KPATKA XAPAKTEPHCTHKA HA MIPOJIYKTA
1. MME HA JEKAPCTBEHHA IMPOYKT

Apxokcus 60 mg bunmupanu Tabnerku
Arcoxia 60 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika punmupana tabnerka cpabpixa 60 mg eropukokcud (etoricoxib).

o

[lomouHO(1) BelecTBo(a) C M3BECTHO JIEHCTBUE N3NbLJIHATENHA ATEHUWSA NO NEKAPCTBATA
2.7 mg JIaKTO34 (K&TG MOHOX H,H,pEIT) Kpamxa xapakmepucmuxa Ha npogyxma - [lpusoxenue 1
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Dunmupana rabnerka (Tabnerka)

I'bMHO3€JIeHH, JBOMHO M3MbKHANMU GUIMHpaHH TalOjeTku ¢ rpasupad Hagnuc "200" ot egHaTa
crpaHa U ¢ Hagnuce "ARCOXIA 60" ot apyrara.

4. KIUHUYHHU JAHHHA
4.1 TepaneBTHYHH NMOKA3AHHSN

ApDKOKCHS € INOKa3aHa IpY BB3pPaCTHM M HOHOWM HAa 16 TOOMHM M MOBEYE 33 CHMITOMATHYHO
obnexyenue Ha ocreoaptpur (OA), pesmaroumen aprput (PA), aHKMIO3Mpall CIOHAWIMT M HA
OoskaTa ¥ Bb3NAJIUTENIHATA CHMIITOMATHKA NIPH OCTBP MOAATPO3EH APTPMUT.

APKOKCHA € 10Ka3aHa IpH Bb3PACTHH M IOHOLIM HA 16 rOfMHM U TOBEYE 33 KPATKOCPOYHO JIEYEHHE
Ha ymepeHa 00Jika, CBbp3aHa ¢ IEHTAIHA Oneparys.

Pemennero na ce npeanuiue cenextusen COX-2 uuxuburop, Tpsadsa na ce Hasupa Ha LAIOCTHA
MPELEHKA 32 HHAUBHAYAJIHUTE PUCKOBE 3a nanuenTa (BxK. Touku 4.3. u 4.4).

4.2  J/lo3MpOBKA H HAYHH HA NPHJIOKEHHE

Ho31poBKa

b KaTro CHPAEYHO-CHAOBMTE PHCKOBE NMPH E€TOPUKOKCHO MOraT 1a ¢€ yBemMuaT C 03aTa M
NMPOAB/KUTEIHOCTTA HA TMPHIOXKEHHE, CleBa Ja C€ M3MOA3Ba MAaKCHMaJIHO HHCKAa 103a M
MaKCHMMaJTHO KPaThbK NEPUOA HAa NpujokeHue. llepmoanyHo cnenBa ga ce mMpaBd MPEOLIEHKA Ha
HYXKIUTE Ha MALKMEHTa OT CHMIITOMATHYHO OOJNIEKYEHHE M OTTOBOP Ha JIEYEHMETO, OCODEHO MpH
MALHEHTH C OCTE0apTPUT (BXK. TOuku 4.3, 4.4, 48 u 5.1)

Ocmeoapmpum
llpenopbuurennara no3a € 30 mg BemHbK nOHEBHO. [IpH HAKOM nmAaIUeHT
oOnekyeHHe Ha CHMITOMATHKAaTa, MMOBHMIIABAHE Ha 103aTa Ha 60 mg BemHD
nopuiin epuxkacHocrra. Ilpu nunca Ha NOBMIIABAHE HAa TEPameBTHUYHUS €
MPELeHH HM3MOJ3BAHETO HA APYrH TepaneBTHYHH Bh3MOKHOCTH.



Pesmamouden apmpum

[Ipenoprunrennara noza e 60 mg BeaHbXk NHEBHO. [IpM HAKOM MALMEHTH, ¢ HENOCTATHUHO
OOneK4YeHHe Ha CUMITTOMUTE, IOBHIIaBaHe Ha J03aTa Ha 90 mg Moxe J1a A0Be/E N0 MOBHINABAHE HA
epukacHoctra. Ciesl Karo MAUMEHTBT € KJIHHHYHO CTAOMIM3MPAaH, MOXeE 13 € MOAXOIALIO
TUTpUpaHe Ha no3ara 1o 60 mg BenHbxk AHEBHO. Ilpu nunca Ha MOBHIIABaHE HA TEPANEBTUYHUS
eexT TpsOBa a ce NpeLeHH U3MON3BAHETO Ha APYIH TEPANEeBTUYHH B3MOKHOCTH.

Anxunosupaw cnoHounum

Ilpenopbunrennara nosza € 60 mg BeaHBK AHeBHO. IIpM HAKOM MALMEHTH, C HEOOCTATHYHO
oOexueHHe Ha CUMIITOMUTE, MOBUIIABAHE Ha 103aTa HAa 90 mg MOXe 71a IOBeIe [I0 MOBHIIABaHEe HA
euxkacHocrra. Crnex KaTto NALMEHTBT € KIMHHYHO CTaOMIM3HpaH, MOXE 13 € MOAXOISLIO
TUTpUpaHe Ha noszara a0 60 mg BenHbx AHeBHO. Ilpu yunca Ha moBHIIaBaHe HAa TepaneBTHUHHS
eexT TpsAOBA Na ce NpPeLeHH U3I0I3BaHETO Ha JPYTH TEPANEBTUYHH B3MOKHOCTH.

Cwvcmonnus na ocmpa 60ika

EtopukokcuO TpsiOBa na ce M3moa3Ba caMO IO BPEME HAa OCTPHUsS CHUMITOMAaTHYeH [epuoA MpH
CBCTOSIHUS HA CHUJIHA OOJIKA.

Ocnrep nooazposen apmpum
[Ipenopbuurennara no3a e 120 mg Bexubxk nHeBHO. [To BpeMe Ha KIMHUYHM M3MTUTBAHHKS 32
JICYeHHE HAa OCTBP MOJArPO3EH apTPUT ETOPUKOKCHO € aBaH B MPOIBIIKEHUE HA 8 MHU.

llocmonepamuena 601ka cned 0eHmanHa onepayus
IIpenoppunrtennara no3a € 90 mg BeAHBK AHEBHO, OFPAHMYEHO MAKCHMYM 10 3 IHH.

Hskou nanMeHTH MOXe [a ce Hy)XIasT OT Apyra MOCTONEPATHBHA aHAITEe3HS B NOMbJIHEHHE
KbM APKOKCHSA I10 BpeM€ Ha TPHIHEBHHS TIEPHO] HA JICUEHHE.

J1034, HAAXBBPJIALIU NPENOPHUNTEHHUTE 33 OTAEIHHUTE UHAUKALIMK WIH HE Ca MOKA3aJId MOo-roIsaMa
epuKacHOCT, MK He ca OMIM NPOyYBaHH. 3aTOBA.

Jlosara 3a OA He TpsiOBa na HagBuIIaBa 60 mg IHEBHO.

JlozaTa 3a PA u aHKMJI03Mpall CIOHAWINT He TpsOBa ja Haasuinasa 90 mg qHEBHO.

Jlo3aTa 3a OCTBP NMOAArpO3€eH apTPUT He TPsAOBa aa HajaBKIIaBa 120 mg AHEBHO, KATO JIEYEHHETO Ce
OrpaHH4YaBa MAKCHUMYM 10 8 AHHU.

Jlosara 3a nmocronepaTuBHa CHjiHA OOJIKA CleNl IEHTANHA Orepalius He TpsioBa aa Hanasumasa 90 mg
OHEBHO, OTPAHHYEHO MAKCUMYM 110 3 OHU.

CroeuunanHy nomy nanuu

ayuenmu 6 cmapuecka ev3pacm

He ce nanara kopurupane Ha 103aTa NpM NMALMEHTH B CTapyecka Bb3pacT. KakTo mpu apyru
NIeKapCTBa IPHUIKEHUETO INPH ITALMEHTH B CTap4yeCKa Bb3PACT ClelBa Ja CTaBa BHUMATEIHO
(Bx.TOYKA 4.4).

[layuenmu ¢ wepnoopobno yspexcoane
He3aBuCHMO OT WHAMKALMATA TIPH MALMEHTHTE C JIeKa CTENeH Ha 4epHOAPoOHO yBpexnane (Child-
Pugh unnexc 5-6) He Tpabsa na ce HagBUInaBa 103a OT 60 mg BeaHbkK Ha aeH. [Ipy.




KJIMHUYHUAT ONMUT € OrpaHWyeH, OCOOEHO MPH MALMEHTH C YMEPEHa CTEMeH Ha 4YEepPHOAPOOHO
YBpeXIaHe W 3aToBa € He0OXOAuMMO BHUMaHHe. HsMa KIHMHHMYEH ONMWT NPH NMaUMEHTH C TEXKa
qepHoApoOHa HemoctaThyHOCT (Child-Pugh unnexc > 10), 3atoBa mpunaraHero Ha jekapcTBo B
TaKHBa CJIy4aH € IPOTHBOMOKA3aHO (Bxk. ToukH 4.3,4.4. u 5.2).

Hayuenmu ¢ 6v6peyno yapeocoane

He ce Hanara kopurupaHe Ha J03aTa MpH MAaLUEHTH C KPEATHHUHOB KIMPBHC >30 ml/MunyTa (Bx
TO4Ka 5.2). MI31013BaHETO HA €TOPUKOKCHO NPU NALMEHTH C KPEaTHHUHOB KIMPBbHC <30 ml/MuHyTa
€ MPOTHUBOIOKA3aHO (BK. ToUku 4.3 u 4.4).

[leouampuyuna nonynayus
ETopukokcuO e nporuBonoka3aH 3a ynorpeda npu gena u IHOLIM Ha B3pacT nox 16 roguxu (Bxk.

TO4YKa 4.3).

Hauuy Ha npuiioxeHue

APKOKCHSA C€ IpHeMa NMepopasHo U Moxke 1a Obae NpueMaH Ha rUIafHO MJIH 1O BPEME Ha XPaHEHe.
EexTbT Ha 1€KapCTBEHHs NPOAYKT MOXE Aa HACTBITH NO-0bp30, KOraTo ApKOKCHS ce mpueMa Ha
rnanHo. Tosa TpsOBa na ce ¥Ma NpenBus, KoraTo € HeoOXOIHUMO 1A Ce NMOCTUrHE ObP30 MOBJIHABAHE
Ha CUMIITOMATHKATa.

4.3 Ilporusonoxkazanus

 (BpPbXYyBCTBHUTEIHOCT KbM aKTHBHATA CHCTABKA WM HJKOE OT NOMOILIHHTE BELIECTBA,
n30poeHH B TO4Ka 6.1

® AKTHBHA NENTHYHA 5382 MJIM aKTHBHO KbpBeHe 0T croMatnHo-ypeBHust (CU) TpakT.

e [lanueHTH KOMTO Caen NpueM Ha aueTuncanuumuiosa kuceausa unu HCIIBC, BKIFOUHTETHO
COX-2 (uukIooKCHreHasa-2) MHXMOUTOPH, MPOABABAT OPOHXOCNA3bM, OCTBP PUHUT, HOCHH
[MOJIMITH, AHTHOHEBPOTHYEH €1E€M, YPTUKAPUS WJIH aNIEPrUYHH PEaKIHH.

* bpEMEHHOCT U KbpMeHeE (BXK. TOUKH 4.6 u 5.3).

o Texka yepHonpoOHa HemocTaThuHOCT (cepyMeH anbymun <25 g/l unu Child-Pugh unnexc >
10).

e Mscnensan ObOpeyeH kpeaTHHUHOB KIMPBHC <30 ml/MuHyTA.
e Jleua u IOHOLIM NOA 16-rOQHINIHA BB3PACT.

¢ Bw3nanurennu 3a0onsBaHUsA Ha YepBaTa.

e 3acroiiHa cepaeyHa HemoctaThuHOCT (NYHA II-IV).

¢ [launeHTH ¢ XUNEPTOHHUSI, YMETO KPBBHO HAJATaHE € TPAHO yBenu4eHo Haa 140/90 mmHg
U HE € aICKBaTHO KOHTPOJHUPAHO,

e YCraHOBEHa MCXeMH4HA OONECT Ha ChpLeTo, 3a0onsBaHust HAa nepude
CHII0BE W/HMJIM MO3BYHO-CHIOBO 3a00IsIBaAHE.

4.4  CneuHanHd npexynpexaeHusi H NpeanasHH MepPKH npu ynorpeda



CroMainHo-4peBHU edeKkTH
YCIOXHEHUs OT POPHUTE OT/EJM Ha CTOMALIHO-UPEBHHUS TPAKT (nepdopaiuu, si3BU HIH KbPBEHe
(PUBSs), HsAKOH OT KOUTO C (aTaeH U3XOH, Ca HACTBIMIIM [P MALHEHTH JIEKYBAHH C ETOPHKOKCHO.,

BrumarenHo TpsdBa na ce moaxoxkaa MpH MalMEHTH ¢ PUCK OT Pa3BUTHE HA CTOMALIHO-YPEBHM
ycnoxHeHus: ot HCIIBC: nauuenTy B cTapyecka Bb3pacT, MALMEHTH, IPUEMALIH €IHOBPEMEHHO U

apyru HCIIBC unu aueTuicanvuuaoBa KUCeMMHA, MITH NALMEHTH C TIPEKapPaHH CTOMALIHO-YPEBHHU
3a00/IsIBAHMS, KATO 513Ba U KbPBEHE OT CTOMAIIHO-YPEBHHS TPAKT.

