KPATKA XAPAKTEPUCTHKA HA TITPOJXYKTA
1. HME HA JIEKAPCTBEHHA ITPOAYKT

Apkokcusa 120 mg ¢punmupanu TabneTku
Arcoxia 120 mg film-coated tablets

2, KAYECTBEH H KOJIMMECTBEH ChCTAB

Bceska gunmmupana Tabiietka ceabpxa 120 mg etopukokcu6 (etoricoxib).

[HomomHo(K) BemecTBO(a) ¢ H3IBECTHO AEHCTBHE

5,3 mg nakro3a (KaTo MOHOXHJIPAT)

M3MLIIHMTENHA ATEHUMS NO NEXAPCTBATA
Kpames xapaxmepucraua na npogyxma - Npusomence 1
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3a OBJIHUSA CITUCEK Ha NIOMOIIHHUTE BEILIECTBA BHXKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

Ounmupasa rabnerka (tabnerka).

CBeTnosenen, ABOHHO H3NBbKHANH GuIMHpPaRH TabNeTKH ¢ rpaBHpaH Hammuc "204" oT eqnaTa CTpaHa H
¢ Haamue "ARCOXIA 120" ot apyrara.

4. KIMHHYHH JAHHH
4.1 TepaneRTHYHH HOKA3AHUSA

APKOKCHS € MOKa3aHa [IpH BH3pacTHH U FOHOMIK HA 16 roAMHH ¥ NOBeYe 3a CHMITOMATHYIHO O6JIeKIeHHE
Ha octeoapTput (OA), pesmatonseH apTpuT (PA), aHKMI03Hpan CIOHIWIHT ¥ Ha 60KaTa U
BB3NAJIMTEIHATA CHMIITOMATHKA NPH OCTHP NIOJArpo3¢cH apTpPHT.

APKOKCHA € [I0Ka3aHa IIPH Bb3PacTHH H IOHOIIH Ha 16 rOIHHH U MOBedYe 3a KPaTKOCPOTHO JICYEHHE HA
yMmepeHa 00J1ka, CBbp3aHa ¢ ACHTalHa olepalus.

Pewennero aa ce npeanume cenektuped COX-2 unxuburtop, Tpabpa na ce 6a3upa Ha LATOCTHA
NPELEHKA 3a HHAMBHIY AJIHHTE PHCKOBE 32 NalMeHTa (BX. ToukH 4.3, 4.4).

4.2 103MpoBKA B HAYMH HA NMPH/IOKEHHE

ﬂO3H POBKa

TBH kaTo CHPACYHO-CHAOBHTE PHCKOBE IIPH ETOPMKOKCHOG MOTAT Jia ce YBEAHYAT ¢ 403aTa U
[POABLDKHTEIHOCTTA Ha ITPHIIOKEHHE, ClIEABA 1a Ce U3I10/13Ba MaKCHMMAaIHO HUCKA 1038 H MAKCHMAIHO
KpaTeK NEPHOA Ha NpunoXeHHe. [lepuoauuno cienpa na ce npasy peoleHKa HA HYXAUTE Ha NAlMEHTa
OT CHMIITOMATHIHO OOJIEKUYEHHE U OTrOBOP Ha JIEUEHHETO, OCOGEHO ITPH MALMEHTH C OCTEOAPTPHUT (BXK.
TOuKH 4.3,4.4,48u5.1)

Ocmeoapmpum
IIpenoprunTennara no3a ¢ 30 mg BeAHBXK AHEBHO. [IpH HAKOM HAITHEHTH C HEAOCTATHY
obJiekdeHHe Ha CHMITOMATHKATA, IOBHIIABAHE Ha 03aTa Ha 60 mg BeIHDXK AHEBHC
edukactocTTa. IIpH MIca Ha NOBHINABaHe Ha TepaneBTHIHHS eeKT TpAOBa na ¢
M3I10/I3BAHETO Ha APYI'H TEPANEBTHIHH BB3MOXKHOCTH.




. Peemamouden apmpum
[Ipenoprantennara no3a ¢ 60 mg seaHbx AHEBHO. [IpH HAKOM MAIMEHRTH, C HEAOCTATHLYHO OOJIEKICHHE
Ha CUMIITOMHTE, [IOBHLIABaHE Ha jo03aTa Ha 90 mg Moxe [a noBee 10 MOBHINABaHe Ha ePHKACHOCTTA.
Crien KaTo NanMEHTHT € KIMHUYHO CTabuIM3npaH, MOXe /1 € TIOAXOIAIN0 THTPHpaHe Ha 103aTa 1o 60
mg BeAHLX AHEBHO. [Ipu murnca Ha moBMIaBaHe Ha TepaneBTHYHUS edekT TpAOBa 2 ce NpeleHH
H3MOJI3BAHETO HA APYTH TEPANEBTHYHH Bh3MOXHOCTH.

Anxunosupawy cnonounum

[IpenopbunTennara n03a € 60 mg BeaHBX AHEBHO. [IpH HAKOH [ALMEHTH, C HEAOCTATHYHO OOIEKUCHHE
Ha CHMITTOMHTE, NIOBHIIABAHE Ha Jo3aTa Ha 90 mg Moxe Ja KoBele 10 OBHIIABAHE Ha eHKACHOCTTA.
Crien xaTo MauMeHThT € KITHHHYHO CTaGHIH3HpaH, MOXeE 4a € TIOAXOAAIIO THTPHpaHe Ha N03aTa 10 60
mg BCAHBXK AHEBHO. [IpH iMIca Ha moBHIIaBaHE Ha TepaneBTHYHHS epeKT TpsOBa 1a ce NpeLeHH
H3I0JI3BAHETO Ha APYT'H TEPANEBTHYHH BH3MOXKHOCTH.

Cwvcmosnua na ocmpa bonxa
Eropukokcu6 TpabBsa fa ce H3MOI3Ba CaMO 110 BPEME Ha OCTPUSA CHMITOMATHYEH NIEPHOL IPH CBCTOAHHUA
Ha CHHa bonka.

Ocmvp nodazposen apmpum
[IpenopsunTennara no3a € 120 mg Beansx AHeBHo. [1o BpeMe Ha KJIMHMYHE W3NHTBAHMA 3a
JICYCHHE HA OCTBP NOJArpO3eH apTPHT €TOPHKOKCHO € naBaH B MPOAb/DKEHHE Ha 8 JHM.

Ilocmonepamuena boaxa cned denmanna onepayus

[Ipenopbuurennara no3a € 90 mg BeHsXK AHEBHO, OrPaHHYEHO MAKCHMYM 10 3 IHH. Haxou
HNalHCHTH MOXE J1a C¢ Hy KJAAT OT ApYyra NOCTONnepaTHBHA aHANIe3US B JOMbJIHEHHE KbM
ApKOKCHS N0 BpeMe Ha TPHIHEBHHSA NIEPHO HA JICYEHHE.,

J103H, HAAXBBPILIIM NPENOPHUHTENHUTE 33 OTACTHHTE MHINKAIIMH WM He ¢a [TOKA3aJIH T10-TOJIIMa
euKacHOCT, 1M He ca GHIH [Ipoy4BaHH. 3aTOBA:

Hosara 3a OA He Tpsa6Ba na Haasuasa 60 mg QHEBHO.

Jlosata 3a PA u aHKuo3upan CioHHIHT He TpaOBa a2 HaaBHmaBa 90 mg AHEBHO.

Jlo3ara 3a oCTBp NOAATPO3¢H apTPHT He TpAOBa Ja Haxsumaga 120 mg AHEBHO, KATO JIEYEHHETO Ce
OrpaHH49aBa MAaKCUMYM 10 8 JAHM.

Jlo3ara 3a nocTonepaTHBHa cHiIHA GONKA ClIE AEHTATHA ONEPAIUs He TpsaOBa fa HaaBuasa 90 mg
JAHEBHO, OrPaHHYEHO MAaKCHAMYM /10 3 AHH.

Coenpamiy nonyanmuu

Iayuenmu e cmapuecka évapacm
He ce Hanara kopurupane Ha 1o3ara py NALKMEHTH B CTapuecka BB3pacT. KakTo IIpH APYIH JI€KapcTBa
MTPHIIOKCHHETO NPH NMalMEHTH B CTApYECKa BB3PACT C/I€Ba a CTaBa BHHMATETHO (BXK. TouKa 4.4).

Iayuenmu c ywepnoopobro yeépexcoane
He3aBucHMO 0T HHAMKAUHATA IPH NALMEHTHTE C JIeKa CTeNeH Ha uepHoApobHO yBpexaane (Child- Pugh
HHAEKC 5-6) He TpAGBa Na ce HajBUINABa K032 OT 60 mg BeAHbXK Ha AeH. [IpH manMeHTHTE C yMepeHa
CTENEH Ha YepHOAPoOHO yBpexaaHe (Child-Pugh unzekc 7-9), He3aBHCHMO OT HHAHKAILMSATA, 103aTa OT
30 mg 8ednvaic Oneeno He TPAGBA 11a Ce HATXBHPIIA.

KJIHHUTHHAT ONMT € OrpaHHieH, 0COGEHO NPH MAIlMEHTH ¢ YMEpeHa cTeneH Ha qepHAIRSDH
M 3aToBa € HeoOXoauMo BHMManHe. HaMa KIMHWYEH ONMUT NpH NaiHEHTH ¢ TEXKA G '
HenocTaredHOCT (Child-Pugh uraekc > 10), 3atoBa npunaranero Ha 1eKapcTBOTO i
HPOTHBOMOKAa3aHO (BX. ToukH 4.3, 4.4. u 5.2).
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« Ilayuewmu c 6vbpeuno yepeocoane
He ce Hanara kOpHIrHpaHe Ha 103aTa IIPH NAUKMEHTH C KPEaTHHUHOB KAHpbHC 2 30 ml/MHHYTa (BX TOdYKa

5.2). U3nom13paHeTo Ha eTOPHKOKCHG MpH NAUMEHTH C KPEATHHHHOB KINPbHC <30 ml/MuHyTa €
NPOTHBONOKA3aHO (BX. TOUKH 4.3 u 4.4).

[leduampuuna nonyrayus
Eropuxokcu6 e npotuBonokasas 3a ynoTpeba npH Aela H IOHOIIHM Ha BBE3pAcT oA 16 roguHu (BX. Touka

4.3).

HauuH Ha NpHIOKEHHE

ADKOKCHSA Ce IpHEMa NIEPOPAIHO M Moxe aa 6nae NpHEMaH Ha rIalHO WM N0 BpeME Ha XpaHEeHe,
E¢exTsT Ha TekapcTBeHHs NPOAYKT MOXKE 1a HACThHIIN no-65p30, KOraTo ApKOKCHS Ce NpHeMa Ha
rnagHo. Tosa TpabBa fa ce HMa npenBHA, KOTaTo € HeOGXOQHMO /13 Ce NOCTHIHE OBp30 MOBNHUABAaHE Ha
CHMITTOMATHKATA.

4.3 IlIpoTvBONOKA3aHUA

¢ CBpBXYYBCTBHTEIHOCT KbM AKTHBHATA ChCTABKA HITH HIKOE OT IMOMONIHKTE BEILIECTBA, H3OPOEHH
B TOuKa 6.1.

¢ AKTHBHA [ENITHYHA 93B& WIH aKTHBHO KbPBEHE OT cToMalliHo-9peBHUs (CY) TpakT.

e [laumenTn KOHTO Ciel MpHeM Ha ALETHICATHIIMIOBA KHCENHHA HIIK HCIIBC, pxmounTenso
COX-2 (uuknookcHreHasa-2) HHXHOHTOPH, IPOSBSBAT OpoHX0OCna3bM, OCTHP PHHHT, HOCHH
[TOJTHITH, AaHTHOHEBPOTHYEH €ACM, YPTHKaPHA WM aJICPrHYHH PEaKI[vH.

* bpemenHocT u kbpMene (BX. ToukH 4.6 1 5.3).

* Texka gepHOAPOGHA HEXOCTATHYHOCT (CEpyMEH anbymun <25 g/l i Child-Pugh unpekc > 10).
e Mscnensan 616peyeH xpeaTHHHHOB KITHPBHC <30 ml/MuHYTA.

o [leua u 1oHOmH noyx 16-roaumna Bo3pacr.

* DBwe3nanurensHy 3abonseaHus Ha YepBaTa.

* 3acroiina cbpAeuHa HeaoctaThuyHocT (NYHA II-1V).

¢ JlauueHTH ¢ XHNEPTOHHUA, YHETO KPHBHO HANATAHE € TpaiHO yBenuueHo Hax 140/90 mmHg u He e
aJ€KBaTHO KOHTPOJIHPAHO.

® YCTaHOBEHa HCXeMHYHA GOJIECT Ha ChPUETO, 3a60/19BaHMS Ha nepudepHUTE apTEPHATHH ChAOBE
H/MJTH MO3BYHO-CHJIOBO 3a60gBaHe.

4.4 Cuenna/HH NpexynpexaeH|s u Npeana3HH MEPKH NpH ynorpeba

CromamHo-4peBHH edekTH
YCIIOXKHEHUA OT TOPHHUTE OTIENH HA CTOMAIIHO~YPEBHASA TPAKT (TIepgopanun, 38U /
HAKOH OT KOHTO C (paTasieH U3X0J, ca HACTHIIMIIH IIPH NALMEHTH JICKYBaHH C €TOpHE

BuuMarenHo Tpa6Ba fa ce NoAx0XAa MPH IALHEHTH C PHCK OT pa3BUTHE HA CTOM: \
ycnoxsenus ot HCIIBC: naumenTH B cTap4ecka Bp3pacT, HALHEHTH, IPHEMaIIH e/



L

. HCTIBC unu aueTuicamuisioBa KECeIMHA, WM NAITHEHTH C IPEKapaHH CTOMAITHO-YPEBHH
3a00/BaHHA, KATO A3BA H KbPBEHE OT CTOMAIIHO-IPEBHAS TPAKT.

