATHYHO 00EKY4BAHE H OTTOBOP CHPAMO
Tepanuara Tpabea fa Hee MEPHOZHYHO IPEOLECHABaHA, 0COSEHO NMPH NALHEHTH C OCTE0aPTPHT (BXK.
Toukk 4.2, 4.3, 4.8 1 5.1).

TTaumenTH CbC IHAYHTETHH PHCKOBH (HaKTOPH 34 CHPIEYHO-CHI0BH HHIHACHTH (HAIIPUMED
XHITEPTOHUSA, XHIIEPAUTTHAEMHS, ArabeT, TIOTIOHONymeHe) TpA0Ba fa OBAAT JEKYBaHH ¢ €TOPHKOKCUG
cne/l BHUMATEIHO oOMECIAHE (BK. TouKa 5.1).

COX-2 ceneXTHBHHTE HHXHOMTOPH HE 32MECTBAT AlETHICATMIAIOBATA KHCEIMHA (ACIMPHH) TIPH
NPOQIIAKTHKA Ha CHPACYHO-CHAOBH TPOMGOEMOOIHIHH 3a60/IABAHKMA MOPa/IH JIMIICATA HA
aHTuarperaHTeH edekr. Ilopanm ToBa aHTHAarperanTHaTa TepanHa He TPAOBa /12 6bae NpexbCBaHa (BXK.
Toukk 4.5 1 5.1).

Edexru p1pxy 6u6perpare

Br6pednuTe NpocTariaH/HHH Mose Ja HMaT BRKHA PO/d B HOANBPAKAHETO Ha 6p0peunaTa nepdysua.
3aToBa NpH HANHIHETO Ha KOMNpoMeTHpaua Gb0peuna nepdy3ns, PHIATAHETO HA ETOPUKOKCHE
MOXE A3 NPEIH3BHKA BTOPHYHO, IOCPEACTEOM HaMaiBaHe Ha POH3BOACTBOTO HA MPOCTAITIAHIHHH,
pexyuHpane Ha OBEOpedHHA KPBBOTOK H yBpexknaHe Ha Gs6peunara dynkuma. [TammenTure ¢ Haii-
BHCOK PHCK B TOBA OTHOINIEHHE C4 TE3H, KOHTO HMAT NPeAXoKIamo 3HATHMO YBpexXaaHe Ha
Ou6peunaTa GyHKIMA, HEKOMIICHCHPAHA CHPAEYHA HEAOCTATHYHOCT Wik upoza. [pH Takuea
MANHEHTH CJIS/IBA /1A C€ MMa NMPEABH MOHHTOPHpaHeTo Ha GnOpeyHaTa dyHKms.

3_a,gg5_ﬂa HAa TCUHOCTH, OTOK H XHITePTOHHS

Kakro u ¢ SpyTH ICKapCTBEHH NPOXYKTH, 33 KOHTO € H3BECTHO, Y€ TIOTHCKAT NPOCTAr/iaiaMHOBaTa
CHHTe3a, ca OMnu HabmomaBaty 3aJpEKKa Ha TEYHOCTH, OTOK M XHIICPTOHHA NPH MAUHECHTH Ha
NIEYeHHE ¢ €TOPHKOKCHO. Beuvky HecTEpOHIHH NPOTHBOBL3NANHTENHH cpeacTea (HCTIBC),
BKJIIOYHTE/HO €TOPHKOKCHO, MOTaT 18 C€ CBBPHKAT C HOBOIIOABHJIA C& HJTH PeKypEHTHA 3acToiiHa
CHPAEYHA HEJIOCTATRYHOCT. 38 HH(OPMALIHA OTHOCHO ONpeAesaHHAA OT J03aTa OTrOBOp NpH
€TOPHKOKCHO BIDKTE Touka 5.1. BuumaTenHo Tpafa na ce MOAX0%KAa KBM NALMEHTHTE C aHAMHE34 32
CHpACUHA HEAOCTATHYHOCT, IEBOKAMEPHA HCOYHKIIHA, XMIIEPTOHHA, KAKTO H KbM NAIMEHTH ¢
NpeaXoKAall OTOK N0 APYIH NPHYHHH. AKO MMa KITHHHYHH JAHHH 33 RIOMIABaHe HA CHCTONHHETO Ha
Te3H MauMedTH, ClIeABa Ja C¢ NPEANPHEMAT MOAXOAAINM MEPKH, B TOBA YWHCIIO M MPeKpaTABaHe Ha
JICYECHHETO ¢ CTOPHKOKCHOG.

Etopukokcnt Moxe na 6bnie cBbp3aH ¢ [posBa Ha 110-9eCTa H TeXKKA XHNEPTOHHS B CPABHEHHE C
apyru HCIIBC u cenexrapan COX-2 HHXHOHTOPH, ocobeHo mpH Bucoku aosu. [opamm toBa
XHIIEPTOHHATA TPAOBa na Oblle KOHTPONMpPaHa NPEH NEYESHHETO ¢ ETOPHKOKCHE 1 TpsibBa na ce
o6bpHe ocobeHO BHUMAHHE Ha NPOC/eAABaHe HA KPBBHOTO HAIATAHE 1O BPEME Ha JICUCHHE:
eropuxokcr. KpesuoTo Hanarane cnessa Aa 6hae KOHTPONMPAHO A0 ABE CEAMMIMH OT %
NCYEHHETO H NEPHOIHYHO Clle/] TOBA. AKO KPBBHOTO HAJIIraHe 3HAYHTENHO Ce MOBHIIH
TIOMHCJIH 32 ANTEPHATMBHO JICYCHHE.




Edexrn pbpxy depHus

TNoBHInasaHe Ha anaHHHAMHHOTpaHchepazata (ALT) w/nwu acnapraramunorpascgepazara (AST)
(npHOIM3ATENHO TPH HIH NOBeYe MBTH Ha/l FOPHATA HOPMAITHA rpantiia) e G110 HaGMIONaBaHO IPH
OKOJO 1 % OT MalMEHTHTE B KWIMHH4HHTE NPOYYBAHAA, KOHTO Ca JIEKYBaHH ¢ €TOPHKOKCHO 10

1 ropuya npu xosa 36, 60 1 90 mg anesro.

laimenTHTe CHC CUMITTOMH W/IUTH NIPH3HALM 33 JepHOAPo6HA qucyHKIMsS WM Te3H, NPH KOHTO ©
Ha/IHIe NaToJIOTHYCH TECT 3 OLEHKA Ha YCPHOAPOOHaTa hyHKIMS, cllefiBa Ja ObAaT MOHHTOPHPaHH.
Ako ce HabniozapaT NpH3HALKM Ha YEPHOAPOOHA HENOCTATHYHOCT HIIM NEPCHCTHPAT NATONIOTHYHH
Pe3yATaTH OT YSPHOAPOOHUTE TECTORE (TPH IHTH HAA HOPMATHATA TOPHA MPAHMIIA), ICYEHHETO ¢
eTopHKokCcHO Tpa0OBa na ce npekparu.

Obpn edextn

AKO 10 BpeMe Ha JIeYeHHETO PH MalHEHTHTE Ce BIOIIAT (yHKIHMHTE Ha HAKOS OT [10-TOpe OIHCAHHTE
CHCTEMH, TPSOBA Aa C& BIEMAT HOJXOMALIM MEPKH M AA ¢ NIOMUCIH 33 APEKECBANE HA TEPATIHATA ©
eropukokcub. Tpabpa na ce ocpllecTBABa AACKBaTHO METHIMHCKO HABOEHHE 110 BpEME Ha
NpOBEKAAHETO HA JIEYCHHE C €TOPHKOKCHO Ha MAIMEHTH B CTAPYECKA BB3PACT H TAKHBA ¢ HATHYHa

Op0peana, yepHOAPOOHa HITH CHpIeIHA AUCHYHKIHA,

JledenneTo ¢ eTophkokcHb TpAGBA fia ce OCHIIECTRARE BHUMATENHO IIPH ACXHAPATHPAHHA NAUMEHTH.
TIpenopruBa ce npeaBapHTENHA PEXUIPATALHA HA TAKMEA IAIIAEHTH [PEH A4 3aN0YHE TEPANUSTA C
€TOPHKOKCHO.

CepHO3:1 KOXKHH PeaKlilH, HAKOH OT TSX GaTalHM, KaTo eKCOMHATHBEH NEPMATHT, CHHAPOM Ha
Stevens-Johnson 1 TokcHYHa emMACpMAaTHa HEKPOTH34, Ca GHIH JOKRABAHM MHOTO PAAKO BBE BIE3KA
¢ w3nonspatetTo va HCTIBC u Hakon cenexruad COX-2 uHXMOHTOPH [IPe3 NOCTMAPKETHHIOBOTO
Habmoaenne (Bix. Todka 4.8). [TlaumenTyTe ca U3NOKEHH HA HAK-TOIM PHCK 32 NOABATA HA TAKHBA
PeaKivi B HAYANIOTO HA TEPAITMATA, KATO IEPBATa PEaKLHA ¢ NOABABA B MOBEYETO CJIydaH IIpe3
NBLPBHA MECCL] OT JiedeHHETO. CepHo3HH peakHi Ha CBPBXUYBCTBHTENHOCT (KaTo aHa(HIakcHA H
aHrHoesieM} ca 6mIH choOLIABANY IPH IALMEHTH, TPHIEMAINH €TOPHKOKCHO (B, Touka 4.8). Hskon
cenekTHBHH COX-2 HHXHOMTOPH ca CBBP3aHH ¢ OBHILEH PUCK OT KOJKHH PEAKIHH TIPH NAllHEHTH,
KOHTO Ca HMaJTH aHaMHe3a 33 JieKapcTeeHa anepras. [IpuemtT Ha eropHkokcHO TpsabBa na 6bae
TpekpaTeH HPW FLPBATA NPOABA HA KOXEH OOPHMB, Jie3ns Ha JIMTaBHIIATA MITH APYTH CHMITTOMH Ha
CBPBXYYBCTBHTEITHOCT.

Eropukokcnb moxe aa 3amackipa GeGpHIMTeT H APyr¥ HPHIHALA Ha BB3MANMTETHH 3a60n5BaHN.

BrumaremHo TpaGBa Na ce MOAX0kNAA TPH eAHOBPEMEBHO NPHIAraHe Ha eTopukokenb ¢ rapdapun
WIH APYTH TIEPOPaIHH aHTHKOArYJIAHTH (B3K. TO4Ka 4.5).

Hsnomspaneto Ha eToprKoxcHE, Nono6HO Ha PYTH NIEKAPCTBEHH POOYKTH, KOMTO MOTHCKAT
IMKJI0OKCHTeHA3HATA/IPOCTArIaHAWHOBATA CHHTE34, HE CE PENOPBYBA MPH XKSHH, KOHTO CE OIUTBAT
na 3abpemeHear (BK. Toukd 4.6, 5.1 u 5.3).

JlakTo3a
TaumenTs ¢ peaxy HacneACTBeHH NPOBIEMH Ha HETIOHOCHMOCT KbM IalaKTo3a, IThJIEH JIAKTa3eH
AeALHAT WK IIIOKO30-ranakTo3Ha Manabeopbums He TpAGBA Ja IPHEMAT TO3H JIeKapCTBEH MPOIYKT.