FimMa nonbHUTENHO yBeMYaBaHe Ha PHCKA OT CTOMAIIHO-YPEBHH HEXEJIAHH JIEKAPCTBEHH PeaKIny
(CTOMalIHO-YpEBHA A3Ba WJIM APYTHM CTOMALIHO-YPEBHH YCJIOKHEHMS), KOraTO E€TOPHKOKCHO ce
MpHEMa 3a€/1HO C ALUETWICATHLUIIOBA KMCEIHHA (IOPH M B HUCKHM 103M). 3HAUMTE/IHA Pa3iikKa IO
OTHOLIEHHE HAa CTOMALIHO-4YpeBHATa Oe3omacHOCT Mexnay cenektuBHH COX-2 unxuburopu +
aueruicamuuuiosa kucenuHa cnpsaMo HCIIBC + auerwmncanuiunosa kucenvHa, He e Ouna
JI€MOHCTPUPAHA B IbJITOCPOYHHU KIMHUYHU NPOYUBAHUA (BXK. TOUKa 5.1).

CoprnedHo-cbaoBu edextu

KnunuyHu 1poyuBaHus [peanonarar, 4e JIeKapCTBEHMST Kkiac Ha cenektuBHute COX-2
HHXHOMTOPH MOXe 1a ObJe CBbP3aH C PHCK OT TPOMOOTHYHHM MHLMAEHTH (OCOOEHO MHOKapieH
unpapkr (MH) u wuncynr), B cpaBuenme ¢ miaue6o u Haxou HCIIBC. CbpaeuHO-ChIOBUTE
PUCKOBE TIPH MPHJIAraHETO HAa €TOPMKOKCHMO MOraT Ja HapacHaT C yBeJIMYaBaHE HA 103aTa H
[IPOABJDKUTETHOCTTA HA MPHJIAraHe, MOpaau KoeTo TpsAOBa 1a C€ M3MON3BAT HAM-HUCKHUTE
ePeKTHBHM JI03M 3a Hal-KpaTbk mepuox ot Bpeme. HeoOXoauMMOCTTa HAa TMALMEHTa OT
CUMIITOMaTHYHO OOJieK4YaBaHE M OTrOBOP CHPAMO TepamusaTa TpsAbBa ga Oble NEPHONHYHO
[IPEOLIEHsABaHA, OCOOEHO MPH MALMEHTH € OCTeoapTpuT (BkK. Touku 4.2, 4.3, 4.8 u 5.1).

[Taupentn cvc 3HauMTeNHM PUCKOBHM (AaKTOPH 3a CHPJEYHO-CHAOBM HMHLMAEHTH (HAmpHUMep

XUMEPTOHMsA, XMNEPIMNUAEMHUS, AWadeT, TIOTIOHOMylleHe) TpsAdBa na ObOAaT JeKyBaHUH C
€TOPUKOKCHO ciieq1 BHUMaTENHO oOMuc/sHe (BxK. Touka 5.1).

COX-2 cenexTuBHHTE MHXMOMTOPH HE 3aMECTBAT ALETHIICAIMUMIIOBATA KUCENHHA (aCIIHPHH) [pu
MPO(UIAKTHKA HA CbPAEYHO-CHIOBH TpomOoemMOonMyHM 3a00NdBaHMS TNOPAAM JMIICATA HA

aHTHarperanTed edext. [lopaau ToBa aHTHarperaHTHaTa Tepanus He TPsOBa na Obae MpeKbcBaHa
(Bxk. TOuku 4.5 u 5.1).

Edexrn Bppxy Ob0pennTe

brOpeunuTe npocTarnaHIMHM MOXE a MMaT BaXKHa POJisi B TOMABPXKAHETO Ha ObOpeuHara
nepdysus. 3aToBa MpuU HAJIMYHUETO HA KOMIpoMeTHpaHa ObOpeuHa mepdysus, NMpUIAraHeTo Ha
€TOPUKOKCHO MOXE Na NpeaHM3BHKa BTOPHYHO, MOCPEACTBOM HaMAaJlsBaHe Ha NPOM3BOACTBOTO HA
MPOCTarNaHAWHH, peAyuupaHe Ha ObOpeYHMs KPBHBOTOK M yBpeknaHe Ha OnOpeuHara (yHKLus.
[lanueHTHTE C Hali- BUCOK PUCK B TOBA OTHOLIEHHE Ca TE3M, KOMTO MMaT NMPEIXOKAAINO 3HAYHMO

yBpekIaHe Ha OpOpevHaTa (yHKLMs, HEKOMIEHCHpPAaHA ChpHEYHA HEJOCTATBYHOCT WM LMPO3a.
[Ipu TaknBa MaLMeHTH C€aBa 1a Ce MMa NMPEIBHA MOHUTOPUPAHETO Ha ObOpeynaTa QyHKIMS.

3anpuiKka HA TEYHOCTH, OTOK U XHMIIEPTOHUS
KakTo u ¢ Apyru JieKapcTBEHH MPOAYKTH, 38 KOMTO € H3BECTHO, Y€ MOTHCKAT NMPOCTArIaHIMHOBATA
CHUHTE3a, Ca Omin HabmOAaBaHM 3alpbKKa HA TEYHOCTH, OTOK M XMIEPTOHMS NPU MALHEHTH HA
NeYeHHEe C ETOPUKOKCHO. BCHUKM HECTepOMIHM NPOTHBOBB3MAIHUTEIHH cpe A i HIBE
BKJIFOUMTEIHO €TOPHKOKCHO, MOraT 1a Ce CBbPXKAT C HOBOIMOSIBUJIA CE HJIU PE #Y petne

CbpACYHA HENOCTAaThYHOCT. 3a MH(OpPMAIMS OTHOCHO OMNpENeisHHUs OT aAd3aus
eTOPHKOKCHO BIKTE TOuka 5.1. BHuMaTenHo TpsaOBa 11a ce moaxokaa KbM Ia
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3a ChpIeYHa HEIOCTAaThYHOCT, JEBOKAMEPHA AUCHYHKLMS, XUIIEPTOHUSA, KAKTO U KbM MALMEHTH C
MPeaX0KAall OTOK MO APYrd NMPUYHMHU. AKO UMa KIMHUYHHU JaHHH 34 BIIOLIABAHE HA CHCTOSHUETO

Ha T€3W MaUUeHTH, CJIEBA Ja Ce MPeAnpHeMaT NOAXOAALIH MEPKH, B TOBA YHCIO M NPEKPATIBAHE
Ha JIEYEHUETO C ETOPUKOKCHD.

Etopukokcud moxe ma 6bae cBbp3aH ¢ NposiBa HA MO-YECTa M TEKKA XMUIIEPTOHUS B CPABHEHHE C
npyru HCIIBC u cenextuBun COX-2 unxuburopu, ocobeHo mpu Bucoku ao3u. Ilopagu ToBa
XUMEPTOHMATA TPsiOBa na Obae KOHTPOJMPaHA MPEH JIEUEeHHETO C eTOPHKOKCUMO U TpsibBa ma ce
00bpHE 0COOEHO BHMMaHHE Ha MpPOCHENABAHE HA KPBBHOTO HAJTAHE MO BPEME Ha JIEYEHHETO C
eTopukokcu0. KpbBHOTO Hansrase crnensa fa Obie KOHTPOJMUPAHO A0 [ABE CEAMMIH OT 3arOuBaHe
Ha JIEYEHHUETO W MEPUOAMYHO CJIe TOBAa. AKO KPBBHOTO HaJIsiraHe 3HAYMTENIHO CE MOBMLIM TPsOBa
1a C€ ITOMMCIIM 34 ANTEPHATUBHO JIEYEHHE.

Edextu Bbpxy yepHus apod

[loBuiaBane Ha ananuHamuHoTpaHchepasara (ALT) w/unu acnapraramunorpancdepasata (AST)
(MpUOMM3HTENIHO TPH MJIM NIOBEYE MBTH HAJl TOPHATA HOPMAJIHA rpaHuLa) € Ouio HabmonaBaHo mpu
0Kk0JiI0 1% OT MaUMEeHTUTE B KIMHUYHMUTE MPOYYBAHHUS, KOHTO Ca JIEKYBAHH C €TOPUKOKCUO 10 1
roauHa rnpu no3a 30, 60 u 90 mg nHeBHO.

[lanueHTUTe CHC CUMITOMH W/WJIM NMPU3HALM 32 YePHOAPOOHA TUC(YHKLUS WU TE3H, IIPH KOUTO €
HaJIMIEe IaTOJOrM4YeH TECT 3a OLIEHKa Ha 4epHoapoOHarta QyHKLMA, chaexaBa na Obpar
MOHHTOPHpAaHH. AKO ce HaOmomaBaT mpU3HALKM Ha YepHOAPOOHA HENOCTATBYHOCT WU
MEePCUCTHPAT MATOJIOTHYHH DPE3YJITATH OT YEePHOAPOOHHTE TeCcTOBe (TPH NMBTH HAJ HOPMAJIHATA
rOpHa 'PaHULA), JEUYEHHUETO C ETOPHUKOKCHO TpsOBa 1a ce MPEeKPaTH.

OO0 ebexTu

AKO MO BpEME Ha JIEYEHHMETO NpPH MALMEHTHTE Ce BJOWAT (DYHKIMHTE HA HAKOS OT IO-TOpe
OMMCAHUTE CUCTEMM, TPAOBA Na Ce B3€MAT MOAXOAALIM MEPKU U Ja CE MOMMCIM 3a NPEKbCBaHe Ha
TepanusaTa ¢ eropukokcu0. Tpsabea ma ce ochimecTBsiBa aieKBATHO MENULIMHCKO HabMOEHHE TIO
BpeMe Ha MPOBEXKIAHETO HA JIEYEHHE C €TOPUKOKCHO Ha MALMEeHTH B CTap4YeCcKa Bb3PACT M TAKUBA C
Hanu4yHa ObOpeyHa, yepHOAPOOHA WM ChpAeYHA AUCHYHKIHS.

JleueHueTo ¢ eTopuKOKCHO TpsOBa 1a Ce OCBHIIECTBSBA BHUMATEJIHO MNPH JAEXUAPATHPAHU

nauueHTH. Ilpermopbusa ce npenBapuTeNHa pexuapaTaluysa Ha TAKMBA MALMEHTH NPENH [a 3aT0YHe
TepanusTa ¢ €eTOPUKOKCHO.

CepHO3HH KOXKHH PEaKLHH, HAKOM OT TsAX (aTanHu, KaTo eKCHONMATUBEH NEPMATHT, CHHAPOM Ha
Stevens-Johnson u TOKCHYHA eNMAEpPMaiHa HEKPOM3a, ca OWIM NOKIAJBAHM MHOTO PSAKO BbB
Bpp3ka C u3noj3saHero Ha HCIIBC wu nakom cenextuBHn COX-2 uHXUMOMTOpPM NIpe3 MOCT-
MapKeTHHrOBOTO Habmozenue (Bx. Touka 4.8). [lauueHTHTe ca M3I0KEHH HA HAl-TONSAM PHCK 32
MOosiBaTa HA TaKMBa PEAKLMM B HAYaJOTO HA TepanusATa, KaTo IIbPBAaTa PEeakius CE IOSBSBA B
MOBEYETO CIy4aH Mpe3 IbpBUs Mecell OT neueHnero. Cepruo3Hu peakiu Ha CBPbXUyBCTBUTEIHOCT

(kaTo aHauIakcHs U aHruoeneM) ca OuaM choOLIaBaHKU NPH MALMEHTH, PHEMAIIH ETOPUKOKCHO
(Bk. Touka 4.8). Haxou cenextuBHU COX-2 MHXUOUTOPH Ca CBBP3aHM C MOBHIIEH PUCK OT KOXKHH

peakuuu Npu NaUUeHTH, KOHTO Ca HMaJldi aHaMHe3a 3a JeKapcTBeHa ayeprus. [IpweMbT Ha
€TOPUKOKCHO TpsiOBa na ObAe npekpaTeH NpH NbPBaTa MPOsSiBA Ha KOXKEH OOpHB, Je3us Ha
JIMFaBHLATA WK OPYTU CUMIITOMHU HA CBPBHXYYBCTBHTEIHOCT.

Etopukxokcu® mMoxe na 3amackupa GedpunureT u qpyru NPU3HALM HA Bb3MATUTETHE

BuumMatenHo TpsOBa na ce moaxoxkaa NpH €AHOBPEMEHHO IPUJIaraHe Ha eTOpH
b [ SN ¥ b ;
WA APYTH MEPOpaTHi AaHTUKOATYJIAHTH (BiK. TOUKa 4.5). ~ ¥



M3mon3BaHeT0 HAa €TOPUKOKCUO, MOJOOHO Ha JPYrd JEKApPCTBEHM MPOAYKTH, KOMTO TOTHUCKAT
LMKJOOKCHI€Ha3HATA/IPOCTArIAHANHOBAaTa CHHTE3a, HE C€ MpenopbuBa IPU XKEHH, KOUTO Ce
OIUTBAT Aa 3a0pemenesT (Bxk. Touku 4.6, 5.1 u 5.3).

Jlakro3a
[TamenTy ¢ penxu HacIeACTBEHH MpoOJeMH Ha HEMOHOCHMMOCT KbM IajlakTo3a, ITbJEH JaKTa3eH
JeQULUUT WIH TIHOKO30-rajlakTo3Ha Manabcopbuust He TpsOBa na mMpuMeMar TO3H JIEKapCTBEH
[MPOAYKT.

Harpui
To3u nexkapcTBeH MPOAYKT ChAbpika no-manko or 1 mmol watpuii (23mg) Ha dumamupana
TabJIETKA, T.€- MOXKE [1a C€ Kaxke, ue MPaKTHYECKH HE ChAbPKA HATPHIA.