HiMa noms/HATENHO yBENHYaBaHE HA PHCKA OT CTOMAIIHO-IPEBHH HEXelaHH AECKapCTBEHH peakIny
(cTOMamHO-YpeBHa A3Ba HIIH APYTH CTOMAIUHO-YPEBHHM YCJIOXKHEHHS), KOTATO eTOPHKOKCHO Ce nmpHeMa
3a€THO € aLIETHIICATTHLIAIOBA KHCEMHA (ZOPH M B HHCKH O34 ). 3HAUHTE/HA pa3JiMKa 10 OTHOIICHHE Ha
CTOMallHO-YpeBHaTa Oe3onacHocT Mexay cenekTuBHd COX-2 HHXHOUTOPH + alleTHIT CATHUMIOBA
kucenuna cnpsmo HCIIBC + anetuncanunmnosa Kucenuna, He € 61uia NIeMOHCTpHpAHA B OBJITOCPOYHH
KITHHUYHH MpOYyYBaHUA (BX. TOUKa 5.1),

CLpaedHo-chA0BH edexTy

Knunugnyu npoyvBaHus Npeanonarar, e IeKapecTBEHUAT KIac Ha ceneKTHHuTe COX-2 UHXHOUTOPH,
MOXe n1a 6s1e CBBP3aH ¢ PHCK OT TPOMGOTHYHH HHIHMACHTH (0C06eH0 MHoOKapAeH HHdapkt (MH) u
HHCYJIT), B cpaBHeHHe ¢ manebo u uakou HCIIBC. Crpaeuso-chaosuTe PHCKOBE ITpH NIPHJIaraHeTo Ha
€TOPHKOKCHO MOraT Jja HapacHaT ¢ yBe/IHYaBaHe Ha J103aTa M NPOTB/DKHTENHOCTTA Ha IIpHiarase,
nopaax koero TpsOBa Aa ce H3No3BaT Hall-HUCKUTE e(PEKTHBHHM JO3H 32 Half-KpaThK NEPUHOJ OT BPEME.
HeobxomumocTTa Ha nalMeHTa 0T CHMIITOMaTHYHO 06JIeK9aBaHe U OTrOBOP CIPAMO TepanusTa Tpsadsa
Jia Ohlie NepHOIHYHO NPEOLCHSBaHA, 0COGEHO NPH NAlHEHTH ¢ OCTEOApTPHT (BXK. Touku 4.2, 4.3, 4.8 u
5.1).

[MauueHTH CBC 3HAUMTENHH PHCKOBH QAKTODH 33 ChPACIHO-CBAOBH HHUHIEHTH (HaNpUMeEp XHIIEPTOHHS,
XHIIEPIHTTHAEMHUA, THa0eT, TIOTIOHOMyLIeHe) TPSOBa Aa 6BLAAT IeKyBaHH ¢ €TOPHUKOKCHO clien
BHHMATEIHO OOMHCIITHE (BX. TOYKa 5.1).

COX-2 cenexTuBHATE HHXMOHTOPH HE 3aMECTBAT ALICTHJICATHIMIOBATA KHCEIHEA (acnupuH) npu
NPOQUNAKTHKA Ha CHPAEYHO-ChAOBH TPOMGOEMOOTHIHH 3a60/I9BAHHS NIOpalH JIHIcATa Ha
aHTHarperanTeH edext. [Topaau Topa aHTHAarperaHTHaTa Tepanus He TpsAbBa na 6b1¢ npekbeBana (B,
ToukH 4.5 1 5.1).

Edexrn prpxy 6u6pennte

brOpeunnTe NMpocTarIaHIMEN MOXe Aa UMAT BAXKHA POk B NOAABPKAHETO Ha OBOpeunara mepdhysus.
3aToBa NMpH HATHIMETO HA KOMIIPOMETHpPaHA 650peuna nepdysns, npunaraHeTo Ha ETOPHKOKCHE MOXe
A IIpeIH3BAKa BTOPHIHO, TOCPEACTBOM HAMAJIABaHe HA IPOM3BOACTBOTO HA NPOCTATNIAHHHM,
peaynupane Ha ObOPCIHHA KPLBOTOK M yBpeXaaHe Ha 6s6peqnara dyHkuus. [TanuenTHTe ¢ Hall- BHCOK
PHCK B TOBa OTHOIICHHE Ca TE€3H, KOHTO HMAT NPEAXO0XKAAINO 3HAYHMO YBpexaaHe Ha GE6peunara
(YHKINS, HEKOMIEHCHPaHa ChPACYHA HEAOCTATHYHOCT HIIH nupo3a. [Ipu TakuBa manmenTH cnexsa ga ce
HMa NpEaBUI MOHHTOpUpaHEeTO Ha 6bOpeTHaTa GyHKIHA.

3aIphKKa Ha TEYHOCTH, OTOK H XUIEPTOHHUS

KakTo 4 ¢ Apyru nekapcTBEHM NPOXYKTH, 32 KOHTO € H3BECTHO, Y€ TOTUCKAT IpOCTaraHAWHOBATA
CHHTe3a, ca OWIH HabmooaBaHH 3aJphKKa Ha TEYHOCTH, OTOK U XMIICPTOHUA NIPH NALMEHTH Ha JIeYEHUE ¢
€TOPHKOKCHO. BCHYKH HECTEPOHIHY IPOTHBOBB3NATHTE HH cpeacrea (HCIIBC), sxmountento
CTOPHKOKCHO, MOTaT fa ce CBBPXAT ¢ HOBOIMOABHIIA CE MK PEKypPEHTHa 3acTOiHa ChbpAcYHA
HEAOCTAaTHIHOCT. 3a HHGpOPMALHS OTHOCHO ONpeeNsHus OT 4O3aTa OTrOBOP IIPH €TOPHKOKCHO BHXKTE
To4Ka 5.1. BHMMaTeHO TpaOBa fa ce MOAX0XKA2 KbM NAUMEHTHTE C aHAMHERE 33 ChbplacdHa
HEROCTATBIHOCT, IEBOKAMEPHA JUCHYHKIMA, XUIIEPTOHHS, KAKTO H KBM [TALMEHTH C IpeaxXoXaa 0TOK
1o ApYTH NPHYHHH. AKO HMa KJIHHUYHH JAaHHH 34 BJIOMIABaHE HAa CHCTOAHMETO Ha Te3H NalHEHTH, CIeBA
Aa CC NpEANpUEMAT NOAXONANIH MEPKH, B TOBA YHCIIO H MIPEKPATABAHE Ha JICYCHHETO C erapitonay

ETopukoxcu6 Moxe na 64 CBBp3aH © NposABa Ha M0-9€CTa H TEXKA XHIIEPTOHHS B
HCIIBC u cenexruBan COX-2 unxu6uropu, ocobeno IpH BHCOKH 1034. [Topaau 7
Tps0Ba 1a 6b1¢ KOHTPOIHMPaHa NPERH JIEYEHHETO C €TOPHKOKCUO K TpAOBa aa ce offe



clies ToBa. AKO KPBBHOTO HAJIATAHE 3HAYHTCIITHO CE€ NTOBHIIIH Tpf-IﬁBa da CC IOMHCHH 3a aITCPHAaTHBHO
JICACHHC.

Edextu BEpxy uepHua 1pob
[loBnmapane Ha anaHnHaMuHOTpaHcdepaszara (ALT) w/unu acnapratamuHoTpancdepasara (AST)

(npuOIH3MTEHO TPH WK I0BEYE TBTH HaJl TOPHATa HOPMAIHA IPaHHIA) € OUITo HaGMmonaBaHO NPH
OKOJIO 1% OT nalMeHTHTe B KITHHHYHHTE POYYBAHUS, KOUTO €& JIEKYBAHH C ETOPHKOKCHO 10 1 roquna
npu no3a 30, 60 u 90 mg naHeBHO.

IlauueHTHTe CHC CHMIITOMH H/HIIH IIPH3HALM 33 YEPHOAPOOHA AMCYHKIIHS HIH TE3H, TIPH KOKTO €
HaJTHLIE TaTOJIOTHYEH TECT 3a OLICHKA Ha YepHOIpoOHaTa pyHKUMs, cleBa Aa ObIAT MOHUTOPHpPAHH. AKO
ce Habmoaasar MpH3HAUM Ha YCPHOAPOOHA HEAOCTATHYHOCT MM IIEPCHCTHPAT [IATONIOTHYHH pe3yJITaTH
OT 4epHOPOOHHUTE TECTOBE (TPH IIBTH HAJ HOPMANHATA N'OpHA MPAHHLA), TEYEHHETO ¢ ETOPHKOKCHO
TpAOBA Jla ce IIPEeKpaTH.

O6umm edexTu

AKO [10 BpeMe Ha JICYCHHETO NPH NalHEeHTHTE Ce BIOMAT PYHKLHHUTE Ha HAKOS OT HO-TOpe ONMHCAHHTE
CHCTEMH, TPAOBA Ja Ce B3eMaT MOAXONAIIH MEPKH H 12 ce IOMUCIIH 3a MPEeKbCBAHE HAa TCPANHUATA C
eTopukokcH6. Tpsabsa na ce ocrIecTBABA 2/IEKBATHO MEAMIIMHCKO HabMONEHHE IO BpeMe Ha
MPOBEXKAGHETO Ha JICHEHHE ¢ €TOPHKOKCHO Ha NMallMeHTH B CTap9ecKa Bh3pacT H TAKMBA C HAJIMYHA
OpOpeuna, uepHoAPOOHA UK ChpeYHA AUCHYHKIUA.

Jleuennero ¢ eropukokcut TpabBa a ce OCHIIECTBABA BHUMATEHO MPH AEXHAPATHPAHH TALHECHTH.
[penopbusa ce mpeaBapHTeIHA peXHapaTallid Ha TAKHBA NALMEHTH NPEAM [1a 3aNOYHE TEPAlHATa C
ETOPHKOKCHO.

CepuO3HH KOXHH peaklUK, HAKOH OT TSX (aTalnHH, KaTo eKCHONMHATHBEH AEPMATHT, CHHJIPOM Ha
Stevens-Johnson u TokCHYHa enmuicpMaTHa HEKPOIU3a, ca OWIIM IOKIaJBaHH MHOTO PAIKO BBB BPB3Ka C
n3nonssaHero Ha HCIIBC u uakon cenextusan COX-2 HHXHOGHTOPH Mpe3 NOCT-MapKETHHTOBOTO
Habmonenue (BXK. Todka 4.8). [TanuenTHTE ca M3N0XKEHH HA HAl-TOIAM PUCK 3a [TOSBATa Ha TAKUBA
PCAKLMH B HAYAJIOTO Ha T€panuaTa, KATO MEPBATa PEaKUHA Ce MOABABa B [IOBEIETO CIIydau Hpe3 MbPBHS
Mecell OT NiegeHHeTo. CEpHO3HH PeaKIiHH Ha CBPbXTYBCTBHTEIHOCT (KaTO aHadHIaKcHa M aHIHOoeneM) ca
OWTH choOmaBaHH NPH NaLHEHTH, IIPHEMAIIH €TOPHKOKCHO (BX. Todka 4.8). Haxou cenextusuu COX-2
HHXHOHTOPH Cca CBBP3aHH ¢ MOBHNIEH PHCK OT KOXKHH PEaKIHH [IPH MALMEHTH, KOMTO ¢a HMaly aHaMHe3a
3a nekapcTBeHa aneprus. [IpueMbT Ha eToprkokcH6 Tpabsa na 6bae NpeKpaTeH Npy MbpBaTa MPOSBa Ha
KOXEH OOpHB, NTe3Hs Ha JMraBUIaTa MM APYTH CHMITOMH Ha CBPbXYYBCTBHTEIHOCT.

EtoprukokcH6 Moxe fa 3aMackupa GeOpHIHTET M IPYTH NPH3HAILYM HA BB3NATUTEIHH 3260/ IBaHHSL.

BauMarteHo Tpa6Ba a ce NMOAX0XK/a PH €AHOBPEMEHHO [IPUNIAraHe Ha ETOPUKOKCHG ¢ BapdapuH Wik
JAPYTH NEpOpaIHH aHTHKOAIYJIaHTH (BX. TO4Ka 4.5).

H3nonssaneTo Ha €TOPUKOKCHO, 0AO6HO Ha IPYTH JIEKAPCTBEHH MPOXYKTH, KOUTO MOTHCKAT
LW KIOOKCHI€HA3HATA/TIPOCTArTAHAMHOBATa CUHTE3a, HE Ce MPENophYBa [IPH KEHH, KOHTO CE ONHTBAT Jia
3abpeMeHesT (BX. TOUkH 4.6, 5.1 1 5.3).

JlakTo3a
[TauMeHTH C peakH Hac/leACTBEHH NMpoGieMH Ha HEMOHOCHMOCT KbM raNakTo3a,
ACQHLMT HIH IIOKO30-TAIaKTO3HA MaNOCOpOLHA He TPA6Ba 1a TPHEMAT TO3M Jie

Harpuit
To3n nexapcTBEH MPOAYKT ChABPXKA MO-MAIKO OT , 1 mmol Hatpuit (23mg) Ha ¢

MOJXK€E /1a C€ KaXKe, 9e MPAaKTHYECKH He ChAbpKa HaTpHii.