Harpwii
Tozn nexapcTBeH NPOAYKT CHABPXA MO-MAJKO OT 1 mmol Hatpuit (23 mg) Ha punmupana TabneTka,
T.€. MOXE 8 C€ KaXKe, Ye NPAKTUMECKH HE ChALPKA HATPHil. /—_‘ =3




4.5 BiawmopneiicTBHe ¢ APYru JeKapcTBEHH NPOAYKTH H Apyra GOpMH Ha B3aHMOIeHicTBHE

DapMAKCTHHAMKIHY B3aHMOECIHCTBHS

Ilepopannu anmuxoazynanwmy: Tlpy naiMenTH, cTaCHIM3HPaHH BA XPOHHYHO JICYEHHE C BapdapuH,
MpUIAraHeTo Ha eTOpHKOKCHO 120 mg nHerHo € cREp3aHo ¢ npubmazHTenHo 13 % ysenHuenie Ha
INR (International Normalized Ratio = MexIyHapoAHO HOPMATHIHPEHO OTHOLICHHE) HA
NPOTPOMGHHOBOTO BpeMe. 3aTOBa NALHEHTH, KOMTO Ce JIEKYBAT ¢ NePOPATHE AHTHKOArysaHTH,
ClieIBa CTPHKTHO Aa OBIaT MOHHTOpHpanH 1o oTHoweHne Ha INR Ha nporpoMOHHOBOTO BpeMe —
0COBEHO B IMLPBHTE HAKOIKO JHH, KOraTo NEYEHHETO ¢ ETOPHKOKCHE 3a1109Ba HIIH CE MPOMEHs 103aTa
Ha JICKapCTBOTO (BiK. TOuKa 4.4),

Huypemuyu, AIIA u ACE unxubumopu: HCIIBC moxe fa HamajaT eeKTa Ha THyPETHLUMTE 1
APYTHTE aHTUXMITEPTEH3IUBHH NicKapcTea. [Ipu HAkom naumeHTH ¢ yBpeneHa 6p0pedta byHKis
(Hanp. AeXMAPATHPAHH NAHCHTH HIH MAIHEHTH B CTAPYScKa BE3PacT ¢ yBpeaeHa Op0peuna
dyHKIA) €NHOBPEMEHHOTO H3NON3BaHe Ha ACE-HHXH6MTOPH Wi aHTHOoTeH3HH I AHTArOHUCTH H
CpPeacTBa, KOHTO HHXHOMpAT LIMKIOOKCHTHA3ATE MOXe A MPEAM3BHKA JOBIHHTEMHO BIOIIABAHE HA
G10peunaTa $hyHKIHA, BRIIOYHTENIHO Pa3BHTHE HA 0cTpa GBOpeusa HEAOCTATEHMHOCT, KOETO
obuKHOBEHO € obpaTiMo. Tosn dhakT crieapa Aa ce MMa NPEABH NPH NAHEHTH, KOUTO BIAMAT
eaHOBpeMeHHO eTOPHKOKCHO H ACE HExuGHTOpH Wi anTHOTeH3MH 1T aHTaronwcTH. Ilopaxu Tosa,
Ta3u KoMOHHaIHA TpsiGBa Aa ce NMpHAAra BHEMATEIHO, 0COGEHO fpu n1o-BL3pacTHH. [lanHeHTHTE
TpatBa a ObIAT aNEKBATHO XMAPATHPAHH U TPAGBA a ce 06CHIH MORMTOpHpaHe Ha OB6penHaTa
¢yHxups cien 3anouBaHe Ha KOMOKHUPAHATA TEPANHA H NEPHONAMYHO Clie]] TOBA.

Ayemuncaruyuoea xucenuna: Tlpu npoyusane Ha 3/paBH JOOPOBOJLH ¢ NOCTHTHATO PABHOBECHO
chetoanue (steady state) eropukokcut B 1033 120 mg BEIHBK Ha ieH He € [OBIHAA
aHTHAIPerasTHATA AKTHBHOCT Ha ALIeTHICATHLIWIOBATA KHCENHHa (103a 81 mg BeAHBXK Ha IIeH).
ETopuxokcHG MOXKe a ce H3TION3Ba 6AHOBPEMEHHO C aUETHIICATHITIOBA KHCEAMHA IAIeHa B 1032 3
NpOQHUIAKTHKA HA CHPACHHO-CHAOBH MHIHACHTH (HUCKA 11032 Ha aleTHICATALUMWIOBA KHCETHHA,
(acmpun)). Bee mak eHOBPEMEHHOTO NpHIIaraHe Ha ALETWICATHIANOBA KuceIMHa (HUCKA 4033) ¢
€TOPHKOKCHO MOXe Jla yBENHYH YECTOTaTa Ha yiauepauuure H apyrure CU ycnokHeHHA B cpaBHeHHE
ChC CIIYUaHTe, KOTaTO €TOPHKOKCHO ce H3non3ea camoctoaTenno. He ce npenopbuea
€AHOBPEMCHHOTO NPHAraHe Ha €TOPHKOKCHD ¢ MO-BHCOKH OT MOCOMEHNTE 33 NpodHIaKTHKA Ha
CHPAETHO-CHIOBH MHIHACHTH AO2H alleTWICANHIANOBA KHCeNuHa, Kakto M ¢ Apyrd HCIIBC (k.
Touku 5.1 u 4.4).

Huxnocnopun u maxponumyc: BeIpexH ue TOBA B3AMMOAEHCTBHE ¢ ETOPHKOKCHE He € TIPOyUBaHo, ce
3Hae, 9€ SAHOBPEMEHHOTO IPHIAraHe Ha IMKTocTopuH WiM Takpomnmyc ¢ HCTIBC moxke na ysenmam
HePOTOKCHIHMS eeKT Ha ABETE ICKAPCTBA - LIMKIOCIIOPHH KIH TaKpomuMyc. Bubpeunara dyHkups
cneBa Aa Gbe MOHUTOPHpAHA, KOTATO Ce IPHIIAra eTOPHKOKCHG B KOMOHHAIIHA ¢ HAKOM OT TE3H ABE
JIEKApCTRA.

DapMaKOKHHETHIHH B3aMMONEHCTBIS

Edpexm na emopuxoxcub evpxy hapmaxoxunemuxama na opysu rexapcmsa

Jumuii: HCTIBC namanasar 650peunaTa ekcKpellda Ha JIETHIA, OPaaA KOETO Ce YBEAHuaBa
IUIa3MeHaTa My KoHuenrpaus. [1pu seobxonumoct Tpabea a ce MOHHTOpHpA CTPHKTHO

KOHILIEHTpallHATA HA JIKTHH B KPHBTA H Ja Ce aJanTHpa JO38TA HA JIHTHA, IOKATO ¢ NPHeMa TasH
neKapcTBeHa KOMOHHALHA, KakTO M NipH crpadeTo Ha HCIIBC.,
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MmeToTpeKcar ¢ 28 % M e Hamamw 6s0peuHEs KIHPBHC Ha MeToTpekcart ¢ 13 %. IIpenopbba ce
MOHHTOPHpPAHE 3a TOKCHYHH £(eKTH Ha METOTPEKCAT, KOTATO TOH ce MpHara B KoMOHHauus ¢
€TOPHKOKCHG.

Tlepopannu xonmpayenmueu: TIprnaraeto sa 60 mg eTOPHKOKCHO SIHOBPEMEHHO C LiEPOPATHU
KOHTPALeITHBH, ChALpkantH 35 MaKporpama ernaunectpaguon (EE) u 0,5 no 1 mg HopeTHHIPOH B
Mpoab/DKeHue Ha 21 AHH, € YBEIHIHIO IUIONITA O/ KpMBaTa npH crarpoHapHo chetodiue AUCoo4q
3a EE ¢ 37 % Tlpunarasero na Apkokens 120 mg che Chinus nepopaieH KOHTPALEIITHB,
€JHOBPEMEHHO HIH ¢ HHTepBan oT 12 yaca, € YBeIHYMIO MIOHITa NOJ KPHBATA HPH CTALMOHAPHO
cberogHue AUCq244 3a EE ot 50 mo 60 %. Topa yeenuuenne Ha konneHTpauuaTa Ha EE cnenpa na ce
HMa TipeiBU], KOraTo ce H3bupa NepopasieH KOHTPAUEITHR, KOKTO Ja Ce M3MOII3Ba N0 BpeMe Ha
NPHIAT2HETO HAa €TOPHKOKCHO. Y BenuteHoTo ph3zelicTene Ha EE mMoxe Ja HOBHINN 4eCTOTaTa HA
HEXEaHHTE PEaKIHH, CEBP3aHH ¢ MIEPOPATHHTE KOHTPAUENTHEH (HATIP. IPOABH HA BEHO3HA
TpoMGoeMOOTHS PH PHCKOBH JKEHH),

Xopmonozamecmumenna mepanus (X31): Ilpunaranero Ha eropukokcut 120 mg 3aequo ¢
XOpMOHO3aMECTHTE/IH TEpamHi, ChCTaReHa OT KoHxorupanu ectporesH (0,625 mg IIpeMapun) B
TPOXBIDKeHHe Ha 28 IHH, € yBCIHYMIO IUIONITA 1107] KPUBATa IIPH cTAnHOHapHO cheToAHHe AUCo.244
Ha HEKOHIOTUpaHus ecTpoH (41 %), exsumun (76 %), u 17-B-ecrpammon (22 %). Edexret Ha
NPENOPLYHTEHHTE XPOHHYHH 1031 eTopHKokcHE (30, 60 1 90 mg) e e 611 npoydes. Ilomure noxn
kpuBara AUCo.244 Ha TE3M €CTPOTEHHH CheTaBKH Ha TIpeMapHH IIPH eIHOBPEMEHHOTO MY MPHJIaraHe ¢
eToprkokcHd 120 mg ca Gt NO-MANKS OT NIOJOBHEATA, B CPABHEHME C TE3H IPH CAMOCTOATETHOTO
npuiarade Ha [Ipemapun W yBenmaqasaHe Ha no3ata My ot 0,625 mg na 1,25 mg. Knuamusoro
3HAaYeHHE Ha Te3H YBEJIMUYEHHA HE € H3BSCTHO H MO-BHCOKH J03H Ha ITpeMapHH He ca OMM npoy4BaHH
B KOMOHHALHA ¢ €TOPHKOKCHO. Te3H MOBHINEHUs HA ECTPOTEHHATA KOHLEHTPAIHA TPAGBA 14 & MMAT
npeABHA NpH M300pa Ha XOPMOHATHA TEpaIHA CJIE MEHOIAY3aTa, [IPH [IPHIIATaHe 3aeJIHO C
ETOPHKOKCHG, 3aIIOTO 6KCNO3HIMATA Ha YBEJHYEHH HUBA HA €CTPOreH MOTaT Jia YBEIMYAT PUCKa OT
HEXKeJIAHH peakims, cBbp3ann ¢ X3T.

IIpednuson/npeonuzonon: Cnopel JaHHMTe OT NPoBEICHHTE KIHHHYHH MPOYyYBaHHs 3 OLEHKA Ha
JIEKapCTBEHH B3aUMOACHCTBHA, ETOPHKOKCHO He € OKazall INTHHHYHO 3HAYHMO BE3ICHCTBHE BEPXY
tapmakokHHETHKATA Ha NPEXHHU3OH/IPEIHAZOOH.,

AHuzorxcun: eropakokcu6 B no3a 120 mg Bewsk Ha ieH B Npojnmkenne HA 10 JHU NpH 30pakH
A0OpOBO/ILH He € IPOMEHIMI IUTOINTA [0 KPHBATA NPH CTATHOHAPHO chCTOAHHE AUC .24 Win
Ob6peunoTo enAMHEHpaHe Ha arokcuy. Hafmoxasauo e yaenuvenye Ha Crnax (MAKCHMaNHA
KOHICHTPALMA) 32 AMrokcHH (puGmmsHTento 33 %). ToBa yBenHUeHHE HE € OT CHILECTBEHO
3H2YCHHE 34 OBeYeTO NaHeHTH. Bee mak natmeHTHTe, KOMTO ca ¢ MOBHINIEH PHCK 33 JHTOKCHHOBA
HHTOKCHKauud, TpaOBa ga 6b4aT NpocieasBaHH 33 NPOSBHTE Ha TAKABA MHTOXCHKALIMS, KOTATO ABETE
NEKapCTBa, ETOPHKOKCHO M AMTOKCHH, Ce NPWIAraT eAHOBPEMEHHO.