4.5  B3aumoaeHCTBHE C APYIH JE€KAPCTBEHH NPOAYKTH H APYrH (JOpMH HA B3aHMOJeHCTBHE

@apMakOAMHAMHUYHHU B3aMMOICHCTBHS

Ilepopannu anmuxoazynanmu. I1pu naiyenTy, cTabUIHM3UPaHH HA XPOHUYHO JIe4eHNe ¢ BapdapuH,
NpHIaraHeTo Ha eTopukokcud 120 mg nHeBHO € cBbp3aHo ¢ npubausutenHo 13% ysennueHue Ha
INR (International Normalized Ratio = MexayHapomHO HOPMAJM3MPAHO OTHOLIEHHE) Ha
MPOTPOMOMHOBOTO BpeMe. 3aToBa MAaLMEHTH, KOMTO CE JIEKYBAT C MEPOPaHM aHTHKOATYJIaHTH,
clieiBa CTPUKTHO 1a ObAaT MOHMTOpHpaHH NMo oTHomeHue Ha INR Ha mporpoMOuHOBOTO Bpeme
OCOOEHO B MBPBHMTE HAKOJKO OHH, KOraTo JIEHYEHUETO C €TOPHKOKCHO 3aroyBa MIM Ce IPOMEHS
JI03aTa Ha JIEKapCTBOTO (BXK. TOUKa 4.4).

Huypemuyu, AIIA u ACE unxubumopu: HCIIBC moxe na HamajsT epekra Ha IUYPETHLMTE H
JPyruTe aHTUXUNEPTEeH3WBHHU JiekapcTsa. IIpy HsAxkom maumeHTH ¢ yBpemeHa OnOpedHa ¢yHKLUs
(Hamp. AeXMApaTHpPaHH MAlMEeHTH WM NAUMEeHTH B CTapyecka Bb3pacT ¢ yBpeneHa ObOpeuHa
(ynxuus) enHoBpeMeHHOTO M3non3BaHe Ha ACE-uHXuOUTOpH MM aHrHOTeH3HMH 1] aHTAarOHUCTH 1
CPEACTBa, KOUTO HHXMOMPAT LIMKJIOOKCUIeHa3aTa MOXKe [1a MPEIU3BHKA JIONBIHUTENHO BJIOLIABAHE
Ha ObOpeuHara (QyHKLMsA, BKIIOYMTETHO pa3BUTHE HAa OcTpa OBOpEUHa HENOCTATBYHOCT, KOETO
00MKHOBEHO € 00pathMo. To3u dakT cinexBa ma ce MMa MpPeaBHI NPHU MALUEHTH, KOUTO B3MMAT
enHoBpeMeHHO eTOpHKOKCHO U ACE muxuburopu unu anruorensud II anraronuctu. Ilopaau Tosa,
Ta3d KOMOMHALMs TpsAOBa Ja Ce Mpujara BHUMATENHO, 0COOEHO Npu no-Bu3pacTHU. IlaimeHTrTe
Tpsi0Ba 12 ObAaT aJeKBaTHO XMAPATHPaHU U TpsAbBa na ce 06CHOM MOHMTOpHpaHe Ha GLOpeyHaTa
(pyHKIMA cen 3ano4yBaHe HA KOMOMHKMpPAHATA TEPANKs U NEPUOAMYHO CJIEN TOBA.

Ayemuncanuyunoea xucenuna: Ilpu npoy4BaHe Ha 34paBd JOOPOBONIM C MOCTHUIHATO PABHOBECHO
cecTosiHue (steady state) eropukokcu® B mo3a 120 mg BeoHBK HA 1O€H HE € TOBJIMSII
aHTHarperaHTHaTa aKTHBHOCT Ha alCTUJICAJIMLIMIIOBATA KHCeNHHA (f03a 81 mg BemHBXK Ha JAEH).
EToprkokcHO MOXe /1a ce M3MOI3Ba eTHOBPEMEHHO C aLleTHJICATHIIMIOBA KMCEIMHA, NaieHa B 1034
3a NpOoQHIAKTHKA HA CbPAEYHO-CHAOBH MHIUMIECHTH (HHCKA 1033 HA alETUJICANUIIMIOBA KHUCEIHHA
(acnupun)). Bee nak eqHOBPEMEHHOTO NMpUJIAraHe Ha aLETHICATMLMIOBA KMCEIMHA (HUCKA 11032) C
€TOPUKOKCHO MOXeE M1a yBeNu4Yd 4Yecrorata Ha yiauepauuure v apyrure CU ycnoxHeHus B
CPaBHEHHE CBC CITyyaWTe, KOraro €TOPMKOKCHO ce M3mosis3Ba camocrosTenHo. He ce npenopbusa
€AHOBPEMEHHOTO NpHUJIaraHe Ha €TOPUKOKCHO C IO-BMCOKHM OT MOCOYEHHTE 3a NMPOdMIAKTHKA Ha

CbPACYHO-CHAOBH MHUMIACHTH 03M aLETHICAIMIMIOBA KuceanHa, kakTto M ¢ apyru HCIIBC (Bx.
TOYKHU 5.1 u 4.4).

L{uknocnopun u maxkpoaumyc: Benpeku ye ToBa B3aUMOAEHCTBHE C €TOPUKOK
Ce€ 3Hae, Y€ €OJHOBPEMEHHOTO MPHJIAraHe Ha LUKIIOCIIOPUH WU TAKPOJIHMYC



YBENUYH HEPPOTOKCHYHHMA €(DEeKT Ha [ABETe JeKapCcTBa - LMKIOCTIOPHH MM TaKPOIHMYC.

brOpeunata ¢yHkuus cnexsa na ObJe MOHHUTOPHpAHA, KOraTo Ce€ MpMJara E€TOPUKOKCHO B
KOMOHHALMA C HAKOHM OT TE€3H JIBE JIEKApCTBa.

DapMaKOKMHETHYHU B3aUMOIEHCTBHUSA

Eghexm na emopuxorcub evpxy hapmakoxunemuxama na opy2u 1eKapcemed

Jumui: HCIIBC namansiBaT OpOpeunara ekCkpeuusi Ha JIMTHH, MOpajgu KOETO C€ YyBeJIM4aBa
nua3MeHata My koHueHrpauus. Ilpu HeoOxomumocT TpsbBa n[a Ce MOHUTOPHMpPAa CTPHKTHO
KOHLICHTpaLUATa Ha JIUTUH B KPBbBTA M Ja CE€ ajanTupa 403aTa HA JUTHUSA, JOKATO Ce MpHeMa Ta3u
JieKkapcTBeHa KOMOMHALWA, KakTo B npu criupanero Ha HCTIBC.

Memompexcam: [Ise npoy4BaHMs Ca NMPOBEKIAHHM 32 M3CIeNBaHE HAa edeKkTa Ha eTOPHKOKCHO B
no3a 60, 90 mmu 120 mg BenHBXK NHEBHO B MPOABIKEHUE HA 7 IHU IPH MALMEHTH Ha JIEUEHHE C
METOTpEKCaT B f03a OT 7,5 mo 20 mg BEIHBX CEAMHYHO 34 JIEYEHHE HA PEBMATOMIIEH APTPMT.
Etopuxokcud npu no3a or 60 u 90 mg He e oka3an epekT BbpXy MIa3MeHaTa KOHLEHTPaLus Ha
METOTPEKCAT MM ObOpeuHHsa My KIHMpBHC. B enHo npoyuBane eropukokcud B 1o3a ot 120 mg He e
“UMasl eeKT, HO B JPyro NMpOy4yBaHe NpH Ta3u 1034 € YBETHYW TUIa3MeHaTa KOHLEHTPalLlus Ha
metorpekcaT ¢ 28% u e Hamanun ObOpeuHust KIMpbHC Ha MetoTrpekcaT ¢ 13%. IIpenopbusa ce
MOHHTOpPHMpaHE 38 TOKCHYHH €(EeKTH Ha METOTPEKCAT, KOrato TOH Ce mpuiara B KOMOMHALMUS C
ETOPHKOKCHO.

Iepopannu konmpayenmueu. Ilpunaranero Ha 60 mg eTOpUKOKCHO €THOBPEMEHHO C NEPOPAIHH
KOHTPALENTHBH, ChAbPKALIK 35 Mukporpama erununectpaauon (EE) u 0,5 no 1 mg HopeTuHapoH
B TNpPOAb/DKEHHE Ha 21 IHH, € YBEJHYWJIO IUIOLITA MOJ KPUBATA IPH CTALMOHAPHO CHCTOSHHE
AUCo-24« 32 EE ¢ 37%. IIpunaranero na Apkokcust 120 mg ¢bC ChLIMs NEpOpaieH KOHTPALIEIITHB,
€IHOBPEMEHHO MJIM C MHTEpBaN OT 12 yaca, € yBEIMYMJIO IJIOLITA [OA KPUBATA MPH CTALIHOHAPHO
cbeTosiHue AUCo-244. 32 EE ot 50 no 60%. Tosa yBenuuenue Ha koHueHtpauusrta Ha EE cnensa na
C€ MMa MNpeaBU]l, KOrato ce u3dbupa nepopaieH KOHTpALENTHB, KOMTO J1a ce M3MOJI3Ba 110 BPpEME Ha
MPUIAraHEeTO Ha ETOPHKOKCUO. ¥YBENMUeHOTO Bh3aelcTBUEe Ha EE MOKe 1ma moBMINK YecToTaTa Ha
HEXKEJIAHUTE peaKLHH, CBbP3aHH C MEPOPaIHUTE KOHTPALENTHBM (HAMpP. NPOSBH HAa BEHO3HA
TPOMOOEMOOTHSA ITPH PHCKOBU JKEHH).

Xopmonoszamecmumenna mepanus (X37): Tlpunaranero Ha eropukoxkcu® 120 mg 3aeqHo ¢
XOpPMOHO3aMECTUTENHA TEParus, CbCTaBeHa OT KOHK0rupaHu ecrporenu (0,625 mg [IpemapuH) B
NMPOIbIKEHHE Ha 28 IHH, € YBEeIWYHIIO IJIOLNTA [0 KpUBaTa npu crauuoHapHo chetosaue AUCo.
241, HA HEKOHIOTHMpaHHUs ecTpoH (41%), exsumuH (76%), u 17-B-ectpamnon (22%). Edexrsr Ha
NPEeNOPBYHTETHUTE XPOHUYHHU A03U €TOpUKOKCHO (30, 60 u 90 mg) He e Oun npoyuex. Iiouure
nmox kpuBata AUCo.24.. Ha TE€3M €CTPOr€HHM CBHCTABKM Ha [IpeMapuH TpU €IHOBPEMEHHOTO My
npuiaarade ¢ eropukokcud 120 mg ca Ouau nmo-majiko OT MOJOBHMHATA, B CPAaBHEHHE C TE3H IPH
CaMOCTOSTEIHOTO npunarane Ha IlpemapuH u ysenuuasaHe Ha no3ara My ot 0,625 mg Ha 1,25 mg.
KJIMHHYHOTO 3HAYE€HHE HA TE€3U YBEIUYECHHUS HE € U3BECTHO M MO-BUCOKH /103M Ha IIpemMapuH He ca
OMIM MPOyYBaHU B KOMOMHALMS ¢ €TOPUKOKCHO. Te3n MoBHIIEHHS HA €CTPOTeHHATa KOHLIEHTPALHA
TpsiOBa fna ce MMar mpeaBun NMpH u30opa Ha XOpMOHAlIHA Tepamusi Clie] MeHomaysaTa, INpH
MpUiaraHe 3aeJHO ¢ €TOPUKOKCUO, 3al0TO eKCIO3UIMATA HA YBEJIMYEHH HHUBA HA €CTPOreH MOTraT
/12 YBEJIHUYaT PUCKA OT HEXKeJIaHU peakumu, CBbp3aHu ¢ X3T.

JIEKaPCTBEHU B3aUMOIEHCTBUS, €TOPUKOKCHO HE € OKa3asl KJIMHHYHO 3HAYHMO B
(papMaKOKMHETHKATA HA MPEIHH3OH/TIPETHHU30JIOH.



ueoxcun: eropukokcud B no3a 120 mg BeOHBXK Ha IeH B mpoab/bkeHHe Ha 10 DHU Mpu 3apaBu
noOpOBOJILIM HE € MPOMEHHJ TUIolNTa oA KpuBarta npu crauuoHapHO cbeTosHHe AUCo.244 Mu
OpOpeuHOTO enumuHMpaHe Ha aurokcuH. HaOmonasano e ysBenuuenwe Ha Cmax (MakcuMalHa
KOHLEHTpauusi) 3a AUrokCHUH (mpubsmsurenHo 33%). ToBa yBenHYeHHE HE € OT CBhIIECTBEHO
3HAUEHUE 32 [MOBEYETO NAalUeHTH. BCce nak manueHTuTe, KOUTO Ca C MOBUILIEH PUCK 32 IMTOKCHHOBA
UHTOKCHUKaLUsA, TpssOBa Aa ObAaT mpociensBaHU 3a INMPOSBUTE HA TakaBa MHTOKCHKALMS, KOraTo
IIBETE JICKAPCTBA, €TOPUKOKCUO M IUTOKCHH, C€ IMpUJIaraT €eIHOBPEMEHHO.

Lgpexm na emopuxoxcub ewvpxy Jaexkapcmeamaq, Koumo ce  memabonusupam — upes
cyaghompancgepasu

ETopukokcud e wuxubutop Ha cyadorpaHcdepazata B HOBEHIKHA OPraHH3BM, MO-CIEIHATHO
SULTIE] u e ycraHoBeHO, u4e BOAM A0 TNOBHUIIABAHE HA CEPYMHATa KOHLEHTpALMs Ha
eruHunecrpaguona (EE).  [lokonkoro no3HaHMeTo 3a e(dekTHTe BBPXY MHOXECTBOTO
cyndorpandepa3y Ha HACTOALHUA €Tall € OrPaHUYEHO M KIIMHUYHHUTE MOCIEAULM OT JEHCTBUETO Ha
MHOJK€ECTBO JICKAPCTBA Ca HEMbJIHU U NMPOABbKABAT Aa ObaaT 00eKkT Ha u3clenBaHe, TpsOBa 1a ce
BHMMAaBa, KOraro0 ETOPUKOKCHO C€ TMpuiara €gHOBPEMEHHO C JPYrd JIeKapCTBa, KOMTO Ce
MeTabOMU3UPAT IMaBHO OT CyadoTpaHchepasuTe (Hamp. mepopaHK canOyTaMoJl H MUHOKCHIWI).

