1.3.1 _ B Etoricoxib
SPC, Labeling and Package Leaflet MK

35HPEH HU3BEIITAJ 3A OCOBHHUTE HA JIEKOT

1. HME HA JIEKOT

Etoxib — Etokend 30 mg dunv-o6nomkenn tabnern
Etoxib — Etoken®d 60 mg dunv-o6nonkenn tabneth
Etoxib — Etoken®d 90 mg dunm-obnokenn tabnetn
Etoxib — Etoken® 120 mg dunm-obnokenn tadaern

2. KBAJIHTATHBEH H KBAHTUTATHBEH COCTAB
Cekoja unm-odaomena Tabnera conpacn 30 mg, 60 mg, 90 mg uau 120 mg eTopHKoKeHs.

3a uenocHa JIMCTA Ha EKCLMITMEHCH, MoreaHeTe Bo Touka 6. 1.

3. ®APMAULEBTCKA ®OPMA
Munm-obnokena rabnera (Tabnera).

Punm-odnoxennte Tabnern EtokenG o 30 mg ce Genu g0 npubamano Genm, Tpkanesnn (co
aujamerap 01 6 mm), Manky OUKOHBEKCHH, PHAM-00103KCHH TaBIETH CO 3aKOCeHH paGoBH.
Dunm-obnomenute Tabetn Etokend on 60 mg ce kadeHnKaBo #oATH, TPKAIE3HH (CO AujameTap o)1
8 mm), OukonpekchHu, (puam-obuokenn TabneTH co 3aKkocenu padoBH, co o3naka "60" na ejpnara
cTpaHa Ha Tabnerara.

Dunm-obnoxenure Tadnetn Etokend on 90 mg ce pososu, Tpkanesnu (co aujamerap oa 9 mm),
OUKOHBEKCHH, (HIM-0010KeHn TabneTH co 3akocenn padoBH, co osHaka "90" wa e/uaTa crpana Ha
Tabsierara.

Duam-odnoxmenute Tadnern Etokend on 120 mg ce kadenukaBo upsenu, TpkanesHu (co aujamerap
oa 10 mm), Manky SHKOHBEKCHH, (HaM-00/10KeHH TabneTn co 3aKoceH paboBH, co pazienna IuHKja
Ha eanaTa crpana Ha tabnerara, Pasfennara MHKjA HE € HaMEHeTa 3a Kplueibe Ha taGnerara.

4. KIIMHHYKH MOJATOLH

4.1 TepaneBTcKH HHIAHKALHI

Jlekor ETokeHS ¢ uHAMUMpaH Kaj BO3PACHH M AJ0/IECLIEHTH HA BO3PACT O/l 16 roauHu u nocrapwu sa
OJIECHYBaIbe HA CHMNTOMHTE Ha ocTeoapTpurue (OA), pesmartomaen aptputhce (PA), ankunosen

CMNOHAHKTHC, H 3a }"6.13)!{)('33.?{;0 Ha DoJlkaTa W 3HalMTE Ha BOCTAJIeHHe MOBP3aHH CO AKYTEH apTPHTHC
MPeaH3BHKAH OJ1 FHXT.

Jlekor Etokenb ¢ muanimpan kaj BO3pacHU U af0JECLEHTH Ha Bo3pacT o |6 roaunm y
KpaTKOTpajHa Tepanuja na ymMepeHa Go/ka MOBP3aHa CO CTOMATOIOLIKH OIEPATHREEH 3a Wit

Opnykarta 3a npenuiypatse Ha ceflekTHBeH HHXHOMTOP Ha COX-2 Tpeba aa ce 3acHoBa
Ha BKYIHHTE PH3HLIM Kaj CCKOj NALMCHT OMENHO (noreanere Bo Toukute 4.3 n 4.4),

4.2 Jlosupamse ¥ HAMHH HA ynoTpeda

Hosupame
llopaan Toa }mr} KapAHOBACKY/IAPHHTE PH3IMLK HA ETOPUKOKCHD MOJKE 1a ¢ 3rosieMar 3aeiHo co
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ArOAEMYBAHCTO HA J1034Ta U BPEMETPACHC Ha M310MEHOCTA, JICKOT 'rpcﬁa a ce KOpHC'I'H BO HaijEITOK
BPEMEHCKH NEpHojl M co Hajhuckara eextuBna adesna nosa. [lorpebara na nauuedtor 3a
CHMIITOMATCKO OJIECHYBAE W OJAIOBOPOT Ha Tepanujara Tpeda ja ce esalyHpaar MepHOIHYHO,
0coOeHO Kaj nauMeHTHTe co ocTeoapTpuTHe (noraeanere go touknre 4.3, 4.4, 4.8 n 5.1).

OcreoapTpurie

[lpenopauanara no3a e 30 mg eanaw anesno. Kaj nekow nauenTH Kaje WITO HMa HENOBONHO
OJIECHYBAbE HA CHMMTOMMTE, 3rofiemMeHata ao3a o 60 mg eanaml JHEBHO MOME /4 ja 3rojeMu
euracHocta. J[lokoaky He ce 3abeneku 3rofeMyBarbe Ha KOpPHCTa 01 Tepanujata, Tpeba na ce 3emar
BO MPEe/BHI H APYrH TCPANCBTCKH OMUHH.

PesmaTouien aprpuTHe

Hpenopauaua'l‘a ao3a ¢ 60 mg eJHan JIHEBHO. Kﬂ_j HCKOH MAUHCHTH Kajlc 1To “UMa HCMOBOMIHO
OfleCHYBalbe Ha CHMMTOMMWTE, 3rojemenara ao3a oa 90 mg eanamn aueBHO MOXKE 1a ja 3rojemu
C(i)HKaCH(‘CTa. OTKaKo NALMEHTOT Ke ce CT{IGHJIH'inﬂ KJIHHHYKH, MOKE J1a GH,?J,E COOMABETHO 034aTa a
ce Hamanu Ha 60 mg emnaw aveeHo. Jlokonky He ce 3abenenH 3rofeMyBare Ha KOpHCTa 071
TepanujaTa, Tpeba 1a ce 3eMat BO NPeBH/ M APYTH TEPaneBTCKH OMLHH.

AHKH/I03eH CIOHIHIHTHC

[lpenopauanara nosa e 60 mg eaHaw nxesHo. Kaj HeKOM NauMeHTH Kade LITO MMa HELOBOJHO
OJICCHYBAILE HA CHMMMTOMMTE, 3rojeMcHata 7103a o1 90 mg eaHall JHCBHO MOXKC 7a ja 3rojeMu
ehukacrocTa, OTKAaKO NALMEHTOT Ke ce CTAbMAN3HMPA KIHHUUKH, MOXCE Aa GH/C COO/BETHO f03aTa 1a
ce Hamantn Ha 60 mg eanaw axesHo. Jlokonky He ce 3abee:KH 3rojieMyBatbe Ha KOpPHCTa Of
Teparnujara, Tpeda a ce 3eMaT BO NPEABHI H APYTH TEPANCBTCKH ONLMH.

Tepanuja na akyrua 6oaka

3a Tepanuja Ha akyTtHa Oosika. eTopukokcuO Tpeda j1a ce 3eMa camo 3a BPEMETPACHETO HA aKyTHHOT

CHMIITOMATCKH NEPHOI.

Aryren aprpuruc npeaussukan oa ruxrllpenopauanara nosza e 120 mg eanaw auepHo. Bo

KIIMHHYKHTE HCTIHTYBaa Ha aKyTeH FHXTHYCH apTPHTHC, CTOPHKOKCHO OMA nasaH Bo neproa o 8

feHa.

BoJika no ¢roMatoaomKn oneparusen :mqm’r

Ilpenopavanara jgo3a e 90 mg eaHal JIHEBHO, CO MaKCHMAIHO BpemeTpackse 0/ 3 jaeHa. Kaj vekow

nauMeHTH mose Ja Oujge norpedua W pyra noctonepaTtHBHA aHanreTcka Teparnuja  Kako
JIOTNOHYBake Ha NekoT EToKend 3a BpeMe Ha TPH/HEBHATA Tepanuja.

llO'ﬂlTE KOH <€ NorojieMd oji NnpenopavaHdTe Jo3d 34 L‘.CKOj'd HHIH K‘dllHja, HIIH HE NOKAMAIe
JOTNOJTHHTENTHA I:[IJHKE[CIII.)E’I' HIIK He Dune NPOYYYBaHH. ][Opil.{ll'l TOA:

Jlosara 3a ocreoapTpuTHe He Tpeda na naamute 60 mg aHesHO.

Jlosara 3a peBMATOMIEH APTPHTHC H AHKHIIO3EH CIIOHAHIHTHC He Tpeda Aa Haamune 90 mg AHeBHO.
Jlosata 3a akyteH ruxt He Tpeda na naamuHe 120 mg AHEBHO, CO MAKCHMAIHO BpeMeTpaetbe Ha
Tepanujara o 8 aexa.

Jlozara 3a akyrHa Oosika o cToMaTo/oWKy onepaTtieeH 3adar He Tpeda Aa Haamuue 90 mg aAHeBHO,
€O MAaKCHMAJIHO BPEMETPactbe Ha Tepanujara o1 3 [AeHa.

IMoceGun nonyaaunn

IMocTapu nauuentu
He e norpeGHo npunarogyearse Ha 103aTa Kaj MOCTapH NauMeHTH. Kako WM €O ApyrH NeKoBH, Kaj
nocTapuTe NAUKEHTH Tpeda fa ce Ouae BHHMATENeH (noraeaHeTe Bo Touka 4.4).

MManuenTn co XenaraaHo HapymyBambe
bes ornen Ha unankaunjaTa, Kaj nauMeHTH co snecHa xenatanta aucyukuuja (Child-Pugh pesynrar
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o4 5-6) ne Tpeba na ce naamuue nosata on 60 mg eanaw axesho. Kaj naumentd co ymepeua
xenaranna aucynkumja (Child-Pugh pesyarar ox 7-9), Ges ornen va unaukauujata, ne TpeGa aa ce

HaaMuHe josata o1 30 mg eanain AHEBHO.

[Mocton camo orpaHHueHo KIMHHYKO MCKYCTBO OCODECHO Kaj MAlMEHTH €O YMEpeHa XenaTtaaHa
aucynkumMja M ce npenopauysa NpeTnaziuBoct. He noctoM KIMHMYKO MCKYCTBO Kaj MauMeHTH co
Tewka xenaraana auchyHkumja (Child-Pugh pesynrar > 10); 3atoa, neropata ynorpeba kaj obue

NMALUMEHTH € KOHTPaHHAMLUMpaHa (noraenHere o Toukure 4.3, 4.4 1 5.2).