Egperxm na emopuxoxcub evpxy sexapcmeama, xoumo ce Memabonuzupam upes cyigomparncepasu

Eropukokcut ¢ uxuburop Ha cyndorpancdepasara B HOBEUIKHA OPraHKIBM, TO-CIIELHATHO
SULTIEI u € ycraHoBeHO, 9¢ BOOM /0 NOBHLIABAHE HA CEPYMHATA KOHIIEHTPALMS Ha
eruHIiecTpamnoia (EE). JlokonkoTo no3HaAMETO 38 eeKTHTE BHPXY MHOMKECTRBOTO
cyndoTpandepasi Ha HACTOAIIHA €TaN € OrPAHHYEHO H KTMHIYHHTE NOCAEHIM OT AcHCTBHETO Ha
MHOXECTBO JIEKAPCTBA Ca HEMBIHK H NPOIBLDKABAT Aa ObaT o6eKT Ha HicnensaHe, TpAOBa 13 ce
BHHMaBa, KOT4TO €TOPHKOKCHO Ce NpHiIara eAHOBPEMEHHO C PYTd JeKapcTsa, KOMTO ce
MeTaGoH3HpaT riaBHo ot cyndorpancdepasure (HAp. TIEPOPANHE canbyTAMON B MUHOKCHAW).

Edpexm na emopuroxcub evpxy rexapcmeama, xoumo ce Memabonusupam om CYP wzoens

B33 ocHoBa Ha w3cneBanus in vifro, eTOPHKOKCHD He ce 04aKBa /1a HMHXHOHpA LHTOXPO
(CYP) 1A2, 209, 2C19, 2D6, 2E1 unu 3A4. B npoyusaHne npH 3apaBy Xopa, IPHIATAH
eTOpHKOKcHE B no3a 120 mg mHeBHO He € 10BeNo A0 MPOMSHA B AKTHBHOCTTA HA YEPHO,
CYP3A4, oueHeHa upes CPUTPOMHLHOBHS JMXATE/IEH TECT,
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Edpexm na dpyzu nexapcmsa evpxy hapmaxoxunemuxama na emopuxoxcut

OcHopuuaT M5T Ha MeTaGoMM3Mpane Ha eTOpHKOKCHD e 3aBucuM oT CYP ensumure, CYP3A4
H3ITIeKNIA BiiMAe BLPXy MeTabonu3ma Ha eTopukokcHb in vivo. In vifro npoyBaHus MIOKa3Bart, ue
CYP2D6, CYP2C9, CYP1A2 u CYP2C19 ¢hII0 MOraT 1a KaTANH3HPAT OCHOBHHTE MPOLIECH, HO
TOYHA KONHYECTBEHA ONEHKA Ha CHYYACTHETO HM HE € NPOREKAAHA B YCIORME i1 viva.

Kemoxonazon: KetokoHazomsT e MolueH HHEx#OHTOp Ha CYP3A4. B n03a 400 mg BeHBXK Ha AeH B
npogspKeHre Ha 11 aAHA NpH 3apaB#a FOGPOBOILE He NPOMEHs KIMHHYHO 3HAYHMO
tapmakOKHHETHKATA Ha ETOPHKOKCHO NTpH eHOKpaTHa N03a ot 60 mg (43 % ysemuense Ha AUC).

Bopuxonazon u muxonazon: EQHOBPEMEHHOTO NPHIIOKEHHE HA NIEPOPATIEH BOPHKOHA30J1 HITH JIOKAJIEH
MHUKOHA301 nepopancs ren (Mommm mmxuburopn ha CYP3A4) ¢ eropakoxcnb Boau 110 Nexo
FIOBHIIABAHE HA EKCTIO3HIIMATA Ha €TOPHKOKCHO, Oe3s ToB2 Ja ce c9iTa 3a KITHHHYIHO 3Ha4YHMo Ha Oa3a

Ha Ty0/IHKYBaHWTe NaHHH.

Pughamnuyun. EQHOBPEMEHHOTO NpUNarate Ha eTOPHKOKCHO H pHdaMITMIIIH (MOIECH HHIYKTOP Ha
CYP ensuMuTe) BOAH 10 HAMALABAHE HA IUIAIMEHHTE KOHIIEHTPALIH Ha eToprkokcub ¢ 65 %. Tosa
MOXe 4 10BeJie A0 peLpaMBHpaHe Ha CHMITTOMATHKATA, 34 KOATO Ce Mphuiara eTopHKkokcHO. Toil kato
TOBa NPEATIONAra yBeludaBane Ha 03aTa Ha JIEKAPCTROTO, CJIefiBa Aa ce oTOENeKH, Ye He ca
IPoYYeHH 03 Ha €TOPHKOKCHO, o-BHCOKHM OT MOCOYEHHTE 3a BCAKA HEHIMKALIAA, KOFaTo Ce IpHiara
eHOBpeMeHHO ¢ pudammvmms, [To TasH NPHYAHA He ce M IPENOPLYBAT NO-BHCOKH J03H (BXK.

Touka 4.2).

Armuayudu: ARTHAHMINTE He RIHAST BBPXY PApMaKOKHHETHKATA HE ETOPHKOKCHO B KITMHIYHO
3HAYMMA CTETICH.,

4.6 ®@epranuTer, GpeMeHROCT N KbpMeHe

Epemennocr

HsMa xHHHYHK AaHHH 33 BIMAHHE HA eTOPHKOKCHO BHPXY NPOTHYAHETO HA GpeMeHHOCTTA.
TpoyusanusTa NpH XKNBOTHU Ca YCTAHOBIIH TOKCHYEH eeKT BLPXY penpoAyKTHEHaTa GyHKIHS {BXK.
TouKa 5.3). [ToTeHUMANHUAT PHCK IPH OPeMEHHH skenu He ¢ uzsecTeH. EToprkokeub, KakTo npyrure
TEKapCTBECHH MPOJYKTH, HHXHOMpPAINH CHHTE3aTa Ha MPOCTATIAHINHHTE, MOXKE [ NIPEAU3BUKA
MAaTOYHA ¢1ab0CT H NPEKICBPEMEHHO 3aTBapsRe Ha BOTATOBHA IPOTOK B MOC/ISAHHA TPHMECTBP.
Eropuxokcub e npoTHBoNOKa3aH 3a npuiarase o BpeMe Ha SpeMeHHOCT (BK. Touka 4.3). Ako enHa
eHa 3abpemetiee 10 BpeMe Ha JIE9eHHETO ¢ €TOPHKOKCHO, Toi TpAGBa ha OB/ CHPAH.

Krpmene
He ¢ mBecTHO Nams eTOPUKOKCHD Ce OTAeNA B 9OBEINKaTa KbpMa. ETOpHKOKCHD ce OTHENA B KbpMaTa

Ha rureXxose. JKenuTe, KOHTO NON3BAT €TOPHKOKCHO, He TpAOBa Ja KepMAT (BX. To9kH 4.3 1 5.3).

Qeprwmrer
Vrnorpefara Ha eTOPHKOKCHO, KAKTO H HA BCAKO APYTO BENIECTBO, 38 KOSTO € M3BECTHO, e HHXHOHpa
COX-2, He ce npenopbYBa NPH JKeHH, OMATBALIH Ce A2 3a0pemMenenT.

4.7 Edexrn BLpxy cnocobHocTTa 3a modupane B paboTa ¢ MANIABRH

[anyenTre, KOHTO YyBCTRAT 3aMAasHOCT, CRETOBBPTEX WIH CHEIMBOCT IIpH YTIoTpe6a Ha
ETOPHKOKCHO, Tpabra na wabarsat fa modupar u ga paGOTAT C MAUIHHAK.
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4.8 Hexenann AeKAprTBEHA peaknnd

Pesiome Ha 1A Ha 0e30MacHOCT

B xiavemuem npoy4Banus, 6e300aCHOCTTA OT NIPHIATaHETO HA eTOPHKOKCHO € 6mila oneHeHa NpH

9 295 nyum, rxmoyntenso 6 757 naupentn ¢ OA, PA, Xpornuna 60/1Ka B KPECT2 HITH @HKHJ1034pa
cnoHaunHT (npudmaskTenno 600 natentn ¢ OA win PA ca GWiH eKyBaHH B NPOSBDKEHHE Ha
MHHAMYM €JJHA T'OJHHA),

1lpy KIHHHMHATE IPOYYBAHUA, NPOPHITET HA HEXKETIAHWTE JIEKRPCTBEHH PEAKIIMH € GHI CXONeH NpH
namerTd ¢ OA unu PA, nexyeaHu ¢ eTOpUKOKCHO B MPOTh/DKEHHE HA eHa FOIHHA WIH NIoBEYe.

[Ips KNHHHYIHO OpOYYBAHE 38 OCTHp NMOJArPOIEH APTPHT, NALHEHTHTE ca O1IH JeKyBan cke 120 mg
IOHEBHA J1033, B OpoAB/KeHHe Ha oceM THH. [IpoduursT Ha HexenanKTe NexapcTReAH PeaKIMH ApH
TOBA MPOY4BaHe ¢ ORI B 001 JTHHAH OIH3BK A0 TO3M, Hab/IOAABAH IPH KOMOHHMpPAHKTE
npoyysatus 3a OA, PA i xporHuna 60/ka B KpbeTa.

B mporpama 3a npocliefifBaHe Ha CHPIEIHO-CHAOBaTa Ge3onacHocT ¢ 0606mMENH NaHHK OT TPH
KITHHWYHH W3MHTBAHHA CIIPAMO AKTHREH KOMIIOHEHT, 17 412 nanmpentn ¢ OA Hnu PA ca tekyBadu ¢©
etopuxokcHt (60 mg unu 90 mg) npu cpeHA IPOIBIDKHTENHOCT Ha nedennero 18 mecera. Jlannure
3a 6€30NaCHOCT H MOAPOGHOCTHTE 3a Ta3u MPOrpaMa ca MPeACTABEHH B TOUKA 5.1.

[IpodrrsT Ha HeXKENAHH TEKAPCTBEHH PeaKLLM NPH KIMHIHHE MPOYIBAHKMA 34 0CTPa
MIOCTONEPATHBHA JEHTATHA GoNKa caen onepana, Bxmousany 614 naHeHTH, TEKYBaHH ¢
eropHkokcHO (90 mg 1 120 mg), karo 1o e nofoben Ha To3u, chobimen mpk npoyusanus 3a OA, PA
H XpoHuyHa 60JTka B IOJIHATA YACT Ha Ihpha.

TabnudeH crHcEK Ha HEKCNAHHTC PEAKIY
Tlo BPCME Ha KITHHHYHHTE H3INWTBAHHA 3 YCTAHORBCHH CNCAHNTE HOXKEAANH JCKAPCTRCHM PCaKLviy ¢

9eCcToTa MO-rojuimMa OT Ta3H NIPH IpunaraHeTo Ha mianebo npa nauuenTd ¢ OA, PA, xponnvyHa Gonka
B KPBCTA HITH aHKMAO3HPAI CIOHAWNMT JeKyBaHu ¢ eropuxokend 30 mg, 60 mg wms 90 mg no
HPENOPBYHTENHATA 032 34 CPOK Ha JIeUeHHe o 12 ceiMHIM, B MpoydYBaHHATA 11O HPOrpaMara
MEDAL 3a cpok Ha feuerre a0 3% roguss, B KPATKOCPOUHHE NPOYHBAHHA 33 CPOK HA JIEYCHHE 210

7 num 3a octpa 60Ka MK B NepHOAa el IycKaHe Ha Nasapa (BK. Tabmuua 1).