4.5 BzaumoneiicTBHE ¢ APYrH JeKapCTBEHH NPOIYKTH H APYTH GOPMH HA B3IAHMOIeCTBHE

dapMakoIHHAMHYHH B3aUMOICHCTBHA:

Ilepopannu anmuxoacynarmuy. I1pu nanuenTu, CTabMIN3HPaHK Ha XPOHHYHO JICUCHHE C BapdapuH,
IIpAIAraHeTo Ha €TOPUKOKCHO 120 mg 1HeBHO € cBbp3aHo ¢ npubau3uTenHo 13% yeemudenne na INR
(International Normalized Ratio = MesxayHapofso HOpMaTH3HpPaHO OTHOWNIEHHE) HA TPOTPOMOHHOBOTO
BpeMe. 3aToBa ITallMeHTH, KOHTO CE JIEKYBAT C MIEPOPATHH aHTHKOAr'YJaHTH, CJIeABa CTPHKTHO Aa 6B1at
MOHHTOPHpPaHH 10 OTHOIIeHHE Ha INR Ha mpoTpoMOGHHOBOTO BpeMe 0COBEHO B IILPBUTE HAKOJIKO JIHH,
KOTaTo JICYCHHETO C CTOPUKOKCHO 3a1104Ba WJIH C€ MPOMEHS 103aTa Ha JIEKAPCTBOTO (BXK. TOYKA 4.4).

Huypemuyu AIIA u ACE unxubumopu: HCTIBC moxe 1a HaMaisaT epekTa Ha TAYPETHIIHTE U JPyTHTE
AHTHXUIICPTEH3UBHH JIEKapcTBa. |1py Hakow nauuenTu ¢ yspeneHa 6s6peuna dyHkums (Hamp.
ACXHIPpAaTHPaHH NALEEHTH UK [IAMCHTH B CTAPYECKa BH3PAcCT ¢ yBpenaeHa 656peqna GyHkims)
CAHOBPEMCHHOTO H3non3BaHe Ha ACE-unxuburopu i anrnoTensuH Il aHTaroHUCTH H CPEACTBA, KOHTO
MHXHOHPAT HHMKJIOOKCUTEHA3aTa MOXeE J1a MPeTH3BHKA JOMBIHUTEIHO BIONIABAHE HA 6n6peqanara
$YHKUHA, BKIIOYHTETHO Pa3sBUTHE HA OcTpa 6n6peuna HCIOCTATHYHOCT, KOETO ODMKHOBEHO € 00paTHMO.
Tosu ¢axT crexBa 1a ce HMa NpeaBHA IPH HALNKUEHTH, KOHTO BIHMAT €AHOBpEeMEHHO eTOPHKOKCHO H ACE
HHXHOMTOPH MJIH aHTHOTEeH3UH [ aHTaroHucTH. Hopanu ToBa, Tasn kombuHanus Tpa6Ba xa ce mpuwiara
BHHMATEJTHO, OCOOCHO NpH N0-BB3pacTHH. [lanuenTrTe Tpa6Ba Aa GHIAT aKEKBATHO XHApATHPaHH H
Tps6Ba 1a ce 06CHAM MOHHTOPHpaHe Ha 656pedHaTa GYHKUMSA ClIe] 3aN0YBaHE HA KoMOHMHHpaHaTa
TEPANHA U [IEPUOANTHO CJIe] TOBA.

Ayemuncanuyunoea xucenuna: [pu npoyqsane Ha 3ApaBH HOOPOBOJINM C HOCTUIHATO PABHOBECHO
CBbCTOsAHKE (steady state) eTopuxoxcu6 B 103a 120 mg Bexubk Ha IEH HE & HOBJHLI aHTHarperaHTHaTa
aKTHBHOCT Ha allCTHICATMIIMIIOBATA KHCENHHA (1032 81 mg BeaHbK Ha 2eH). ETOpHKOKCHO MOXe a ce
H3MON3BA €HOBPEMCHHO C AllCTHIICATTHIIIIOBA KMCEIHHA, falicHa B 4032 3a NpodMIakTUKa Ha ChpJACHHO-
CHIOBH MHIMIEHTH (HHCKa 032 HA AUECTHIICAITHIHIOBA KHCETHHA, (acouprH)). Bee nak eHOBpeMEHHOTO
IIpHIIarane Ha alCTHICATHIINIOBA KHCETHHA (HICKA 103a) ¢ ETOPUKOKCHO MOXe J1a YBEJIHYM 9eCTOTATa
Ha ynuepanuute 4 Apyrure CH ycnoxkHeHHs B CpaBHEHHE ChC CIyJaUTe, KOTATO CTOPHKOKCHO ce
H3TI0/I3Ba CAMOCTOATENHO. He ce npenopbuBa eqHOBpEMEHHOTO IpHIIaraHe Ha €TOPHKOKCUO C ITO-BHCOKH
OT NOCOYEHUTE 38 NPOPHIAKTHKA Ha ChPACIHO-ChIOBH WHIHACHTH 103H AUETHICANNIIMIIOBA KHCETHHA,
kakTo ¥ ¢ Apyru HCIIBC (Bx. Touku 5.1 u 4.4).

Ljuxnocnopun u maxkporumyc: Bepeku de ToBa B3auMOIeHCTBHE C CTOPHKOKCUO HE € IpOy4YBaHo, Ce
3Hag, 9¢ €IHOBPEMCHHOTO [IPUIAraHe Ha NHKJIOCHOPHH Win Takponumyc ¢ HCIIBC Moxe na yenuan
HEPPOTOKCHYHHUA eeKT Ha IBeTe EKapCTBa - HKIIOCIIOPHH HITH TaKpoJauMyc. brbpednara pyrkius
ClieqiBa ia 0bie MOHHTOPHPAaHa, KOraTo ce NPUIIAra eTOPHKOKCHO B KOMOHHAINSA ¢ HAKOH OT Te3H JBE
JIEKapCTBRa.

DapMaKOKUHETHYHH B3aUMOAESHCTBHA

Egexm na emopuxokcub evpxy apmaxoxunemuxama na opyau rexapcmea

Aumui: HCIIBC ramassBar 650pegnara excKkpelys Ha JIUTHI, NIOpaH KOETO Ce€ yBeIHYaBa IJia3MeHaTa
My KoHUeHTpanus. [Ipu HeobxomumocT TpsGBa 1a ce MOHUTOPHpPA CTPHKTHO KOHIEHTpALNATA HA THTHIH

B KPBBTa M Jia C€ alaNnTHpa 103aTa Ha JIMTHA, TOKATO CE IPHEMa Ta3H JeKapCTBEHAa KOMOHMEtmEeaKTO 1
npu cupanero Ha HCIIBC., é@\mﬂ N0 e

" ATpeN\C
Memompexcam: JIBe npoy4saHHs ca IPOBEXAAHM 34 H3CIICABAHE HA edexTa Ha eTHNRKOKIAREISRA @,
90 unu 120 mg BeauD¥ AHEBHO B POABJDKEHHE Ha 7 IHH NIPH MALMEHTH Ha jcde EC 1‘;[-; PR 3>
gosa ot 7,5 1o 20 mg BeHBXK CEAMUYHO 32 JIeUeHHE HA PEBMATOMJICH apTpHT. ETORHR ORI B0 a0
60 u 90 mg He e oxasan edexT BEPXy mIa3MeHaTa KOHUEHTpaMs Ha METOTPEKCAT MHOBApeTHNs (¥

NI



. KIIHpEHC. B eano npoy4sade eTopukokcub B 21032 ot 120 mg He e uMal edekT, HO B APYIro MPOYYBAHE
IIpH Ta3d A03a € yBEIHIWI IJIa3MeHaTa KOHIEHTpalluA Ha MeTOoTpeKkcaT ¢ 28% u e Hamanu1 6p0pegHud
KIHPBHC Ha MeToTpeKcear ¢ 13%. [Ipenoprusa ce MOHUTOPHpaHE 3a TOKCHYHH ¢(EeKTH Ha METOTpEK AT,
KOTraTo TOH ce Npuiiara B KOMOHHAIHA ¢ €ETOPHKOKCHO.

Iepopannu konmpayenmusu: IIpunarasero Ha 60 mg eTOPUKOKCHO eHOBPEMEHHO C NEPOpaIHH
KOHTPaUENTHBH, CbAbPXKAWH 35 MuKporpaMa eruHunectpaanoln (EE) u 0,5 no 1 mg HopeTHHApEH B
NPOAb/DKCHHE Ha 21 THM, € yBEIMYNIIO IUIONITA IO KPUBATa IIPH CTAMOHAPHO cheTosHue 3a EE ¢ 37%.
[Tpunaranero Ha Apxoxcus 120 mg che ChIIHs MEPOPaIeH KOHTPALIENTHB, €IHOBPEMEHHO HJIH C
HHTEpBa OT 12 4yaca, € yBeTHYHIIO MIOMTA O/ KPUBATa MPH CTalMoHapHo cheTosHue AUCo-24u. 33 EE
oT 50 no 60%. Tosa yBenuueHHe Ha KoHIleHTpausATa Ha EE criensa na ce MMa npeBu, Koraro ce
H30Mpa nepopasieH KOHTPaLeNTHB, KOKTO Aa ce H3M0JI3Ba 10 BpeMe Ha IPUIIAraHeTO Ha ETOPHKOKCHO.
YBenn4eHoTo ph3aciicTre Ha EE MOXe [1a IOBUIIA 9eCTOTATA HA HEXEJIAHHTE PeaKiiH, CBBP3aHH C
EPOPATHHTE KOHTPALICIITHBH (Halp. IPOsiBH HA BEHO3HA TPOMOOEMOOIIHS IPH PHCKOBH XKEHH).

Xopmonozamecmumenna mepanus (X3T): Ilpunaranero na eropuxokcut 120 mg 3acaHO ¢
XOpMOHO3aMECTHTE/IHA TEPANHsl, ChCTABEHA OT KOHIOTHPaHH ecTporenH (0,625 mg IIpemapun) B
ITPOABKEHUE Ha 28 THY, € YBEIMYHIIO IIIOLITA O] KPHBATA NPH CTalHOHAPHO cheTosHue AUCo-244 Ha
HEKOHIOTHpaHus ecTpoH (41%), expunun (76%), u 17-B-ectpamnon (22%). EdextsT Ha
NPEIIOPHIMTETHHTE XPOHHIHU 03K €TOPHKOKCHO (30, 60 u 90 mg) He e 6un mpoyuen. [TnommuTe mox
kpuBaTa AUC0-24u. HA T€3W €CTPOrCHHU ChCTaBKH Ha [IpeMapHH pH eTHOBPEMEHHOTO MY TIpHIIaraHe ¢
€TOPHKOKCHO 120 mg ca 6unm no-Manko OT NONOBHHATA, B CPABHEHHME € TE3H IIPH CAMOCTOSTETHOTO
npunarase Ha IlpeMapus u yBenuyaBane Ha no3ata My ot 0,625 mg Ha 1,25 mg. KiMHHUHOTO 3HaYeHHe
HA TC3W YBEIMCHUA HE € U3BECTHO H [10-BUCOKH 103H Ha [IpeMapun He ca OMin npoyusaHy B
KOMOMHaIMs ¢ eTOpUKOKCHO. Te3u noBHINEHNA HA eCTPOreHHAaTa KOHIIEHTpanus Tpabra Ja ce uMar
MPEABUA MPH H300pa Ha XOPMOHATHA TEPAlHs CIIEA MEHOMAY3aTa, IIPH IIPHIIATaHE 3a€/HO C
€TOPHKOKCHO, 3all[0TO eKCIIO3UIUATA Ha YBEIHICH! HHBA HA €CTPOrEH MOTAT Jia YBEIHYaT PHCKa OT
HCKeNIaHM peakUHH, CBbp3aHu ¢ X3T.

1Ipeonuson/npednusonon: Ciopen JaHHUTE OT IPOBEACHATE KTHHAYHH IPOYYBAHHS 33 OLCHKA Ha
JICKapCTBEHH B3AUMOJICHCTBHA, €TOPUKOKCHD He € OKa3al KIIMHHYHO 3HAYHMO Bh37efiCTBHE BBPXY
(papMaKOKMHETHKATa Ha IPEARHU30H/TPEIHH30JIOH.

Huzoxcun: etopukokcu6 B 1o3a 120 mg BeIHEX HA JeH B npoas/okeHue Ha 10 1uu npH 31pasu
IOOPOBOMIH HE € IPOMEHH IUTONITA O KPUBATA IpH CTalTHOHAPHO CHCTOAHUE AUCo-244. MTH
650pesHOTO enMMEHIpaHe Ha qurokcuH. Habmonasano e yBenudenue sa Cmax (MakcuMaHa
KOHIEHTpalus) 3a TUTOKCHH (Ipubmi3utenHo 33%). ToBa yBennueHue He € OT ChIIECTBEHO 3HAUYCHHE 34
[I0BEYETO NAHEHTH. Bee nak manueHTHTe, KOHTO Ca ¢ [IOBHINEH PHCK 33 JUTOKCHHOBA KHTOKCHKAIINA,
Tpa0OBa 1a 6BIaT NpocleAsBaHHM 3a IPOSBHTE HA TAKABA HHTOKCUKAITHA, KOTATO IBETe NeKapCTBa,
CTOPUKOKCHO M JHTOKCHH, CE€ IIPHJIATAT € JHOBPEMEHHO.

Egpexm na emopuxoxcub evpxy nexapcmeama, xoumo ce memabonuzupam upes cyrpomparcpepazu

Etopukokcu6 € naxu6uTOp Ha cyndorpaHchepa3aTa B 9OBEMIKHS opranu3sM, no-crenuaiaao SULTI1E1
4 € YCTaHOBCHO, € BOM 10 MOBHIIABAHC HA CEpyMHATa KOHIICHTpAlus Ha eTHHMIecTpaauona (EE).
JIOKOJIKOTO nmo3HaHKeTO 33 ePEeKTHTE BBPXY MHOXKECTBOTO cyldoTrpandepasn Ha HACTOAIMA €TaIl €
OrpaHUYi€HO W KJIHHHIHHTE NOCIENUIH OT ACHCTBHETO HA MHOXECTBO JIEKAPCTBA Ca HENTbJIHU U
NpOABIDKABAT [1a OBAAT 06EKT Ha H3cHeaBaHe, TpAOBa Ja ce BHUMABA, KOraTo ETOPHKOKEHEG T
CIHOBPEMCHHO C IPYTH JICKApCTBa, KOUTO C& METAGOIH3HPAT IJIaBHO OT CYI(OTpaHef
NEepOpaNHK CaNOyTaMOJ 1 MUHOKCHIHJI).