IMauxenTH CO peHANIHO HAPYIIYBAILC

He ¢ norpebho npunaroaysame na 103ata Kaj MauMeHTH CO KPEATHHHH KJIMPEHC

= 30 ml/min

(nornesnere Bo Touka 5.2). Ynorpedata Ha eTOPUKOKCHG Kaj NMAUMEHTHTE CO KPeaTHMHHH KIMPEHC

<30 ml/min e kKoHTpanHAMUKpaHa (noraeaHeTe Bo ToukuTe 4.3 1 4.4).

MMeaujarpucka nonyaanuja

ETOpHKOKCHO € KOHTPaHHAHLMPAH Kaj /lena u a/lo/IectienTH Ha Bo3pacT 10 16 roautu (norieanere go

Touka 4.3).

Hauun na ynorpeda

Jlekot ETokenG ce afMMHHCTPHpPA NepopaiHo U MOKE J1a ce 3eMa co Wi Ge3 xpana. J]o noverok Ha
ACJCTBOTO Ha JIEKOT MOe J1a Jlojie nodp3o kora nekot Etokend ce ajamunuctpupa Ges xpana. Toa

Tpeba /1a ce 3eMe BO Npe/iBH/L Kora e noTpebHOo OP30 0/1eCHYBabEe Ha CHMITTOMMUTE.

4.3  Kownrpannaukauuu

& XHIIl:pCCII'SH'I‘HBEIOCT Ha AKTHBHAaTAa C}’I'ICT&HLlHja HJTH Ha IICKQi OJI EKCLUHITHEHCHTE HABECHH BO

Touka 6.1.

- AKTHBHA NENTHUHA YALIepaLja Wik akTHBHO racTponHTectrnanio (I'H) kppapese.

- [MaumenTn kaj ko nocse 3emarbe Ha aueTHnCanHUMAHA Kucenuna wian HCAMJL, Brayuysajiu
nuxuburopu na COX-2 (uukiookcHrenasa-2), ce nojapuie GPOHXOCHA3aM, AKYTEH PHHHTHC,
HA3AIHM NOJIMIK, AHFHOHEBPOTCKH €IeM, YPTHKAPH]a WK PEAKIIMK O[] JIEPrUCKH THIT,

- bpemvenoct 1 noewse (norneaHere Bo Toukute 4.6 u 5.3).

- Tewka xenatanua aucdynrumja (cepymekn andymun <25 g/l unu Child-Pugh pesyarar > 10).
- YTBpAeH peHanen kpeaTHHUH kaupenc <30 ml/min.
- Jeua u anonecueHTH Ha Bozpact 10 16 roguHu.

- Bocnanutenno 3abonyeatbe Ha upesara.

- Konrectugna cpuesa cnaboer (NYHA [1-1V).

- [MaunenTn co XunepTeHsuja unj KpBeH NPHTHCOK NOCTOjaHo € nokaved Haa 140 / 90 mmHg u

HE € COOMBETHO KOHTPOJIMPAH.
- YTBpaeHa — MCXeMHuHa  cpuesa
liepedpoeackyiapHa Gosecr.

4.4 Mepkn Ha NpeTNAa3IMBOCT H MOCeOHH MPeaynpe1yBaiba

I'a CTPOHHTECTHHATHH EQG KTH

KoMnaukauuuTe Ha ropHHOT racTpOMHTECTHHAJIEH TPAKT [nepdopauuH, YMpeBH M
(PUBs)]. ce nojapuie kaj naumenTH TPETUPaHH CO ETOPHKOKCHD, H HCKOW O/l HUB pe

tharanch uexon.

Oonecr,

nepuepra

bonecr  WuM

[Totpena e npernasivpocT npu Tepanuja Ha MALMEHTH €O HAJrOJEM PH3MK O] PasBoj Ha
racrpounTecTuiania komisiMkaudja co HCAMJL, noctapu Auua, namMenTH KOM MCTOBPEMEHO
Kopucrar ouno koj apyr HCAWJI uan auetnacanuumiana KHCEIMHA, WM NAUMEHTH CO NPETXOAHA
MCTOPHja HA TACTPOMHTECTHHAHN 3a00yBamba, KAKO WTO Ce yJLepalHja W racTpOMHTECTHHATHO

KpBaperhe,
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[locToM J0MOAHUTENHO 3roJIeMyBate HA PHIMKOT O/ MOjaBa HA HECAKAHM TACTPOMHTECTHHAJIHH
JiejcTBa (racTPOMHTECTHHANIHM YALCPALMH HAM APYTH TACTPOMHTCCTHHAIHH KOMIIMKALHMH) KOra
E€TOPHKOKCHO CE 3eMa MCTOBPEMEHO CO ALUCTHICATMUMIAHA KHCEIHHA (AYPH M NPH HUCKK ao3H). Bo
JIOATOTPAJHUTE  KIMHUUYKM — WCIIMTYBAaa He OWia  [JOKaKaHa  3HAUMTE/HA  pPas/iuka  BO
racrpoHHTecTHHAIHaTa De3deHoCT noMely KoMOHHALIM]aTa HA CElIeKTHBHH HHXHOHTOPH Ha COX-2 +
AUETHICATMLMIING KHCennHa Hacnpoi komOunaumjara va HCAMJL + auernncanmumina kuceinna
(norneaHeTe Bo Touka 5.1).

Kapanosackynapuu aejersa

KauHuukuTe MCNHTYBarba Cyrepupaar Jeka JIeKOBHTE O] KJacaTa Ha CeNeKTHBHH WHXHOMTOPH Ha
COX-2 moske aa Ouaat NOBp3aHH CO 3roJieMeH PHU3HK O/ MojaBa Ha TPOMOOTHUHH HacTaHu (0cobeHo
mMuokapiaeH HH(apKT H MO304eH yaap), Bo oaHoc Ha naauedo v Hexkon HCAHWJL. Tlopaam Toa wro
KAP/IHOBACKYJIAPHHTE PH3HLK HA €TOPHKOKCHMD MOKE /12 ce 3roJiemar 3ae/iHO CO 3ro/ieMyBaheTo Ha
J103aTa M BPEMETPALILE HA H3I0IKEHOCTA, JIeKOT Tpeda a ce KOPHCTH BO HAjKPATOK BPEMEHCKH NepHOL
H co HajHUCKaTa epekTHBHA HeBHa jlo3a. [Torpebara Ha NaUMEHTOT 3a CHMITOMATCKO O/IECHYBabe H
OArOBOPOT Ha Tepanujata Tpeba aa ce eBaNyMpaaT NePHOAMYNO, OCODEHO Kaj nalMeHTure co
ocTeoapTpuTHe (noraeauere Bo Toukure 4.2, 4.3, 4.8 u 5.1).

[laupenTHTe CO 3HAYAjHU PH3MK (AKTOPH 3a 0jaBa HA KAPAWOBACKYJIApPHH HACTaHW (Ha mpuMep,
XHMEpTeH3nja, Xunepaunuievuja, Aujaderec menuTye, nywewse) Tpeda na ce TpeTupaar co
ETOPHKOKCHD caMo M0 BHUMATEIHO pasrieaypatbe (noraeanere o Touka 5.1).

CenexktuBHHTe HHXHOWTOPH Ha COX-2 He nmpeTcTaByBaar 3aMeHa 3a AUeTHICAIMLHIHA KHCEIHHA 34
npodunakca Ha KapAHOBACKYIApHH TpomOoeMOonHUYHH 3a00/1yBatba NopaaH HHBHHOT HEJOCTATOK HA
AHTHTPOMOOLIMTHO [ejeTBO. 3aToa AHTHTPOMOOUMTHWTE Tepanuu he Tpeda Na ce NpeKkHHyRaat
(norneaHeTe BO TOUkHTE 4.5 1 5.1).

Penanun edpexrn

Penannute npocrariaHidHu MOKE [a HMAaT KOMIMEH3aTOPHA Y0ora BO OAP/KYBaHeTO Ha peHaiHaTa
nepgy3uja. 3aroa, BO YCIOBH Ha KOMMpoMuTHpaHa OyOpexkna nepdysuja, aaMuHUCTpauujata Ha
CTOPHKOKCHO MOMKE /1a MPEaH3BMKA HAManyBawe Ha (OPMHPAHETO HA MPOCTAMNAHAMH W KaKo
pe3yATAT HA TOA, HAMAIYBAHE HA PEHATHHOT MPOTOK HA KPB, @ CO TOA M /[]a ja HAPYLIM PeHaliHaTa
¢yukuuja. MaunMeHTH €O Hajrolem PH3MK O MOjaBa HA OBOj OArOBOP CE OHWE CO [PETXOAHO
MOCTOEYUKA 3HAUMTENHO owTeTeHa OyOpeskHa QyHKUMja, HEKOMMEH3IMpaHa cpueea caadocT WM
uuposa. Kaj oeue naunenTn Tpeda na ce 3eme BO NpeaBH CicAcHeTo Ha DyOpexHara pyHKuMja.

3aapmika Ha TEUHOCTH, e1eM H XHIIePTeH3Hja

Kako u co JPYTHTE NIEKOBH 38 KOHW CE 3Hae JIeKa ja mtxuﬁnpaa‘r CHHTE3ATA HA NPOCTArNIAH/IHHH, I'.'3|
MALHEHTH KOH 3eMale C"I'()pHKOKCHﬁ Oune 3abenexanu 3AIPLHIKA Ha TEYHOCTH, €/1eM H xunep'reu'mja.
Cwre Hectepouanun antuundgaamaropuu nekosu (HCAWIL), BiayuyBajiu ro v eTopukokend, Moke 1a
GH,'laT MOBP3aHK CO HOB NOYETOK HITH PEKYPEHTHA KOHIECTHBHA CpLIEBa cnabocT. 3a HII(.iJO]JM’:lLlHH BO
BpPCKa CO OArOBOPOT MOBP3aH €O 103aTa HAa €TOPUKOKCHO, norneanere o Touka 5.1. [Norpebna e
NPEeTNasMBOCT Kaj NALMEHTH CO HCTOPHja HA cpueBa c1abocT, NICBO BEHTPHKYIapHa AHCHYHKLH],
HITH XHIMECPTEH3HjA M Kaj NALMEHTH CO MPETXOAHO MOCTOCUKH €1eM npeansBHKkaH o1 Ouao Koja apyra
NpUYHHA. }IOKOJIK)" rmcmja’r KJHHHYKH JI0Ka3K 34 BIOLIYBaHkC Ha cocmjﬁm'a Ha OBHC MALIHCHTH,
Tpeba /1a ce npeseMar CoOJABETHH MEPKH, BKJIYUYBAjKH H IPEKHH HA Tepanujata co eTOPHKOKCHO.