Tabanna 1:
CHeTeMo-opranes Kisc Hexenasn peaknas Kareropas qecrora*
Huexyuu u unpecmayuu | Anseonapes ocrenr Yectu
- TactpoenTtepur, nadekmuH Ha roprute | Hedectn
IHXATEJIHH METHINA, YPHHAPHH
HHpEKIHH
Hapywenun na kpvema u AneMnAs (IpeAMMHO CBBpP3aHA CBC Heuectn
AuMpnama cucmena CTOMAIIHO-YPEBHO KEPBEHE),
JIEBKOTIEHHA, TPOMOOIHTONCHHY
Hapywenus na umyunama | CapexuypcTBHTEMHOCT b Heuectu
cucmema
AHrHOeneM/aHadHITaK THIHH/ Penxn
aHA(QHIAKTOMIHH PEAKLIHH,
BKAIOYMTEIIHO 10K}
Hapywenur na Enem/3anphixka Ha TEUHOCTH Yectn
MemabonuiMa 4 Xpanenento
YBe/THUeHHEe HWITH HAMAIICHHE Ha Heuectnt
aneTHTa, YECIIHYCHHE HA TEMIOTO
Heuxuunu napywenun TpepoxkHOCT, AeRpecHs, HAMANTEHA Hegects
BE3MOXKHOCT 32 yMCTBeHa paGoTa,
XANOUMHALWY *
O6spkanocT?, HeznokolicTso? Perku _\\
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CHCTeMO-0pPTaHER KJIAC

Hexenand peakiun

Kareropaa secrora®

Hapywenun na nepenama 3amasgHoCT, tnasoboHe Yectn
cucmema
Hucreysus, Geacsune, Heuecru
MapecTe3 L/ XHIEeCTE3H, CHHIIHBOCT
Hapywenun na ovume 3ambIieHo 3peHne, KOHIOHKTHBHT Hegectn
Hapywernus na yxomo u IIyM B yiuuTe, CBETOBBPTEN Hedecn
Aqbupurma
Copoeurts Rapytienun Tannutamun, apETMust YectH
TIpencepanc mexiene, Taxukapaus!, | Hedecrn
3aCTOHHA Chp/ie Ha HEIOCTATHEYHOCT,
Hecnerpduuan mpomeHd B EKT,
CTEHOKADHAS, MHOKAapAEH HE(bapKT
Croosu napyuienus Xunepronus YecTu
3ayepraBaHe, MOIBYHO-CHJIOBH Hegectn
HHLIHASHTH, IPEeXOo/Ha HCXeMHYHA
araka, XUMEePTOHHYHA KpH3a?,
BaCKyIHT?
Pecnupamopru, 2pvonu u Bpomxocnaszsm® Yectn
Meduacmunanny
HApYywenus
Kanumua, aAHCnHEA, SNHCTAKCHC Heuectn
Cmomamuino-ypesnu Kopemna 6onka Mmuoro yecTn
HAPYULEHUR
3anek, QuaTyNeHIHs, raCTPHT, Yectat
KHCENMHHIW peITyKe, JHapHA,
JUCTICTICHA/eNUracTpaneH JuckoMbopT,
rajieHe, NOBpPHIIaHe, €30(aruT, 4384 B
YCTaTa
Iomysane Ha KopeMa, NPOMEHH B Hevectu
TIEPHCTANTHKATA, CYXOTa B YCTaTa,
FacTpPONYOASHANHA A3B4, NEIITHIHH
A3BH BKIIOYBAINH Nepdopalun 1
KbpBeHe oT CU TpakT, CHHOpOM Ha
Pa3APa3HEHOTO YEPBO, NAHKPEATHTS
Xenamobunuapnu Ypenuuenne Ha ALT, ysemaueHue Ha YecTH
HApyenun AST
Xenatur Penkn
YepHoapoGHa HENOCTATHYHOCT, Penxu'
KBITeHHLA
Hapywenus na xoncama u | Exxemosu Yectn
NOOKONCHAMUI HTLKAH
Ortok Ha JTHIIeTO, ChpOesk, 0OpHB, Heuectn
eputeMa’, ypTHKapus?
Cunsipom Ha Stevens-Johnson?, Penxu'
TOKCHYHA STIHICPMATHA Hekpon3al,
HeTpOrpecHpall JIEKAPCTREH 0Opun
Hapyuenur na Myckyano- Myckynsn kpammnu/cria3Mu, Heuecrn
CKeltemuama cucmema u 60NKa/pHIHAHOCT HA MYCKYIaTypaTa
CHEOUNIIMENHUMA MBKAH
Hapywenun na 6v6peyume | IlporenHypns, NOBMIIEHHE Ha
4 nuUKOunuUme Momunia CepYMHHA KpeaTHHEH, 656peuro
HApYIIEHAES/HEIOCTATEIHOCT H(BIK.
Touka 4.4)
Obwu napywernun u AcTenus/ymopa, rpunonoaobHe
ebermu 1Ha MACMomo Ha CBCTOAHHE
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CHcTeMo-0prases K1ac Hexenann peaknnn KaTteropas secrora*
HPUROICEHUE

I'prana Gonka Hewectn
Hicnedsanun YBenuueHHe Ha YpeaTa B KPHBTa, Heuectn
YBEIHICHHE Ha KpeatrHbocdoxnnaza,
XHIEPKaTHEMH, YBES/THUeHHE Ha
MHKOYHATA KACEJIHHA

Tlonmwxasarne HHBaTA Ha HATpHIA B Penxn
KphETA
*Kateropas 9ecTora: zepHHApaHA 38 BCEKH TEPMHN HA HEKENAHA PEAKIHA 10 YeCTOTara, ChobIHena b
Gasara 1aAHH Ha KIHAMTHHTE TIPOYMBAHHA: MHOTO YecTH (> 1/10), yectn (= 1/100 Ao < 1/10), HevectH
(= 171 000 o < 1/100), penxu (> 1/10 000 zo < 1/1 000), MBoro peaxH (< 1/10 000),

! Tasm HexenaHa peakuys € HIcHTAQHAITHEPaNS Mpe3 NOCTMapKeTHHroBOTO Habnmoekue. YecToTara Ha
HefiRoTo cxo0maBane e olleHeHa Ha GazaTa Ba Bali-BHCOKATA UecToTa, HalMoAABAHA B JAHHHTE OT
KIFIHWMHE H3ATBAHMA, o6o0uIern no HHAVKaugs v 0a00pena ao3a.

YKareropusra gecrora ,,Pemxn” ¢ CHpeneNeHa cuopell ppKOBOICTROTO 3a KpaTka XapakrepHCTHKA Ha
nponykrta (KXII) (pes. 2, cerrremspn 2009) na Gasa Ha olpeAeNeBaTa NopHa TpaHMIa Ha 95 %
AosepuTeneH HHTepBan 3a 0 ChOHTHA, KaTO Ce HMa MpeBHA GpO% YIACTHHIM, ICKYBAHH ¢ APKOKCHS, B
aHaNW34 Ha JaHANTE OT dasa IIl, ofobmenn mo nosa u mHAEKALEA (1 = 15 470).

8 CapexuyBcTBHTEIHOCT BRIIOYBA TEPMHHHTE ,,ANEPFHA", , IEKAPCTREHA ANEPIHA”, ,,IeKaPCTREHA
CBPBXYYBCTBHTENHOCT”, ,,CBPBXTYBCTBHTENHOCT, ,, HEYTOYHEHA CBPBXUYBCTRHTEIHOCT, , peakiMs Ha
CBPBXUYBCTBATENHOCT" H ,HecTieduana anepras”,

SHa 6asa Ha aHANH3H HA ABNTOCPOYHY KIMHHMHE H3NHTBAHNA ¢ TUIaNe60 ¥ aKTHBHA KORTPOIa,
cenekTneAATe COX-2 HEXAOCHTODH ca CBBP3BAHM ¢ HOBHIICH PHCK OT CEPHO3HH TPOMOOTHIHH
apTepHanHM chOMTHA, BRTIOYMTETHO MEOKAPREH HH(APKT ¥ vEcyAT. IloBMmananeTo Ha A0COMOTHHA
PHCK 33 TAKHBa CBOMTHA € MaNKo BEPOATHO A3 HAABHMINK 1 % 3a rogwHAa Ha 6a3aTa HA CHINECTRYBAINH
JaHHA (HedecTH).

CrieaHuTe CCpHO3HN HEXKEIAHK IEKAPCTBCHH peakiMu ca G HaGmonapanu npu ynotpebara Ha
HCTIBC u nopasu ToRa He MOTAT Ja Ce H3KITIOHAT M 34 ETOPHKOKCKS: He(pPOTOKCHIHOCT
BKJIKOTHTENHO HHTEPCTHIMANEH HepHT H HepOTHIESH CHHAPOM.

Croblnapaye Ha HORO3UPAHY HeXeNaHH peaKuHy

CrofimapaneTo Ha NOXO3HPAHH HEXETAHH PeaKiliy Clie] pa3pellaBane 3a yNoTpeda Ha IEKapCTBEHHA
NpOAYKT € BaxHo. ToBa MO3BONABA A3 IPOABIKH HAOMIOASHHETO HA CHOTHOMIEHHETO MOJI3a/PHCK 38
JiekapcTBeHns npoAyKT. OT MEMIIHHCKHTE CTIELMATHCTH Ce H3MCKBA /1a cho0Imapar BoAKA
NOAO3KMPaHa HEKENaHa peakitid ype3 M3meinmtenna arenuus no jiexapcreara, yi. ,,Jlamsas I'pyes”
Ne 8, 1303 Codyma, Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 THpenosnpane

Tlo BpeMe Ha KITHHHYHH IPOYUBAHKA eAHOKPATHOTO MPHJIAraHe Ha A03a fo 500 mg eTopEKOKCHE
HAKOAKO 1031 A0 150 mg/nex B npoxkmkente Ha 21 THK He ca NpHuHENM ToKcHueH edekt. Hma
CHOOMICHHA 32 OCTPO TIPEIO3MPAHE HA ETOPHKOKCHD, MAKap Ue B IOBEYETO CIydaH He ce ChofInasa 3a
Hexxeanu peakim. Haji-uecro HabnionaraHnTe HeXXeNany PeakliMH CHOTBETCTRAT Ha npodunia Ha
Ge30NacHOCT Ha €TOPHKOKCHE (HaNp. CTOMAIIHO-YPEBHH NPOABH, KAPIHOPCHATHH IPOSBH).

B cryvaii Ha mpeo3Hpane € JIOTHYHO Ja C& MPHIIOXKAT 06HuaiHMTE HOAABKAIIH MEPKH, HAIp. ~

Tepanus H JpyTrd, aKo € HeoOXOaHMA.

EropHkoxcHO He ce oTcTpansBa dpe3 XeMOOHAIM3E; HE Ce 3HAE JATH CTOPHKOKCHE
OTCTPaHEH 4pe3 NEPHTOHEANTHE AHATHAA.
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5. ®APMAKOJIOTHYHH CBONUCTBA
5.1 ®apmaxoIEHAMHEYHH CBOHCTBA

QapMaxoTepanesTHIHA IPYNa: NPOTHBOBB3NATKTE/HH ¥ [IPOTHEROPEBMATHYIHH POLAYKTH,
HECTePOMAHH CpeacTha, KokeHOoH, ATC kox: M01 AHO5

MexanuzpM Ha JeiicTBHe

Etopuxokeut e nepopanen, cenekTHseH IMKIOOKCHTeHaa-2 {COX-2) HHXHOHTOp B PaMKHATE Ha
KMHHAYHO H3MON3BAHMA JO30B HHTEpPBA.