Eexm na emopuxokcub evpxy aexkapcmsama, koumo ce memaborusupam om C



B1.3 ocHOBa Ha u3CreBaHuA in Vitro, eTOPHKOKCHE He ce ouaxBa aa HHXHOHpa uuToxpomute P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 nnu 3A4. B npoyusasxe npu 34paBH Xopa, PHIAraHeTo HA ETOPHKOKCHO B
Ao3a 120 mg nHeBHO HE € AOBEJIO X0 NPOMsiHA B AKTHBHOCTTA Ha 9epHoApoOHus CYP3A4, onexeHa qpes
€PHTPOMHIHHOBHSA IUXATENICH TECT,

Edpexm na opyzu nexapcmesa evpxy gpapmaxoxunemuxama Ha emopuxoxcub

OcHoBHHST BT Ha MeTaGonH3Hpane Ha eTopukokcHb ¢ 3asicuM ot CYP ensumure, CYP3A4 u3rnexna
BJIHAC BbPXY MeTaboIH3Ma Ha eTOPHKOKCHG in vivo. In vitro npoydpanus nokasea, 3¢ CYP2DS6,
CYP2C9, CYP1A2 u CYP2C19 ¢bmo Morar aa KaTaIH3HpaT OCHOBHHUTE NPOLIECH, HO TOYHA
KOMH4CCTBCHA OIICHKA HA ChYYaCTHETO HM HE € NIPOBEXJaHa B YCJIOBHA in Vivo.

Kemoxonason: KerokoHa3omsT e Mmomen naxubutop Ha CYP3A4. B no3a 400 INg BEAHLX HA J€H B
npoxbiokeHHe Ha 11 nuu npu 3npasu 1o06poBomy He MPOMEHS KIIMHUYIHO 3HATHMO DapMaKOKHHETHKATA
Ha €TOPUKOKCHO NpH eHOKpaTHa 1032 oT 60 mg (43 % ysenuuerne va AUC).

Bopuxonason u muxonason: ETHOBPEMEHHOTO TIPHIIOXEHHE Ha HEPOPAIEH BOPHKOHAa30J1 HJIH JIOKaJIeH
MHKOHAa301 niepopasieH ren (MowHu uHxn6uTopy Ha CYP3A4) ¢ eTopHKOKCHE BOAHM 10 J1eKO
NOBHIIABAHE HAa CKCNIO3HLMATA HA €TOPHKOKCHO, €3 TOBa /1a ce CYHTa 32 KIHHHYHO 3HAYMMO Ha 6333 Ha
myOIHKyBaHHTE NaHHH.

Pugpamnuyun: ENHOBPEMEHHOTO NIPHIIAraHe Ha ETOPUKOKCHO U prudpaMnuuuH (MonieH uHaykTop Ha CYP
CH3HMHTE) BOZM JI0 HAMAJIABaHe Ha IIA3MEHUTE KOHLEHTPAHH Ha €TOPUKOKCHO ¢ 65%. Tosa Moxe na
AOBENC N0 pEHHINBHPAHE HA CHMIITOMATHKATA, 33 KOATO C€ IIPHJIara eTopHKoKcH6, Thil KaTo ToBa
NpeAnoiara ybe/IHIaBaHe Ha 1103aTa Ha JIEKapCTBOTO, CIE/Ba [1a Ce OTOENEeXH, 9€ He Ca IPOYUEHH AO03H
Ha €TOPHKOKCHO, 110-BHCOKH OT NOCOYEHHTE 33 BCAKA MHIUKALHSA, KOraToO Ce NpHIara eTHOBPEMEHHO C
pudamnumH. 1o Ta3u npHYKHA He ce U IPEMOPBYBAT NO-BHCOKH J103H (BXK. Touka 4.2).

Axmuayudu: ARTHAHANTE HE BIMAST BBPXY (papmakokHHeTHKATA HA ETOPHKOKCHG B KITMHHYIHO
3HaYHUMa CTEIEH.

4.6 ®epTHANTET, 6PEMEHHOCT H KbPMeHe

bpeMeHHOCT

HsiMa KTHHHYHA JaHHH 32 BIHAHHE HA CTOPHKOKCHE BBPXY NPOTHYAHETO Ha OpeMeHHOCTa.
[IpoyuBanHsTa NPH )XHBOTHH Ca YCTAHOBUIIN TOKCHYEH edEeXT BEpXy PeNpOXYKTHBHATA QYHKUHS (BXK.
TO4Ka 5.3). [loTeRUHATHUAT pUCK NPH GPEMEHHH XKEHH He € HIBEeCTex, ETopukokcu6, kakro apyrure
JICKapCTBEHH NPOTYKTH, HHXHOHpaANIM CHHTe3aTa Ha NpoCTarlaHIuHUTe, MOXKE Aa Ipeau3BHKa MaTOYHA
c1aboCT M NpexAEBPEMEHHO 3aTBapsHe HAa BoTanopus NPOTOK B MOCIETHUA TpPUMeECTHP. ETOpHKOKCHE e
TIPOTHBONOKA3AH 3a PHJIAraHe Mo BpeMe Ha OpeMEHHOCT (BX. Touka 4.3). AKo eHa >keHa 3abpemenee
110 BPEMC Ha JICICHHETO C €TOPHKOKCHO, ToM Tpabea na Gbae crpsH.

Kbpmene
He e u3BecTHO manu eTopukokcH6 ce oTaens B 4YoBemKara KkbpMa. ETOpraKkokcHG ce oTaens B kbpMara Ha

MTbXoBe. XXeHHTE, KOUTO NMOJI3BAT ETOPHKOKCHE, He TpAbBa fa KbpMAT (BXK. TOYKH 4.3 1 5.3).

DepTHINTET

Yrotpebara Ha eTOPHKOKCHE, KaKTO M Ha BCAKO APYTO BEIIECTBO, 33 KOETO € U3BECTHO,
COX-2, He ce npenopbuBa NPH KEHH, OIUTBAIH Ce Na 3abpeMeHesT.

4.7 Edexr BLpXy cnocobmoctTa 3a moduapane u paboTa ¢ MamuHu

[lanmenTuTe, KONTO YyBCTBAT 3aMasHOCT, CBETOBBPTEX HIH CHHIHBOCT IPH yNo
TpsiOBa a u36ATBaT A2 MO HpaT H fa paboTAT ¢ MAIAHM.



4.8 Hexxenanu JiekapcTBeHn peaknuu

Pestome Ha npoduia Ha 6e30macHOCT

B xMHIMHE npoydBaHHs, 6€30NaCHOCTTA OT NPHJIATAHETO Ha eTOpHKOKCHD ¢ Omna oueHeHa pu 9 295
IyUIH, BKIHOYHTETHO 6 757 naumentn ¢ OA, PA, xpoununa GoJika B KPBCTa HIIH aHKHJIO3HpaIll
CHIOHAMNHT (npubimsuTenHo 600 nmanuentu ¢ OA wm PA ca 6mm JICKYBaHH B IIPOIB/DKEHHE HA
MHHHMYM €/JIHa FOHHA).

ITpn KNHHMYHATE NPOYYBAHKA, IPODHTBT HA HEXKETAHHUTE JICKAPCTBEHHU PEaKIHH € OWJt CXO/IEH TIpH
nauueHTH ¢ OA M PA, nexyBanu ¢ eTopHKOKCHO B IIPOABIDKCHHUE HA €HA rOHHA HIH IIOBEYeE.,

Ipu xmMHHYHO pOyBaKe 3a OCTHD TMONArpoO3CH apTPHUT, NAUMCHTHTE ca OHIK MeKyBaHH cbe 120 mg
AHCBHA 1034, B NIPOABIDKCHAS HA OCeM AHH. IIpoduITBT Ha HeXeNaHUTe TEKAPCTBEHH PEaKilHH IIPH TOBa
Ipoy4BaHe € OHIl B 00IIM THHHM GIHM3BK 00 TO3H, HaO IO JaBaH Npy KOMOMHHPaHUTE NPoy4YBaHus 3a OA,
PA u xponuuHa 6oJka B KpheTa.

B nporpama 3a npocneassane Ha ¢hbpaeHO-ChIOBATA GEI0MACHOCT C 00OOILEHN NaHHHM OT TPH KITMHHYIHH
H3IIHTBAHNA CIPAMO aKTHBEH KOMIIOHEHT, 17 412 nammentu ¢ OA wiu PA ca JICKYBaHHU C €TOPHKOKCHO
(60 mg unm 90 mg) npu cpenHa NPOTBIKATENHOCT Ha JiegenneTo 18 Mmecenla. Jlanuute 3a 6e30macHoCT |
MOAPOOHOCTHTE 34 Ta3M LIPOrpamMa ca IpeACTABEHH B ToUKa 5.1,

[Ipo¢uasT Ha HeXENaHH JIEKAPCTBEHH PEAKLHHA IPH KTHHUYHH IIPOYIBaHHA 3a OCTpa OCTONEPATUBHA
AcHTaTHa O0NKa ciael onepanys, BKIIOYBAH 614 TTALHEHTH, JIEKYBaHH C eTopHKokcub (90 mg u 120
mg), KaTo IO € MoL00EH Ha TO3H, ChOBIIEH npH npoyyuBanus 3a OA, PA n xpoununa 6onka B Jo1HaTa
JacT Ha Ir'epha.

lab1vden cnMCBK HA HEXENEHHUTE PeaKIHu

[To BpeMe Ha KIMHUYHKTE H3OHTBAHUSA Cca YCTAHOBEHH CIIEIHHTE HEXE/IAHH NEKaPCTBEHH PEaKIMH C
4ECTOTA MTO-roJIfMa OT TasH [P IIPHIATaHETO HA IUIALebo npH mauueHty ¢ OA, PA, xponnuna 60nka B
XPBCTa WK aHKHJIO3HPAL CTIOHTHIINT JIEKYyBaHH C €TOPUKOKCHG 30 mg, 60 mg uiu 90 mg 5o
IPENIOPBIUTENHATA 1034 32 CPOK Ha JieueHue A0 12 ceaqmuiy, B Ipoy4BaHUATa o nporpaMata MEDAL
33 CPOK Ha JIEYEHHE [0 372 I'OTHHH, B KPATKOCPOIHH NPOYUBAHUS 38 CPOK Ha JIedeHHe 10 7 JHH 3a ocTpa
Oosika MM B IepuoAa cex myckase Ha nasapa (K. Tabmuma 1):

Tabaana 1:
‘CHcTemo-OPraHeH KJIAC Hexenann peaxknuu Kareropus gecrora*™
Hupexyuu u ungpecmauuu AJIBEOJIADEH OCTEHT YecTH
I"acTpoenTeput, HHbeKkuuM Ha ropauTe |[HewecTn
JAUXATETHH IBTHING, YPHHAPHH
HHDEKUHH
Hapywienun na kpvema u AHeMHs ([IPEANMHO CBBP3aHA ChC Hewectu
TuUMprama cucmema TOMAIITHO-YPEBHO KBPBEHE),
EBBKOHCHHSI, TPOMOOIHTOIIEHHS
Hapywenun na umynnama lCBp’bX‘IyBCTBHTe.TIHOCT'Hﬁ Hegectn
lcucmema
AHruoenem/aHaQuiakTHIHK/ Penkn
AHADHIAKTOUAHH PEAKIIHH,
BKJIKOYHTEJIHO IIOK++ .
Hapywenus na memabonuima Enem/3anpmikka Ha Te9HOCTH Yectn g3
U Xxpanenemo Ty R ,
YBETHYCHHE WIH HaMaleHHe Ha Hedgecrk : okl | o
ANeTHTa, YRETHIeHHEe HA TErNOTO N g
i,



MEPHCTANITHKATA, CYXOTa B YCTATA,
racTPOLYOJCHANIHA A3Ba, NIENTHYHHU S3BH
BKIFOYBANTH NEPPOpaiMH U KbPBEHE OT

ELI TPaKT, CHHAPOM Ha pa3pa3HEHOTO
€PBO, MTAHKpEaTHT++

Mcuxuunu HapyuieHuR [TpeBOXHOCT, Aernpecus, HaMalleHa Heugectu
BB3MOJKHOCT 32 YMCTBeHaA paborta,
XQTOUHHALMH ++
06bpKaHocT+H, 6e3nokolicTBo++ Penxu
Hapyuienus na nepsnama Fauamoc*r, rnaBoGosme UecTn
ucmema
creysus, 0e3coHue, Hegectu
apeCTe3Hs/XHNECTE3UA, CHHITHBOCT
Hapywenus na ouume BamBrieHO 3pEHHE, KOHIOHKTHBHUT Heuectu
Hapywenun na yxomo u [IIym B ymiuTe, CBETOBBPTEXK Hedectn
Aabupunma
ICbpoeunu Hapywienun [lanmmuTauny, apuT™MEsI+ YecTn
[IpeacepaHo MBXIACHE, TaxHKapaus++, |Hegecrn
BacTOHHA ChpJEeYHA HEeJOCTaThIHOCT,
Hecnenupuaan npomens B EKT,
TCHOKapaua++, MHOKapaeH HH}apKT§
ICv006u Hapyuienun XHneprouus YecTH
a49¢pBABaHe, MO3IBYHO-CBHAOBH HewecTn
HUHAEHTH S, NpeXo Ha HCXEMHYHA
TakKa, XHIEPTOHHYIHA KpH3a++,
BACKYJAHT++
Pecnupamopnu, 2pednu u bpoHxocnazsm++ Hectn
iMeduacmunannu
HapyweHus
Kamnuua, Aucnses, enucTakcuc Hegectn
Cmomawno-upesnu KopeMHa Gosxa MHoro 4ectH
HADYIEHUR
Banex, pnaryncHuus, racTpHT, YecTH
KHCEJTHHH/pedyKe, Auapus,
JIHCTICTICHA/€NHracTpaneH AUCKOMGOpT,
rafcHe, NOBPBIIAHE, €30(aruT, S364 B
_[ycrara
[ToxyBane Ha xopeMa, NPOMEHH B Heuectu