Eropukokeud mosxke 1a Onjie NOBP3aH Co 10jaBa HA NOYECTA H TELIKA XHIIEPTEHIN]A O/l HEKOH JIPYTH
HCAMWJI n cenekrusin COX-2 HHXHOHTOPH, 0CODEHO MPH BHCOKH 103H. 3artoa, XWnepreHiujara
Tpeba fa ce KOHTPOJIMpa Npes Tepanujata co eTopHKOKCHO (norneanere Bo touka 4.3) W nocebuo
BHHMAaHHE Tpe(’}a Ja e NMOCBETH Ha CACNCILETO Ha KPBHHOT NPHTHCOK 3a BpeMe Ha Tepanuj;rm co
CTUPF‘IKOKCHﬁ, ]{pBIIH(\T NMPHTHCOK Tpt:l’)il Ja ce Cie/IH BO pOK OJ1 JIBE HENCIH 1O 3alOYHYBAETO Ha
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TepanujaTa M NoAOUHA HA MEPHONMYHH MHTepBanH. JIOKO/KY /10j/1€ /10 3HAUYMTENHO NOKAYYBAE HA
KPBHHOT NPUTHCOK, Tpeda /1a ce pa3MHC/IN 3a alITEPHATHBHA Tepanuja.

Xenaranun edexrn

Kaj npubmukno 1% o1 nauvenTHTe BO KIMHHYKHTE HCHUTYBAA TPETUPAHM BO MEPHOA 1O eaHa
rOAMHA CO /1031 Ha eTopukokeHDd oi 30, 60 n 90 mg aueBHo Gune MpHjaBeHH 3ronemyparka Ha
HUBOATa Ha ananub amuuorpancdepasa (ALT) w/unu acnaprar amunotpancdepasa (AST) (noBHcokH
3@ NPUOAMIKHO TP MK TIOBEKE NATH O FOPHATA HOPMAJTHA rPaHHULA).

Tpeba na ce ciieaat cuTe NALMEHTH CO CHMITOMH H/WINM 3HALM KOM YKaKyBaar na auc(ynkuuja Ha
UPHHOT po0 MM Kaj KoM Ke ce nojapu abHopMalieH TecT Ha (hyHKUMjaTa Ha UPHUOT apod. Ako ce
MojaBaT 3HaLM HAa XenartajiHa HHCY(MUMEHLMja WM aKo ce YTBPAAT NEP3UCTCHTHH aGHOPMATHM
TECTOBM 3a (yHKUMJaTa Ha UPHHOT Apod (NOBHCOKHK 3a TPH MATH OJ] FOPHATAa HOPMAJiHA rpaHkua),
Tepanujara co eTopHKoKeHO Tpeda /la ce npekuHe.

Onmro

AKO 3a BpeME Ha Tepanujata, Kaj MauHeHTHTe J0jAe N0 BAOLIYBAHKE HA Hekoja 0/ (pyHKUMHTE Ha
CHCTEMCKHTE OpPraHH ONMUILAHH norope, Tpcﬁa Ja ce npesemar COOABETHH MEPKH M J1a ce pasraena
MPeKHH Ha TepanujaTa co eTopukokend. Tpeba aa ce oapiyBa COO/IBETEH MEAHLIMHCKH HAA30D KOra
€TOPHKOKCHO Ce KOPHCTH Kaj MOCTapH JIMLUA U Kaj MalHeHTH CO PeHaina, Xenaraina MK KapaujanHa
nucyHKUMja.

Tpeba na ce Gume BHUMATEICH NPH 3aMN0OYHYBaLE HA TEPANMjATA CO ETOPHKOKCHD Kaj MauMeHTH o
nexuapaumja. Ipenopaunmeo ¢ NaLHeHTHTE Ja e PexXHAPUpaar Mpej /1a ce 3arnoyHe Tepanujara co
€TOPHKOKCHO.

3a Bpeme Ha MOCTMAPKETHHLIKOTO CEACHEe MHOrY peTko Bo Bpcka co ynorpeGata ma HCAWJT u
HEKOH ceneKTHBHH MHXKHOuTOpH Ha COX-2 Ouia npujaseHa nojaea Ha CEpHO3IHH KOXKHH PEaKLMH,
HEKOM 011 HUB (haTannm, BKIydyRajkn ekconujaTusen nepmarutic, Ctusenc-1loHcOHOB cHHAPOM H
TOKCHYHA enuaepMaita Hekponnsa (norneanere Bo touka 4.8). Ce uMHH 1eKa MALMEHTHTE MOeKaT
HA HAJrOAEM PH3HK O]l M0jaBa HA OBME PEAKLIMM HA MOYETOKOT HA TepanujaTa, H BO MOBCKETO CAyqaH
NOYETOKOT HA peaklujara ce rojasysa BO TEKOT HA NPBHOT Mecell o/ Tepanujata. Kaj naupeHty kou
NpUMaiC CTOPHKOKCHO OMle npHjaBeHH CEPHO3HM PeakidH Ha MPEOCeTIMBOCT (KAKO WTO ce
aHadunakca u anrnoesnem) (norneuere Bo Touka 4.8). Hekou cenexrupun COX-2 uHxuGutopu Gune
MOBP3aHH CO 3rOJIEMEH PH3HK O/1 110]aBa HA KOKHH PeakiiMH Kaj NauHeHTH CO HCTOPH]a Ha ajepruja Ha
Guno koj siek. Tepanujara co etropukoken® Tpeba na ce NpekWHe NpH NpPBaTa MojaBa HA HCHI HAa
KOMKaTa, MYKO3HH JIE3HH WK BHII0 KOj APYT 3HAK HA XHNEPCEH3UTHBHOCT.

ETopukokenG moske Na ja npUKpHe TPecKaTa 1 APYrHTE 3HALM HA BOCNANEHHETO.

[lorpebHa e npeTnasaMBoOCT MPH KO-aAMHHHCTPHPAHLE HA eTOPHKOKCHO co Bap(apuH MM ApYrH
nepopaiHy aHTHKOAryJiaHcH (noriaeaxere o touka 4.5).

CHHTE3aTa Ha LIMKIOOKCHIeHa3a/IpoCcTarian/iug, He ce NPenopavyea Kaj #eHH Kow ¢
sabpemenar (norneauere Bo Toukure 4.6, 5.1 u 5.3) .

4.5  Hurepakunu co APYrd JCKOBH WIH APYrH GOPMH HA HHTEPAKIHH
®apmMaKoIHHAMCKH HHTEPAKIHH

Ilepopasuun AHTHKOATYJAHCH: Kaj HCMHTaHWUMTE CcTabMAWM3MPAHH HAa XPOHMYHA Tepanuja co
Bap(apuH. aaMHHUCTpaUMjaTa Ha /1032 Ha eTOpHKOKeHO o 120 mg auesHo Guna noepsaHa co
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npubmikio  13% 3ronemysaise Ha npoTpomOuHcKkoTO Bpeme, MelyHapoaHHOT HOpPMalM3HpaH
coogroc (INR). [lopagu Toa, nauuedTHrTe KOM NpHMaaT NEpPoOpaiHK  anTHkoaryianck Tpeba
BHHMATE/IHO J1a ce C/IefaT BO OHOC HAa HUBHOTO nporpoMOuncko speme v INR, ocobeno o npesure
HEKOJIKY JcHa 01 HHHLUHPAKETO Ha TCpilIIHjEITEl coO E’I‘OPHKOKCHG HIIW TIPH MEHYBALE HA J103aTa Ha
eTopHKoKkeHO (norneaxere po Touka 4.4).

Juypernun, AKE unxuduropn n anrnorensun II anraronuern: HCAMJI moxke na ro namanar
eeKTOT Ha AMYPETHUMTE W APYIHTE AHTHXWIIEPTEH3HBHH JekoBH. Kaj HekoW naumeHTH co
KOMIpomuTHpana OyopeskHa (yHKUM]a (Ha nprUMep, AeXHAPHPAHH MALHEHTH WK MOCTapH NaLHEeHTH
co komnpomuTHpana OyOpeskna (ynkuuja), ucrospemenara aamuuuctpaumja Ha AKE wuxubutop
HIM aHrMoTeHsuH Il aHTaroHHcT M JIeKOBM KOM ja MHXMOMpAaT LMKIOOKCHIeHa3aTa, MOKe Ja
Pe3yNTHpa CO HATAMOLLHO BIOLIYBAE HA peHannata (GyHKUMja, BIJIy4yBajkH M MOMKHM NojaBa Ha
aKyTHa peHanHa WHCyHLUMeHUH|a, Koja BooOuyaeHo e pepep3nbuina. Osue vurepakunu Tpeba jia ce
3EMAT BO MPCABH/L Kaj NALMEHTHTE KOM 3eMale eTopHKoKeHO ueTospemeno co AKE unxuGuTopu nan
anuruorensud 11 advrtaronucru. [lopaau Toa, komOMHauujaTa Tpeda da ce aaMMHHMCTPHpa CO
npeTnasiveoct, ocodeHo Kaj noctapure suua. [aunenture Tpeba 1a Guaat cooaBeTHO XMAPHPaHH H
Tpeba na ce 3eMe BO MNpelBWA Clelee Ha peHasHata (yHKUMja MO 3ano4HYBamCeTO Ha
HCTOBPEMEHATA TEParMja W Ha NePHOAHYHH HHTEPBAIH NOAOLHA,

Aunernicanuunina kuceanna: Bo eana cryanja kaj 3apasu cydjekTH, Bo crabuiHa coctojda, no3aTta
na eropukokcutd o/ 120 mg eaHaln AHEBHO HeMala BjMjaHHe BP3 aKTHBHOCTA Ha aHTH-TPOMOOLIHTHTE
na auernncanuumianara kucennna (81 mg eanaw averHo). ETopHkokeHD Mome 1a ce KOPHCTH
HCTOBPEMEHO CO aLETH/ICAIMLININA KHCEMHA CO /103 KOHM CC KOPHUCTaT 3a KapaHOBacKyjapHa
npodunakca (HMCKa /103a Ha aleTHICAIMIMAHA Kncenuna). Cenak, HCTOBPEMEHATa a\MHHHCTpaLKja
HA HHUCKH JI03H HA alETHICAIMIMIHA KHCEJIMHA CO ETOPHKOKCHD MOMKE [1a pPe3yiTHpa co 3rojiemMeHa
CTAINKa Ha FACTPOHHTECTHHA/IHA YJILIEPALja WilK APYTH KOMIIMKAlKK BO cnopeada co ynorpedara na
eTopHKkoKkcH® Kako MoHo-Tepanuja. MHcrospemena ynorpeba Ha €TOPHKOKCHO €O 103H  Ha
ALETHICAIHLWIHA KHCEHHA KOH Ce MOBMCOKH OJ1 JI03UTE 3a Kap/MoBacKy/1apha npoduaakea wik co
apyru HCAWJI ne ce npenopauysa (noraejinere o touknre 5.1 n 4.4).