Ilo BpeMe na knuandHATEe PapMakoIOrHUHK IPOYIBaHHA € GHI OTYETEH JO303aBHCKM eeKT Ha
APpKOKCHS 110 OTHOLIEHHE Ha HHXHOHpaHeTo Ha COX-2, Ges na ce uuxubupa COX-1 npu 4o3H 1o
150 mg xrepno. ETopHKOKCHE He € HHXHOHpan CHHTe3aTa Ha MPOCTATTAHANHE B CTOMALIHATA
JHTABHIA M HE € MOBITHAN HYHKUMATA Ha TPOMOOLMTHTE.

IIMknOOKCHTeRa3aTa € OTTOBOPHA 33 TIPOM3BEK/IARETO Ha NipoctarnadAuHH. [losHar ca aBe
w30eH3MMHH dopmu COX-1 u COX-2. COX-2 e uzodopmara Ha €H3MMA, KOATO C€ HHAYLMPA OT
HOPOBBLINAIATEIHH CTHMYITH H C€ CHHTA, ¥e € OCHOBHO OTTOBOPHA 38 CHHTE3a Ha NPOCTAHOHHH
Me/IHaTopy Ha 60JIKaTa, Be3raneHHeTo H TeMnepaTypara. COX-2 CHIIO TAKa y4aCTBa B OBYIALIAATA,
3aKpPEMAHETO K 3aTBAPAHETO Ha BoTanoBua npoTok, peryianusTa Ha 6B0peunaTa QyHKIms H
(yHKIMMTE HA ICHTPATHATA HEPEHA CHCTEMA (TIOABATA Ha TEMIIEPATYPA, yCemaHeTo 3a 60mka H
Tpoueca Ha pasiiosHaBaHe). Moxe CHIO Taka /a HTPae PoId B IIPOIIECa Ha 3a3/pABABAHE HA A3Ba.
COX-2 e ycTaHOBEH B THKAHHTE OKOIIO CTOMAINHH A3BH ¥ XOp4, HO BPB3KATA MY C HITEKYBAHETO HA
A3BaTa HE € YCTAHOBEHO.

Knuunana edMkacHOCT ¥ 6e30MaCHOCT

EduxacHocT

Ipu natsenTy ¢ ocTeoapTput (OA), eropukokcub 8 no3a 60 mg BEAHLXK AHEBHO IHAYHTEIHO
obnekyaBa GolIKaTa M NOBMINABA CLIEHKATA Ha MAIACHTA 33 CHCTOAHHETO Ha 3abonspanero. Tesu
GnaronpusaTHH eexTH ce HAGMONABAT OT BTOPHS IEH HA IEUCHHETO H CE 3aTa3BaT A0 52 CeMHLA.
TIpoyuBanusTa BEpXy eTopuxokcHO 30 mg BeaHEXK JHEBHO nOKaspaT ePHKACHOCT IPEBB3XOKIaIa
nnauelo 3a 12-ceqmuten neproy Ha nedenne (Mpy CXOHA CHCTEMa 34 OLEHKA KATO MPOy4BaHAATA
no-rope). [Ipu npoy4uBake ¢ pa3niHuH# 1034 eTOPUKOKCHG 60 mg nasa 3HAUHTENHO NO-U3PA3EHO
nofobpense ot 30 mg 110 OTHOIIEHHE Ha BCHYKM 3 ITHPBHYHH KpaiiHH TOY9KE 32 EPHOA HA IeYEHHE OT
6 ceamuum. Jozara or 30 mg we e 6mia npoyuBaHa Npu OCTEOAPTPHT HA PhIETE.

Ilpu nawserTHTE ¢ peBMaTOHAEH apTpHT (PA), eTopukokcu6 n 60 mg, ¥ 90 mg BeAHBK AHEBHO
OCHTYPABAT 3HAYHTENHO NoAoOpeHH e Mo OTHOINEHKe Ha GoNKa, PE3NaNeHue H NOABIKHOCT. B
Opoy4BaHus, OLCHABALIM N03HTe 0T 60 mg u 90 mg, Te3n GnaronpHaTHH edexTH ce 3ana3Bar 3a
uenus 12-ceMuues neproA Ha JiedeHue. B npoyusane, onieHaBamio A03ara ot 60 mg B CPaBHEHHE C
Ta3d ot 90 mg, ¥ eTopHKOKcHE 60 mg BeAHEK OHERHO H 90 Mg BEIHBK AHEBHO, ¢4 MO-S(PEKTUBHA OT
mwiauebo. [lozata ot 90 mg npeppaxoxkaa gosarta or 60 mg cnopen ofmara oreHka Ha Gonkara npu
narpeHTrre (0-100 mm su3yanHa aHanoroBa ckama), cs¢ cpeaHo nonobpense or -2,71 mm (95 % CI:
-4,98 mm, -0,45 mm).

Ipy naupesTTE C NPACTHI Ha OCTHYP NMOAArPO3EH APTPHT, ETOPUKOKCHE 120 mg BeIHEXK AHERHO 3a
MEPHO/ Ha ICUCHHE OT OCeM JIHH, IOTHCKA YMEPEHa ¢ CHilHa §0/Ika H BB3NaneHHe Taka, KakTo
HHIOMeTauuH 50 mg TpH e aHeBHO. [loThckane Ha Gonxara MMa Ha YETBLPTHA 4 A
Ha JIEYEHHETO.

llpy naijueH™ ¢ AHKHIO3WpAL CHOHIHIAT, ETOPHKOKCHO 90 mg BeAHbHK JHEBHO AFH
noxoOpeHHe 1o OTHOIMIEHHe Ha §oJka B rpu6Haka, BLANANCHHE, CKOBAHOCT | (yHI
KimMHUHUAT €)eKT OT NPHIOKEHHETO Ha ETOPHKOKCHO ce HabmoaBa ome Ha BTOp i =1
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npoyusaHe, OLIEHABAIIO N03aTa oT 60 mg B cpaBHeHHE ¢ Task oT 90 mg, eTopukokcub 60 mg AHeBHO
H 90 mg nHeBHO ca Mmoka3anu cxozicH edeKT B cpaBHeHue ¢ Hanpokcen 1 000 mg axesHo. Cpex Tesn,
KOHTO HAMa Z0OBp OTroBop KbM 60 mg AHEBHO 33 6 CeMHLM, YBEIHYEHHETO Ha Io3aTa 1o 90 mg
AHeBHO nono0psARA CKOpa HA HHTEH3UBHOCT Ha cMHARHAaTa Gonka (0-100 mm sH3yanHa aHanoroea
CKaJia) B CPABHEHHE C Te3H, KOKTO NPOB/DKABaT ¢ 60 mg AHEBHO, CBC CPEAHO NOA0OpEHHE OT

2,70 mm (95 % CI: -4,88 mm, -0,52 mm).

Ilpn XTHAAYIHE NPOY4BAHHA OLCHABAIIH MIOCTONEPATHEHA neHTATHA Gonka, eTopukokcut 90 mg e
TpHNarad BeIHLK JHEBHO 33 fiepuol 10 TpH AHH. B noarpynara Ha naumenT!H ¢ ymepeHa 6onka B
HA9anoTo, €TOpHKOKCHE 90 mg nokassa cxoneH ananrersvieH edexr ¢ Tosu Ha HOynpoder 600 mg
(16,11 cpemy 16,39; P = 0,722), u no-caneH ot T03u Ha napauneTamol/kofeus 600 mg/60 mg (11,00;
P < 0,001} 1 nnane6o (6,84; P < 0,001), m3amepeno kato o6mo o6iekuenne Ha GONKATA 33 IBPBUTE

6 uaca (TOPARG). UacTTa naimmenTH, cho0LpnH 3a ynotpeGaTa Ha JOITBIHMTEHO NEKAPCTBO N0
BpeMe Ha TBPBHTE 24 vaca OT H0O3HPaHETo, ca 40,8 % 3a eTopukokeu® 90 mg, 25,5 % 3a ubGynpoden
600 mg Q6h u 46,7 % 3a napaueramon/xonewn 600 mg/60 mg Q6h B cpapHerue cue 76,2 % 3a
nnaue6o. B ToBa poy4saHe MeHaHATA Ha HAYANOTO Ha aeHcTHETO (0cesaeMo ofieKuaBaHe Ha
Donxara) Ha 90 mg etopuxokeHl e 6una 28 MUHYTH clie]] IPUIOKEHHETO.

BbesonacHocT

[Iporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL)

(MHuoroHaimHoHaNHa NpPOrpaMa 3a NpPOXEDKHTENHO NPIIATAHA STOPHKOKCHE ¥ odeHaK
Hporpamara MEDAL e npocriexrieHa nporpama 3a NpOCIEASBaHE HA PE3YIITATHTE, CBBP3aHH ChC
chpacuHo-cha0BaTa (CC) GesonacHOCT, 0T 00001eHH JAHHHN OT TPH PAHIOMU3HPAHH, JBOHHO-CACIH,
Cpelly aKTHBHA CHCTABKA KOHTPOJIMpaHH H3NMTBaHKA, NpoyusaHero MEDAL, EDGE 1T u EDGE.

Hpoyusarero MEDAL e npoyusane ¢ kpatila Touxa, ofipegenesa oT CC pesynrarare OpH

17 804 panpenTa ¢ OA u 5 700 ¢ PA, nexyBanu ¢ eropukokcut 60 mg (OA) wiu 90 mg (OA 1 PA)
win aukaodenak 150 mg nxesHo 3a neprog cpeano ot 20,3 Mecena (MakcuMyM 42,3 Mecena,
Memmana 21,3 mecensa). B TOBa M3anMTBaHE CE OTUMTAT CAMO CEPHO3HH HEKENAHH PEaKiiy H
NpEyCTAHOBABAHE HA YYACTHETO NOPaAH KAKBATO H J1a € HexkellaHa PeakilHa.

Ipoyusauusra EDGE 1 EDGE II cpaBHABAT CTOMAINHO-YPEBHATA NOHOCHMOCT Ha €TOPHKOKCHG M
muxnoperak. [Ipoyusanero EDGE smogsa 7 111 nausenn ¢ OA, NekyBaHH ¢ 033 ETOPHKOKCHG OT
90 mg auesso (1,5 meTH A03aTa MpenopryunTenna 38 OA) nm quknogenak 150 mg qHeBHO 32 NEPHON
cpemmo 9,1 Mecetia (MakcHMYM 16,6 mecelia, meamana | 1,4 mMecena). [Ipoyusanero EDGE II BrmiouBa
4 086 narmenTH ¢ PA, nexysanu ¢ eropuxokcut 90 mg nHepHO WIn Aukiodenax 150 mg aHeBHO 32
neproa cpearo 19,2 mecena (MakcumyM 33,1 mecena, Menuana 24 Mecena).