Xenamobunuapru napyuwienus

Yenudenne Ha ALT, yBenmuuenue na
AST

YecTn

Xenatur++

UepHoapobHa HEAOCTATHIHOCTH,
DKBJITCHALIA+H

Hapywenua na xoscama u
HOOKOJNCHAMA MyKaH

ExXXHUMO31

Otok Ha muneTo, chpbex, o6pus, €PHTE
Mat++, ypTHKapusa++

HHApPOM Ha Stevens-Johnson++,
OKCH'HA CIIHACPMAIHA HEKpOJIH3a++,
€NporpecHpalll JeKapCcTBEH 0OpHB++




Hapyutenua na MycKyano- MyCKynHH KpaMITH/CTIa3MH, Hevectn
ICKETIEMHAMa cucmema u 00NKa/pUIrHAHOCT Ha MYCKYJIaTypaTa
ICoeouRRmennama nmeKan
Hapywenus na 6v6peyume u [[1poreMHypus, NOBHLIEHHE Ha cepyMHus [HedecTu

MuUKOYHUME nomua KpeaTHHHH, OR0pedHo
HapyIIeHUE/HeNOCTaThIHOCTH (BXK.
TouKa 4.4)
\O6uu napyuieRus u epekmu |AcTeHUs/yMOpa, rPUNONOAOGHO YecTn
HA@ MACMOMO HAQ RPUTOiCeHUE [CHCTOSHHE
['puaHa Oonka HeuecTu
H3caedeanun YBeJMYECHHE HA ypeaTa B KPhBTA, Heuectn

[yBeNMYEHHE Ha KpeaTHHGoCcHOKHHA3a,
XHIICPKATTUEMHUS, YBEITHYEHHE Ha
MHKOYHATa KHCEIIHHA

[IonnkaBaHe HUBaTa Ha HATPHI B Penxu
KpbLBTa
*Kareropus yectora: nedpHHHpaHa 3a BCEKH TEPMHH Ha HexXeJlaHa peaklHs II0 9eCTOTATa,
cbobmena B 6a3aTa JaHHHM Ha KIIMHHYHHTE MPOYYBAHKA: MHOTO qecTH (>1/10), weetu (>1/100 10
<1/10), Hegectn (>1/1000 mo <1/100), peaxn (>1/10 000 ao <1/1000), muoro penxu (<1/10,000).

++ Tasu HexenaHa peaxkuys e HaeHTHOHLHEpaHa Npe3 NOCTMAPKETHHIOBOTO HAOMIOAEHHE.,
Yecrorara Ha HeHHOTO chobmaBaHe € OlieHeHa Ha 6a3aTa Ha Hal-BHCOKATa 4ecToTa, HaboqaBaHa
B JAHHHTE OT KIIHHHIHH H3NHUTBaHHA, 06001eHH no HHAMKAHA U onobpeHa no3a.

+ Kateropusita yecrora ,.,Penxu” € onpenenesa copen prKoBoacTBOTO 3a KpaTka XapakTepHCTHKA
Ha npoaykTta (KXII) (pes. 2, centemppu 2009) Ha 6a3a Ha onpeaencHara ropHa rpassna Ha 95%
JIOBEPHTE/ICH HHTEpBal 3a 0 cBOMTHS, KaTo ce MMa npeaBua 6pos YYacTHHIIH, HEKYBaHH C
ADPKOKCHA, B aHa/IM3a Ha JaHHATE OT ¢a3a III, obobmenu no no3a u wHamKauus (n=15 470).

CBPBXTYBCTBHTENHOCT BKIIOYBA TEPMHHHTE ,,aNEPTHa”, ,,JIEKAPCTBEHa aIEpPrus", ,,IeKapCTBeHa
BPBXYyBCTBHTENIHOCT ', ,,CBPBXUYBCTBHTEHOCT", ,, HEYTOYHEHA CBPBXYYBCTBHTEIHOCT", ,»PCaxIIus
Ha CBPBXIYBCTBHTETHOCT" M , HecrelupHYIHA aneprus”.

§ Ha 6a3a Ha aHanH3¥ HAa TBITOCPOYHHA KIMHMYHM W3MHTBAHHA ¢ I1anebo H aKTHBHA KOHTpOJIA,
cenexTHBHATE COX-2 HHXHOHTOPH ca CBBP3BAHH C MOBHINEH PHCK OT CEPHO3HA TPOMOOTHIHH
APTEPHAHH CHOMTHS, BKIIOYHTETHO MHOKapAeH HHDAPKT H HHcynT. [loBumasaHeTo Ha
20COIIOTHHSA PHCK 3a TAKMBa CHOMTHA € MATKO BEPOSTHO Ja HaABHIIHK 1% 3a rommHa Ha 6a3ara Ha
CHIIECTBYBANIH NAHHU (HCYECTH).

CrnenuuTe CepHO3HH HEXENaHH JICKAPCTBEHH peaknuu ca GHiH HabMoaBaHU IpH yriorpebara Ha
HCIIBC u nopany ToBa He MOTaT Ja ce H3KJIIOYaT H 38 ETOPUKOKCHO: HEPPOTOKCHUHOCT BKITIOYHTETHO
HHTEPCTHIHAICH HEPPHT M HEPPOTHYEH CHHIPOM.

CrofmaBane Ha NOJO3MPAHU HEXEAHH PEaKLHH

CrobmasaneTo Ha MOO3HPaHH HEXKeJIaHH PEaKIMH CJe]] paspelliaBaHe 3a ynorpeda Ha J€KapCTBEHHA
MPOIYKT € Bax(HO. ToBa MO3BOJIABA /1a NPOAB/DKH HabMONCHUETO HA CHOTHOMIEHHETO MON3a/PHCK 33
JIEKApPCTBEHHS NPOAYKT. OT MEAHIMHCKUTE CHELMATHCTH CE H3KCKBA J1a ChOOLIABAT BCAKE MOJO3HpaHa

HEXelaHa peakuua 9pes M3nbsaHuTeNHa areHLMs no nexkapcrsara, yi1. "Jlamsau I'pyes” Ne 8, 13
Ten.: +35 928903417, yeGcaiit: www.bda.bg.

4.9 Ilpenoznpane



CHO0ILEHNS 3a OCTPO NMpeno3upaHe Ha ETOPUKOKCHO, Makap d9e B TIOBEYETO CIIy4aH He ce chobmana 3a
HexenaHu peakunH. Haii-yecto HabmonasaHuTe HexenaHu peakLMy ChOTBETCTBAT HA npoduia Ha
6e30nacHoCT Ha €eTOPHKOKCHO (HAmp. CTOMANIHO-YPEBHM NPOSABH, KAPIHOPEHATHH MPOSBH).

B ciy4ait Ha npeaosupaHe € TOrHYHO a ce MpHIoXaT 0OHIalHITE MOATBPKAIY MEPKH, Hanp.
OTCTpaHsABaHe Ha Hepe3opOHpaHaTa JacT oT CY TpakT, KTHHHYHO IIPOCAeASBAHE, CHMITTOMATHIHA
TEpanus 4 Apyra, ako € Heobxoguma.

ETopukoxcub He ce oTcTpaHsBa 9pe3 XEMOAHANH3a; HE C€ 3Hae AA/TH ETOPHKOKCHO Moxe aa 6ble
OTCTPaHEH 4Ype3 NEPHUTOHEATHA JHATHA3A.

5. PAPMAKOJIOTHYHHU CBOMCTBA
5.1 ®@apMakoAHHAMHYHH CBOiicTBA

(DapMakKOTepaNeBTHYHA IPYMa. NPOTHBOBL3NAIHTEHH U IPOTUBOPEBMATHYIHK NPOTYKTH, HECTEPOU/IHH
cpencrpa, kokcubu, ATC xon: M01 AHOS

MexaHH3bM Ha JelcTBHE

Etopukoxcub e nepopanen, cenekTHBen HKN0oKcureHasa-2 (COX-2) HHXUGHTOp B paMKuTe Ha
KJIHHHYHO H3MON3BaHHA A030B HHTEPBAJ.

Ilo BpeMe Ha KTHHUYHHUTE GapMaKONOIWYHH NPOYYBAHKA € GHJ OTYETEH JI0303aBHCHM edeKT Ha
APKOKCHA 110 OTHOILICHHE Ha HHxuOupaneTo Ha COX-2, Ge3 na ce urxubupa COX-1 npu mo3u no 150
mg AHeBHO. ETOpHKOKCHO He e mHXubupai cuHTe3aTa Ha [IPOCTAITIAHAMHH B CTOMAIIHATA JTATABHLIA ¥ HeE
€ NOBIHAN QyHKUMATA HA TPOMOOLIHTHTE.

Iuknookcurenasara e OTTOBOPHA 3a MPOM3BEXIAHETO Ha MpocTariaHAMHy. [103HATH ca [IBe H30SHIUMHH
$opmu COX-1 u COX-2. COX-2 e n3odopMata Ha eH3MMa, KOATO C& HHAYLMPA OT IPOBb3NANUTETHH
CTHMYJIM H C€ CYHTA, 9€ € OCHOBHO OTTOBOPHA 33 CHHTE3a Ha [IPOCTAHOUAHM MEAHATOPH Ha HOIIKaTa,
BB3NAICHUETO M TemnepaTypaTa. COX-2 chIL0 Taka y4acTBa B OBY/IAIMATA, 3aKPENIHETO H 3aTBAPAHETO
Ha bOTaJI0BHA IPOTOK, perynauusTa Ha 60pedHaTa QyHKIMA ¥ QYHKUHHTE Ha LEHTpaIHATA HEpPBHA
CHCTeMa ([OfBaTa Ha TEMIIEpaTypa, ycelaHeTo 3a 60/Ka M mpoleca Ha pasno3HaBane). Moxe ChIIo Taka
Aa HIpac poJis B MMpoLeca Ha 3a3apaBgBaHe Ha s3Ba. COX-2 e yCTAHOBEH B THKAHHUTE OKOJIO CTOMAIITHU
A3BH Y XOpa, HO BPB3KaTa My ¢ H3JIEKYBAHETO Ha S3BaTa HE € YCTAHOBEHO.

Knuununa edpukacHocT H 6e30I1acHOCT

Edukachoct

[Ipu naunenTtn ¢ octeoaprput (OA), eTopukokcu6 B 1032 60 mg BeAHBX JHEBHO 3HAYMTEIHO 00/IeKIaBa
Oonxara H MOBHILIABA OLEHKATA Ha MAllMEHTA 33 ChCTOSHHETO Ha 3abonssanero. Tesu OnaronpuaTHH
edexTH ce HabmoAaBaT OT BTOpHA J€H Ha JICYEHHETO M ce 3anassar 10 52 ceqmuun. [IpoyapannsTa
BbpXY €TOpHKOKCHO 30 mg BeAHBK JHEBHO MOKA3BaT epHKACHOCT NpeBb3XoKAama mwianebo 3a 12-
CENMHUYCH NEPHO/l Ha NeUeHHe (IPH CXOJHA CHCTEMA 3a OLEHKA KaTo poydYBaHusTa no-rope). [Ipu
TPOY4BAHE C PA3NIHYHH NO3H ETOPHKOKCHO 60 mg raBa 3HaYHTENHO [0-H3pa3eHo noxoGpenne ot 30 mg
110 OTHOLLUCHHE Ha BCUYKH 3 IILPBHYHH KpaltHH TOYKH 34 NIEPHO/ Ha JI€YEHHE OT 6 CeIMHIIH.
mg He ¢ Oua MpoyYBaHa IIpH OCTE0APTPHUT Ha PBIETE.

[1pu manuenture ¢ pesmaronser aprput (PA), etopuxokcu6 u 60 mg, u 90 mg Bequn
OCHTYpsBaT 3HAYHTECIIHO MOAOOPEHHKE 110 OTHOMIEHHE HA 0OJIKA, BL3NAICHHE U ITOIBH §:
Npoy4BaHHs, OLeHABAIH J03uTe 0T 60 mg 1 90 mg, Te3u GaaronpHATHH edeKTH ce 3

12-cenMuuen nepuon Ha nedende. B mpoyuBasne, onenssamo mo3ata ot 60 mg B CpaBH



mg, H eTopukoKcubd 60 mg segnpx HEBHO U 90 mg BeAHBK AHEBHO, €4 MO-€DEKTUBHH OT 11anedo.
Hozara ot 90 mg mpesb3xoxna no3ara or 60 mg cnopen obmara ouexka Ha 6oskaTa npu nauxeHTHTe (0-
100 mm Bu3yanHa aHanorosa ckana), CbC cpeaHo nogodpenne ot -2,71 mm (95% CI: -4,98 mm, -0,45
mm).

[Ipu naneHTHTE ¢ MPHCTHI HA OCTHP NOAArPO3EH APTPHT, ETOPHKOKCHO 120 mg BeAHBK AHEBHO 3a
NICPHOX Ha JIEYEHHE OT OCEM JIHH, MOTHCKA YMEPEHA OO CHJIHA 00JIKa H BB3MIAJICHHE TaKa, KaKTo
HHAoMeTauuH 50 mg TpH mbTH AHEBHO. IloTHCkaHe Ha 6oKaTa UMa Ha YETBLPTHA 49ac OT 3aIOYBAHE HA
JIE9CHHETO.