Lukaocnopun u takpoammye: HMako opaa uutepakiuja He Ouia npoyuena co eTOPHKOKCHO,
ueToBpeMeHaTa ynorpeba Ha UMKIOCHOPHH WAW Takposumyce co Guno koj HCAWII moxe na ro
3rofeMu HePOTOKCHHHOTO AEJCTRO HA UMKIOCTIOPUH MK Takpoaumyc. Penannara ¢gyukuuja rpeda
J1a ce cie/i Kora eTOPHKOKCHG ce KOpPHCTH BO KOMOHHALIMja €O GHIIO KO 0/1 OBHE JIEKOBH.

Cl)ap.\laxomme'rcxu HHTEPAKLHH

Edexr na eropukokcud Bp3 GpapMakOKHHETHKATA HA APYTH JEKOBH

Juruym: HCAWJL ja HamanyBaaT peHanHaTa CKCKPCLMja HA IMTHYMOT H MOPAAH TOA M 3roneMyBaat
IIA3MATCKHTE  HWBOA Ha JWTHYMOT. JIoKonky e notpeGHo, Tpeba BHUMATEIHO Ja Ce¢ CleaH
KOHLIEHTPALKHjaTa HA JINTHYM BO KPBTa W Ja CE MPUIAroad J03aTta Ha JIMTHYM J0€Ka Ce 3eMa
komOuHauujaTa u kora ke ce noeneue HCAMIL

Mertorperear: Bo ape cTyauu Guiie HCIUTYBAHH JjCTBATA HA J103UTE HA €TOPHKOKCHD 011 60, 90 nan
120 mg, aAMMHHCTPUPAHK €HALL IHEBHO BO TEK HA CEAYM [eHa, Kaj NallMeHTH KOW NpHMae e/Hail
HEAENHO 71038 Ha MeToTpekeat oa 7.5 no 20 mg, 3a Tepanuja Ha pesmaTonaeH apTputHe. JlosuTe na
CTOPHKOKCHD 01 60 n 90 mg Hemase BiHjaHHe BP3 M1a3MATCKHTE KOHLEHTPALIMH HA METOTPEKCaT WK
pesanuuor kaupenc. Bo eana cryamja, nozata Ha etopukokend oa 120 mg Hemana agjcTBO, HO BO
Apyra cryjadja, nosara Ha etopukokcud oa 120 mg goeena N0 3rofeMeHH KOHLEHTPALMM Ha
METOTpeKcaT BO niasmara 3a 28% u HamasyBatbe Ha PEHATHHOT KIHpeHe Ha meToTpekear 3a 13%. Ce
TPeropauyBa COO/IBETHO C/IE/IEHE HA TOKCHUHOCTA NOBP3aHa CO METOTPCKCAT KOra CTOPHKOKCHO H
METOTpEeKCaT ce aAMHHHCTPHPAAT HCTOBPEMEHO.
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Iepopannu kourpanentusn: Etopukokend co no3a oa 60 mg aaneH HCTOBPEMEHO CO nepopajien
KOHTPALIENTHE KOj coipich 35 mukporpamu etuua ectpaauon (EE) w 0.5 g0 1 mg noperunapon so
pok on 21 aew, ja sronemune AUCO-24hr va etuHun ectpagmon Bo crabuiana cocrojda 3a 37%.
Jlozara na eropukokend on 120 mg naneHa co MCTHOT NEPOPASIeH KOHTPALENTHE HCTOBPEMEHO WK
oanenno Ha vHTepean oa 12 waca, ja sronemune AUCO-24hr Ha etunun ectpaanon Bo crabHiHa
cocrojda 3a 50 o 60%. Osa 3ronemyBarbe Ha KOHLEHTpallHjaTa Ha eTHHUI ecTpaauon Tpeba 1a ce
3eMe BO MpeaBHA NpH H300POT HA NepopajieH KOHTPAUENTHB KOj Ke ce  ynoTpeGyea 3aeqHo co
CTOPHKOKCHO. 3rofleMyBameTo Ha MIOKEHOCTA HA eTHHUI ecTPajHol MOKE f[a ja 3rosiemH
HHLM/ICHIATA HA HECAKAHH /IjCTBA MOBP3aHH CO MEPOPaTHHTE KOHTPALCNITHBH (Ha NpUMep, BEHCKH
TPOMOOeMOONMYHN HACTAHM Kaj SKEHH M3/105KEHH HA PH3HK).

Xopmoncka 3amencka tepanuja (X3T): Aamunuctpaumja Ha jio3a Ha eropukokeut oa 120 mg co
XOPMOHCKA 3aMeHCKa Tepanuja cocTaBeHa o1 KoHjyrupanu ecrporenu (0,625 mg [Ipemapun) Bo pok
o4 28 nena, ja sronemuie AUCO-24hr na HekoHjyrupanioT ectpot Bo ctabuiHa coctojba (41%), na
eKBUIIHH (76%) 1 Ha | 7-P-ectpaanon (22%). He e npoyueno ejcTBOTO Ha MPenopayaHuTe XPOHHUHH
aosu Ha eropukokeud (30, 60 u 90 mg). Jlgjerrata na mo3ata Ha etopukokcub oa 120 mg wa
nznozxenocta (AUCO-24hr) na oBue ecTporencks KOMINOHeHTH Ha fekoT [Ipemapun Guae wajmanky
aBa natu nocaadu o edpexrure Kou Guie 3abenexkann kora nekor lNpemapun Gun anmuuucTpupan
KaKo MOHO-TEparnuja M npH 3rojiemysatbe Ha go3ata oa 0,625 1o 1,25 mg. Kaunuukoto sHaueme na
OBHE TI'UJIE.\'I)'BanH HE € TO3HATO, H NMOBHCOKH 103H Ha JIEKOT anMﬁpHH HC 6““0 HCIIH'I')(I!E]HH BO
KoMOHHalHja co eTopukokeuG. OBHE 3rosieMyBatba Ha eCTPOrCHCKATa KOHLEHTpauMja Tpeba na ce
3eMaT BO NPe/IBHL NPH M300POT HA MOCTMEHONAY3HA XOPMOHCKA Tepanuja koja ke ce ynorpebyga
3a€/IHO CO ETOPHKOKCHD, 3aTOA LITO 3rOIEMYBAETO HA HITOKCHOCTA HA ECTPOH MOKE JId IO 3roIeMH
PH3HKOT O/1 110jaBa 1A Hecakanu aejeTea noep3anu co X3T.

Ipeaunzon / npeanunzonon: Bo cTyauuTe 3a HHTEPaKUM]a HA JEKOT, ETOPHKOKCHD HEMA KIHHHYKH
3HAYA UK 1gjcTRA BP3 (DAPMAKOKHHETHKATA HA [1PEAHM30H/MPEIHNU30NOH.

Murokcnn: Jloza na eropukokend on 120 mg uM GHia aaMUHUCTPHUPANa eHall AHEBHO BO POk o 10
JIeHa Ha 3/IpaBH BOJIOHTEPH, H He ja cMmeHuaa naasmarckata AUCO-24hr Bo coctojba na pamuoTeska
WIIM peHanHata eMMHHaluja Ha aurokeu. buno sabenexano sronemysamse na C,, Ha AHFoKcHH (3a
npudamkno 33%). OBa 3ronemyBame Kaj NOBEKETO MALMEHTH reHepaiHo Hema 3nauewse. Cenak,
MALMEHTHTE KOH NOJIEKAT HA BHCOK PH3MK OJ1 M0japa Ha TOKCHMHOCT €O JAMIOKCHH, Tpeba na ce
cl/le/laT BO BPCKA €O TOA KOra HCTOBPEMEHO Ce aAMHHHCTPHPAAT eTOPHKOKCHE M JIMFOKCHI.

Edext na eropukokcnt na jexopn meraboinsupanu ox cyadorpanchepasu
Etopukokend e uuxubuTop Ha aktueHOcTa Ha cyadorpancdepasata kaj ayreto, ocobeHo Ha
SULTIEI, u ce nokaika JeKka ru 3roleMyBa CepyMCKHTE KOHLEHTPALHH HA CTHHHWI eCTpaMoll.
Mmajku Bo npeasui aeka snaeeto 3a edexture na noseke cyadotpancdepasn Bo MOMEHTOB e
OrPAHHYEHO M KIIMHHUKHTE [0C/IE/IMIN O/I MHOTY JIEKOBH CC YIITE Ce MCIHTYBAAT, Cé COBETYBA Ja ce
BO/IM FPHIKA TPH HCTOBPEMEHO AAMMHHCTPHpae Ha €TOPHUKOKCHO €O JAPYrH JIEKOBM KOW ce
MeTaboNM3MpaaT MPUMAPHO 011 CTpaHa Ha voBeukuTe cyidorpancdepasu (Ha NpUMERET
candyTaMon H MHHOKCH/IHI).

CYP3A4, kako wiro Getlle NPOLEHETO CO MOMOLL HA EPHTPOMHLIMHCKHOT TECT HA 3/HB.

Edexrn ua qpyrun jexoBn Ha papMAKOKHHETHKATA HA €TOPHKOKCHD
[nagnuor merabonen nat wa etopukokend zapuc oa CYP enzumure. Ce umnn nexa CYP3A4
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MPHOHECYBA 38 MeTaDONM3MOT HA ETOPUKOKCHD in vivo. In vilro CTyIMWTE NOKa)KyBaaT Jeka
CYP2D6, CYP2C9, CYPIA2 u CYP2CI9, wcro Taka, MokaT Ja ro KaTaiusupaaT riaBHHOT
meTaboJIeH NaT, HO HUBHUTE KBAHTHTATHBHH YJIOMH HE OHIE NPOyUyBaHH i vivo.

Kerokonazon: Kerokouazon, cuien uuxuburop na CYP3A4, nasan po jo3za on 400 mg ennai
JHeBHO BO pok on 11 giena kaj 3ApaBH  BOJNOHTEPH, HEMal KIWHWYKH 3Havaed eext Bp3
(hapmMakoKHHETHKAaTa Ha enHe Ha 103a Ha eTopUKOKCeHO o1 60 mg (sronemysaise na AUC o 43%).

Bopuxonazona u Mukonason: Ko-aaMHHHCTpaLHjaTa HA NEPOPAIEH BOPHKOHA30/ I HA TONHYHHOT
opajieH rei co MHKOHa30m, cuann HHxuOuTOpH Ha CYP3A4, co eTOpHKOKCHD npean3BHKaia Mano
3rofeMyBatbe Ha W3I0MKEHOCTA HA CTOPHUKOKCHO, HO TOA He ce CMETa 3a KIMHHMUYKM 3HA4ajHO Bp3
OCHORA Ha 0DjaBEHUTE NOIATOLLH.