Lighexm na emopuroxcub evpxy nexapcmeama, xoumo ce memaboauzupam om CYP uzoenzumume

Bb3 0oCHOBa Ha M3CheaBaHuUs In Vitro, eTOPUKOKCHO He ce o4akBa na MHxuOupa uuToxpomurte P450
(CYP) 1A2, 2C9, 2C19, 2D6, 2E1 unu 3A4. B npoyuBaHe TIPU 3[paBHd XOpa, NPHUJIAraHETO HA

eropukokcud B 1o3a 120 mg aHEBHO He € JOBEJIO A0 MPOMSHA B aKTHBHOCTTA HA YEPHOOPOOHUS
CYP3 A4, oueHeHa upe3 epUTPOMULIMHOBUS IUXATEJIEH TECT,

Edbexm na opyzu nexapcmea evpxy hapmaxokunemuxama Ha emopuxoxcud

OCHOBHMAT MbT Ha MeTabonu3upaHe Ha eTopukokcub e 3aBucuM oT CYP enszumure. CYP3A
U3rJeXIa BIUAE BbPXY MeTadonu3mMa Ha eTOPUKOKCHO 1n vivo. In vitro mpoydBaHHsA [TOKa3BaT, 4e
CYP2D6, CYP2C9, CYP1A2 u CYP2CI9 cbmo mMorar ga kataau3dpar OCHOBHHTE IMPOLECH, HO
TOYHA KOJIMYECTBEHA OLIEHKA HA ChYYaCTHETO UM HE € NMPOBEKIAHA B YCIIOBUA i1 VIVO.

Kemoxonazon. KerokoHazonsT € MoweH nHxuburop Ha CYP3A4. B no3a 400 mg BeaHBXK Ha [€H B
npoab/keHue Ha 11 aHM npu 3apaBu  AOOPOBOJIM HE TIPOMEHS KJIMHMYHO 3HAYHMMO
(papMakoKMHETHKATA HA €TOPUKOKCUD mpu eaHOKpaTHa no3a ot 60 mg (43% yeenmuuenue Ha AUC).

Bopuxonaszon u muxonason: EQHOBPEMEHHOTO NPHIOKEHHE Ha TEPOpaJieH BOPUKOHA30J MHIIH
JIOKaJIeH MHKOHa30J1 nepopanieH ren (MouHn uHxuburopu Ha CYP3A4) ¢ etopukokcHO BOOH 10
JICKO MOBUIIABAHE HA €KCIIO3ULMATA Ha €TOPUKOKCUD, Oe3 TOBa J1a ce CUMTA 3a KIMHHYHO 3HAYHMMO
Ha 0a3a Ha nyOJMKYyBaHUTE NaHHM.

Pugpamnuyun: ENHOBPEMEHHOTO NpHiaraHe Ha eTOPUKOKCUO 1 pudamMnuluH (MOIIEH HHOYKTOP Ha
CYP en3zumute) BOAU A0 HAMAJISIBAHE HA TUIa3MEHHUTE KOHLEHTPALMU Ha eTOPUKOKCHD ¢ 65%. ToBa
MOXE Jla JOBEIE 10 pEeLMAMBUPAHE HA CHMIITOMATHKATa, 3a KOATO Ce Mmpujara eTopukokcud. Toi

KaTO TOBa MpEANojara yseJM4aBaHe Ha 103aTa Ha JIEKapCTBOTO, CIEABA [a Ce OTOeNexkH, Je He ca
MPOYYEHH [03W HA ETOPHKOKCHO, MO-BMCOKM OT IIOCOYEHHMTE 33 BCAKA MHAMKALMA, KOraTo ce
pujiara €IHOBPEMEHHO ¢ pudamnuuuH. I1o Ta3sy NpHYMHA HE C€ U MPETNOPBYBAT MO-BUCOKU H03H
(Bx. TOUKa 4.2). |

Aumuayuou, AHTHAUMIKUTE HE BIMAAT BBPXY (apMaKOKMHETHKATA HA €TOPHK
3HAYHMMa CTEIEeH.




4.6  DepTHaHTET, OPEMEHHOCT H KbpPMeHe

bpeMeHHOCT

Hsama xnMHMYHM NaHHM 33 BJIMSHHME HA ETOPHKOKCHO BBPXY MNPOTHYAHETO HAa OpeMEeHHOCTTA.
[IpoyyBaHusATa MPH KUBOTHU CA YCTAHOBWJIA TOKCHYEH €(DEKT BHPXY pernpoayKTHBHATA (DyHKIIHS
(Bk. Touka 5.3). I[loTeHUMaMHUAT pUCK npu OpEeMEHHM XeHH He € u3BecTeH. ETOpHKOKCcHO, KakTo
APYTUTE JEKAPCTBEHW MPOAYKTH, MHXMOUpALIM CHHTE3aTa Ha MNPOCTarjaHIMHUTE, MOXE 14
Mpeau3BUKa MaTO4YHA C1adOCT U NPEXACBPEMEHHO 3aTBapsiHe Ha BoTanoBus NMpoTOK B NOC/IEqHHS
TpuMecTbp. ETOpHKOKCHO € nMpOTMBOMOKA3aH 3a MpHIIaraHe Mo BpeMe Ha OpeMeHHOCT (BxK. TO4YKa
4.3). Axo enna xeHa 3a0peMeHee MO BpeMe Ha JICHEHHETO ¢ €TOPHUKOKCHO, Toil TpsaOsa na Obnae
CTIPSIH.

Kbpmene
He e u3BeCcTHO nmanu e€TOpUKOKCHMO ce oTaenss B 4oBemkara kbpma. ETopukokcu® ce ormens B

KbpMaTa Ha rIbxoBe. JKeHuTe, KOUTO MOJI3BAT €TOPUKOKCHO, He TpsaOBa 1a KbPMST (BXK. TOUKH 4.3
u 5.3).

DepTUauTeT
Ynorpebara Ha €TOPUKOKCHMD, KaKTO M Ha BCSKO JPYro BEILIECTBO, 33 KOETO € HM3BECTHO, Y€
uaxubupa COX-2, He ce MpenopbUBa NPU KEHH, OMUTBAILMU Ce 12 3a0peMeHEsT.

4.7  EdexTH BLpXy cnocodHoCTTA 32 Io(pHpaHe U padoTa ¢ MALIHHH

[TanmenTHTe, KOMTO 4YYBCTBAT 3aMAassHOCT, CBETOBBPTEX MM CBHIMBOCT TIPU yrorpeda Ha
eTOpUKOKCHuD, TpssbBa na u3dsAreat na modupar u 1a padboTAT ¢ MALIHHK.

4.8  HexeyaHH 1eKapPCTBEHH pPeakLHH

Pesiome Ha npoduna Ha OE30MacHOCT

B KnMMHUYHM MPOy4YBaHHs, OE30MacHOCTTa OT MPUIAraHETO Ha eTOpUKOKcUb e Ouna oueHeHa npu 9
295 nymu, BrarounTenHo 6757 nauuentu ¢ OA, PA, xpoHnyHa 00Nka B KpBCTa HIIH aHKHIIO3UPALIL
crioHAMMT (npubnusurtendo 600 nmauuentu ¢ OA unu PA ca Ounu nekyBaHM B MPOABIDKEHHE HA
MUHUMYM €1Ha rOJIMHA).

[Ipy KIMHUYHHUTE NPOYUYBAHUSA, MPOPHUIBT HA HEXKENAHUTE JIEKAPCTBEHU Peakiuu € Ol CXOJIeH Mpu
nauueHT ¢ OA umu PA, nexyBaHu ¢ €TOPUKOKCUO B MPOABIDKEHHE HA €IHA MONMHA HUJIH TIOBEYE.

[Ipy KIMHUYHO MPOYYBAHE 33 OCTBP MOAArPO3€H apTPUT, MALIMEHTHTE Ca OMJIM JIEKYBaHH ChbC 120
mg JHEBHA 11033, B NMPOAb/LKEHHE HAa oceM AHU. IIpodunbT Ha HexeNnaHUTe JIEKAPCTBEHH PEAKIHH
pH TOBA MpoyuBaHe € Omi B 00K JMHUM ONU3BK 10 TO3M, HAOMOMaBaH MPH KOMOMHHUPAHUTE
npoyuBaHus 3a OA, PA u XpoHnuHa 00JKa B KPBCTa.

B mporpama 3a mpociensBaHe Ha ChbpAEYHO-CHAOBATa 0€30MacHOCT ¢ O0OOIIEHH HAHHU OT TPH
KJIMHUYHU U3MUTBAHUS CIIPSAMO akTUBEH KOMIIOHEHT, 17 412 nauuentu ¢ OA unu PA ca nekyBaHH
c eropukokcuO (60 mg unu 90 mg) mpu cpemHa MPONBLIKUTENHOCT Ha JieyeHHeTo 18 mecera.
JlaHHuTE 32 0€30MacHOCT M NOAPOOHOCTUTE 3a Ta3W NMPOrpaMa ca npeacTaBeHH B ToUka 5. 1.

[IpopunbT Ha HeXeNnaHW JEKAPCTBEHU pPEAKIHH IpH KIMHUYHH [IPOYYB
IOCTONEpaTUBHA AEHTaJHa Oojika cien onepauus, BKIOuBamK 614 mamue
eropukokcu0 (90 mg u 120 mg), xaro uAno e nogodeH Ha TO3HU, CHOOIIEH MPH
PA u xpoHuyHa O0Jika B JOJTHATA YacT Ha rbpoa.



TabauyeH cnMChK HA HEXENAHUTE PEAKLIMU

[To BpemMe Ha KIMHUYHUTE U3MUTBAHUA Ca YCTAHOBEHM CIECAHUTE HEXETAHU JIEKAPCTBEHHU PEAKLIMU
C 4€CTOTa MO-rojiiMa OT Ta3u NP mpuaaraHero Ha rauedo npu mauueHtu ¢ OA, PA, xpoHuuHa
OoNka B KpBCTA MJIM aHKHJIO3UPALL CIIOHAMIMT JIeKyBaHu ¢ eropukokcud 30 mg, 60 mg wim 90 mg
10 MPENnopBbUYUTENHATA 1032 332 CPOK HA JieueHue A0 12 ceaMulu, B NPOyYBaHUATA IO mporpamara
MEDAL 3a cpok Ha nedeHue 10 3 2 roguHM, B KPaTKOCPOUYHHU MPOYUYBAHUA 32 CPOK HA JIEHEHHE J10
7 nHU 3a ocTpa D0JIKa MJIM B Iepuoaa el MmyckaHe Ha nasapa (Bx. Tabnuna 1):

Tabamua 1:
CHCTEMO-0praHeH KJjac Hexenanu peakuuu Kareropus yecrora®
Hudpexyuu u unghecmanuu AJIBEOJIAPEH OCTEUT Yectu
racTpoOeHTepuUT, HHPpekuuu Ha ropuure |[Heuvectn
AMXATeJIHU TIbTHUILA, YPUHAPHH
HMH(EKIHH
Hapyuienua na kpvema u aHeMus (MPeAMMHO CBbpP3aHa CbC Heuectu
niumgpnama cucmema CTOMALUHO-4YPEBHO KbPBEHE),
JIEBKOMNEHUs!, TPOMOOLMTONEHHUS
Hapywenusa na umynnama HeuecTu
cucmema CBPBX4YBCTBUTETHOCT++[3
aHruoenem/aHapunaKkTHYHH/ Penku
aHa(DUIaKTOUIHH PEaKLIUH,
BKJIOYUTEJHO QKT+
Hapywenua na memabonuzma u |eneM/3aapbxkKa Ha TEYHOCTH YecTu
Xpanenemo
YVBEJIMUCHIE WIM HAMaJICHUE Ha aneTura, [Heuectu
yBEIHYEHUE HA TETTIOTO
Icuxuunu napyuienus TPEBOXXHOCT, ACMPECHs, HAMAIeHA Heuectu
BB3MOXKHOCT 3@ YMCTBeHa pabora,
XaJIOUUHALMU++
obbpkaHoCT++, H€3M0KONICTBO++ Penxu
Hapywenua na Hepsnama 3aMasiHOCT, rJiaBoOoIHE Yectu
cucmema
imucrey3usi, 0e3cbHHE, HeuecTn
napecTe3us/XHIecTe3rs, ChbHIMBOCT
Hapywienus na ouume 3aMBIJICHO 3PEHUE, KOHKOHKTHBUT HeuecTu
Hapywenun na yxomo u IYM B YIINUTE, CBETOBBPTENK HeuectH
Viabupunma
_(;y?c}eqnu Hapyuwienun NAJNNUTAUUH, apUTMUs ++ €CTHU
NPEeACHPOHO MBbXIEHE, Taxukapaus++ |[Heuectu
3aCTOWHA ChbPAEYHA HENOCTATBYHOCT,
Hecrenu@uyuHu npomenu B EKT,
CTeHOKapausi++, MUOKapaeH HHPApKTE
Cvooeu nHapyuienun XHUITEPTOHUSA
3auepBsiBaHE, MO3bYHO-ChIOBH
MHLMIEHTHY, TPEXOHA HCXEMHUYHA




aTaka, XMIepToOHU4YHa Kpusza++,

BACKYJIUT++
Pecnupamopnu, zpvonu u OpoHxO0Cnazpm++ Yectu
MEOUACMUHAIHU
Hapyuienus