B o6o6menata mporpama MEDAL 34 701 naupentn ¢ OA win PA ca nekysaHH 3a I€pHOI CPEIHO
17,9 Mecena (Makcumym 42,3 Mecena, memiana 16,3 meceua) kato mpuGmasarento 12 800 naupentn
MPOBEHAT JIeHeHHe TIO-NMPONBIDKHTENHO 0T 24 Mecena. [TannenTHTe, y9acTBamH B IpoOrpaMaTa HMaT
KaTO H3XOAHO CHCTOAHHE PAsTHYHY CHPASYHO-CHAOBH H CTOMAITHO-YPEBHH PHCKOBH (HaKTOPH.
TlanmerTHTE C aHAMHE3a 34 HEOTAABHAICH HEQAPKT Ha MHOKApAA, Galinac Ha KOPOHAPHA apTEpHA C
NPHCAKA HIH NEPKYTaHHA KOPOHApHA HHTEPBCHIMA B NIPEAXOTHATE 6 Mecella IPeAH BKIIOUBAHETO
He Ce AOIMYCKAT A0 yqacTHe. B nmpoyusanHaTa € pa3pemicHO H3NOI3BRHETO Ha raCTPONPOTEKTHRHE
MPOJYKTH H HHCKA 1033 aCITHPHUH.

O6imia Ge3omacHocT:
HsMa 3Ha9WTeTHH pa3IuKH MeX/Ty eTOPHKOKCHE # AMKIOQeHaK B 9eCTOTaTa Ha CEPACYHOCHIORHTE
TpomGoTHunH npossK. KapauopenanHy Hexenanu peakiiy ce HaGMoNapaT Mo-9€CTO [PH
€TOPHKOKCHO, OTKONKOTO IpH IMKIO(EHaK H Te3H eeKTH ca J0303aBHCHMH (BIDKTE CIIE
pe3ynraTd no-Zomy). CToMalliHo-YpeBHHTE W YePHOAPOSHH HEXETaHH PEAKIHH CE
3HaYHTENHO MI0-4€CTO MPH JHKIc(EHaK OTKOJIKOTO OpH eropukokeul. Yecrorara
peakiy npu EDGE 1 EDGE II 1 Ha HexXenaHHTe peaKuHH, NPeleHeH: KaTo ¢
10 NPeXpaTABaHe ydyacTie B npoyusaneto MEDAL e no-BHcOKa PH €TOPUKOKC
JuKIodeHak.
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ChpaeuHO-CHA0BH pesynTaTH 32 6e30MacHoCTTa:

YecToTaTa Ha MOTBEPAEHHTE TPOMOOTHUHM CHPACIHO-CHAOBH CEPHUO3HN HEXENAHH PEaKLIHH
(BKIIOYBAIM CHPASYHH, MOZEUHO-CHAOBH H Nepu(iepHO-CHAOBH NPOKBH) € CPABHAMA 32 €TOPHKOKCHO
H THKI0QEHAK, KAaTo pesyaTaTuTe ca ofobmenu B Tabnuiara no-a00y. HiMa CTaTHCTHUECKH 3HAUMMHE
pazTUKH B 4ECTOTATa Ha TPOMOOTHIHNTE CHOUTHA MEXIY €TOPHKOKCHO 1 JHiIo]henak npy BCHIKK
aHANM3IHPAHH NMOATPYIH, BKTIOYHTEHO Pa3IHYHA KATETOPHH IMAIHEHTH B IAJIATA raMa Ha H3XOJHHA
CBPACHHO-CHAOB pHCK. Korazo ce pasriexaaT nooOTAENHO, OTHOCHTENHUAT PUCK 33 HOTBBPACHH
TPOMOOTHYHH CHPIECYHO-CHAOBH HEXKEIAHH PEAKIHE NPH eTOPHKOKCHE 60 mg W 90 mg B

cpaBHeHHe ¢ HKNIoGeHax 150 mg e 6Hn cXofeH.

TaGuana 2: Yecrora Ha noTEbpaenn TpomboTraan CC nposen (0606mena nporpama

MEDAL)
ETopakoxcab Aaxnodenax Cpasnenne mexny
(N=16 819 (N =16 483) JAeqYeHHd
25 836 nangenT- 24 766 maupenT-
TOXHHA roJuHK
Yectora' (95 % CI) Yecrota' (95 % CI) | OrHocHETeIeH pHCK

G5 % CD

| TloTREpReNs TPOMGOTHYHN CHPACTHO-CHAOBH CEPHOIHY HeXE/IaH PeaKiyH

0,95 (0,81 11D

TTo npoToKon 1,24 (1,11 1,38) 1,30 (1,17 1,45)
Hamepenne 3a 1,25 (1,14 1,36) 1,19 (1,08 1,30) 1,05 (0,93 1,19)

JICICHHC

TTorBBpAeHH CHPACYHY POSEH

0,78 (0.68. 0.90)

0,90 (0,74, 1,10)

1o mpoTokon 0,71 (0,61, 0,82)

Hamepenue 3a 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84 1,17)
JICYEHHE

| TIOTBEpACHH MOIBYHO-CHAORM MPOARE - . - -~ . o i

Ilo mpoTokon 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
Hamepenue 3a 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
JieueHHe

1o npotokon 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
Hamepenue 3a 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
JIeYeHHne

JHAKNOdeHAK,

tCs6utus na 100 nammenToronmHy; Cl=poBepHTeneH HHTEpPBAN
N=061 6poit NapeHTH, BKAKYEHH B TONYIALMATA 10 POTOKOIX

TTo mpoToKON: BCHYKH NPOABH NPH NPAUNMKSHHETO Ha IPOYIBAHOTO IeYeHHe Wik 10 14 jum caen
OPEKpPaTABAHETO My {HIKIMIOYEHH: TIALMEHTH, NPHETH < 75 % OT H3MHTBAHOTO CYECHHE HIH OPHSMAIH
HeBKMO4YeHO B npoyasaHero HCTIBC > 10 % ot spemeTo).

Hamepenwe 3a nieueHHe: BCHIKA NIOTBBPACHH IPOABH IO Kpad HAa H3MWTBARETO (BKIIOTHTEHO NAMAEHTH,
NOTCHUHATHO HIICXKEHH Ha HEBKIIOUCHH B [IPOYYBAHETO MHTEPBEHIIHH CJIe]| IPCYCTAHOBABAHE Ha
H3IHTBAROTO Nievenne). O6m Gpoif paraoMusupand manAeHTH, n = 17 412 Ba evopakokcHt u 17 289 na

CC cMBPTHOCT, KakTo M 0611aTa CMBPTHOCT, ¢4 CXOAHH NPH NEKYBAHHTE IPYIH C €TOPHKOKCHO K

auKnodeHak.

Kapanopenansn nposeu:

Tpu6ansmrento 50 % ot naumenTHTe, BKIOUEHW B npoyusanero MEDAL, ca ¢
XHIEPTOHHA. B ToBa mpoyuBaHe uecToTaTa Ha NPeKpaTIBaHe HA YYACTHETO, NOP gH]
XHIEPTOHHA HEKEIIAHK PEAKIIAH, € CTATHCTHYECKH 3HAYHMO FI0-BHCOKA 38 €TOPHKO @ i GiRiG
¢ auknotenak. Yectorara Ha 3acTolHATA ChpAETHA HEAOCTATHYHOCT KATO Hemenaﬂv ‘
S
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(NpexpaTABAHMA ¥ CEPHO3HH PeaKilHH) Ceé IPOABABA 6AHAKBO MPH eTOPHKOKCHO 60 mg B cpaBHEHHE C
auknogenax 150 mg, Ho e no-Bucoka npu eToprkokent 90 mg B cpasHeHne ¢ quxnodenak 150 mg
(cTaTHCTHYECKH 3HATHMA 3a 90 mg eTopHKokeub cnipamo 150 mg auxnodeHak npy rpynata B
MEDAL ¢ OA}. YecToTaTa Ha IOTBBPACHUTE MIPOSBH HA HEXENAHK PEAKIHH, CBHP3aHH ChC 3aCTOHHA
ChpAcYHA HEIOCTATEYHOCT (TIPOABH, KOWTO ¢a CEPHO3HH H BOIAT A0 XOCTHTANH3AIKA HIH NOCSMICHHE
B CHICHIHO OTIC/IEHHE) € HE3HAYMMO M0-BUCOKA IPH €TOPHKOKCHO B cpaBuente ¢ auknoperak 150 mg,
KATO TO3H edeKT € K0303aBMCHM. UecToTaTa Ha MPEKPATABAHUATA NIOPAIM CBHP3AHHM C OTOK HEKENAHH
PEAaKIMH € [0-BHCOKA TIPH ETOPHKOKCHD, OTKONKOTO npr Aukaodenak 150 mg, 1 To3u edexT ¢
A0303aBHCHM (CTATHCTHYECKH 3HAYHM 33 eTOPHKOKCHG 90 mg, HO He 3a eTopuKkokcHG 60 mg).

Kapmaopenanaure peyntatu npu EDGE u EDGE I choTBeTcTBAT Ha ONMCAHKTE NPH NPOYYBAHETO
MEDAL.

B oraennure npoyusanms ot nporpamMara MEDAL Bupxy etopuxoxcub (60 mg win 90 mg),
a6comoTHaTa 9ECTOTA Ha IPEKPATIBAHHATA B KOATO H I3 € OT rpyIETe e A0 2,6 % 32 XHUEPTOHHA, 10
1,9 % 3a orok 1 10 1,1 % 3a 3acToiiHa ChPRETHA HEAOCTATEYHOCT, KATO NI0-BHCOKA 9€CTOTA Ha
TIpeKpaTABAHHA HMa NpH eTopuKokeHd 90 myg, oTKONKOTO NpH eTopuKokcHt 60 mg.

HporpaMa MEDAL — pe3syATaTH 3a cTOMamHoO-1peBHa 6e30MacHOCT:

3HauHTeNHO NO-HHCKA Y€CTOTA HA MIPEKPATABAHE Ha JICUCHHETO NOpalH KAKBaTO H 13 © KIHHHYIHA
(sanp. aAcnencHs, KopeMHa 6onka, a3sa) CY HexxenaHa peakius ce HaGmonasa NpH €TOPHKOKCHO B
CpaBHEHHE ¢ THINIODEHAK BB BCAKO OT TPHTE IPOYYBAHHS CHCTARIABAINH nporpamata MEDAL.
YecroraTa Ha npekparapane nopagd Hexenana CY peakiing Ha cTO MAMCHTOTOAHHH 32 LETHA
HEPHOA Ha NPOYYBAHE € KaKTo ciepa: 3,23 3a eTopHKOKCHO 1 4,96 3a TMKITOdEeHaK B IPOYHBAHETO
MEDAL; 9,12 3a eropuxokchb6 1 12,28 3a guxnodenak s npoyusanero EDGE; u 3,71 3a eropHKoKcHG
v 4,81 3a nuknogenak s npoyusasero EDGE II.

IIporpama MEDAL — pesynraTi 3a croMammo-9peBHa 6€30MacHOCT:

O6mure ropsn CY npossw ce onpeneasT kato nepopauny, 5384 M Kepsere. [logrpynata o6mm
ropuu CH nposiBH, onpeneneHy KaTo yCI0KHEHH, BKIIOUBA nepdopatuH, 00CTPYKIMH H YCIOKHEHO
KbpBeHe, noArpynara obmm ropua CH nposen, onpeneieHH KATO HEYCIOKHEHH, BKIIOYBA
HEYCIIOKHEHC KEPBEHE W HEYCIIOKHEHH A3BH. 3HAMHTEIHO NO-HKCKA 9ecToTa Ha o6mu ropaun CY
NpoARH ce HalioaaBa NpH €TOPHKOKCHS B cpasHeHMe ¢ quKnodenak. Hima 3HaqumMa passinka Mexmy
€TOPHKOKCHO H IMKITO(eHaK B YECTOTATa Ha YC/IOKHEHHTE TIPOABH. 34 MOATPYNATA Ha KPBBOHIMBH
ot ropHEs CY TpakT (YCnOKHEHH H HEYCIOKHEHH KOMOHHHUpaHK), HAMA 3HAUMMA PA3/IHKA MEXCTY
eTopukokcH0 H quKnodenak. [lomaTa oT MPHIOKEHHETO N0 oTHOMEHWE HA ToprHa CU TpakT Ha
eToprkokcHt B cpaBHeHHE ¢ IUKIO(GEHAK HE € CTATHCTHMECKH 3HAYAMA 38 [ALNCHTH, TIPHeMAalH
€AHOBPEMEHHO HHCKA 11033 aciMpHH (MpubmusuTtendo 33 % or nanueHTHTE).