Pudavmuaunn: Ko-aaMuuuerpauujara Ha eropHkokeHd co pudamimumn, cuien uujaykrop wa CYP
CHIHMMHTE, JOBEIO 0 HAMMITYBAIE HA KOHUEHTPALHHTE Ha C’I'UPH K(‘JKCHG BO TLasmanra oJi 65%. OHili].
MHTEpaKLMja MOMKE [a Pe3yNTHpa CO [OBTOPYBAILE HA CHMITOMHMTE KOra eTOPHKOKCHO ce
aJMHHUCTPHpA HcTOBpeMeHo co pudamnuumy. Jlogeka osaa uudopmauuja moxke jaa cyrepupa
3rofieMyBatbe Ha 1103aTa, JO3UTE HAa eTOPHKOKCHO KOM ce MOBMCOKM Ol HaBeleHHTe 3a ceKoja
HHAWKALKja He OWie MCMUTYBAHW BO KOMOMHAuMja co pudamnuuMH K 3aToa He ce npenopa4vyeaart
(nornenHete Bo Touka 4.2).

AnTaunan: AHTAUMINTE HE BAHjaaT Ha (hPAPMAKOKHHETHKATA HA ETOPUKOKCHD BO KIMHHYKHM 3HA4ajHA
Mepa.

4.6 Bpemenoct u JakTanuja

Bpemenoer

He nocrojar KAMHHYKH NOJATOLM 32 M3JI0MKYBaC BO TCKOT Ha OPEMCHOCTA Ha CTOPHKOKCHO.
Cryaunre Kaj KHBOTHHM JIOK@Kajl¢ PENpoayKTHBHA TOKCHYHOCT (norjeaHere BO Touka 5.3).
[ToTeHUMjaHHOT PH3HK 3a JyFEeTO BO OpeMeHocTa He € nosHar. ETopukokcnd, kako M octaHaTHTe
JICKOBH KOM ja HHXHOMPAaT CHHTE3aTa Ha NPOCTarJaHAHH, MOYKE [a NpeJIH3BHKa HHEpPLHja Ha MaTKaTa
H [PEBPEMEHO 3aTBOPabE HA AYKTYC apTepHO3YC BO TEKOT Ha MocaeaHHOT TpuMecTap. ETopukokend
€ KOHTPaHH/MLIMPAH BO TEKOT Ha OpemeHocTa (noraeaHeTe Bo Touka 4.3). Ao #eHaTa 3adpemMeHH 3a
BpEMe Ha Teparnja co eTOPHKOKCHO, TOj MOpa 1a ce MPEeKHHE.

Joemse

He e nosuaro aaiM eTopukoKCHD ce u3jiauyBa BO MajunHOTO Mieko. Etopukokend ce v3navysa Bo
MJIEKOTO HA CTAOPLM BO NepHo/l Ha naktauuja. XKewure KOM ro KOPHCTAT JIEKOT €TOPHKOKCHD He
cmear Aa fojar (noraeavere Bo Touka 4.3 u 5.3).

[Laoanoer
Ynorpebara Ha eTopHKOKCHD, KAKO LITO € c/Iy4ajoT H co OMI0 Koja CyncTaHlMja 3a Koja ce 3Hae J1eKa
ja nuxubupa COX-2, He ce npenopavysa Kaj JkeHH KoW ce oBuaysaat na 3abpemeHar.

4.7  Buamjanue Bp3 cnocobHOCTA 32 BO3CIHE WIH 32 PAKYBAILE CO MAIHHH

Iaumnenrure Kfl.j KOH Ke ce lI('ljaI!M BPTOMIABHLIA, BEPTHIO HIIH NOCHAHOCT JOJIEKA IO 3eMaar JIekoT
CTOPHKOKC Ho He Tpeﬁa JlA BO3AT WK J1d PpakyBaaT cO MalluHH.

4.8 Hecakauu aejerea

IIpernaen na Hezdennocunot npodua
Bo kauHuukutTe uenuryBarba, Ge3benHocTa Ha ertopukokcHO Ouna esanyupana kaj 9295 nmua,
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BIYUyBajkn M 6757 nauMeHTH CO OCTEOAPTPHTHC, PEBMATOMAEH APTPUTHMC, XpOHMYHA GOJIKA BO
AONHKHOT fiel Ha  rpboT MAM  AHKWAO3aHTEH CnoHaWwiHTHC (npubmmwkno 600 nauventH co
OCTEOAPTPUTHC WM PEBMATOMACH APTPHUTHC O TPETHPAIH BO NEPHOJL O/l €HA WIM MOBCKC
FOHUHK).

Bo KAMHMUKKTE CTyauH, NPOMUIOT HA HecakaHW AgjCTBA Kaj NALMENTHTE CO OCTEOAPTPUTHC MIIH
PEBMATOHACH apTPUTHC, KOM OWie TPeTHpaHu CO eTOPUKOKCHD BO MEpHOI O €HA TOMHA WM
MO0, OHIT CIIHYEH.

Bo ejina kinnnuka cTynMja 3a akyTen apTpHUTHC NMPeAH3BHKAH O/ FHXT, NAaUMEHTHTE GHiE TPETHPaHH
€O /103K Ha eTopukokeub o 120 mg eaHaln IHEBHO BO TeK Ha ocyM jiena. [TpomaoT Ha Hecakanu
NgjcTBa BO OBaa cTyauja Gun reHepanto caudeH Ha npoduaot koj Oua npujasen Bo KOMGHHHUpaHHTE
CTY/IHH 32 OCTEOAPTPUTHC, PCBMATOW/ICH APTPHTHC W XPOHHUHHM DOJIKH BO I0JHHOT e/ Ha rpooT.

Bo nporpamara 3a oipe/tysarbe Ha Oe30eHOCTa Ha JIEKOT BO OJHOC HA KApAHOBACKYJIAPHHTE HCXO/H,
0/1 KOMOHHHPaHWTE M0JATOLH OJ1 TPH KOHTPOJMPAHN HCNIMTYBAka CO akTHBEH Kommnapatop, 17412
MALMEHTH CO OCTEOAPTPHTHC MM PEBMATOMEH apTPHTHC OW/e TPETHPaHH €O eTOpPHKOKCHD (60 mg
uin 90 mg) co npoceuno spemerpaetbe oa npubmwkHo 18 meceun. [Moaatounte 3a GesdeanocTa U
JIETA/IWTE 33 0Baa Nporpama ce 1aaeH Bo Touka 5.1,

Bo kamumukkte cryamu 3a akyTHa Gofka MO CTOMATOJIOLIKM OnepatHeen 3aar, Bo Ko Gune
BiJiyuenn 614 nauvenTtn Tpetupanu co etopukokeut (90 mg uan 120 mg), npodunot Ha Hecakamu
JIEjCTRA BO OBME CTY/IMH € FeHepajHO CTHUYCH Ha MPoQHIOT Koj G npujasen B0 KOMGHHHpaHHTE
CTY/IHH 32 OCTEOAPTPHTHC, PEBMATOHICH aPTPHTHC W XPOHHUHA GOJIKa BO I0JIHHOT j1e/1 Ha rpdoT.

Tabenapen npuka3s Ha HECAKAHH [ejcTBA

Caennupe necakanu aejetsa Guie NpHjaBeHH CO MHLMACHLA MOBMCOKA 01 M1aLEGO BO KIMHUUKHTE
MCITUTYRAA Kaj MALHEHTH CO OCTCOAPTPHTHE, PEBMATON/IEH APTPHUTHC, XPOHHUHA BOKA BO JOTHHOT
Aen Ha rpboT HAH AHKH03eH CMOHNIHTHC, KOH OHAIE TPETHPaHH O /1031 Ha eToprkokenG oa 30 mg,
60 mg uan 90 mg, na ce mo NpenopavaHarta 103a, BO NepHoa 0/ 12 HejenH: BO CTYAMHTE Ha
nporpamata MEDAL Bo nepuoa 10 3 ¥ noj roMHK; BO KPaTKOTPAjHW CTY/IMH 3a akyTHa Gonka Bo
NepHo A0 7 AeHa; MK BO NOCTMAPKETHHINKOTO HCKyeTBO (norneanere so TaGena 1):

Tabena 1:

Kaaca na cucremn na oprann  [Hecakann gejersa Kareropuja na
HecTora Ha
nojaBysae®

Hudperxyuu u undpecmanuu anpeoiapeH OCTeMTHE Yecru

racTPOEHTEPHTHE, HH(PEKLIMjA HA FOPHUOT [Momanky uectu
pecnuparopen Tpakrt, nHdexuuja Ha
YPHHAPHHOT TPAKT
Hapywiyearoa na kpema u aHeMHuja (NPBEHCTBEHO acoLMpaHa co Iomasiky uec
s priom cucmenm racTPOHHTECTHHAIIHO KPBapetbe),
Jeykornenuja, TpomGoLTOneHnja
¥ ™ T
Hapywysama na XHIIEpCeH3nTHBHOCT' TMomanky giecri, "
= LF
HMYHOTOUKIONT CUCHeM Z
N7 &,
aHruoesem / anadmaakTuuky / Perkn D
aHaUIAKTOMIHK PEaKIMH BKAYHYBajKH
oK
Hapywyesarwa na e/leM/3a/1pLuKa Ha TeUHOCTH Yeeru
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MemadouzmMon u ucexpanama

3roJIieMeH MK HaMaJjleH aneTyT, 3rojieMyBatse
Ha Te/lecHaTa TeHHHa

Ilomanky vecru

Heuxujampuckn Hapyuiysarna

AHKCHOZHOCT, JICTIPecija, HaMayBatbe Ha

MEHTa/IHATA COCOOHOCT 3a pacyayBatbe,
*

XalyUHHALHHT

[Momanky uectn

. * +
KOH(Y3Hja*, HeMHp®

Perku

Hapywyearsa na nepsnuom
cucmem

BPTOrAABHLA, raBoboKa

Yectu

AMCrye3uja, HeCoHHLa, napecresuja/
XHIMOECTe3nja, COMHO/IEHLH]a

[Tomanky uectu

Hapyuwiyearsa na ouume

3AMATCH BH, KOHj YHKTHEHTHC

[Tomanky uectn

Hapyuuyearoa na yeomo yuinuom
aagupunmom

THHHTYC, BpTOraBHiia

[Tomanky uectn

Kapoujarun napyuyeaisa

NaanuTaLHK, apuT™MHja’

YecTH

atpujasina puGpunaumja, TaxMKapaHja®
KOHIeCTHBHA cplieBa cnadbocT, ucponﬁuqaeﬂn
EKI" npomenn, anruna nekropuc®
muokapaen undapkr’

[Tomanky uectn

Backyaapnu napyuiysaroa

XHIEpTeH3Hja

YectH

noupeeHyBatbe, LepedposackyiapHa
Hesrona' , TPAH3UTOPEH HCXEMUUEH HaMa,
XHMIMEPTEH3HBHA KPU3a® , BACKYIMTHC'