KallJIMLA, TUCITHES, eIMUCTaKCUC HeuecTn

Cmomauino-upesnu HapyuwieHus

KOpEMHA DoJIKA

MHOIro 4ecTHu

Barek, haaTyjaeHLus, raCTPuT,
KUCETUHU/pedIIyKC, THapus,
MUCTIETICHs/ €nUracTpajieH JuckomMopT,
rajieHe, NOBPbIIAHE, €30(aruT, 38U B
ycraTa

YecTu

MOAYBaHE HA KOPEMa, IPOMEHH B
NEPUCTANTHKATA, CYXOTa B yCTaTa,
racTponyO[eHalHa A3Ba, MENTUYHH S3BU
BK/IFOYBALIY Nephopaiii U KbpPBEHE OT
CY TpakT, CHHAPOM Ha pa3apa3HEHOTO
4YE€PBO, MaHKpeaTUT++

HeuecTu

Xenamoobuiuapnu napyuienus

yeenuyeHue Ha ALT, ysenuueHue Ha
AST

Yectu

Xenartur++

Penku

yepHOApPOoOHA HEIOCTATHLYHOCT++,
XbJITEHULAt+

Penxu+

Hapywenusa na xoxcama u
HOOKOMICHAIMA MbKAH

CKXHUMO3HU

Yectu

OTOK Ha JIMUETO, ChpOex, 00puB,
epureMat++, yprukapusi++

HeuecTu

CHHZIpPOM Ha Stevens-Johnson++,
TOKCHYHA eTNHIepMaiHa HeKpoau3a++,
Henporpecupal JiekapcTBeH oOpup++

Penku+

Hapywenus na mycxyano-
CKellemHama cucmema u
CHeOUHUMEHAMA MHKAH

MYCKYJIHH KpPaMITi/Cria3Mu,
OOJIKa/pUTrHAHOCT Ha MYCKYJlaTyparTa

HeuecTu

Hapywenun na 6vopeyume u
RUKOYHUmME HbmuUa

[IPOTEUHYPUS, MOBHIIEHUE HA CEPYMHHUS
KpeaTUHWH, ObOpeyHo

HapyLEeHHUE/HENOCTaThYHOCT++(BXK.
mouka 4.4)

HeuecTu

Obuwu napyuienua u epexmu Ha
MACMOMO HA NPULONCEHUE

aCTeHHs1/yMOpa, rPUNoOnogo0HO
ChbCTOSTHHE

YecTH

rppaHa OoJika

HeuecTu

Hicneosanus

yVBEJIMYEHHE Ha YPEsiTa B KPBBTA,
yBEIUYEHUE Ha KpeaTuHpochokmHasa,
XUMEPKATMEMUs, YBEJIMUYCHHE HA
NMUKOYHATA KHCEJIMHA

HeuecTu

NMOHUKABAHE HUBATA HAa HanHI?i B KPbBTa

Penxu

*Kareropus yecrora: nedMHHApaHa 32 BCEKH TEPMHH HAa HEXEJIaHa PEAKLUS 10 YECTOTa, ChOOIIeHa B
OasaTa JaHHHW Ha KIMHUYHUTE MPOYyYBAHUA. MHOTO YectH (=>1/10), uectu (>1/100 no <1/10), Heuecrs
(=1/1000 no <1/100), peaxu (=1/10 000 no <1/1000), muoro peaku (<1/10 000).
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++ Ta3u HexeNaHa peakius € HACHTU(GULMPAHA NPE3 NOCTMAPKETHHIOBOTO HAOMOMEHNE. NeAToTy
Ha HEHHOTO ChODLIABAHE € OLieHeHa Ha 0a3aTa Ha Hal-BUCOKATa 4ecToTa, HaOMonaBs




KJIMHHYHMA M3NHTBaHMs, 00001eHH Mo MHAUKALKA U ogo0peHa 103a.

+ kareropusiTa 4ectora ,,Penku" e onpeneneHa Criopen pbKOBOACTBOTO 3a KpaTka XxapakrepucThka Ha
npoaykra (KXII) (pes. 2, cenremBpu 2009) Ha Oa3a Ha ompexneneHara ropHa rpaHuua Ha 95%
noBepuTeNeH UHTepBal 3a 0 cbOMTHS, KaTO ce MMa npeasua Oposi yYaCTHULM, NEKYBaHU ¢ APKOKCHS,
B aHaiM3a Ha naHHuTe oT (hasa II, 0d6obmenu no noza n unaukauusa (n=15 470).

B CBpbX4yBCTBUTEIHOCT BKJIKYBA TEPMHHHUTE ,ajeprud , ,,JICKAPCTBEHA ajeprus’, ,,JIeKapCTBEHY
CBPBXUYYBCTBUTEIHOCT ", ,,CBPBXUYBCTBUTEIHOCT , ,,HEYTOYHEHA CBPBbXUYyBCTBUTEJIHOCT , , PEAKIIHS Ha
CBPBXUYYBCTBUTEIHOCT" U , HECTIELU(PUYHA aneprus’.

M

§ Ha 0a3a Ha aHanM3M Ha IBArOCPOYHU KJIMHMYHHM U3MUTBAHMS C MIaLedo ¥ aKkTHBHA KOHTPOJIA,
cenekTuBHUTE COX-2 MHXUOMTOPH Ca CBBP3BAHH C MOBULIEH PUCK OT CEPUO3HH TPOMOOTHYHH
ApTEPHAJIHM CHOUTHS, BKIHOYMTETHO MHUOKap/AeH uHdapkT u uHCyaT, [ToBuinaBaHeTo Ha aOCOMOTHUS
PUCK 33 TaKUBa CHOMTHS € MAJIKO BEPOATHO Aa HaaBuLIM 1% 3a roguHa Ha 0a3aTta Ha ChUIECTBYBALIH
NIAHHH (HEYECTH ).

CnenHuTe CepHO3HU HEXEeNaHH JEKAPCTBEHU peakiuu ca Ounu HaOmomaBaHU mpu yroTpedaTa Ha
HCIIBC u mopaau TOBa HE MOrar Aa €€ H3KIHYaT U 3a ETOPHUKOKCHO. HEPPOTOKCHUYHOCT
BKJTFOYMTETHO HHTEPCTHLIHANEH HEPPHUT U HEPPOTHYEH CHHIPOM.

CrofiiaBaHe Ha MOJO3MPAHU HEXEeTaH! PeaKl Uy

CboOlaBaHeTO0 Ha TMOAO3MPAaHM HEXEeJaHW peakUuUd CJed paspelmaBaHe 3a ynorpeda Ha
JIEKapCTBEHUsI MPOAYKT € BaXKHO. ToBa TO3BOJIAIBA JAa TMPOOBKH HaOMOOEHHETO Ha
CbOTHOIIEHUETO TION3a/pUCK 3a JeKapCcTBEHHUA NpoAaykT. OT MeIMLMHCKHUTE CIELHMAIUCTH Ce
M3UCKBA Ja CbOOIIABAT BCsKA MOAO3UpPaHA HEXeNnaHa peakuus upe3 M3mbJHUTENTHA areHIus o
nekapcrsarta, ya. ,,Jlamsan I'pyes” Ne 8, 1303 Codwus, ten.. +35 928903417, yebcaiit: www.bda.bg.

4.9 Ilpenosupane

[To BpeMe Ha KIIMHUYHH NPOYYBAHHUA €AHOKPATHOTO npuiarade Ha ao3a a0 500 mg eTopukokcud u
HAKOJIKO 1034 10 150 mg/neH B npoabipkeHue Ha 21 HU He ca NMPUYMHUIN TOKCHYeH edekT. Mma
CbOOIIEHHS 332 OCTPO Mpeao3upaHe Ha eTOPUKOKCUD, Makap 4e B MOBEYETO Cy4YaH He ce choOliaBa
3a HexenaHu peakuuu. Hail-uecto HaOnmogaBaHUTe HEXEJAHU PEaKIMU CbOTBETCTBAT HA npoduia
Ha 0€30MacHOCT Ha €TOPUKOKCHUO (Hamp. CTOMAIIHO-YPEBHU NMPOSABHU, KAPAUOPEHATHHU MIPOSBH).

B cnywail Ha npenosupaHe € JOTM4YHO Jia e MPWIOKAT OOMYaiHUTE MOAAbPIKALIM MEPKH, Harp.

OTCTpaHsiBaHe Ha Hepe3opOupaHara yacT or CY TpakT, KIMHUYHO NPOCNesiBaHe, CUMIITOMATHYHA
TE€panus U pyra, ako € Heobxoauma.

Etopukokcub He ce OTCTpaHsBa 4pe3 XeMOAuau3a, He ce 3Hae JaJli eTOPUKOKCHO Moxke 1a Obre
OTCTPaHEH upe3 MepPUTOHeaHa qHaTH3a.

s. OAPMAKOJIOT'MYHU CBOUCTBA

S.1 PapmMaKoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTH4YHA TIpyNa. MPOTHUBOBB3MAIUTEIHM M TPOTHBOPEBMATHYHH
HecTepouaHu cpencrea, kokcudou, ATC xox: MO1 AHOS.

MexaHu3bM Ha NEHCTBHE




Eropukokcu® e mepopaiieH, cenextuBeH LukiookcureHasa-2 (COX-2) MHXHOUTOP B paMKUTE Ha
KJIMHUYHO M3TI0J3BAHUS JO30B HHTEPBAIL.

ITo BpemMe Ha KIMHUYHUTE (PaPMAKOJIOrMYHH MPOyYBaHHUs € OWi OTYETeH A0303aBUCUM edekT Ha
ApKokcusi o OTHoLIeHHe Ha HHxuOupanero Ha COX-2, 0e3 na ce unxudbupa COX-1 npu ao3u 10
150 mg nueHO. ETOpHKOKCHMO HEe € MHXMOMpan CHHTE3aTa Ha NMPOCTArIAHIMHU B CTOMAILHATA
JIMTaBULIA U HE € MOBJIMAI PyHKLMATA Ha TPOMOOLIMTHTE,

I{uknookcUrenazarta € OTIOBOPHA 3a MPOM3BEXKAAHETO Ha mnpocrarnaHavHu. [lo3Hatu ca nBe
n3oeH3uMHu popmu COX-1 u COX-2. COX-2 e uzodopmara Ha eH3UMA, KOSTO C€ MHAYLIMPA OT
MPOBB3NAJIMTEIHA CTUMYIH M C€ CUMTA, Y€ € OCHOBHO OTTOBOPHA 3a CHHTE3a Ha NMPOCTAHOMIHH
menuaropu Ha Oosikarta, BB3najeHuero U temneparypara. COX-2 cbumo Taka y4yacrBa B
OBYJIAlLIMATa, 3aKPEMsAHETO M 3aTBAPsAHETO Ha boTanoBus mpoTok, perynanusara Ha ObOpeuyHara
byHKIMA U QYHKLIUUTE HA LEHTpaJHaTa HEPBHA CUCTeMa (I0sBaTa Ha TEMMEPATYPa, YCEIIaHeTo 3a
Oonka W mpoleca Ha pa3no3HaBaHe). Moske CbLIO Taka a Urpae poJjisi B Ipolieca Ha 3a37IpaBsBaHe
Ha s3Ba. COX-2 ¢ yCTaHOBE€H B TbKAHMTE OKOJO CTOMAINHM SI3BH Y XOpa, HO BpPb3KaTa My C
U3JIEKYBAHETO Ha A3BATA HE € YCTAHOBEHO.

KnunuiHa edukacHOCT M 0€30MacHOCT

EdukacHoCT

[Tpu maumenTu ¢ ocreoaptpur (OA), eropukokcud B mo3a 60 mg BeOHBXK MHEBHO 3HAYMTEIHO
obnexkuaBa OoJjikaTa U MOBHULIABA OLEHKATA HA MALIMEHTA 33 CHCTOSAHHETO Ha 3abomsBaHero. Te3u
OnaronpusaTHH e€deKTH ce HabmoaaBaT OT BTOPHS IeH Ha JICYEHHUETO M Ce 3ara3Bar 10 52 CEeAMHLIU.
[IpoyuBanusita BbpXy eropukokcud 30 mg BeqHbK JHEBHO NMOKa3BaT e(pHKACHOCT MPEBB3X0XK AL
nnauedo 3a 12-ceaMuueH nepuoz Ha neyeHue (Mpu CXOAHa CHCTeMa 3a OLIeHKa KaTo NPOy4YBaHMATA
no-rope). Ilpu npoyysaHe ¢ pa3sndyHH A03M €TOPUKOKCHO 60 mg naBa 3HAYMTEHO MO-H3Pa3eHO
nopodpexure or 30 mg no OTHOMIEHHUE HA BCHYKH 3 MbPBUYHH KPAHHHM TOYKH 34 MEPHOJ HA JIEUECHHE
or 6 cenmuuy. [lozara or 30 mg He e Ouna npoyyBaHa NPH OCTEOAPTPHT Ha PBLETE.

[Ipu mauuenture ¢ pesmarouneH aptpur (PA), eropukokcud u 60 mg, u 90 mg BeAHBXK THEBHO
OCUT'YpsIBAT 3HAYMTENHO NoAoOpeHHe MO OTHOLIEHHE Ha OOJIKa, BB3MAJICHHE M TOABMXKHOCT. B
npoyyBaHus, oueHsaBauM no3ute ot 60 mg u 90 mg Te3u OnaronpusTHU ePEeKTH ce 3ama3Bar 3a
nenust 12-cenmuuen nepuon Ha jieueHue. B npoyusaHe, oueHsBamo nosata or 60 mg B cpaBHEHHE

c tazu oT 90 mg, u eropukokcud 60 mg BeaHbkK AHEBHO MU 90 mg BemHBXK IHEBHO, Ca IIO-
eexruBHu ot muauedo. Jozara or 90 mg mperB3xOXkAa Ao3aTa or 60 mg cropen oduiaTa OLEHKA

Ha Oosnkarta npu nauuenture (0-100 mm Bu3yanHa aHanOroBa CKaja), ChC CPEIHO NoAoOpeHue OT -
2,71 mm (95% CI: -4,98 mm, -0,45 mm).