[Ipu nanueHTH ¢ aHKUIIO3U AL CIIOHIUIHT, ETOPUKOKCHE 90 mg €IMH T AHECBHO JaBa 3HAYUTETHO
nogo0penue 1o OTHOIIEHHE Ha 60ka B rppOHaKa, Bh3MalleHHe, CKOBAHOCT H (DYHKLIMOHATHOCT.
KNuHHIHHAT €QEKT OT NIPUI0KEHHETO HA ETOPHKOKCHE ce HaGmoAaBa ole Ha BTOPHSA JeH OT 3amouBaHe
Ha JICICHHETO H CC 3aMa3Ba Npe3 Le/IHA NICPHOJ Ha IeYeHHe OT 52 ceaMuLH. BbB BTOpO mpoyusaHe,
OLICHABALIO No3aTa oT 60 mg B cpaBHeHME ¢ TasH oT 90 mg, eTopukokcub 60 mg AHeBHO u 90 mg
JHEBHO Ca [OKAa3alli CXOA€EH eeKT B cpaBHeHHe ¢ HanpokceH 1 000 mg rueBHo. Cpex Te3H, KOHTO HAMAa
I00Bp oTTOBOp KbM 60 Mg AHEBHO 32 6 ceIMMIIY, yBETHYEHHETO Ha N03aTa o 90 mg JHEBHO noxoOpsaBa
CKOpa Ha HHTEH3HBHOCT Ha cnHHainHaTa 60s1ka (0-100 mm BH3yanHa aHanorosa ckana) B CpaBHEHHE C
T€3H, KOHTO NpOABKaBar ¢ 60 mg AHEBHO, Cbe cpeano mogodpenre ot 2,70 mm (95 % CI: -4,88 mm, -
0,52 mm),

[Ipx KNMHHYHYE NPOYYBaHKA OLUEHABALLH NTOCTONIEPATHBHA JEHTANTHA GONKa, eTopHKokcub 90 mg e
MpHUJIarad BEAHBX JHEBHO 3a EPUOX A0 TpH AHM. B moarpynara Ha naupeHTH ¢ ymepeHa GoJka B
Ha4aJ10To, €TOPHKOKCHO 90 mg nokassa cxoaeH aHanreTHueH edext ¢ To3u Ha uGynpoden 600 mg
(16,11 cpeury 16,39; P=0,722), n no-cuieH ot TO3H Ha MapaleTaMo/KoaeHH 600 mg/60 mg (11,00;
P<0,001) u nnauebo (6,84; P<0,001), uaMepeno xaro obmio obnexgeHHe Ha 60IKaTa 3a IBPBHUTE 6 Taca
(TOPARS).

Yacrra naientH, chobuminn 3a ynmoTpe6ara Ha JOITBIHMTEHO EKAPCTBO 10 BPEMe Ha nepBUTE 24 yaca
OT 03HpaHeTo, ca 40,8 % 3a eropukokcub 90 mg, 25,5 % 3a ubynpoden 600 mg Q6h u 46,7 % 3a
napaneraMol/kofenH 600 mg/60 mg Q6h B cpaBHenme cue 76,2 % 3a mnauebo. B ToBa mpoyuane
Me/uaHaTa Ha Ha4anoTo Ha ACHCTBHETO (0ce3aeMo obnexdaBane Ha 6onkara) Ha 90 mg eTOPHKOKCHO €
buna 28 MHHYTH cJie]] NPHIOKEHUETO.

besonacHocT

IIporpama Multinational Etoricoxib and Diclofenac Arthritis L.ong-term (MEDAL) (MHoroHanuonansa
NporpaMa 3a NpOAB/DKUTENHO [IPHIIaraHy ¢TOPHKOKCHO U AuKIodeHak)

ITporpamara MEDAL e npocnekTHBHa Mporpama 3a npociie/iiBane Ha pe3yIITaTHTe, CBBP3aHH ChC
ChpaciHo-cp0BaTa (CC) Ge3onacHoCT, OT 0600MEHH NaHHH OT TPH PAHAOMH3HPAHH, JBOMHO-CIIENH,
CpeIy aKTHBHA ChCTaBKa KOHTPOJIMpPAaHH U3NUTBaHKA, npoyuBakeTo MEDAL, EDGE II u EDGE.

[IpoysBarero MEDAL e npoyusane ¢ kpafia Touxa, onpeaenena ot CC pesynrarute npu 17 804
mannaeHTH ¢ OA 1 5 700 ¢ PA, nexypanu ¢ eroprxokcu6 60 mg (OA) unu 90 mg (OA u PA) unu
ankinogenak 150 mg aHeBHO 32 neproa cpenHo ot 20,3 Mecena (MaxcuMyM 42,3 Mecena, Meauasa 21,3
Mecena). B ToBa H3MHTBaHE Ce OTYUTAT CAMO CEPHO3HH HEKETAHH PEaKLUH U IpeyCTaHOBABAHE Ha
Y9acCTHETO MTOpaAd KaKBaTO H Ja € HeXeJlaHa peakiA.

IIpoyusanusta EDGE u EDGE II cpaBHsiBaT cTOMAIIHO-IpeBHATa HOHOCHMOCT Ha ETOPUKOKCUET
muknogeHak. [lpoyusanero EDGE Bnousa 7 111 nanuentu ¢ OA, ekyBanw ¢ 1032 eTopuousit
mg nHeBHO (1,5 nbTH ao3aTa npenoppuuTenHa 3a OA) uiM aukiodpenak 150 mg aHeBHO r/ 1ty
cpeano 9,1 Meceua (MakcumyM 16,6 Mecena, Meanana 11,4 mecena). Ilpoyasanero ED f@: 7

086 maumeHTH ¢ PA, nekyBaHu ¢ eTopukokcut 90 mg SHEBHO MIIKM AUKIOPeHaK 150 mg|hfpi

nepHoX cpenHo 19,2 mecena (MakcumyM 33,1 Mecena, Mmemuana 24 meceua).

¥
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B obobmenara mporpaMa MEDAL 34 701 nauuentu ¢ OA nin PA ca nexyBaHH 3a nepuon cpeaxo 17,9
Mecena (MakcuMyM 42,3 Mecena, Meuana 16,3 mecena) kato npubausurenso 12 800 nanuenTH
MpOBEXAT JCYCHHE MO-NPOIBIIKUTENHO OT 24 Mecena. [launeHTHTe, yUacTBally B MporpaMara UMar
KaTO U3XOAHO ChCTOAHUE PA3IHYHH ChPACYHO-CHJOBH U CTOMAIIHO-YPEBHH PHCKOBH (akTopH.
[TaumenTruTe ¢ aHaMHeE3a 3a HEOTAABHAINEH HHAPKT Ha MHOKap/a, 6alinac Ha KOpOHAPHA apTEPHA C
NpHCaJKa KM NIEPKyTaHHA KOPOHApHa MHTEPBEHUMSA B IPEAXOOHUTE 6 Mecena Ipeay BKIIOYBAHETO HE Ce
JOITyCKaT JI0 y4acTHe. B npoyusaHHsTa € paspenieHO U3MON3BAHETO HA raCTPONPOTEKTHBHH MPOAYKTH H

HUCKA 1032 aCIHPHH.

O6ma 6e30nmacHoCT:

Hsma 3HaIMTETHH pasMKH MEXy €ETOPHKOKCHO H IMKIodeHaK B YECTOTATA HAa ChPAEYHO-CHAOBHTE
TpoMOOTHYHH MposABsH. KapiHOpeHaTHH HexellaHH peakLHH ce HabmoNaBaT o-4ecTo NPy eTOPHKOKCHO,
OTKOJIKOTO IIPH JUKJIOPEHAK H TE3H €PEKTH ca J0303aBHCHMH (BHXXTe CHEIM(DHIHHUTE Pe3YITATH TO-
aony). CToMalIHO-YpeBHUTE H YEPHOAPOOHH HEXENaHH peaKlMK ce HabmoaaBaT 3HAYHTEHO IO-U4ECTO
IpH AUKJI0¢eHaK OTKOJIKOTO NPH eTOpHKOKCHG. UecToTaTa Ha Hexxenanute peakuuu npu EDGE u
EDGE II 1 Ha HexenaHHTe peaknuy, PELCHEHH KaTO CEPHO3HH HIIH BOJEMIM 10 IIPEKPATABAHE YIaCTHE
B mpoyuBaHeTo MEDAL e mo-BHcoka ripH €eTOpHKOKCHO B cpaBHEHHE ¢ MHIUIO(EHAK.

CbpaedHo-ChA0BH pe3yJITaTH 3a 6e30MacHoCTTA:
Yecrorara Ha NOTBBPACHHATE TPOMOOTHIHH CHPASUHO-CHA0OBH CEPUO3HH HEXKETAHH PEaKLIAK
(BKTIOYBAIA CHPAEYHH, MO3BYHO-CHIOBH H IEPH(EPHO-CHAOBH NMPOABH) € CPaBHHMA 33 ETOPHKOKCHO
AFKnodenax, Kato pe3yrraTute ca 0600mend B Tabmuuara no-xomy. HaMa cTaTHCTHYECKH 3HATHMH
PA3JIHKH B YECTOTATa HA TPOMOOTHYHHUTE CHOHTHA MEXKIY €TOPUKOKCHO H UKIOQEHAK [IPH BCHYKH
aHATH3HPAHH NOATPYTIH, BKIIOYHTEIHO Pa3/IMYHM KaTeropuH MAaMEHTH B 1AJ1aTa raMa Ha H3XOAHHS
CbpPACIHO-CBAOB PUCK. KoraTo ce pasrnexaar NooTAe HO, OTHOCHTEIHHST PHCK 33 MOTBBPACHH
TPOMOOTHIHY CHPACYHO-CHAOBH HEXENIAHH PEaKlNK IPH eTOPHKOKCHE 60 mg wmu 90 mg B cpaBHEHHE ¢

auxnodernax 150 mg e

OMJI CXOJICH.

Tabanna 2: Yecrora Ha norebpaenn TpomGoraann CC npossu (0606mena nporpama

HEXE/TaHH PEaKIIHK

MEDAL)
Eropuxokend (N=16 | duxiodenax (N=16 CpaBHeHRE MeXKOY
819) 25 836 naunent- | 483) 24 766 nauneHT- JICYeHHA
roAHHH roAHHH
YecroTat (95% CI) Yecrorat (95% CI) | OtnocuTenen puck (95%
Cl)

[loTBEpACHH
TPOMOOTHIHH
ChPAEYHO-ChIOBH
CEPHO3HH

[To npoTokon

1,24 (1,11 1,38)

1,30 (1,17 1,45)

0,95 (0,81 1,11)

HamepeHne 3a
VIEYEHHE

1,25(1,14 1,36)

1,19 (1,08 1,30)

1,05 (0,93 1,19)

[TOTBBPACHH CHPACUHH IPOSBH

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

[To mpoTokon 0,71 (0,61, 0,82) 0,78 (0,68, 0,90)
Hamepenne 3a 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84 1,17) _
TICYECHHCE "

[[OTBBPIEHH MO3BYHO-CHIOBH NMPOSBH

/4

[1o npoTokon

0,34 (0,28, 0,42)

0,32 (0,25, 0,40)

"
\

Hamepenue 3a
NIe4EHHE

0,33 (0,28, 0,39)

29 (0,24, 0,35)

1,12 (0,87, 1 48

TloTBbpacHH nepu¢pEepHH CBAOBH NIPOSBH

[lo npoTokon

0,20 (0,15, 0,27)

00,22 (0,17, 0,29)

1,08 (0,80, 1,465 / a3
1P are i




. Hamepenze 3a |0,24 (0,20, 0,30) |0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
Ie9eHHIE

+CrOuTus Ha 100 nammenroroaunn; Cl=noBepurencH HHTEPBA

N=00111 Opo#i nanueHTH, BKIIOYCHH B [IOMYJIALUATA IO MPOTOKOJI

[lo npoTokoi: BCHYKH NMPOSBH NPH NPHNOKEHHETO HA IPOYYBAHOTO JICUEHHE WK A0 14 JHH chex
NPEKpaTIBaHETO MY (M3KIOMEHH: MAIMEHTH, MPHETH < 75% OT H3NHTBAHOTO JICYEHHE HITH
nMpHeMalH HeBKIIO4YeHO B mpoydeaneto HCIIBC >10% ot BpemeTo).

Hamepenue 3a neueHHe: BCHYKH IOTBBPACHH NPOABH [0 Kpasi Ha H3NMTBAHETO (BKIIOYHTETHO
TTAIIHEHTH, TOTCHIMAIHO H3JIOXEHH Ha HEBK/IIOYCHH B TIPOYUBAHETO HHTEPBEHIIMH CJIe]]
MPEeyCTaHOBABAHE HA H3MHTBAHOTO JieueHue). O0m Opoit paHIOMH3MpaHH nauueHTH, n=17 412 Ha
€TOPHUKOKCUO U 17 289 Ha auxitodeHaxk.

CC cMBPTHOCT, KaKTO M 06IMaTa CMBPTHOCT, Ca CXOJHH IIPH JIEKYBAHHTE TPYITH C ETOPUKOKCHG H
TuKnogeHax.