[Tomanky vectn

Pecnupamopitu, mopaxainu u
Medujacmunainu Hapyuiysaroa

- ¥
OpoOHXOCHasza M*

Yectu

KallIHLA, JHCTTHEA, elHCTaKea

[lomanky vectn

r{l(.'mpBIHI'H!L’(.‘HHUI'G‘I'N(“
Hapyuysarba

00/IKa BO CTOMAKOT

Muory yecTu

3areK, racoBH, raCTPHTHC, JKerasuua/
peduiyke Ha KMcennHa, vjapeja, aucnencuja/
eMUracTpHyHa MoayeHOCT, raacHe,
noBpakatbe, e30(aruTue, OpajieH yauep

Yeetu

ab10MHHAHA IMCTEH3H]a, TPOMEHETH
HABHKH Ha 1e0eno upeBo, cyBa ycra,
racTPOAYOACHAICH YHP, MENTHYCH YJILep
BK/IYUYBAjKM FacTPOHHTECTHHA/IHA
nepdopalja v KpRapee, CHHAPOM Ha
upuTabunHo aedeno upeso, naHkpeaTuTue’

[omanky vectn

Xenamoouaujapuu napymiyearsa [3ronemenn nupoa na ALT | sronemenn nusoa [Hecru
Ha AST
xenaruruc’ Petkn
xenarajina HIIC)‘(I]HI[H&NI[H_]E[:. KOnTHIA Perkn
Huapywyearsa na koycama u eXHMO3a Yectn

ROMKOMHCHORO MKUGO

e/1eM Ha JIMLETO, NIPYPHTYC, UCHI, epuTema’ ,
ypTHKapHja *

[Momanky uectu

Stevens-Johnson-oB CHHAPOM™ TOKCHYHA

=
Perkm
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*
eMUAEPMATIHA HEKPOJIH3a™ epYNITHBHH
IMPOMEHH Ha KOXKATA NPCAHZBHKAHK 01 JIeKoT*

Myckyano-cxenemnu u MYCKyJIeH rpu/cnasam, myckyano-ckenernu  [[lomanky vectn
HAPYULYSAIbLA HA CEPIHOMO donku/BROUAHETOCT
MKueo
Penaanu u ypunapnu NPOTEHHYPHja, MOKAUEH CepyMCKH Tomanky vectu
Hapyuysarsa KpeaTHHUH, peHaHa cnaboct/petaina

uncyuimenimja® (norsearere Bo Touxa 4.4)
Onuimu napywyearsa u actenuja/zamop, DoslecT Koja HAJTMKYBA Ha Yectu
COCMOjou Ha Mecmomo na rpun
aomunucmpanuja

OosiKka BO rpajaure [lomanky uectn
Henumyearsa 3rojleMeHH HUBOA HA ypea a30T BO KPBTa, Momanky uectu

3rojleMeHH HUBOA HA KPeaTHH
thocthokHHa3aTa, XHIIEPKAIEMH]a, 3rOICMEHO
HHMBO HA YPHUYHA KHCEIHHA

HAMAJICHO HHBO HA HATPHYM BO KPBTA Petku

*Karteropuja Ha uectota Ha mnojasysame: JleMHMpano 3a cekoe HeCakaHo AEjCTBO criopes
MHLKAeHUATa oapeaeHa Bo Da3aTa Ha MOAATOLM HA KIMHHYKHTE HCnuTyBatba: Muory ueetn (=1/10),
Yecru (=1 / 100 no <1/10), Momanky uectu (=1/1000 no <1/100), Petku (=1/10.000 o <1/1000),
Muory perku (<1/10.000).

I Osa HecakaHo NgjcTBO GHAO MACHTH(MKYBAHO BO MOCTMApPKETHHIIKOTO McnuTyBake. Herosara
npyjaseHa (peKBeHLH]ja € NpoueHeTa BP3 OCHOBA Ha HajBHcokata (pekBeHuMja 3abeneskana Bo
NOJATOLMTE HA KIMHHYKHTE HCTUTYBaba, 00e/IMHETH CHOPe/L HHAKKALjaTa M ofo0peHaTa 103a.

T Yecrorara na nojasysarse "Petkn" Guna nemnnpana criope/l ynarcTsara Ha 30MPHHOT W3BELITA] 32
ocobunute Ha aekot (SmPC) (pesusuja 2, cenremppu 2009) Bp3 OCHOBA Ha MNpoLEHETATa ropHA
rpatiuua Ha 95% untepean Ha nosepda 3a 0 nactanu, co orjiel Ha OPOjOT Ha CyBjeKTH TPETHPAHH €O
€TOPHKOKCHO BO aHasnzaTa Ha nojaroumte o/ Masa I, obeauneT cnopes ao3ata 1 HHAKKaLHjaTa (n
= 15,470).

B XunepcewsutusHocTa  ru o BKIyuyBa  TepMuuuTe  anepruja’, azepruja  mHa  nekor”,
"XHIEPCEH3UTHBHOCT Ha NeKOT", "XHIepeen3MTHBHOCT", "XHIIEPCEH3UTHBHOCT KOja He e jaedHuupana
Ha ApYr Haunn", "XunepcensnTuena peakumja” v "necneuuuuna anepruja’.

§ Bp3 ocHosa na anaiumsuTe Ha JOArOTPajHUTE MAauebo M AKTHBHO KOHTPOJMPaHH KJIMHWYKH
HCIIUTY Baba, CENEKTHRHHTE HHXHOHTOPH Ha COX-2 ce MOBP2aHH CO 3rojeMeH PH3MK 0j1 Nojapa Ha
CEpPHO3HH TPOMOOTHUHM APTEPHCKH HACTAHM, BKIYUYBAjKH MHOKapaeH HH(ApKT v mosouen yaap.
ANCONYTHOTO 3rofieMyBarbe Ha PU3HKOT 33 OBHE HACTAHW BP3 OCHOBA HA NOCTOJHHTE MONATOLM HE
Tpeba aa naamuue 1% roauiHo (NoMaky 4ectH).

Cnenuuee cepnozHn HecakaHu agjcTBa Ouie npujaBenn Bo Bpcka co ynortpebarta Ha HC‘AHH “ He
MOKAT [1a HEe ce 3eMar BO [PEABMI 3d ETOPHKOKCHO: HE(QPOTOKCHUHOCT, :
HHTEpCTHIIM]aeH HeDPHTHE H HEPPOTCKH CHHAPOM.

[lpujasveaibe na necakanu aejcTea

llpujasyBaie Ha Hecakanu NejcTBA BO MNOCT MAPKCTHHIIKMOT MEPHOL HA JIEKOT €
OBO3MOIKYBA KOHTHHYHPAHO ClIeetbe HA OJHOCOT PHIHK/KOPHCT Ha JIEKOT,

Hecakanure nejctea o1 JcKOBMTE MOXe Ja M npujasure Bo Hauwonanuuor uewrap 3a
(hapmaxoeurunanua npu AreHuujaTa 3a NekoBd W MeauuuHekH cpeacrsa (yn.Ce.Kupun u Metonuj
Op.54 kart 1) wamn no enekTpoHeky nat npeky seG crpanara na Arenunjara http:/malmed.gov.mk/.
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4.9 Ipenosupame

Cumnromu

Bo wiHHHUKMTE CTYAMH, aAMMHMCTpAlMjaTa Ha eAMHEYHH /1031 Ha eTopHkokeud o 500 mg w
nopekekpaTHH 1034 a0 150 mg/nen Bo TekoT Ha 21 nen He JloBeNa 0 3HAYMTENHA TOKCHUHOCT.
[MocTojaT M3BewTan 3a aKyTHO NpPENO3HPalbe CO ETOPHKOKCHO, MAKO HEraTHBHMTE WCKYCTBa BO
nopekeTo ciay4yan He Owne npujapend. Hajuecto 3abenexxkanure HeraTWBHH HCKYCTBRa OMJe BO
cornacHocT ¢o 6e30eaHOCHHOT NPOdH Ha eTOPHKOKCHD (Ha MpUMEp, racTPOHHTECTHHAHH HACTAHH,
KapHOPeHaIHH HACTaHH).

Tperman

Bo c.":ytlaj Ha NPpeno3ypane, pasymio ¢ /ia ce lnpHMeHar BOOOHUAEHHTE CYNOPTHBHH MEPKH, Ha
NpUMep, Aa ¢e OTCTPAHW HeancopoHPAHHOT MATepPHjall O/ raCTPOMHTEPCTHHAIHMOT TPAKT, Aa ce
3aM0YHe KIMHHYKH MOHHTOPHHI W /14 C€ BOBe/Ie CYNOPTHBHA Teparuja, A0KOKY e noTpedHo.

Etopukokend He ce aujanusupa no nat Ha xXemoaujanusza. He e noswatro manu etopukokeud ce
JMjanu3npa co NepHTOHEAIHA 1Hjain3a.

S: GAPMAKOJIOUIKH MOJATOLH
5.1 MapmakoaHHAMHKA

MdapmakoTepanceTeka rpyna: aHTHHH(IAMaTOPHH W AHTHPEBMATCKH JICKOBH, HECTEPOHIHH, KOKCHOH,
ATC kon: MOTAHOS

Mexanusam Ha 1ejcTBo
ETopukokeud e nepopaieH, celcKTHBEH HHXHOMTOP Ha uukio-okckrenasa-2 (COX-2) Bo pamku Ha
KJIMHMYKHOT 103€H Orcer.

Bo kinHnukHTe (papMaKoIoOWKH CTYAMH, €TOPHKOKCHO NOBeayBa /0 J03HO 3aBHCHA HHXHOWLMjA HA
COX-2 Oe3 ucroppemena HuxHOMuMja Ha COX-1, npu no3u 1o 150 mg nuesno. ETopukokcut He ja
HHXMOMpA CHHTE3aTa Ha racTPUUHMTE MPOCTArJaHIMHA W HeMa JejCcTBO BP3 (yHKuUMjaTa Ha
TPOMOOUHTHTE.

Llukinookenrenasara € 0JArOBOPHa 3a CO3/1aBamero Ha npocrarnaHinun. Maedrtudukysanu ce npe
wzohopmu, COX-1 1 COX-2. COX-2 e uzohopma HA EHIMMOT 33 KO C€ [JOKANKA [IeKa € HHYLIMPaH 0/
MPO-BOCTIAJMTEIHH CTHMY/IH M C€ MPETIOCTABYBA /IEKa € NPBEHCTBEHO OIrOBOPHA 3a CHHTE3aTa Ha
NPOCTAHOMHWTE MeHjaTopH Ha Gonka, socnanenne n tpecka. COX-2 e McTo Taka BKAydeHa BO
OByJlALHjaTa, MMIIAHTALM]ATA M 3aTBOPALETO HAa AYKTYC apTepHosyc, perynauMja na OyOpeskuarta
dyHKuMja M QYHKUMHTE HA LEHTPATHHOT HEPBEH CHCTeM (HMHAYKLUMjA Ha Tpecka, nepuentija na
Oonka W KorHWTHBHA (yHKUHja). McTo Taka, moske na urpa ynora o 3asapasyeatbe Ha unp. COX-2 e
MACHTH(HKYBAHA BO TKHBOTO OKOJY FACTPHUHUTC YJIKYCH Kaj YOBCKOT. HO HCj3MHATA BA’KHOCT 3a
JleKyBatbe Ha YMp He € YTBp/eHA.