IlpH mauueHTUTe C MPUCTHIT Ha OCTBHP MOAArpo3€H apTpuT, eTOpUKOKCHO 120 mg BemHBK ITHEBHO
3a MEPUO HA JICYEHUE OT OCEM JIHM, NOTHCKA yMepeHa A0 CHiIHA OONKa M BB3MAJIEHUE TaKa, KAKTO

uHaooMmerauuH 50 mg Tpu nbTu AHeBHO. I[loTuckaHe Ha Oojikata MMa HA YETBBPTHS 4Yac OT
3arO4YBaHE HA JICYEHHUETO.

[lpy mauueHTH ¢ aHKUIO3UPALLl CIIOHIUIUT, €TOPUKOKCHD 90 mg BeAHBK JHEBHO [aBa 3HAYMTEIHO
nopodpeHue no oTHomeHue Ha Oonka B rphOHAaKa, BB3MANEHHE, CKOBAHOCT M (DYHKIHMOHAIHOCT.
KIMHUYHUAT e(eKT OT MPHUIOKEHHeTO HA eTOPUKOKCHO ce Halmonasa Owe Ha BTOPHs X
3all04YBaHE Ha JICYCHUETO U Ce 3arassa IPe3 Leus NePpHOd Ha JeHEeHUE OT 52 cenMuIpE Ba

Mpoy4YBaHe, OLeHABalno nozara or 60 mg B cpaBHeHUE ¢ Tasd OoT 90 mg, eTopk
nHeBHO U 90 mg OHEBHO Ca MOKa3anu CXOAEH €QEeKT B CpaBHEHHE C HAINPOKCEH /
Cpen te3u, KOMTO HsAMa A0OBP OTroBop KbM 60 mg AHEBHO 3a 6 CEIMHIIH,




noszara 10 90 mg pHeBHO MOAOOpsABa CKOpa Ha MHTEH3WBHOCT Ha criMHanHaTa Oojika (0-100 mm

BU3yaJiHA aHAJIOrOBa CKaJia) B CPaBHEHHUE C T€3U, KOUTO NMpoabiikasat ¢ 60 mg IHEBHO, ChC CPEIHO
nmogodpenue ot 2,70 mm (95 % CI: -4,88 mm, -0,52 mm).

[Ipy KNTMHUYHU NMPOYYBAHUS OLIEHSBAILM NMOCTONEPATHBHA AeHTaNHA Ooska, eTopukokcud 90 mg e
[MPUJArad BEOHBXK AHEBHO 3a MEPHOJ A0 TPU AHM. B moarpynara Ha mauueHTH ¢ ymepeHa Oonka B
Ha4aJoTo, eTOopuKOKCHO 90 mg noka3ea CXOAeH aHaiIreTH4eH edexr ¢ To3u Ha udynpoden 600 mg
(16,11 cpewry 16,39; P=0,722), u no-cuieH ot T03u Ha napaueramon/kogenH 600 mg/60 mg (11,00;
P<0,001) u nnauedo (6,84; P<0,001), uamepeHo karo odwo obnexyeHue Ha OosikaTa 3a MbpBHUTE 6
yaca (TOPARG6). YacTtra maumenTH, choOLMIN 3a yrnoTrpedaTa Ha AOMBJIHMTENIHO JIEKAPCTBO IO
BpeMe Ha mbpBUTE 24 yaca oT no3upaHero, ca 40,8 % 3a eropukokcub 90 mg, 25,5 % 3a
noynpoden 600 mg Q6h u 46,7 % 3a mapaueramon/komenH 600 mg/60 mg Q6h B cpaBHEeHHE ChC
76,2 % 3a mmranebo. B ToBa mpoyuBaHe MeAuaHaTa Ha HA4yaJlOTO Ha HAeicTBHETO (0ce3aeMo
obnexuyaBaHe Ha OoskaTa) HA 90 mg eTopukOKCHO e Ouna 28 MUHYTH Cliell TPUJIOKEHHETO,

bezonacHOCT

[Iporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL)
(MHOroHaLMOHAJIHA IIporpaMa 3a IMPOab/KHUTEIHO IPUIaraHid eTOPHKOKCHO M nukiIodeHak)
[Iporpamata MEDAL e nipocniekTuBHa nporpama 3a npocieasBaHe Ha pPe3yJITaTUTE, CBbP3aHH ChC
cepaeyHo-cbaoBarta (CC) bezomacHOCT, oT 0000IIEHH JaHHH OT TPH PAHIOMU3HPAHH, TBOHHO-

CJICTIH, CpeLly aKTHUBHA CbCTaBKa KOHTpOJuUpanu uinureanusd, npoyusaHero MEDAL, EDGE Il u
EDGE.

[IpoyuBanero MEDAL e npoyuBaHne ¢ xpaiiHa To4ka, onpeneneHa or CC pesynrarure npu 17 804
mauuenTH ¢ OA u 5 700 ¢ PA, nexyBanu ¢ eropukokcud 60 mg (OA) mim 90 mg (OA u PA) wnn
nuknodenak 150 mg nHeBHO 3a mepuon cpenHo ot 20,3 meceua (Makcumym 42 3 Mecena, MeaHa
21,3 Meceua). B ToBa M3NMTBAHE CE€ OTYMTAT CaMO CEPUO3HH HEXKEJaHW peakuuu |
MPeyCTAHOBSBAHE HA YYACTUETO MOPAM KAKBATO U A € HEXKEJIaHA PEeaKLIHs.

IIpoyusanusita EDGE u EDGE II cpaBHsiBaT cTOMamHo-upeBHaTa MOHOCUMOCT Ha €TOPUKOKCHO U
nuknodenak. Ilpoyusanero EDGE Bxmroua 7 111 nauuentu ¢ OA, nexyBaHH ¢ 1033 €ETOPUKOKCHO
or 90 mg nueeHo (1,5 npru go3ara npenopruntenHa 3a OA) unu mukmodenax 150 mg mHEBHO 34
nepuoxn cpenHo 9,1 meceua (Mmakcumym 16,6 mecena, mequana 11,4 meceua). Ilpoyusanero EDGE
II BrmrouBa 4 086 nauueHTH ¢ PA, nekysaHu ¢ erOpukOkCcUO 90 mg aHeBHO unm aukiaodenak 150
mg AHEBHO 3a repuoa cpeaHo 19,2 meceua (makcumym 33,1 Meceua, Menuana 24 mecena).

B obobmenara nporpama MEDAL 34 701 nauuent ¢ OA unu PA ca nekyBaHu 3a NepUoOJ, CPETHO
17,9 meceuna (makcumym 42,3 Meceua, meauana 16,3 meceua) karo npubnamsurenHo 12 800
MallMEeHTH TMPOBEXKOAT JIEYEHHE MO-NPOABIKUTENHO OT 24 meceua. [lauuenture, ydacTBamy B
nporpamara MMaT KaTO HM3XOAHO CBCTOSHHE pa3jIiyHHU CbPAEYHO-CBHAOBHM M CTOMAIIHO-YPEBHH
puckoBu (axropu. IlauuenTure ¢ aHaMHe3a 3a HEOTAaBHAIIeH WH(pAPKT Ha MUOKapaa, Oaiinac Ha
KOpOHapHa aprepus ¢ NpUCagKka WM MEPKYyTaHHA KOPOHApHA MHTEPBEHLMS B IPEOXONHHTE ©

Mecela Npeau BKJIYBAHETO HE Ce JONyckar A0 y4yacTHe. B mpoyuBaHusita € paspeuieHo
M3I10JI3BAHETO HA raCTPONPOTEKTUBHMU IMTPOAYKTH M HUCKA 03a aCITHPHH.

O0wa 0e30macHOCT:
Hsama 3HauMTENHU pa3NUKH MEXKIY E€TOPUKOKCHMD M mukiIopeHak B 4YeCcToTaTa Ha ChPHIET
ChIOBHTE TPOMOOTHYHE MposiBU. KapIMOpeHAHH HeXeNaHH Peakiuu Ce HabMOaaBak RO us
MPpU ETOPUKOKCHO, OTKOIKOTO npu nukiodeHak U Te3n edexkTH ca 10303aBHCKE
cneuuPUUIHUTE pe3yaTaTd no-aoiay). CToMamHO-4YpeBHUTE U YEPHOAPOOHU HEXKEI /
HaOJI0IABAT 3HAYUTEHO TMO-Y€CTO MPU AMKIOPEHAK OTKOJKOTO ITPH €TOPHKOKCH(




Hexxenanure peakuuu npd EDGE u EDGE 1l u Ha HexenaHute peakuuy, NPELIEHEHH KaTo
CEpMO3HHM WJIW BOAEIIM OO MpekparsBaHe ydactue B mnpoyuBaHeto MEDAL e no-Bucoka npu
eTOPUKOKCHO B CpaBHEHHE C AUKIO(EHAK.

CoupnedHo-Cba0BH pe3yaTaTH 3a 0€30MacCHOCTTA.

Yecrorata Ha MOTBBPAECHUTE TPOMOOTHYHH CBPAEYHO-CHAOBH CEPUO3HM HEXENaHU peaKkLuu
(BKNIIOYBALM CBPACYHHU, MO3BUHO-CHAOBU U TEPUDEPHO-CHAOBM TMPOSBU) € CpaBHHUMA 3a
eTOPUKOKCUO W aukiobheHak, Karo pe3ynaraTtuTe ca o0000meHu B Tabmuiara mno-mony. Hsma
CTATHCTUYECKUA 3HAYUMH PA3JIMKH B 4ECTOTATa HA TPOMOOTUYHHUTE CHOMTHS MEXKIYy €TOPUKOKCHO U
nukjaodheHak Ipy BCUUKH aHAJTU3UPAHHU MOATPYIIH, BKIKOYHTEIHO PA3IHYHH KATErOPHH TNAlMEeHTH B
usAjaTta rama Ha M3XOOHMA CBPAECYHO-CbAOB puCK. Korato ce pasriexnar IOOTHENHO,
OTHOCUTEHUAT PHUCK 3a NOTBBPAEHHU TPOMOOTHYHM ChPACUYHO-CHAOBH HEXEJAHH pPeakiiu MpH

eropukokcnd 60 mg unu 90 mg B cpaBHenue ¢ aukiodeHak 150 mg e Oun cxozneH.

MEDAL)

Tabauua 2: Yecrora Ha norebpaend TpoméoTuann CC nposiBu (0000mena nporpama

ETopuxoxcud (N=16
819) 25 836 maumeHT-
rOAHHH

JAuxnopenax (N=16
483) 24 766 nauueHT-
roOAHHH

CpaBHeHHe MeXKY
VIeYeHHUSsT

Yecrorat+ (95% CI)

Yecrorat (95% CI)

Ch)

[ToTBBPAEHHU TPOMOOTHYHU ChPEYHO-CHIAOBU CEPHO3HHM HEXKENAHU PEAKLUH

[Io npoToKOn

1,24(1,11 1,38)

1,30(1,17 1,45)

0,95(0,81 1,11)

Hamepenue 3a
JICYEHHE

1,25 (1,14 1,36)

1,19(1,08 1,30)

1,05 (0,93 1,19)

[IoTBbpAE€HH CHPACYHH NPOSIBH

To nporokos 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
Hamepenue 3a (0,69 (0,61, 0,78) 0,70 (0,62, 0.79) 0,99 (0,84 1,17)
JICYCHHCE

[loTBBEpAECHH MO3BYHO-CHIAOBH NMPOSIBH

1o nmpoTokos

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

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

1,08 (0,80, 1,46)

Hamepenue 3a
JIEYCHHE

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

0,29 (0,24, 0,35)

1,12 (0,87, 1,44)

[TorBbpaenu nepubepHy CbAOBU NPOSBU

[To npoToko

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

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

0,92 (0,63, 1,35)

HamepeHue 3a
JICUEHUE

0,24 (0,20, 0,30)

0,23 (0,18, 0,28)

1,08 (0,81, 1,44)

+Cu0uTus Ha 100 naurenroroauuu; CI=noBepUTENIeH MHTEPBAJ
N=0011 Opoii MaLKeHTH, BKJIIOUEHH B MOIMYJIALUATA 110 IIPOTOKOJI

110 mpOTOKOJI: BCHYKH MPOABU MPH MPUIOKEHUETO HA MTPOYUYBAHOTO JICUEHHUE WK 10 14 aHU cien
MPeKpaTABAHEeTO My (M3KIHOYEHHU: NALMEHTH, npuesd < 75% OT U3NMUTBAHOTO JIEYEHHE HITH
npueMany Heskiaro4eHo B poyusanero HCIIBC >10% ot Bpemero).

OTtnocurenen puck (95%




‘ETOPHROKCH6 u 17 289 Ha nuknodeHak.

CC cMBPTHOCT, KAKTO ¥ 00IaTa CMBPTHOCT, Ca CXOAHM MPHU JIEKYBAHUTE I'PYIH ¢ €TOPUKOKCHO M
NUKJIO(EHAK.

KapauopeHanHu nposiBu.