KapauopeHaiHu npossu:

I1pubmusurenuo 50% ot nauuenTHTe, BUIOYEHH B IpoyusaHero MEDAL, ca ¢ anaMHe3a 3a U3X0IHa
XMIIEPTOHHA. B TOBa Mpoy4YBaHe 4eCTOTaTa Ha IPEKPaTABaHE HA YUACTHETO, IOPagH CBLP3aHH C
XHIIEPTOHHS HEKEJIAHH PCaKIHH, € CTATHCTHYECKH 3HAYHMO NO-BHCOKA 38 ETOPUKOKCHO B CpaBHEHHE C
auKnodenak. YecToTaTa Ha 3acToHHAaTa ChbpAeYHa HEAOCTATHEIHOCT KATO HeXeNaHapeaKLHs
(npekparABaHUA ¥ CEPHO3HH PEAKIHH) CE NPOABABA €AHAKBO MIPH €TOPUKOKCHO 60 mg B cpaBHEHHE ¢
auknogenak 150 mg, HO e no-BHCOKa NPH eTopHKokcHb 90 mg B cpaBHeHHe ¢ auxoderak 150 mg
(cTarHcTHYecKH 3HaYuMa 3a 90 mg eTopukokcH6 cripamo 150 mg nuknoderax nmpH rpynara s
MEDAL ¢ OA). YecrtoraTta Ha OTBBPAECHUTE MPOSBH HA HEXETAHH PEakIMy, CBHLP3aHH ChC 3acTONHA
ChbpACYHA HEIOCTATBEYHOCT (IIPOSBU, KOUTO Ca CEPHO3HH M BOAAT A0 XOCIHTAIN3AIINS HIH NOCEICHHE B
CIIENIHO OT/ENIEHHE) € HE3HAYUMO NO-BHCOKA NP €TOPHKOKCHO B cpaBHEHHe ¢ Auknodenak 150 mg,
KaTo TO3M eQeKT € Ko303aBHCHM. YecToTaTa Ha MpeXpaTABAHHATA NOPAIH CBBP3AHH C OTOK HEXXEIaHH
PeaKIKH € N10-BHCOKA MPH €TOPHKOKCHO, 0TKONKOTO NpH aaKiopeHak 150 mg, u To3n epekT e
Z03032BHCHM (CTATHCTHIECKH 3HAYUM 3a eTOpPHKOKCHO 90 mg, HO He 3a eTopukokcHb 60 mg).

Kapauopenanuure pesynrrard npu EDGE u EDGE Il choTBETCTBAT HA ONHCAHKTE NPH NPOYYBAHETO
MEDAL.

B ornennute npoyusanus ot nporpamMata MEDAL erpxy etopuxokcu6 (60 mg win 90 mg),
abcomoTtHara 9eCTOTa Ha NPEKPaTABAHUATA B KOSTO M Jia € OT TPynHTe € 10 2,6% 3a XHIIEPTOHHUS, 0
1,9% 3a otok 1 10 1,1% 3a 3acToifHa cChpAeYHa HENOCTATHYHOCT, KATO MO-BHCOKA 9ECTOTA HA
NpCKpaTABaHHA HMa MPH eTOPHKOKCHO 90 mg, oTkonxoTo npH eTopukokcHO 60 mg.

[Iporpama MEDAL - pe3ynTaTd 3a CTOMAIIHO-YPEBHA TOHOCHMOCT!
3HaYHTENIHO IO-HHCKA YECTOTA Ha NPEKPATABAHE Ha JICYEHHETO NTOPAIH KaKBATO U 2 € KIHHHYIHA (damp.
JMCMencHs, kopeMHa boika, s3sa) CH Hexenana peakuus ce Hab/OaBa MPH ETOPUKOKCHE B CPaBHEHHE
C AHKIO(eHaK BBB BCAKO OT TPHTE NMPOYYBaHHS ChCTABIARaIM nporpamara MEDAL. YecroTaTa Ha
NpeKpaTABaHe nopanyn Hexesana CY peakiHs Ha CTO NallHCHTOTOAMHH 38 1IeNIHS [IEPUOJ Ha [IPOYYBaHE €
KakTo ciensa: 3,23 3a eropHKoKcHO U 4,96 3a mukinodenak B npoyusanero MEDAL: 9,12 3a
eTopHKokcub U 12,28 3a muknodenax B npoyusanero EDGE; u 3,71 3a eTopukokcH6 u 4,81 3a
muxiopenak B npoyusarnero EDGE II.

[Iporpama MEDAL - pesynrtars 3a cTOMalIHO-4peBHa 6€30MacHOCT:

O6mute ropau CY npostsy ce onpenenar kato nepdpopauns, 1384 H Kppeene. [loarpy
CY nposBu, onpeneneHu KaTo yCIoXKHEHH, BKIIOYBA Nepdopanui, o6CTPYKIHA H YOI
noarpynara oOn ropud CY npossH, onpenenesy KaTo HeYCIOKHEHH, BKIIOYBA HEYC
H HEYCJIOXKHEHH S3BH. 3HAUMTEJIHO NO-HHCKA YecToTa Ha o6 ropud CY npossH ce H



ETOPHKOKCHO B cpaBHeHue ¢ nuxopenax. Hiama 3HaunMa pazinuka Mex iy eTOpMKOKCHO M JHKIodEeHaK B
JECTOTaTa Ha yCIIOXHEHHTE NIPOSBH. 3a NMOArpynara Ha KpbBOM3/IHEM OT ropHust CY TpakT (YC/I0XKHEHH 1
HEYCIOXKHEHH KOMOHHUPAHH), HAMA 3HaYHMa Pa3THKa MEXIY ETOPHKOKCHO u quktodeHak. [Tonsara ot
TIPHIIOXKEHUETO N0 OTHOWEHHE Ha ropHusA CY TpakT Ha eTOpHKOKCHG B cpaBHEHHE ¢ AMKIO(EHAK He e
CTATHCTHYCCKM 3HAYHMa 33 NALHCHTH MPHEMAIIIH €IHOBPEMEHHO HHCKa 1032 aCTTHPHH (TIpUOIH3UTETHO
33 % ot nauueHTHTE).

HectoTara 3a CTO NALHEHTOTOMHH HA NOTBBPAEHH YCIOXHEHH M HEYCIOKHEHH KIMHHYHHA NPOABH OT
ropaus CY tpakt (neppopauun, 1384 1 kbpsene (PUB)) e 0,67 (95% C1 0,57, 0,77) 3a CTOPUKOKCHO
1 0,97 (95% CI 0,85, 1,10) 3a quknodenak, Aapamo OTHOCHTENIEH puck ot 0,69 (95% CI 0,57, 0,83).

Omnpenenexa e 9ecroTaTa Ha NOTBbpAcHUTE ropHn CU nposBH NpH NaUHEHTH B HampeAHasia Bb3pacT KaTo
HaH-TOJIMO HamalieHHe c¢ Habmoasa IIpH NalMeHTH Ha Bb3apacT > 75 roxuny (1,35 [95% CI 0,94, 1,87]
cpenty 2,78 [95% CI 2,14, 3,56] nposBH 3a CTO NallMeHTOrOAMHH CHOTBETHO 38 ETOPHKOKCHO H
IUKJIo¢eHaK).

HectoTata Ha NOTBBLPACHHTE NposABH oT AomHus CU TpakT (nepdopalius Ha THHKH H nebeno 4epBo,
06¢cTpykuus uaH KpbBou3auB (POB)) He nokasea 3HAYMTENHA Pa3MKa MEXKIY €TOPUKOKCHE H
AuKodeHax.

[Iporpama MEDAL - pesynraru 3a yeproapo6Ha 6e30nacHOCT:

ETopukoxcub ce cCBbp3Ba ChC CTATHCTHYECKH 3HAYHMO TO-HUCKA YeCTOTa Ha IIpEKpaTsiBaHe MOopaau
4EPHOAPOOHO CBBP3aHH HeXEaHH PeaklWH B CpaBHEHHE ¢ nuKiIodeHak. B o6o6menara nporpama
MEDAL, 0,3% ot nauuesTHTe Ha €TOpHKOKCHG U 2,7% OT Te3u Ha JMKIOdEHaK MpeKpaTsBaT nopaax
CBBbp3aHa ¢ YCpHHA Jpo0 HexeNnaHa peakuna. YecroraTa 3a cTo nauneHToroauny e 0,22 3a €TOPUKOKCHO
H 1,84 32 quxnodenak (p-croitnoct < 0,001 32 eTopukoxcu6 crpamo AUKIOhEHAK), CHIIOTO BpEME
TOBEYETO OT HEXENAHHTE YEPHOAPOOHO NPOsABEHH peakuul B iporpama MEDAL He ca cepHo3Hw.

HonKIHUTEIHH JaHHM 34 TpoMBOTHYHA CHPAEYHO-CHIOBA 6€30MACHOCT

B IMHHYHH npOYYBaHHA H3BBLH Te3H ot nporpamara MEDAL, npu6musurenno 3 100 nauueHTH ca
JIEKyBaHH C eTOpHKOKCHD > 60 mg nHeBHO 3a 12 uinu mopeye ceamuum. He ce mabmonasa BuauMa
pa3iiiKa B YCCTOTATa HA IOTBBPACHHTE CEPHO3IHH TPOMOOTHIHH ChPAETHO-CHAOBH NPOSBH MEXIY
NIAUMCHTHTE Ha €TOPHKOKCHO > 60 mg, miane6o win HeHanpokcenosu HCTIBC. B cpmioTo Bpeme
decToTaTa Ha TE3H MPOABH € NNO-BHCOKA [IPH NALIMEHTHTE, NOTy49aBAIH €TOPHKOKCHE B CpaBHERME C TE3H,
nory9aBaid Hanpokced 500 mg nsa meTH AHeBHO. Pa3nukara B aHTHTPOMOGOIIMTHATA AKTHBHOCT MEXTY
Hakon COX-1 motuckaum HCITIBC u cenextusHu COX-2 HEXHOHTOPH MOXE 11a € OT KIMHHIHO
3Ha9CHAC NIPH MALUHCHTH, PHCKOBH 32 TpoMboeMbomann nposBH. CenextnHuTe COX-2 HHXHOHTODH
HaMaJIIBaT GOPMUPAHETO HA CHCTEMEH (M NOPaJH TOB& Bh3MOXKHO EHIOTENEH) IPOCTAIMKIINH, €3 1a
3acarat TpoMOokcaHa Ha TpombounTHTe. KMHHUYHOTO 3HaueHKe Ha Te3n HAGMIONEHNS He € YCTAHOBEHO,

oMb IHATETHH JaHHH 33 CTOMANIHO-YPEBHA 6e30NacHOCT

B nBe 12-ceqMuann, NBOHHOCIENH €HAOCKONCKH NPOYYBAHKS KyMy/aTHBHATA 9€CTOTa HA CTOMAIITHO-
IPCBHUTE YLEPALKH € 3HAYATEIHO NO-HHCKA IPH NAIMEHTHTE, JIEKyBaHH ¢ eTopukokcud 120 mg
BCAHBXK AHCBHO, OTKOJIKOTO IIPH HALIMEHTHTE, JICKYBaHH ¢ HanpokceH S00 mg nBa MBTH JHEBHO WM
nbynpoden 800 mg Tpu nbH aHeBHO. ETOopHKOKCHO € 61T ¢ 0-BHCOKa 9eCToTa Ha yJUepalHuTe B
CpaBHEeHHeE ¢ ranedo.

IIpoyupane Ha 6L6peynara QyHKIMA NPH NAIKMEHTH B CTAPIECKA BH3DACT:

PannomMu3HpaHo, JBOKHOCAIIO, TapaleTHOrPyHOBO, manefo-KOHTPONHPAHO NPOYYBaHE QLIS
epekra ot 15 mHEBHO Nevenne ¢ eropukokcub (90 mg), nenexokcu6 (200 mg nBa npTH g
HanpokceH (300 mg nBa MbTH AHEBHO) U IU1ane6o, BBPXY €XCKPEHATa Ha HaTpuii B yp /i
HaJraHe ¥ Ipyry napaMeTpH Ha Ob0peunara GpyHknus, npy nauueHTy Ha Bp3pacT 60 ( "

auera ot 200 mEq/nen Hatpu#t. ETOpHKOKCHG, LieNneKOKCHO H HalpoKceH HMaT 6/H3h b" Ll
YPHHApHATA €KCKPCUHA Ha HATPHH 3a AByCeAMUHHA IEPHO], Ha JeueHHe. Beraxu npoRyen
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. CPaBHEHHE NMOKA3BaT MOBHIICHHE B CPaBHEHHE ¢ Manefo Ha CHCTOJIMIHOTO KPBBHO HaJIsraHe,
€TOPHKOKCUO 00age ce CBLp3Ba ChC CTATHCTHYECKH 3Ha4KUMO noBumenue Ha Jled 14 B cpaBHeRHE C
LEeNEeKOKCHO M HANPOKCeH (CpeHaTa MPOMAHA CIIPAMO H3XOAHOTO HHBO 32 CHCTOJTHYHOTO apTepHATHO
Hanaraxe: eropukokcud 7,7 mmHg, nenekokcn6 2,4 mmHg, nanpoxcen 3,6 mmHg).

5.2 ©®apMakoOKHHETHIHE cBolicTBa

Abcopbiusg

Ilepopanuo npunoxen eTopukokcHo ce abcopbupa no6pe. ABconoTHaTa GHOHANMYHOCT €
npubmsurento 100%. Cnen 120 mg BeAH®X Ha ieH JO MOCTHraHe HA YCTONIHBO paBHOBecHe (steady
state), MHKOBA TJIa3MeHa KOHLEHTpauusA (cpeaHa Cmax = 3,6 ug/ml) e Habmoaasana npubmazuTeHo |
gac (Tmax) c/iea MPUIOKEHHETO PH BE3PACTHH NAHEHTH Ha rnanuo. CpeaHoreoMerpuanara AUCO-24u4.
¢ 37,8 pgehr/ml. ®apMakokHHETHKATa Ha €TOPUKOKCHE e MMHeHHa B paMKHTE Ha KITHHUIHHS JO30B
HHTEpPBAL.