Kiananuka epukacuocr u dezdennocr

Eduracuocr

Kaj naumentn co ocreoaprputie, Ao3ata Ha eTopHkokewd oa 60 mg eanawn aHeBHO, AoBena 10
3HAYHTENHH yONaxyBatbe Ha DonKkaTa M 10 NoA00pyBRatbe HA NPOLEHKATA HA MALHEHTOT 3a cocTojbara

Ha Oonecra. Oeue kopucHW Aejerea Oune 3alenexmaHH ywre BO BTOPHOT [EH O Tepanujata U ce
oapxkyeaine 10 52 uegean. CTyauu co 1034 HA eTopukokcHO oa 30 mg eaHaw AHEBHO MOKaxaa
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fnorojiemMa eHKacHOCT BO OIHOC Ha rnalefo BO TekoT Ha 12-HelenHa Tepanuja (co KopucTelbe Ha
C/IMYHM TMPOLEHKH KAaKO BO ropeHase/ieHuTe cryanu). Bo enHa cryauja 3a jo3ed oncer, jo3ata na
eToprkokeHd 011 60 mg nokaxana sHauMTENHO NOroiemMo nofoGpyeatbe 04 ao3ara o 30 mg Bo oaHOC
HA CUTE 3 MPUMApPHK KPajHK Leiu Bo TekoT na 6-neaenn tepanuja. Jlozarta oa 30 mg He e npoyuena
MPH OCTEOAPTPHTHEC HA pallere.

Kaj naunenry co pesmatoMaen apTpuTHe, H ABETE 103H HA eTOPHKOKeHS o 60 mg u 90 mg enmai
JHEBHO, [l0Befe JI0 3HAuMTeNHO YyOnaxysarwe Ha Goikara, BOCTAleHHETO W MOAOOPYBame Ha
nojskHocTa. Bo etyauute 3a epanyaumja va 103u o1 60 mg u 90 mg, oBHe KOPHCHHM AgjcTBa ce
O/IpJKYBa/ie BO TECKOT HA UEAMOT repuoj Ha |2-uenennara Tepanuja. Bo eana cryamja Bo koja
aJMHHHCTpauHja Ha 103a on 60 mg ennain axesHo Guna cnopeaexa co ao03a oa 90 mg, aBere 103H
Oune noedpuracum on nnanebo. Jlozara ox 90 mg Guna noedpukacHa on Ao3ata oa 60 mg Bo ojHOC Ha
rnodanHara npouenka Ha Gojka o1 CTpaHa Ha MALMCHTOT (MogaTouMTe ce coBGpaHH co NOMOLI Ha
BU3yenHa ananorna ckana oa 0 go 100 mm), co npoceuno nonodpysame o 2,71 mm (95% CI: -4,98
mm, -0,45 mm).

Kaj nauuent KoM CTpajaaT O HanaaM Ha akyTeH apTPUTHC KAKO PE3V/ITAT Ha TMXT, J03aTa Ha
eTopHkokeHO o 120 mg eaHal AHEBHO BO TEKOT Ha OCYM/IHEBHA Tepanuja, 10Beia 10 Yo1aKyBarbe
Ha yMmepeHaTa 10 ekcTpemHa Oonka BO 3r1000BMTE W BOCMANEHHETO WTO OHAO CHOPELIMBO CO
Tepanujara co 103a Ha HHAoMeTallH 01 50 mg Tpu natH AHeBHo. YoaakysaweTo Ha Ooskara BGHiIO
3a0e/1eKaH0 HajpaHO BO POK O HETHPH Haca 10 3aMo4HyBaILETO HA TepanujaTa.

Kaj naumenTi co aHKuI03eH CIOHMIMTHE, J1031Te HA eTOPHKOKCHG 01 90 mg eaHai AHERHO JloBee
[0 3HAYAjHH yOnakysarba Ha GosikuTe BO 'pOeToT, BOCNANICHHETO H BKOYAHETOCTA M 110 NoA0GpyBatbe
Ha ¢yHkumjara. Kauuuukara kopuer na etopukokend Guia 3adenesxana yime Ha BTOPHOT JeH 110
3aMOYHYBAETO HA TEPaNMjaTa v Taa ce 0JpIKYBala BO paMKH Ha 52-HeaeaHHOT Tpetman. Bo sroparta
CTyaHja BO Koja 103a oj1 60 mg Guna crniopeayBata co g03a o4 90 mg, ABeTe 03M HA €TOPUKOKCHO
NOKaykae ciAndHa eukacHocT Kako jo3ara oa 1.000 mg Hanpokcen axesHo. Kaj naumenture kow
MMaje Hea/JeKBaTeH OAroBop Ha anesHa no3a oa 60 mg eropukokenb Bo pok on 6 weaenw,
3rofemyBarbe Ha fosara 10 90 mg, josena 10 noaoGpyeare HAa Pe3yATATOT HA MHTEH3IMTETOT HA
Ooskara go rpboT (nojaronuTe ce coGpaHH co MOMOLI Ha BU3ye/lHa aHatorua ckana oa 0 o 100 mm),
co mnpoceuno noaodpysame on 2,70 mm (95% CI: -4.88 mm, -0,52 mm), Bo cnopenba co
HATAMOLIHHOT TPETMaH co 103a o1 60 mg.

Bo enna kimunuka cryadja koja ja oapenysa noctonepatieHata 3abua Gonka, eTOPHKOKCHE co n03a
04 90 mg Gua pajien eai iHeBHO, A0 HajMHOTY TpH JieHa. Bo noarpynara na naumenty co ymepena
Gosika Ha NOYETOKOT, 703aTa HA eTOPHKOKCHD oa 90 Mg nokaxkana CHYHO AHAITETCKO ACJCTBO CO
aejersoto Ha no3a Ha udynpoden on 600 mg (1611 wacnporu 16.39; P = 0,722), u noronemo ox
JIEJCTBOTO HA 103H Ha napatetamosn/koaent o1 600 mg/60 mg ( 11.00; p <0.001) u na nnaue6o (6.84;
P <0.001). kako wo GuA0 NpecMeTaHo NpeKy BKYNHOTO OJIECHYBAILE HA GONKATA BO TCKOT Ha NpBUTE
6 uaca (TOPARG). [TpouenTor Ha natmenTHTe KoM Nprjasiie ynotpeda Ha aek 3a Op3o yonakysatn

Ha Gosika BO pamkuTe Ha npeuTe 24 yaca o Ao3upaibeto Gua 40,8% 3a etopukokeus 90 i
3a udynpoden 600 mg Q6h, n 46,7% 3a napaueramon/koaenn 600 mg/60 mg Q6h Bo ARG
76,2% 3a nnauebo. Bo opaa CTyAMja, MPOCEUHOTO BPEME /10 MOYETOK HA JEjCTBOTO ( /i
Hamasysaibe Ha GojkaTa) 3a 1o3aTa Ha eTopUKoKkeHD 0 90 mg GHao 28 MUHYTH 110 103U P

besbeanocr

Myarusaunonanta Jloarorpajua Ilporpama na EtopukokenS u Juknodenak npu  Aprpuruc
(MEJIAJI) (Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL) Programme)

[porpamata MEJIAJl e eana mnpocnekTBHO AW3ajHHpaHa nporpama 3a Oesbeanoct npu
KapAHOBACKYJIAPHU MCXO/IH, BP3 OCHOBA Ha COOPAHMTE MOAATOLM O TPH PAHAOMHIMUPAHH, [BOJHO-
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CJIeNH KOHTPOJIMPAHH CTY/IMH €O akTueen Komnaparop, cryaumjara MEDAL, EDGE 11 u EDGE.

['nasua kpajua uen na Ctyaujata MEDAL Gune kapanopackynapuute uexonu kaj 17.804 naumentu
co octeoapTpHTHe W 5.700 nauMenTH co peBMATONIEH APTPHTHC TPETHPAHK CO 1034 HA ETOPHKOKCHD
on 60 mg (3a ocTeoapTpuTHE) WK 103a o1 90 mg (3a OCTEOAPTPHTHC M PEBMATOMIEH APTPHUTHC) HIIH
n03a Ha auknoerak 10 150 mg Ha aeH, Bo npocevded neprog oa 20,3 meceuu (makcumanto 42.3
meceuu, cpeato 21,3 meceun). Bo opaa cryauja, Guiae perucTpHpaHH camo CEPHO3HMTC HecaKaHu
HACTAHH K MPEKHHHTE HA TPETMAHOT Nopain OHA0 KOH HECAKAHH HACTAHM.

Bo crymmure EDGE w EDGE Il Guaa crniopejyBaHa racTpOMHTECTHHAJIHATA MOAHOCAHBOCT Ha
eropukokend Bo oaHoc Ha aukinodenak. Bo cryaujara EDGE Oune siaydenn 7111 naumenrn co
OCTEOAPTPHTHC TPETHPAHH €O J103a Ha eropukokenOd oa 90 mg anesHo (1,5 nartu nosucoka o1
npenopavana 103a 3a OCTEOApTPUTHC) WK A03a Ha Adkioderak oa 150 mg va gew, 3a npocedet
neproa oa 9,1 meceun (Makcumanto 16,6 meceuu, cpento 11,4 meceun). Bo eryaunjata EDGE [1 dune
Bis1ydeHH 4086 nauMeHTH cO PeBMATOWEH aPTPHTHC TPETHPAHH CO /1032 HAa eTOPHKOKCHO oa 90 mg
Ha aeH win auinodenak on 150 mg va aew, 3a npoceved nepuon oa 19.2 meceun (MakcumanHo 33,1
Mecewu, cpeaHo 24 Meceln).

Bo 30upuara nporpama MEDAL, 34,701 nauvenTH co ocTeoapTpHTHC HIH PEBMATOMIEH apTPUTHC
Ousie TpeTHpanH co npocedHo BpemeTpackse o/ 17,9 meceun (makcumanno 42,3 meceum, cpeato 16,3
mecenu), co npudinxio 12.800 naunentu kou npumane tepanuja noseke o1 24 meceun. Iauuenrure
KOW BJIEIJIE BO NPOrpaMara WMajle WHPOK CHEeKTap Ha Kap/AHOBACKYJAPHH W racTPOMHTECTHHAIHH
pu3uk hakropu Ha noverokor. [laumenTure co noHosa ucTopHja Ha MHoKapaeH WHpapKT, KOpoHapeH
aprepucku Gajnac rpadT MAKM NepKyTaHa KOpOHapHa HMHTEPBEHUMja BO POK o1 6 Mecelun npes
BJETYBAILETO BO CTYAMjaTa Onne uekinydenn. Ynorpeda Ha racTponpoTeKTHRHH JIEKOBH M HHCKH J103H
Ha aciupuH OHA L03BOJICHA BO CTY/IMHTE.