[Tpubnusurenno 50 % or nauuenture, BKIO4YeHH B npoyusaHero MEDAL, ca ¢ aHamHe3a 3a
M3XOIHa XUNEpTOHWs. B TOBa npoyuBaHe YecToTata Ha NPEKPATABAHE HA YYACTUETO, MOpany
CBbpP3aHM C XWUMNEPTOHHUS HEXKENaHH peakuuH, € CTaTUCTHYECKHM 3Ha4YuMO I10-BHCOKAa 3a
€TOPUKOKCHO B CpaBHEHHE C AuKiodeHak. HYecrorara Ha 3acTOMHATa ChpAEYHA HEAOCTATHYHOCT
KaTO HEXKeJlaHa peakuust (MpekpaTsiBaHus W CEPUO3HHU pPEaKLMH) Ce MPOsBSBA €OHAKBO IPHU
eTopukokcud 60 mg B cpaBHeHue ¢ aukodeHak 150 mg, HO € no-BUCOKa Npu eTOpUKoKcud 90 mg
B cpaBHEHHE C AukiaopeHak 150 mg (cratuctuyuecku 3HauumMa 3a 90 mg eTopukokcud cripsmo 150
mg auknodenak npu rpynata 8 MEDAL ¢ OQA). Yecrorara Ha NOTBBLPACHUTE MPOSBU Ha
HEXENaHU peaklMH, CBbP3aHH CbC 3aCTOMHA CbpPAEYHA HENOCTATBYHOCT (MPOSIBH, KOMTO Ca
CEepPUO3HU U BOOAT OO0 XOCMUTAIM3ALUS UM MOCELIEHUE B CIELIHO OTAENEHUE) € HE3HAYUMO I10-
BMCOKAa NMpPU €TOPUKOKCUD B cpaBHeHue ¢ nuknodenak 150 mg, kato To3u edekT € M0303aBHCHM.
YecroTrara Ha npekpaTsBaHUATA MOPAIU CBBP3aHU C OTOK HEKEIAHU PEAKLUH € IO-BHCOKA IMpH
€TOPUKOKCHO, OTKOJNKOTO npu auknopeHak 150 mg, u To3u ehekT e 10303aBUCHM (CTATUCTHYECKH
3HaYUM 3a eTOpUKOKCHO 90 mg, HO He 3a eTopuKOKCcHO 60 mg).

Kapauopenanuure pesyaratu npu EDGE u EDGE II cworBercTBaT Ha oOnmucaHuTe Impu
npoyusanero MEDAL.

B ornennure npoyusanus ot nporpamara MEDAL Bvpxy eropukokcud (60 mg unu 90 mg),
aOCoONMIOTHATA Y€CTOTa Ha MPEeKpaTABAHUATA B KOSATO U a € OT rpynure € 1o 2,6% 3a XUrnepToHus,
no 1,9% 3a orok u no 1,1% 3a 3acToiiHa ChpaeYHa HEOOCTATHYHOCT, KATO MO-BHCOKA YECTOTA Ha
NpeKpaTsiBaHusA UMa npH eToOpukokcud 90 mg, oTkonKOTO NpH eTopuKokcud 60 mg.

ITporpama MEDAL - pe3ynratu 3a CTOMallHO-4peBHA TOHOCUMOCT:

3HAYUTEIHO MO-HUCKA YE€CTOTA Ha MPEKPaTABAHE HA JICUEHHETO MOpaau KaKBaTO M Ja € KJIMHHUYHA
(Hanp. gucnencus, kopemHa Oonka, sa38a) CH HexkenaHa peakuus ce HaOOmaBa NP €TOPHKOKCUD
B CPaBHEHHE C IUKJIO(EHAK BBB BCAKO OT TPUTE NMPOYYBAHMA ChCTaB/siBainy nporpamata MEDAL.
Yecrorara Ha npekparsiBaHe nopaau HexenaHa CY peakums Ha CTO MALMEHTOTOOAWHH 3a LIETHS
IepUOJ Ha NMPOYYBAHE € KAKTO cieaBa: 3,23 3a eTopukokcHO u 4,96 3a nuknodeHak B mpoy4BaHETO

MEDAL; 9,12 3a eropukokcu® u 12,28 3a puxnodenak B npoyuBanero EDGE; u 3,71 3a
eropukokcuO u 4,81 3a nuknodenak B npoyuBanero EDGE II.

[Iporpama MEDAL - pesynrartu 3a croMaiiHO-4peBHa O€30MacHOCT:
Oobwure ropuu CY nposiBu ce onpenenar kato nepdopaunu, si38u U kbpBeHe. Iloarpynara obmmu
ropui CY nposiBM, ONpPENENneHHM KaTrO YCIOXKHEHHW, BKIKOUBA nepdopauuu, OOCTPYKUHUH WM
YCIOXKHEHO KbpBeHe, noarpynara odmu ropuu CY mposiBH, OmpeneNeHH KaTo HEYCJIOKHEHH,
BKJIFOYBA HEYCJIO)KHEHO KbPBEHE M HEYCJIOJKHEHH SI3BH. 3HAUMUTETHO IMO-HMCKA 4YeCTOTa Ha 00y
ropau CY nposisu ce Habmonasa npu €TOPUKOKCHO B cpaBHeHHE ¢ nukiiodeHak. Hama 3Hayuma
pa3iuKa MEXAy €TOPHKOKCHUO U NUKIO(PEHAK B YECTOTATA HA YCIOKHEHHUTE MPOSIBU. 3a MOArpynaTa
Ha KpBbBOM3NUBH OT ropHus CY TpakT (YCI0KHEHU U HEYCIOKHEHH KOMOMHHUPAHH), HIMa 3Ha4YHuMa
pasjMKa Mex1y eTOpMKOKCHMO M nukiodeHak. Ilonsara OT NPUIIOKEHHETO MO OTHOLULHE
ropausi CY TpakT Ha €TOPUKOKCHO B CpaBHEHHE ¢ NUKJIO(DEHAK HE € CTATHCTHYECK)
MaLMEeHTH, IIPUEMAal{ €THOBPEMEHHO HIUCKA 4034 acUpHH (rmpubausutesHo 33 % @

T
YecroTrara 3a CTO NALMEHTOrOAUHU HA MTOTBBPACHHU YCIOKHEHU U HEYCIIOKHEHH ﬁ-[
or ropHuss CY tpakr (nepdopauuu, s34 u kbpseHe (PUB)) e 0,67 (95% (




eropuxkokcud u 0,97 (95% CI 0,85,1,10) 3a nuxnodeHax, gaBamo oTHocuteneH puck ot 0,69 (95%
CI 0,57, 0,83).

Onpenenena e uecrorara Ha noreepaeHute ropHd CY nposiBM npu NaUMEHTH B HaMpemHala
BB3PACT KATO HAM-TOJIIMO HaMaJleHHe ce HaOroqaBa npu naueHTy Ha Bb3pacT = 75 roguuu (1,35
[95% CI 0,94, 1,87] cpemy 2,78 [95 % CI 2,14, 3,56] nposiBu 3a CTO MalHEHTOrOJMHH CHOTBETHO
338 €TOPUKOKCHO U TUKJIO(EHAK).

Yecrorara Ha noTBbpAeHUTE Nposiu OT goaHus CYH Tpakt (nepdopauus Ha ThbHKU U 1e0eso 4epBo,
obcTtpykuus unu kpbBou3nueB (POB)) He moka3Ba 3HAYWMTENIHA PAa3/IMKA MEXKOY €TOPHUKOKCHO M
nuKIodeHax.

[Tporpama MEDAL - pe3yaraTtu 3a yepHOApoOHa DE301MacHOCT:

ETopukokcub ce CBBp3Ba CbC CTATUCTHUECKH 3HAYMMO MO-HUCKA YE€CTOTA HA MPEKPATABAHE MOPaIH
4yepHOAPOOHO CBBP3aHU HEXKENaHU peakliu B cpaBHeHUe ¢ qukiodeHak. B obobuienara nporpama
MEDAL, 0,3% ot nauueHTuTe Ha €TOPUKOKCHO M 2,7% OT Te3u Ha AuKIODEeHaK MpeKpaTsIBaT
nopaav CBbp3aHa ¢ yepHus Apod HexenaHa peakuus. Yecrorara 3a cTo nauMeHtToroaudu e 0,22 3a
eropukokcud® u 1,84 3a muxknodenax (p-croitnoct < 0,001 3a eropuxokcud cnpsmo aukiodpeHax)
CBILIOTO BPEME TMOBEYETO OT HEXENAHUTE YEPHOAPOOHO NPOsABEHU peakuuu B mporpamata MEDAL
HE Ca CEPUO3HHU.

JONbIHUTENHU JaHHHU 33 TPOMOOTUYHA ChPAYHO-ChA0BA O€30MacCHOCT
B xnMHWYHM npoy4BaHKs U3BBH Te3u OT nporpamara MEDAL, npubnusurenno 3 100 nauueHTH ca

JIEKyBaHH ¢ eTopukokcHO > 60 mg aHeBHO 3a 12 unu noseue ceamuid. He ce HaOmonaBa Buauma
pa3ivKa B 4E€CTOTATa HA MOTBBPACHUTE CEPUO3HH TPOMOOTHYHH CHPAECHHO-CHAOBH MPOSABH MEXKIY
nauueHTuTe Ha eTopukokcud > 60 mg, nnauedo unm HeHanpokcenosu HCIIBC. B cwimoro Bpeme
4eCTOTaTa Ha TE€3U MPOSIBU € MO-BUCOKA NMPU MAUMEHTUTE, MOJyYaBaJyd €TOPUKOKCHO B CPaBHEHHE C
Te€3d, noiaydasaji HanpokceH 500 mg aBa neTH AHeBHO. Pasnukara B aHTUTPOMOOLIMTHATA
akTuBHOCT Mexay HiAkou COX-1 noruckammu HCIIBC u cenextusam COX-2 uHXxuOUTOpH MOKE J1a
€ OT KJIMHUYHO 3HAYCHHE NPU MALMEHTH, PUCKOBH 3a TpoMOOeMOOnuyHH nposiBU. CelleKTHBHHTE
COX-2 unxubOuropu HamansBar (HOPMHUPAHETO HAa CHCTeMeH (M Iopaad TOBa BB3MOXKHO
€HIOTEJIEH) NpOoCTauMKInH, Oe3 na 3acsrar TpomOokcaHa Ha TpoMOouuTuTe. KIMHUYHOTO
3HAYECHHE Ha Te3H HAOMIOAEHHs HE € YCTAHOBEHO.

JIOTbAHUTENHHA JAHHU 33 CTOMAIIHO-4YPEBHA 0€30macHOCT

B nBe l|2-ceqMu4HM, IBOHMHOCIENU EHOOCKONCKH NPOYYBAHUS KyMyJIaTUBHATa YeCTOTa Ha
CTOMAlOHO- YPEBHUTE YJLEpallid € 3HAYUTEJIHO IIO-HUCKA TIPH MNALMEHTHUTE, JIEKYBaHH C

eTopukokcHO 120 mg BeOHBXK OHEBHO, OTKOJIKOTO NPH MAaLMEHTHUTE, JIEKyBaHH ¢ HanpokceH 500
mg ABa N'bTH AHEBHO Wik ubynpoden 800 mg Tpu nbTH nHeBHO. ETOpHKOKCHO € 01Nl ¢ mo-BHUCOKA
4eCTOTa Ha yJILepaLMuTE B CPaBHEHKE C riaiedo.

IIpoyuBane Ha ObOpeyHaTa QYHKIMSA IPU NALMEHTH B CTAPYECKa Bb3PACT:
PanaoMu3upaHo, ABOHHOCIANO, MapajeIHOrPynoBo, mianedo-KOHTPOJHPAHO MPOyYBaHE OLIEHSIBA
edexra or 15 nHeBHO NedyeHue ¢ eropukokcud (90 mg), uenexoxcud (200 mg ABa TBTH AHEBHO),
HanpokceH (500 mg nBa mbTH OHEBHO) M ILIauedO, BbPXY €KCKpelusTa Ha HAaTPUH B ypHHATa,
KPBBHOTO HAJsiIraHE M APYTU napaMmeTrpu Ha ObOpeuHara QyHKIMs, NpyU MalMeHTH Ha BB3pacT 60 u
85 rogunu Ha auera ot 200 mEq/nen narpuit. ETopukokcuO, nenexkokcud M HampoKCeH HMaT
Onu3bk edekT BbpXy ypUHApHaTa €KCKpeLus Ha HaTPUH 3a ABYCEIMHMYHMs TMEPUOI Ha

CHCTOJIMYHOTO KPBBHO HaJIsiraHe, eTOPUKOKCHO 00ade ce CBBP3Ba CbC CTATHCT
nosuiieHre Ha [leH 14 B cpaBHeHHe C LieleKOKCHO M HampoKceH (cpemHaTa




M3XOOHOTO HUBO 34 CHCTONMYHOTO apTepUaNHO HamsraHe. eTropukokcud 7,7 mmHg, nenexokcu®d
2,4 mmHg, HanpokceH 3,6 mmHg).

5.2  @apMAKOKHHETHYHH CBOHCTBA

AOcopOuus

[IepopanHo mnpunoxeH eTOpHUKOKCHO ce abcopbupa noOpe. AOconmoTHata OWOHAJMYHOCT €
npubnusutenso 100%. Cnexg 120 mg BemH®K Ha [€H OO TIOCTHUraHe Ha YCTOMYHBO PABHOBECHE
(steady state), mukoBa masmeHa koHueHtpaims (cpemHa Cmax - 3,6 pg/ml) e nabmonasana
npubnusutenso 1 yac (Tmax) cnex nNpUICKEHUETO IMPU BB3PACTHH TALIMEHTH Ha TIJIAIHO.
Cpennoreomerpuynara AUCo-24v. € 37,8 ugehr/ml. ®apmakokuHeTHKaTa Ha ETOPHUKOKCHD e
JIMHENHA B PAMKHUTE HA KIIMHUYHUS JO30B HHTEPBAJL.

[IpuempT ¢ Xpana, Oorata Ha Ma3HMHM, HAMa e(heKT BBPXy CTenmeHTa Ha abcopOuus Ha
ETOPUKOKCHO crien npuiokeHne Ha no3a ot 120 mg. Ckopocrra Ha abcopOiusta e Ouna moBiIHsIHA
B ciieqHuTe rpaHuuu. 36% HamaneHue Ha Cmax u yBenuuenue HaTmax ¢ 2 yaca. Te3u naHHH He ca
OMnM cUeTeHW 3a KIMHUYHO 3HAaYMMHU. B KIMHUYHUTE MU3CHEABAHHS eTOPMKOKCHO e Oun B3uMaH
HE3aBUCHMO OT NIPHEMA Ha XpaHa.