IIpuemsbT ¢ xpaHa, Gorata Ha MasHHHH HsMa edeKT BbpXy CTeNeHTa Ha abcopbLMA Ha eTOPUKOKCHE crex
MpHIoXKeHHe Ha f03a o1 120 mg. Ckopoctra Ha abcopbuusaTa e 61ia NOBIHAHA B CIIEIHATE MPAHUILIA:
36% HamateHne Ha Cmax ¥ yBenHueHUe Ha Tmax ¢ 2 gaca. Te3n naHHH He ca GHIH CUETEHH 332 KIIHHHYUHO
3HAYMMH. B KNHHHYIHHUTE H3C/IEABAHUS €TOPHKOKCHO € 61T B3UMaH HE3aBHCHMO OT IPHEMa Ha XPaHa.

Pasnpenenenue

EtopukokcH6 ce cBbp3Ba ¢ I1a3MEHHTE NPOTEHHH B NPUOIM3uTENHO 92% npH KoHueHTpauuH ot 0,05 1o
5 pg/ml. OGembT Ha pasnpeneneHne B paBHOBECHO CheTOHUE (Vdss) € 61w npubmusutenso 120 | npu
Xopara.

Etopukokcu6 npemunasa nialertaprHara 6apuepa npH IUTbXOBE U 3aliii H XeMaToeHuedanHara
GapHepa npu IBXOBE.

buoTrpancdopmaiing

Etopuxokcu6 ce MeraGom3upa HanbiiHo kaTo < 1% OT 103aTa ce yCTAaHOBSBA B ypHHATA MO ¢opmara
Ha H3XOZHOTO JIeKapcTBO. OCHOBHHAT T Ha MeTabonu3Hpane ¢ GOpMHpaHe Ha 6'- XHAPOKCHMETHI
aepusat ce karanusupa oT CYP ensumure. CYP3A4 BeposaTHo aonpuuacs 3a MeraGotM3HpaHeTo Ha
€TOPHKOKCHO in vivo. In vitro npoy4yBanusTa ycraHossasart, ue CYP2D6, CYP2C9, CYP1A2 u CYP2C19
CBIIO MOXe J]a KATATM3HPAT OCHOBHATa MeTab0IUTHA BepHUra, HO TEXHHUTE KOTHYECTBEHH OTHOIICHHUS N
VIVO HE Ca IPOYYBaHH.

HNnenrnduimpanu ca net merabonura npu 9oBeka. OCHOBHUAT MeTaBoNHTEH IPOIYKT € 6'-KapGoKCcH
KHCEIHHHO MPOM3BOAHO HA ETOPHKOKCHO, 0Opa3yBaHO upe3 no-HATATHLOIHO OKHCASHHE Ha 6'-
XHIPOKCHMETHJI IPOHU3BOAHOTO. Te3H OCHOBHK METabOMHTHH NPOXYKTH WIH HAMAT H3MEPHMA
aKTHBHOCT, WIH ca cjabo aktuBau kato COX-2 uaxuburopu. HUTO eauH oT Te3n MeTabOMHTH He
uaxubupa COX-1.

EnuMunnpane
Cnea npuiiaraHeTo Ha €HOKpATHA, MapKHpaHa ¢ PaJuoH30TON 1033 OT 25 mg eTOPHKOKCHE

HHTPaBCeHO3HO Ha 3apaBH nuia, 70 % oT pagnoakTHBHOCTTA € OHNIa yCTaHOBEHA B ypuHata H 20 % BLB
$exanuuTe, rnasHo noxn Gopmara Ha MetaGonuTH. [To-Mainko ot 2 % € ycTaHoBeHa oJ opMaTa Ha
HEMIPOMEHEHO JIEKapCTBO.

EnmuMuHupaneTo Ha €TOPHKOKCHO cTaBa peIMMHO 9pe3 MeTaboMH3UpaHe # 1oc/ie/IBama pefs
eKCKpeUHs. Y CTOHIHBH PABHOBECHH KOHLIEHTPALHH Ha €ETOPHKOKCHO ce YCTaHOBABAT B §9
CEACM IHH NPH €IHOKPATHO NMpHiarale Ha no3a ot 120 mg, npu oTHOEHKE HA KyMYy
NPHOJM3UTENHO 2, OTTOBAPAILO Ha BpEME Ha MOMYKHBOT OT MPpHOIH3HTENHO 22 Yaca.
KIHPBHC CJIEN HHTPABCHO3HA 1034 0T 25 mg e npubausurenno 50 ml/MunyTa.




. Cneyuannu 2pynu nayuenmu

Iayuenmu 6 cmapuecka ev3pacm: OapMaKOKHHETHKATA IPH MALMEHTH B CTapYecKa BB3pacT (Bb3pacT >
65 ronuHN) e 6/1M3Ka 10 Ta3H NPH MJIALHTE,

ITon: He ce ycraHoBsBa paznnka BB (papMaKOKHHETHKATA IIPH MBXE U XKEHH.

Heprodpobro ygepesxcoane: 1IpH NalMEHTH C JIeKa CTeNeH Ha YepHoapo6GHo yBpexaane (Child-Pugh
MHAEKC 5-6), IPUIAraHeTo Ha STOPUKOKCHO B N03a 60 mg BEXHBX HA [IEH € J0BEJIO A0 NPHOIH3HTENHO
16% no-ronsma cpena AUC B cpaBHEHHE ChC 3APaBH JHIIA HA CHIIMSA J030B pexuM. [Ipn nannerTHTE C
yMepeHa creneH Ha depHoapoOHo yBpexaaHe (Child-Pugh unznekc 7-9), npunaranero Ha eTopHKOKCHO B
no3a 60 mg npe3 aex e aoseno xo cpensa AUC, 6iiaka 10 Ta3u Ha 3ApaBUTE JIMIA MPH J030B PEXHM OT
60 mg nHeBHO; eTopukokcu6 30 mg BeOHbX JHEBHO He € [IPOYYBAH B Ta3K nomynauus. Hama knuHuYHR
H (papMakOKMHETHIHH JAHHM 3a AIHEHTH C TeXKa CTENEH Ha 4epHoapobHo yBpexaane (Child-Pugh
Haaexc > 10) (Bx. Touxu 4,2 4 4.3).

bvopeuno yepexcoane: PapMakoOKHHETHKATA [IPH €XHOKPATHA 1032 0T 120 mg eTOpPHKOKCHO, pHioXeHa
Ha MTAMCHTH C yMEPEHa 110 TeXKa 6B0pedHa HeI0oCTaThYHOCT M TaKKBa ¢ KpaliHa da3a Ha 656peqHo
3ab0/ABaHe HA XEMOIMANIM33, HE CE € pa3/IHYaBana 3HAYHMO CAPSIMO Ta3H HIPH 3APABH JIHIIA.
XeMOHAIH3ATa € MMAJIa MATBK MIPHHOC 10 OTHOLIEHHE Ha €TMMHHHPaHeTO (AHATH3EH KJIMPBHC
npuOm3HTeNnHO 50 ml/MunyTa) (BX. TOuKH 4.3 U 4.4).

[leduampuyna nonyarayus: PapMaKOKHHETHKATA HA ETOPHKOKCHO TIPH e IMATPHYHH ALHEHTH (BB3pacT
< 12 roguHH) He € U3CclieABaHA.

Ilpn papmakokuHeTHYHO NIpoyuBane (n=16) NpoBeeHO Cpel IOHOMH (BB3pacT oT 12 10 17 TOJAMHH)
(hapMaKoKHHeTHKaTa NIpH IoHOMmHTeE ¢ Tero oT 40 to 60 kg npu Ko3a Ha ETOPUKOKCHO OT 60 mg BEIHBXK
Ha JICH H NpH IOHOWHTeE ¢ Terio >60 kg (103a Ha eTopukoxcub 90 mg BeAMTK Ha AeH) e 6una GIM3Ka 10
Ta3H Ha BE3PACTHH, NOMYYHIIH €TOPUKOKCHO B 103a 90 mg Beaunx Ha neH. BezonacHocTTa U
e(heKTHBHOCTTA Ha ETOPHKOKCHO NpH NEeNMATPUYHM NAIIHEHTH He ¢a H3CIeABaHH (BX. TO4uKa 4.2).

5.3 IlpeakaAEUYHH JaHHH 3a 6ezonacHocT

B npenxIHHHYHNTE IPOYYBAHHUS C ETOPUKOKCHE HE € 6Hila YCTaHOBEHA reHHA TOKCHYHOCT. ETopukoxcub
He € OMJI KaHUEeporeHeH Npd MUILKH. [LIbX0BeTe ca pa3sBHIM XenmaTole Ty IapeH 1 THPEOUEH
(poTHKyIOLETY IapEH AICHOM IPH QO3HPOBKA > 2 ILTH JHEBHATA 034 npu xopa [90 mg] n cucreMHa
€XETHCBHA EKCIIO3HIAA B IIPOTB/DKEHUE HA NPHONHU3HTENTHO 2 roJuHHU. XenaToueyJapHHAT U
THPEOHIHUAT QONUKYTIOLETyNapeH aJleHOM, HabMOIaBalH NIPH ILTHXOBETE, ca OHIIN CYETEHH 3a pe3yarat
Ha crier(HYeH 33 IUTHXOBETE MEXaHH3BM, CBbP3aH C HHAYKLHA Ha gepHoapobHuTe CYP ensumu. He e
YCTaHOBEHO ETOPHKOKCHO la PEAN3BHKBA HHAYKIHA Ha 9epHoapobuus CYP3A en3uM npu xopara.

l'acTpoMHTECTHHANHATA TOKCHYHOCT HA ETOPHKOKCHO TIPH MJIBXOBETE CE YBEIHYABA C J03aTa H BPEMETO
Ha €KCro3uIuA. B npoy4sane 3a TOKCHYHOCTTAa Ha ETOPHKOKCHO NpoIbmkuio 14 ceaMuumy, yJlepaium
Ha CY TpaxT ca 6unu HabmonapaHH Py eKCNIO3HLIMS, HAMXBLPASIIA TA3H NPH Y0BEK C [IpUIAraHeTo Ha
TepaneBTHYHATa 203a. [Ipu mpoyyBaHuATa 38 TOKCHYHOCT B NPOXL/DKEHHE Ha 53 1 106 ceIMHILH, S3BH B
CY tpakr ca 6uam HabmogasaHu CBIOIO Taka NPH EKCIO3HIHH, CPABHHAMH C TE3H IIpM XOpa ¢ IpujiaraHe
Ha TepaneBTHYHATA J03a. IIpu Kyuera 650peuHn H racTpOMHTECTHHAIHY aHOMAIHH ¢a OHIM
HabMmoaaBaHK NPH BUCOKA A030Ba €KCITO3HLIMA.

ETopukoxcub He e mokasan TepaTOreHHOCT MPH MPOYYBAHUSA 33 PENPOIYKTHBHA TOKC
BBPXY ILTBXOBE ¢ 1032 15 mg/kg/nHeBHO (TOBA € NpUOM3UTEAHO 1, 5 MBbTH HA AHEB
[90 mg] mpu cucteMHua excrosuums). [IpH 3aiiuy e HabmoaaBaHO CBBP3aHO C JICHEHHE
ChPACYHO-CHAOBHTE MaQOPMAIIMHY TIPH HUBA HA EKCITO3HLMA O KIHHHIHATA EKCIIO0
IHEBHaTa 103a 3a xopata (90 mg). Beripeku ToBa, He ca HabMOAABAHH CBHP3AHH C JIeqX
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. MandopMaumH HIH IpoMeHH BBB (etaraud ckener. [Ipy nabxoseTe H 3aiiiMTe ¢ HabmoaaBaHO
D0303aBUCHMO YBEJIHYCHHE HA TOCTHMILIAHTALIHOHHA 3aryfa npH eKCNno3uliHg, eKBUBAICHTHA Ha WK 1, 5
N'bTH NIO-TONAMA OT Ta3H IIPH XopaTa (BX. TOUkH 4.3 u 4.6).

ETopukokcud ce eKCKpeTHpa B MISKOTO Ha ILTHXOBETE NPH JIAKTAIIMS, KATO KOHIIEHTPALHHKTE ca
NpuOIM3NTEIHO ABa ITbTH HAJ TE3M B ILIa3MaTa. TerJoTo Ha MaJIKHTe € HaMaIsio IIPH 3aXPaHBAHETO C
MJISIKO OT XCHCKH IUTBXOBE, KOHTO Ca MOJy4aBaIld €TOPHKOKCHO 110 BpeMe Ha JaKTallHs.

6. PAPMAIIEBTHYHU JAHHU

6.1 CnHchk HA NOMODIHNTE BEeHIeCcTBA

CoplLeBnHa Ha TabyeTKaTa:
Kanuues xuaporendocoar, Oe3poaeH

KpockapMmenosa Hatpuil
MarHesuneB creapar
MHEKpOKpHCTANTHA LIETYI03a

OO6BHBKa Ha TableTKarTa:
Kaphaybcku BOCHK
JlakTo3a MOHOXHApAT
XHrpoMenosa

Twuranues auoxeng (E171)
Tpuanetnn

6.2 HecrBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox na roasocrt

3 roguHu

6.4 CnenHa/HH yC/10BHA HA ChbXPAHEHHE

CobxpaHsBaliTe IEKAPCTBOTO B OPHIHHATHATA MY ONAaKOBKA, 3a Ia Ce NPe/IasH OT BAara.

6.5 Baa ¥ cuABpAKAHHE HA ONAKOBKATA

AnyMHHHEBH OIHCTEPH B OMAKOBKY, ChIbpxkam 2, 5, 7, 10, 14, 20, 28, 30, 50, 84 u 100 Tabnerxu.
He Bchuku BHIOBE ONAaKOBKH MoraT fa ObAaT IyCHATH HA Masapa.

6.6 Cnennannm npegnasHyH MepKH NpH H3XBLPISHE H paboTa

HaMa crienHaiey U3HCKBaHUS.

CBHOTBCTCTBHE C MCCTHHTE U3HCKBAHHA.
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11. JATA HA AKTYAJIUBUPAHE HA TEKCTA