YectoTaTa 32 CTO NAUKEHTOrOAHHH Ha HOTEBP/ECHH YCJIOXKHEHH B HEYCIOMKHEHH KIHHHYHM IPOSBY OT
ropuus CY Tpakt (nepdopauwm, 1384 1 kepeene (PUB)) e 0,67 (95 % CI 0,57, 0,77) 3a eTopikoxcud
10,97 (95 % CI 0,85, 1,10) 3a nuknodenak, sapalo orHOcHTeneH puck o1 0,69 (95 % CI 0,57, 0,83).

Onpeznenena e 4ecToTaTa Ha NOTBBPAEHITe ropHH CY NPOABH NPH MALMEHTH B HANPEIHAIA BE3PACT
KaTO Hal-rofliMo HamasicHHe ce Habloasa MpH MAlMEHTH Ha Bp3pact > 75 rogunum (1,35 [95 % CI
0,94, 1,87] cpemy 2,78 [95 % CI 2,14, 3,56] npodBH 3a CTO NAlHEHTOrOOHHH ChOTBETHO 38
€TOPHKOKCHO M AUKIOPEHAK).

YecToTaTa Ha nOTREpACHNTE fIposBH OT aoaHuA CU Tpakr (nepdopanms Ha THHKH H ae6erno Yepso,
obeTpykims WiH kpeeonsmss (POB)) He noka3pa 3HAYATENHA PA3AHKA MEKIY ETOPHKOKCHO H
autodeHax.

Ilporpama MEDAL — pesynraTH 3a uepHoapo6Ha GezonacHocT:
ETopHKoKcHG ce CBBP3Ba ChC CTATHCTHYECKH 3HATHMO TI0-HHCKA YECTOTA Ha MpeKpaTs
4epHOAPOGHO CRBP3aHM HEKENAHH PeaKijid B cpaBHeHHe ¢ gukiodenak. B 0606mena
MEDAL, 0,3 % o1 naunerTHTe Ha €TOpHKOKCHE 1 2,7 % OT Te3u Ha AUKIOPEHAK Npek
CEBP3aHA ¢ YepHHA Apo0 HexeNnaHa peakia. Yectorara 3a ¢To nauuHeHToronusy e 0,2
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eTopuKkokcHO 1 1,84 3a nuxnodesak {p-croiisocr < 0,001 3a eTopHKOKCHO cipAMO AHKIO(eHak). B
CHIIOTO BPEME NMOBEHETO OT HEeXeNaHHTe YePHOAPOGHO NMposBeHn peakiuy B nporpamata MEDAL ne
€A CCPHO3HM.

HOII'BJ'IHH'I’CJIHH JAHHH 3a EQOMGOTH‘[H& CHPACYHO-CHIORA 6630“&01{00'1'

B KnHH¥YHE NpOYYBAHHA H3BBH Te3H OT Nporpamata MEDAL, npubmwaurento 3 100 naimeHTH ca
TIEKyBaHH ¢ eTopuKokcHG > 60 mg nHeBHO 3a 12 win noeeue ceamun. He ce wabmonasa Buauma
pa3iiHKa B 4ECTOTATA HA MOTBBPACHHTE CEPHO3HH TPOMOOTHYHH CHPAEHHO-CHAOBH NIPOABH MEXITY
MALMCHTHTE Ha eTopHkoKCHD > 60 mg, ruranebo unu HenanpokceHosn HCTIBC. B crmoTo Bpeme
YECTOTATA Ha Te3H NPOABH € MO-BHCOKA NP MAIHEHTHTE, MOIYYaBATH €TOPUKOKCHO B CPaBHEHHE ©
Te3H, Mollyqapany HanpokceH 500 mg nesa meTH THesso. Paznukara B aHTHTpoMOOITHTHATA aKTHBHOCT
mexay uaxoun COX-1 nomckainw HCIIBC u cenexrapan COX-2 vHXMOHTOpH MOXeE Jia € oT
KITHHHYHO 3HAYEHHE P NalMeHTH, pHCKOBH 3a TpoMGoembanuann npossH. Cenextuernte COX-2
HHXHOMTOpPH HaMasABaT (GOPMHPAHETO HA CHCTEMEH (M MOPaH TOBA BB3MOXKHO SHIOTEINIEH)
TIPOCTALMKNINH, §e3 ja 3acaraT TpoMGokcaHa Ha TpoMGorTiTe. KiTHHIIHOTO 3Ha4CHHE Ha Te3H
HaOMONCHHA HE € YCTAROBEHO.

JIOIBITHUTENTHY JAHHH 33 CTOMAaITHO-YPeBHA 6e30NacHOCT

B npe 12-cenmramm, npoliHOCIENH €HEOCKONCKH IPOYYBAHHA KYMY/IATHEHATA 9ECTOTA HA CTOMAIIIHO-
YPEBHHUTE YJILEPALHK € 3HATHTEIHO NMOo-HACKA 1PH NALMEHTHTE, 1EKYBaHH ¢ eTOpHKOKCHO 120 mg
BeHBK JJHEBHO, OTKOJIKOTO IIPH [ALMEHTHTE, JIEKYBaHH ¢ HANpokceH 500 mg aBa 1eTH JHEBHO WIH
ubynipoden 800 mg Tpu meTH AHEBHO. ETOpHKOKCHD € 6II ¢ NO-BHCOKA Y€CTOTA HA YIILIEPAIMHUTE B
cpasHeHHe ¢ mwianebo.

IT, ¢ Ha OpOpeuHaTa U HTH B YECcKa :

PaHAOMM3ApaHO, ABOHHOCIIATIO, NAPANEITHOTPYTIORO, IIALEGo-KOHTPOMMPAHO NPOy9RaHe OLEHABA edekTa
oT 15 AHEBHO neveHHe ¢ eToprKoKcuG (90 mg), nenexokcu® (200 mg aBa METH AHERHO), HAIPOKCEH

(500 mg nBa TETH AHEBHO) H MTALEG0, BLPXY SKCKPELIAATA HA HATPHIA B YPHHATA, KPBBHOTO HAIATAHE U
ApyTH napaMerp Ha GeOpeunara ¢yrkims, NPH NALMEHTH Ha BB3pacT 60 # 85 roAMHE HA JHeTa OT

200 mEq/nen natpnii. ETopuxokcH®, UeneKOKCHS H HANpOKCeH HMAT GIHYbK edexT BbPXY YPHHAPHATA
eKCKPE1I}i HA HATPHH 33 [IBYCEeAMHIHHA NICPHOR HA JicucHHe. BeHMKY NpOAYKTH 3a AKTHBHO CPaBHEHHE
TIOKA3BAT NOBHIICHHE B CPABHEHHE ¢ Iane00 Ha CHCTOHYHOTO KPRBHO HANATAHE, TOPHKOKCHO obave ce
CBBP3BA CBC CTATHCTHYECKH 3HAYHMO TIOBMILCHHE Ha JleH 14 B cpaBHeHHE ¢ LeNIeKOKCHE H HANPOKCEH
(cpeamaTa HpoMsHA CIIPAMO H3XOHOTO HHBO 32 CHCTOTHYHOTO APTEPHATHO HA/ISTAHe: €TOPHKOKCHE

7,7 mmHg, nenexoken6 2,4 mmHg, nanpokces 3,6 mmHg).

5.2 DapMAKOKHHETHIHH CBOHCTBa

A6copbums

[TepopanHo nprnoxer eTopHkokcub ce abcopbupa robpe. AGcomoTHaTa SHONAMHUHOCT €
npubmusuresnso 100 %. Cnea 120 mg peMHEBXK HA AEH 0 NOCTHIAHE HA YCTOHYHBO PaBHOBECHE
(steady state), muKkoBa I1azmeHa koHuenTpaums (cpesHa Couax = 3,6 pg/ml) e Habmonasana
npuGIH3HTEHO 1 Yac (Timax) CI€1 MPUITOIEHHETO MPH BH3PACTHH NALMEHTH Ha TIAJHO.
Cpenaoreomerpaanata AUCoz4nr € 37,8 pgehr/m]. @apMakoxHHETHKATA Ha ETOPHKOKCHO € iuHeiHa B
PaMKHTe Ha KTHHHYHHA 0308 HHTEPBAIL.

IIpHeMbT ¢ Xpana, 6orata Ha MazHHHM, HAMA eEKT BBPXY CTENeHTa Ha abcopOims Ha eTopuKoKcHs
cnen npwioxeHne Ha fo3a ot 120 mg. Cxopoctra Ha abcopOuisTa € Gwia MOBMHAHA B CICTHHTE
rpaHuIH: 36 % HamaneHue Ha Cuax H yBenHYeHHE Ha Tngx ¢ 2 Yaca. Tean nannu He ca GHNH cyeTeHH
32 KIHHHYHO 3HAYHMH. B XiHHyHMTe H3C/eABAHNS €TOPHKOKCHD ¢ GHI B3HMAH HE3ABHCHMO OT

npHeMa Ha XpaHa. G

Pa3z cJICHHE

Eropukoxcub ce chbp3sa ¢ IIa3MEHHTe TIPOTEHHH B IpHOIH3ATEnHO 92 % IpH KO
0,05 mo 5 pg/ml. OGemMbT Ha paznpeneeHHE B PABHOBESCHO CHCTOAHME (Vass) € Gmi
120 1 npu xopara. '
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Eropukokcub npemMunaBa mnanesTaprara Sapuepa npy rTEX0Be B 3alily M XeMaToeHuedaiHaTa
Oapuepa NpH ILUTEXOBE,

Buorpancdopm

Eropukoxcub ce metabomuzrpa Harmbiao kato < 1 % oT no3aTa ce yCTaHOBABA B YPHHATA o7
dopmara Ha H3XOIHOTO NekapeTBo. OCHOBHMAT BT Ha MeTabonusmpane ¢ Gopmupane Ha 6°-
XHAPOKCHMETHII JepHBaT ¢ KaTtanusupa ot CYP enzumuTe. CYP3 A4 BeposTHO AONpPHHACH 33
meTabOMM3MpaHeTo Ha eTOPHKOKCHO in vivo. In vitro IpoyYBaHuaTa ycTaHoBaBat, 9¢ CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 cBiIo MOKe Jla KATAIM3HPAT OCHOBHATA METaGONIMTHA BEpHra, HO
TeXHHTE KOJIHYCCTRCHH OTHOLICHHS i1 Vive HE CA NPOYYRaHH,

Unenrudmmpann ca mer metabonura npu 9obeka. OCHOBHHAT MeTaOOIHTEH NPOAYKT € 6’ -KapOoKcH
KHCETHHHO NPOH3BOJHO HA €TOPHKOKCHO, 06pa3yBaHO Ype3 NO-KaTaThIIHO OKHCJICHHE HA

6’ -XMAPOKCHMETHI IPOH3BOAHOTO. Te3n 0CHOBHH MeTaGOMHTHH NPOAYKTH HIH HAMAT HIMEPHMA
aKTHBHOCT, HIH ca ciabo akTuBHH kaTo COX-2 mHxuGaTopH. Huro eHH 0T Te3u MeTaGonHTH He
maxubupa COX-1,

Enumunupane
Crep npunaraneTo Ha eTHOKPATHA, MApKUpaHa ¢ PATHOH3OTOIL 103a OT 25 Mg eTOPHKOKCHG

HHTPaBEHO3HO Ha 3XpaBH JHLIA, 70 % o1 paaHoakTHBHOCTTA € GMna YCTAHOBEHA B ypuHara H 20 %
BbB dekannnTe, rnaBHo nog gopmara Ha MeraGonuty. [To-Manxo ot 2 % e ycTaHOBEHA 1oj dpopmara
Ha HETIPOMEHEHO JIEKAPCTRO,

EnMMHHHpaHeTO Ha €TOPHKOKCHO CTaka mpeMMHO 9pe3 MeTaGoHsHpaHe H MOC/IEABANIA PEHATHA
EKCKpEeLHA. Y CTOHYMBH PABHOBECHH KOHLEHTPALIMH HA ETOPHKOKCHO C€ YCTAaHOBABAT B PAMKHTE HA
cefieM IHH NPH eJHOKPaTHO NPHIaraHe Ha fo2a or 120 mg, npu oTHOLICHHe Ha KyMyHpaHe
IpubAH3HTENHO 2, OTTOBAPAIIO Ha BPEMeE Ha NIOMYKHBOT OT IpHGmMsuTenno 22 vaca, [lnasMenmsT
KITHPBHC CIIE]l MHTPaBeHO3Ha 1034 OT 25 mg e mprGmi3nTenHo 50 ml/MuHyTa.