PasnpeneneHue

ETtopukokcu0 ce cBbp3Ba C MIIA3MEHUTE NPOTEUHH B NpubnuzutenHo 92% mnpu KOHLEHTPALUH OT
0,05 mo 5 pg/ml. OOemMbT Ha pasnpeneneHUe B PABHOBECHO CbCcTosiHME (Vdss) e Own
npubnusurento 1201 npu xopara.

Etopuxokcnd npeMuHaBa miaueHTapHaTa Oapuepa npM IUTBXOBE H 3aillM M XemaroeHuedanara
Oapuepa npH MIbXOBE.

buorpanchopmanus

Etopukoxkcud ce merabonusupa HambaHO Kato < 1% OT mo3ara ce yCTaHOBSBA B YPHUHATA MOA
opmata Ha U3XOMHOTO JekapcTBO. OCHOBHHAT NMBT Ha MeraboiuzupaHe ¢ GopMupaHe Ha 6'-
xunpoxkcuMmerun nepusar ce karamuzupa or CYP ensumure. CYP3A4 BeposTHO mompuHAacs 3a
METAa00IM3UPAHETO HAa €TOPUKOKCHO 1n vivo. In vitro mpoyuBanusTa ycraHoBsBaT, ye CYP2DG6,
CYP2C9, CYP1A2 u CYP2C19 cpmo moxe [a KaTaau3upaT OCHOBHATa MeTabOJIMTHA BEPHUra, HO
TEXHUTE KOJIMYECTBEHHU OTHOLIEHHUS 1N VIVO HE Ca MPOY4YBaHH.

Hpentupunupanu ca ner merabonura npu 4oBeka. OCHOBHHMAT MeTaOOJUTEH NPOAYKT € 6'-
KapOOKCH KHCEJIMHHO TIPOM3BOAHO HAa eTOPHUKOKCHO, 00pa3yBaHO 4pe3 MO-HATATHLIIHO OKHUCIIEHHUE
Ha O'-XHOPOKCHMETHUJ NPOU3BOAHOTO. Te3W OCHOBHM MeTaDOJMTHH MNPOAYKTH MIH HSIMAT
M3MEpHUMa aKTHBHOCT, WM ca ciabo aktuBHM kato COX-2 muxuburopu. Huro emmH ot Te3m
meTtabonuTa He HHXuOupa COX-1.

EnvuMuHupaHe

Crnen mpuiaraHero Ha €QHOKpaTHA, MapKUpaHa C PagUOM30TON A03a OT 25 mg eTOPHKOKCHO
MHTPaBEHO3HO Ha 37apaBu juua, 70% OT paaguoakTUBHOCTTA € Ouia ycTaHOBeHa B ypuHaTa u 20%
BbB (pexanuute, riaaBHo nox dopmara Ha Metabomutu. ITo-manko ot 2% e ycTaHOBEHA MOX
(popMara Ha HENMPOMEHEHO JIEKAPCTBO.

ENMMHMHUPAHETO Ha €TOPUKOKCUO CTaBa MPEIMMHO upe3 MeTabou3upaHe U NoCie/B
EKCKpeLusl. Y CTOMYMBU PABHOBECHU KOHUEHTPALIMU HA €TOPHUKOKCHO Ce yCTaHOBSIBA

NMPUOJU3UTENTHO 2, OTTOBAPAINO HAa BPEME Ha MONMYKHBOT OT IPHOAM3KTENHO 22 ug¢d iz
= | &0,

KJIMPBHC CJIE MHTPABEHO3HA 03a 0T 25 mg e npudnusutenHo 50 ml/munyTa. =



Cneyuannu epynu nayuenmu

layuenmu 6 cmapuecka ew3pacm: PapMakOKHHETHKATa IPU MALUEHTH B CTAPYECKA Bb3PACT
(BB3pacT > 65 rogMHH) € OJIM3Ka A0 Ta3u MPU MIIAJIUTE.

[lon: He ce ycraHoBsiBa pa3iuka BbB (PaApMAKOKHHETHKATA MPH MBXKE U JKEHH,

Heproopobno yspeoicoane: 11pn naiyeHTy ¢ aeka creneH Ha yepHoapodHo yspexaane (Child-Pugh
MHAEKC 5-0), NpuiaraHeTo Ha €TOPHUKOKCMO B no3a 60 mg BemHBXK Ha JEH € JOBEJNO 0
npubnusurenno 16% no-ronsama cpenHa AUC B cpaBHeHHME CbC 3[paBH JIMLA Ha CHLIUS JIO30B
pexum. IlIpu nanueHTHTe ¢ yMepeHa creneH Ha yepHoapodbHo yepesxaane (Child-Pugh nunekc 7-9),
PUJIaraHeTo Ha €eTOPUKOKCHO B fo3a 60 mg npe3 neH e noseno no cpeana AUC, 6iu3ka o Tasu Ha
3paBUTE JHLA NPU A030B pexxuM OT 60 mg nHeBHO, eTopuKOKCHO 30 mg BeIHBXK JTHEBHO HE €
NpoyuBaH B Ta3u nonynauus. HaMa kmuHUYHE ¥ (hapMaKOKWHETHYHH NaHHH 34 MALMEHTH C TEXKKA
crerneH Ha yepHoapobHo yspexaane (Child-Pugh unnexe > 10) (Bxk. Touku 4.2 u 4.3).

bvopeuno yepescoane. DapMakOKUHETHKATA MPU €OHOKpaTHAa no3a OoT 120 mg eTOpUKOKCHO,
MPUIOXKEHA HA MALMEHTH C YMEPeHa 0 TeXka Ob0peyHa HENOCTaThYHOCT M TaKHBAa ¢ KpakiHa dasa
Ha OpOpeuHo 3a0onsABaHe HA XEMOAMAIN3a, HE Ce € pa3jiMyaBajia 3HaYMMO CIIPSAMO Ta3H MPH 3APaBH
LA, XeMOoaMaiu3ara € UMajla MajdbK MPUHOC MO OTHOLWIEHWE HA EJIMMHHHUPAHETO (IHaJH3eH
KnupbHC npubnusutento S0 ml/munyTa) (BxK. Touku 4.3 u 4.4).

[leouampuuna nonyrayus: PapMakOKMHETHKATa HA €TOPUKOKCHO TpM TEOUATPUYHHU TALUEHTH
(BB3pacT <12 rogunHn) He e u3cienBaHa.

[Ipu dapmakokuHeTHyHO mnpoyuBaHe (n=16) mpoBemeHO cpen HOIHM (BB3pacT oT 12 mo 17
rONHMHHU) (PApMaKOKHHETHKATA NMPH HOMKTE ¢ Terto oT 40 mo 60 kg npu 103a Ha €TOPUKOKCHO OT
60 mg BeaHBXK Ha JAEH U NpH HOWHUTE ¢ Terno >60 kg (n03a Ha eTopukokcub 90 mg BemHbXK Ha
NeH e Ouna OnM3ka 40 Tasu Ha Bb3PACTHHU, MOJMYYUIM €TOPUKOKCHO B 103a 90 mg BeOHBK Ha JIEH.
besonacHocTTa M €DEKTUBHOCTTA HA €TOPHUKOKCHO MpH MeIUaTPU4YHHK MAaLMEHTH HE Ca M3CIeIBaHu
(B TOYKA 4.2).

5.3 IIpeAkIHHHYHM AAHHH 32 0€30MACHOCT

B npenxiMHUYHUTE NPOY4YBAHUS C ETOPUKOKCHO He e Oua yCTaHOBEHAa IeéHHAa TOKCHUYHOCT.
Eropukokcud He € Oun kaHueporeHeH npu Muinku. I[LTpxoBeTe ca pa3sBUJIM XENaTOLEAyIapeH H
TUPEOUZIEH (DOJIMKYJIOLEYIAPEH aAeHOM NP A03HPOBKA > 2-ITbTH OHEBHATa 103a npu xopa [90
mg| M CHUCTEMHa €XEIHEBHA EKCMO3ULUsA B TPOABbIDKEHHE HA MNPUOIH3MTENHO 2 TOAMHM.
XenaToueayJapHUAT H THPEOUIHUAT (QOJIMKYJIOLENYIAPEH aIeHOM, HaOMIOAaBaHH MPH TTbXOBETE,
ca OMJIM CUETEHM 3a Pe3yaTaT Ha crneuuduyeH 3a MIbXOBETe MEXaHU3bM, CBbP3aH ¢ HHIAYKLHS Ha
uepHOApOoOHUTE CYP ensumu. He € ycTaHOBEHO €TOpHKOKCHO na MpeauM3BHMKBa MHOYKLMA Ha
yepHOApOoOHusa CYP3A eH3uM npu xopara.

["'acTpouHTECTHHAIHATA TOKCHYHOCT Ha €TOPUKOKCUO NpM MUIBXOBETE C€ YBEJWYaBa C 103aTa U
BPEMETO Ha EKCIOo3uLusA. B mpoyuBaHe 3a TOKCHMYHOCTTA HA E€TOPHKOKCHO MpOaBJLKMIO 14
ceamuny, yiauepauuu Ha CY Tpakt ca Ownm nHabmromaBaHM MPH eKCIIO3MLIMS, HAIXBBPJISILA Ta3H
IpH 4YOBEK C IMPHJIAraHeTO Ha TepaneBTHYHaTa no3a. Ilpum mpoyuBaHusTa 3a ORCIY u,-.

npoabkeHue Ha 53 u 106 cemmunm, s3eu B CU TpakT ca Ounm H&Gﬂmnaﬂaﬂ TISEC
EKCIO3ULIMM, CPABHMMHU C TE€3U MPU XOpa C MpuiaraHe Ha TepaneBTHyHaTa AOIX
ObOpeyHH W TracCTPOMHTECTHHAJIHM aHOMAaluM ca Ouiam HabmomaBaHu np
EKCITO3ULIMS.




ETopukokcHO He € mnokasan TepaTOreHHOCT MpPH MPOyYBaHHs 3a PENPONYKTHBHA TOKCHYHOCT,
MPOBENCHH BBPXY MIbX0oBe ¢ no3a 15 mg/kg/nHeBno (ToBa e mpubmmsmrenuo 1,5 meTé Han
AHEBHATa f103a 3a xopa [90 mg] npu cucremHa excnozuuus). [Ipu 3aiium e HabmonaBaHO CBBP3aHO
C JIEYEHHETO MOBHIIEHHE HA CbPAEYHO-CHAOBUTE Maj(OpPMALMH NPH HHBA HA E€KCIIO3ULUS TOJ
KIMHWYHATA €KCMO3MIMA NpH JOHEeBHaTa J03a 3a xopara (90 mg). Bwenpexku TOBa, HE ca
HaOIOaBaHH CBBP3aHH C JIEYEHHETO BBHITHU MaIPOPMALMU MM IPOMEHH BbB (DeTaHUS CKEJeT.

IIpu nubxoBere W 3aiiuuTe € HaOMONaBaHO J0303aBHCUMO YBEIHMYEHHE HA MOCTHMILIAHTALIMOHHA
3ary0a Mpy eKCro3ullis, €KBUBAJIEHTHA Ha WX 1,5 mbTH MO-rosisiMa OT Ta3y IpH Xoparta (BX. TOUKH

4.3 u4.6).

ETOpHKOKCHO ce€ €KCKpPETHpa B MJISKOTO Ha ILTBbXOBETE NP JIAKTAaLHsi, KATO KOHLIEHTPALMUTE Ca
npuONM3MTENHO NBAa TBTH HAJ Te3H B IUIa3MaTa. Terjoro Ha MankuTe € HaMaJisyo IpH
3aXPaHBAHETO C MIIIKO OT >KEHCKHM IIBbXOBE, KOMTO Ca TOJyYyaBad €TOPUKOKCHO mno BpeMe Ha
JIAKTaLIMsA.

6. @®APMAIIEBTHYHH JAHHH

6.1 CHnHCBHK HA NOMOILIHUTE BeINEeCTBA

CopueBruHa Ha TabeTKaTa:
Kannues xunporendocdar, Oe3soaeH

Kpockapmenosa HaTpuii
Marse3ues creapar

MuxkpokpucTanHa nenyjo3a

O0OBuBKa Ha TabaeTkaTa:
Kapnay0Ocku BOCHK
JlakTO3a MOHOXMApAT

Xurpomesnosa
Turanues nuoxcug (E171)

Tpuauerun
HunurokapmuH (E 132) u xbat xkenezen okcun (E 172)

6.2 HecnBMeCTUMOCTH

Henpunoxumo.

6.3 Cpok Ha roanocr
3 roguHU
6.4 ChoenuaaHM ycJI0BHSI HA CbXPaHEHHE

CuxpaHsBaiiTe 1€KapcTBOTO B OPUTHHAJIHATA MY OTIAKOBKa, 3a J1a CE MpPEeAna3H OT Bliara.
Jla ce cbXpaHsBa B OpUrMHaIHA ONAKOBKA MPH TeMreparypa 1o 25°C.

6.5 Bua v chabpKaHHE HA ONAKOBKATA
PA/AL/PVC/AL 6nuctepu B kapToHeHa KyTHs ¢be 7, 14, 28 Tabnerku.

He Bcuuky BUIOBE ONakoBKU MOrart ga ObIaT MyCHATH HA ma3apa.




6.6 Cneuuannu npeanasHu MEPKH NPH U3XBbPJIsSHE H paboTa
HsiMa crieniiaiHi U3UCKBaHUS.

Heusmon3BaHUAT MPOAYKT WM OTNAJbUHUTE MaTepuaid OT Hero TpsbBa 1a Ce H3XBBPJAT B
CbOTBETCTBUE C MECTHUTE U3UCKBAHUS.

71, INPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
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Kloosterstraat 6
5349 AB Oss
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20030174
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