Cneyuannu epynu nayuenmu

1Iayuenmu 6 cmapuecka ev3pacm: PapMakOKMHETHKATA PH NALHEHTH B CTapUecka Bhapact (Be3pact
2 65 ronuHn) e G/1n3Ka A0 TA3M IPH MIaHTe.

IIon: He ce ycTaHOBABa pa3iiHKa BEB GapMAKOKHHETHKATA PH MEXKE H JKEHH.

Yeproopobro yepexcoane: TIpH allMeHTH ¢ fleka cTeneH Ha yepHoapobHo yspexaaue {Child-Pugh
HHJEKC 5-6), IpHIAraHeTo Ha €TOPHKOKCHG B 103a 60 mg BeAHEXK Ha IEH € [OBEIO J0
npubausuTesito 16 % mo-romwiMa cpeana AUC B cpaBHEHHE Che 3PABH JTHLA HA CHILES JO30B
pexum. [Ipy nanperTHTE ¢ yMEpeHa crereH Ha YepHoapoGHO yepexpane (Child-Pugh mnnexc 7-9),
TIPHJIAraHeTo Ha eTOPHKOKCHO B 103a 60 g apes den ¢ aoseno ao cpemsa AUC, 6imska o Ta3H Ha
3APABHTE JIMLA NIPH 1030B PEXXHM OT 60 mg THEBHO; eTOPHKOKCcHO 30 mg BeAHEK THEBHO He €
Npoy4BaH B Tasu nomyaund. Hama KnuHuuHy A hapMaKOKMHETHYHH AaHHH 34 TIALMEHTH C TeXKa
CTeleH Ha YepHoipoOHo yppexnaane (Child-Pugh ungexc > 10) (pxk. Touku 4.2 1 4.3).

bvbpeuno yepesicoane: DapMaKoKHHETHKATA NIPM SOHOKPATHA 1032 oT 120 mg eTopHKOKCHO,
NpAIOKEHa HA MALHCHTH ¢ YMEPeHa A0 Texkka 6hOpeyuHa HeOCTATHUHOCT M TAKHBA C Kpaiina ¢asa Ha
6x6peuno 3a6onaBane Ha XeMOIHaI34, HE CE € PAITMYABATIA 3HAYMMO CTIPAMO TA3M (DK 3PaBH
auita. XeMOAHATH3ATA € HMaJa MATBK PUHOC TIO OTHOLICHHE Ha eIMMUHHPAHETO (NHATH3EH KITHPHHC
npubnnsuTenyo 50 mi/mMunyTa) (BX. TOukH 4.3 u 4.4).

Ileduampuuna nonyrayun: GapMakoKHHETHKATA HA €TOPHKOKCHO NpH N HATPHIHA
(BB3pact < 12 rogusHK) He e M3CIEABAHA.

[lpn papmakoKHHETHHMHO NPoy9BaHe (n = 16) NpoBefeHo cpeA JOHOWH (BB3PacT OT i
thapMAKOKHHETHKATA NPH OHOMIHTE C Terj1o oT 40 to 60 kg npu no3a Ha TOPHKOKC : /
BeIHBXK Ha JEH H NPH IoHoIHTE ¢ Terto > 60 kg (no3a Ha eTopakokcud 90 mg Be eH) e Gma
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{mu3Ka 10 Ta3H Ha BE3PAcTHH, NOYIHIM ETOPHKOKCHO B A03a 90 mg pewbk Ha fen. BesonackocTra
1 elEKTHEHOCTTA HA ETOPUKOKCHO TPM NETHATPHYHHE MAUKEHTH HE Ca H3CTEABAHN {BkK. Touka 4.2).

53 Ilpeax aHNYHA JAHHH 3a GesomacHocT

B mpeaxnvMHAYHATE IPOYUBAHMS C ETOPHKOKCHG He € G2 yCTaHOBEHa reHHa TOKCHYHOCT.
Etopuxokcub He e 61 xaHIeporeseH npy Munky. [LrsxoBeTe ca paspiwin XenaTouenyiapeH
THpeOUAEH GONKKyIoNeNyIapeH aeHOM NPy ZO3KPOBKA > 2 IThTH AHEBHATA J03a 1ipu xopa [90 mg] u
CHCTEeMHA €XEHCBHA eKCHOSHIHA B NpOA/DKEHHE Ha NPHOIH3HTENHO 2 TOAHHH.
XenarouemyiapHHAT H THPEOHAHKST GosHKyonenyiapes aicHoM, HaGMioAaBaHU TIPH IUTHXOBETE, Ca
GHITM cueTeHH 32 Pe3yNTaT Ha cneupdHUeH 33 IUTEXOBETE MEXAHHIbM, CBEP3aH ¢ HEAYKUMS Ha
uepHonpobHHTe CYP eHsumu. He € ycTaHOBEHO €TOPHKOKCH 13 NPEIH3BKKBA HHIYKUHS HA
geprHoapobHuA CYP3A eH3uM npH xopaTa.

FacTponHTecTMHANHATA TOKCHYHOCT Ha ETOPHKOKCHO TIPH ILTBXOBETE C€ YBE/IMYARA C 03aTa K
BPEMETO Ha eKCTIO3HIMHA. B npoyusaHe 3a TOKCHYHOCTTA HA €TOPHKOKCHO npoAbDKIA0 14 cemmuiy,
ynuepauyn Ha CH Tpakt ca 61n HaGnroRaBaHH NPH eKCTIO3MIAA, HAAXBHIIAWA Ta3H NPH JOBEK C
MIpHAAraHeTo Ha TepaneBTHYHATa f03a. [IpH npoyuBaHHATa 33 TOKCHYHOCT B IPOAB/DKEHHE Ha 53 M
106 cenmum, #3841 B CY TpakT ca Gpunn HaOMOAABAHM ChNO TAKA HPH SKCIIO3HIMY, CPABHHMH ¢ TE3H
NIpH X0pa ¢ MpHIaraHe Ha TepaneBTHYHATa J03a. JIpH KyveTa O50pe9HH 1 rAaCTPOHHTECTHHATHH
aHoMaJTHH ca OHM HaOmOABaHK TIPH BHCOKA J0308a EKCMO3HIIMA,

Etopuxokcnb He € nokasan TepaToreHHOCT NpH IPOYYBAHMA 33 PENPOAYKTHBHA TOKCHUHOCT,
TPOBEACHH BHPXY MITHXO0BE ¢ Jio3a 15 mg/kg/nHeBHO (TORA € MpUOAM3UTENTHO 1,5 MBTH Hal AHEBHATA
Aoza 3a xopa {90 mg] npu cHcTemAa ekenosuwns). ITpu 3aiiuy e HAGMOAABAHO CBHP3AHO C JIEYCHHETO
MOBHIICHHE HA CHPACYHO-CHAOBHTE MaT(POPMAaI{H NPH HHBA HA €KCTIO3HLIME O] KTHHIYHATA
CKCMOZHIUA [IPH AHEBHATA 1033 32 XopaTa (90 mg). Benpeku ToBa, He ca HabmogaBaHn CBBP3aHH <
NeveHNEeTO BEHITHH MandopMaiH WiIH NPOMeHH BbB detanuma ckener. [IpH mwrsxoseTe | 3aiiunTe €
Hab/1101aBaHO IO303aBUCHMO YBETHHEHHE Ha IOCTHMIUIAHTAIMOHHA 3ary0a MpH eKCTIO3HLHA,
€KBHBAJICHTHA HA W 1,5 MbTH no-rongMa ot Tasu npH xopara (ex. Touku 4.3 H 4.6).

EropukokcHb ce eKCKpeTHpa B MIAKOTO HA IUTBXOBETE TPH JAKTAIlHA, KATO KOHLCHTPALHHTE Ca
NpHONH3UTENHO Ba IBTH HAJ TE3H B IUIA3MaTa. TEroTo Ha MAIKMTE € HAMANA/IO IpH 3aXPAHBAHETO
C MJIKO OT XKEHCKH ILThXO0BE, KOHTO €a NOJIy4aBaTH €TOPHKOKCHO N0 BpEME Ha NAKTaL{iA.

6. ©OAPMAINEBTHYHH JAHHH

6.1 Conchk HA HOMOIHATE BEHISCTBA

Copuesnna Ha TabeTkara:

Kamuer xanporendochar, 6ezponen
KpockapMenosa Hatpwii

MarHeznee creapat
MHEKpoKpHCTATHA 1eTyII03a

(OGpuBka Ha TabneTkaTa;

Kapray6cku Bocbk

JlakTo3a MOHOXHADAT

Xunpomenosza
Turanos quokenz (E171)

Tpuauernn

6.2 HecbhBMecTEMOCTH

Henpunoxmmo.
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6.3 Cpox aa rogmoct

3 ronuHH

6.4 ChenmanBg yc/10BHS HA ChbXpaHeHHe

CrxpansBaiiTe TeXapcTBOTO B OPHIMHAIIHATA OTIAKOBKA, 34 J1a Ce NPE/TIA3H OT BJara.
6.5 BEa B chIbpK2HBE HA ONAKOBKATA

Amxymunsero (oo (aBoiino), GrucTepH B onakoBKa ok 7, 14, 28 Tabnetu.

He BcHUXH BHAOBE ONIAKOBKH MOTAT Aa GBAaT MyCHATH Ha nasapa.

6.6 Crenuanng npeana3AN MepKHE NPH H3XBLPASHEE B pabora

HamMa crienuainy H3HCKBAHHA.

HeusnonssanusaT NpoXYKT HIH OTIIAXBYHHTE MATEPHAIH OT HEro TPAOBa 1a Ce H3XBHJIAT B
CBOTBETCTBHE C MECTHHTE H3HCKBAHHSI.

7. IIPATEXATEJI HA PA3SPEIIEHHETO 3A VIIOTPEBA

N.V. Organon

Kloosterstraat 6

5349 AB Oss

Hupepaanaus

8. HOMEP(A) HA PASPEINEHHUETO 3A YIIOTPEBA

20030175

9. JATA HA ITBPBO PAZPEMABAHE/MMOAHOBABAHE HA PA3ZPEINEHETO 3A
YIIOTPEBA

Jara Ha mepBo paspemasane: 10 mapr 2003 r.
Hara Ha nocneuo nonrosseane: 09 oxromepu 2008 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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