Ceskynna 6e3deanoct:

He nocrou 3nauajua pasinka noMery eropukokcud W IMKI0(eHaK BO CTankara Ha KapAHOBACKY1apHH
TpomBOTHUHM  HacTanu. Hecakanure KapAWwopeHalHW HactauW Owuie 3adesiewmaHu NovecTo co
ETOPHKOKCHD OTKOJIKY CO AWKI0(eHaK, H OBa 1€jCTBO € J03HO 3aBHCHO (NOr/e/IHeTe 3a KOHKPETHH
pesyarari nojoay). HecakaHure racTpOMHTECTHMHAIIHM M XenaTaiuu Hactanu Oune 3aleneskanu
FHAUMTENHO M0YECTO €O JIMKIO(EHAK OTKOAKY ¢O eTopukokcHd. HMuumnenuara wa neratusHu
uekyerpa Bo eryauure EDGE w EDGE 11, v na neratiBHH HCKYCTBA KOH C€ CMETANIE 3a CEPHOIHU HIH
NaK pesyiTHpalie co MpeKHH Ha yuecTBoTo BO cryaujara MEDAL Ouna nosucoka co eTopukokcHO
OTKOJIKY €O AHKA0peHak.

Kapanosackynapuu pesyaratu 3a 6esdeanocra:

Crankara Ha NOTBPAEHH CEPHO3HH TPOMOOTHYHH KapAHOBACKY/apHH HECaKaHH HACTAHM (Ce COCTOM
01 CpUEBH, LepedpOBACKYIAPHH W MepH(epHO BACKYNapHHM HAcTaHM) Ouna cnopeanuea nomery
eTOPHKOKCHD M AMKIO(eHaK, a NoJaTOLMTE c¢ MpuKakaHn Bo Tadenarta nogony. Hemano
CTATHCTHYKM 3HAYAJHH PA3/IHKH BO CTANKWTE HA TPOMOOTHYCH HACTAH NOMEFY CTOPHKOKCHO
ﬂHKJlO(']EIlaK BO CHTC aHATHIHPAHHK TTOANPYITH, BKJ]y‘IyBﬂjI’(H I'H H KATETOPHHTE Ha NAalHEHTH CO ToJieM
Opoj Ha noveTHu kapanosackynapuu pusuk pakropu. Jlokonky ce pasrienaar o//1€/1H0, PENATHRHHTE
PH3HLH 384 NOTEBPACHHTE CEPHOIHH 'I‘pUMﬁOTH‘IIIH KAPAHOBACKY TAPHHA HECARAHKW HACTAHW NMOBP3aHH cO
no3uTe Ha etopukokend oa 60 mg wau 90 mg ro cnopeada co aosara va auknogenak on 150 mg ce
CIIHYHH.

Tabeaa 2: Cranku HA NOTBPAEHH TPOMDOTHUHH KAPAHOBACKY/1apHH HacTanu (30upua nporpama
MEDAL)

Eropukokcud Jukiodenarx Cnopenda nomery
(N =16.819) (N =16.483) TPeTMAHN
25.836 Nanuent-Foaunn  |24.766 Manuenr-Ioaunn
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Cranka ' (95% CI)

Cranka ' (95% CI)

Pesatneen pusng
(95% CI)

[loTepaeHu ceprosnu Tpomb

OTHYHH KApAHOBACKY/1APHH HECAKAHH HACTAHH

Cnope nporokos

1.24 (1,11, 1,38)

1,30 (1,17, 1.45)

0,95 (0,81, 1,11)

Cure TPETHPAHH MALHCHTH

1,25 (1,14, 1,36)

1,19(1,08, 1,30)

1,05 (0,93, 1,19)

IMorepaeny cpuesn nactanu

Cnopen npotokos

0,71 (0,61, 0.82)

0,78 (0,68, 0,90)

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

CHTE TPeTHPaHH NatMenTy

0,69 (0,61, 0,78)

0,70 (0,62, 0,79)

0,99 (0,84, 1,17)

Horepaenu uepeGpopackyna

PHH HacTaHu

Cnopen npoTokos

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

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

1,08 (0.80, 1,46)

Cure TPETHPAHH NALIHEHTH

0.33 (0,28, 0,39)

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

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

l[loTepnenn nepudepHo Back

yNapHH HACTAHH

Cnopes nporokos

0,20 (0,15, 0.27)

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

0.92 (0,63, 1,35)

CuTe TPeTUpPaHH NALHCHTH

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

0,23 (0,18, 0.28)

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

T Hojasu na 100 Mauuentu-Toaunn: Cl = unrepean na 1osepGa

N = BKYNHHOT Opoj Ha NaUHEHTH BKJIYYEHH BO NOMYIaLHjaTa TPETHPAHA CHOPE/] NPOTOKOJ

Cnopea npoTokoa: cHTE HAacTaHu O NPOyvyBaHaTa Tepanuja uAK Bo pok oa 14 sena on AeHOT Ha
NPEKHHOT (MCKAYUCHH: MALHEHTHTE KO 3eMae <75% 01 HUBHHTE NPOY4YBaHH JEKOBH HIIH 3eMasle
uenpoyuyeann HCAWIT 3a > 10% oz BpemeTo).

CuTe TpeTHpanH nauMeHTH: CHTE MOTBPASHH HACTAHH A0 KPAjoT Ha CTyaujaTta (BKIYYEHH ce
MALMEHTH KOM CC MOTEHUMjAIHO M3I0MEHH Ha JIEKOBH KOM He Ouie NpeaMeT Ha cTyaujata mo
MPEeKHHOT Ha HW3Y4yBaHHOT Jiek). Brynuuor Opoj Ha panaomusupanu nauuentd, n = 17412 ua
etopukoken®d 1 17.289 na smknodenak.

Kapanosackynaphara cMpriOCT, Kako W BKYNHATA CMPTHOCT, OW/Ia cAMuNA MOMEFy rpynHTe
TPETHPAHU €O ETOPUKOKCHD W JIHKIoheHak.

Kapanopenaaun nacrann:
[Tpubmkno 50% o naumentute KoM yuecrsysane Bo cryaujata MEDAL wumane wcropuja na
XHMEpTEeH3Hja Ha NOYETOK Ha Tepanuja. Bo cryaunjara, nHumMieniaTa Ha NPEKUH Ha CTyaujaTa nopau
HECAKAHM HACTAHM MOBP3aHH CO XHMEpTeH3Wja Ouia CTATMCTHUKM 3HAYWTENIHO MOBMCOKA 34
CTOPHKOKCHE OTKOAKY 3a AMKIO(eHaK. MHUMAeHIaTa Ha Hecakalk HACTAHN HA KOHFCCTHBHA cpliena
caaboct (Npekun Ha CTYAMjaTa M CEPHO3HM HACTAHM) MMaia CAMYHM CTAankW Kaj rpynara Ha
eTopukokend 60 mg o cnopeada co auknodenak 150 mg, HO € NOBUCOKA 3a rPYNaTa Ha ETOPHKOKCHO
90 mg Bo cnopeada co rpynara wa aukaodenak 150 mg (CTATMCTHUKM 3HauajHo 3a rpynarta Ha
eropukokend 90 mg nacnporh rpynara na auknodenak 150 mg Bo rpynara co ocTeoapTpUTHC BO
cryamjata MEDAL). MuumaeHuara Ha noTspaeHH HECAKAHM HACTAHWM HA KOHIECTHBHA cpueea
€n1aboeT (HACTAHM KOM Ce CePHO3HM H Pe3y/ITHPaIe CO XOCMHTAIH3AlM]a WIH CO N0CETA HA OJAEN0T 3a
MTHH cilydan) He Gnna 3Ha4UTENHO NOBHCOKA CO CTOPHKOKCHO OTKONKY co nkiodenak oa 150 mg, u
0BA JIEJCTBO € 103HO 3aBHCHO. MHUMEHLATA HA NPEKMH HA CTYAMjaTa MOpPaAM HECAKAHH HACTAHMH
MOBP3aHK CO e/leM OUI1a NOBHCOKA 38 CTOPHKOKCHO o aukiodenak 150 mg, u oea aejetro :

etopukokent oa 60 mg).

Kapanopenanuute pesynrati 3a EDGE u EDGE 11 Guie BO cOMIacHOCT ¢o OnUIIAHHT
MEDAL.

Bo noeauneunre cryamn na Ilporpamara MEDAL, 3a etopukokeut (no3a on 60 mg win 2)
ancojlyTHaTa WHUMJICHIIA HA NPEKHH Ha CTyaujaTa Bo OM/I0 KOja TpeTHpaHa rpyna ce ABMiena 1o
Hajmuory 2,6% 3a xuneprensuja, 10 1,9% 3a eaem, n 10 1,1% 3a konrectusua cpiiesa ciadoct, co
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MOBHCOKH CTANKH HA npekun 3adeiekann co jlo3ara Ha eropukokend o 90 mg 3a pasnuka o go3arta
Ha eropukokeud o1 60 mg.

PezyaraTn 3a ractponnTtectunaana noauociausoct na lMporpamara MEDAL:

3HAUMTENHO MOHHCKA CTANKA HA NPEKHH HA TPETMAHOT Mopaju GUI0 Koj HecakaH KAMHMUKH
racTPOMHTECTHHAIEH HACTAH (HA NpUMep, Axcnencuja, abaomunanna Goaka, yakyc) G1ia sabenekana
CO eTOPHKOKCHD BO criopeada co AHKIO(eHak BO paMKHTE Ha CEKOJa O/l TPHTE COCTABHM CTY/MH Ha
[Tporpamara MEDAL. Crankute Ha npekHH Ha Tepanujata nopajd HecakaHu KIWHHUKH
FaCTPOMHTECTHHAIIHH HACTAHM HA CTO MALMEHT-FOAMHH BO TEKOT HA LIENHOT MepHOJL HA CTYAMjaTa ce
caennn: 3,23 3a etopukokend u 4,96 3a nuknodenak Bo cryanjata MEDAL; 9,12 3a eropukokeud u
12,28 3a auknodenak o cryaujara EDGE; w 3,71 3a etopukokend u 4.81 3a auknodenax po
cryaujata EDGE 11

Pezyararu 3a ractponnTectnnaana 6e3deanoct na [porpamaara MEDAL:

reHepﬂJ'lH(). HECAKAHHTC HACTAHW HA TOPHHOT TaCTPOHHTCCTHHANCH TpakT Ouie llﬂ(l]HIIHPaIIH KaKo
nepdopaumn, yaKycH u kpeapersa. Bo noapynarta Ha cuTe rOpHH racTPOMHTECTHHAIHH HACTAHW KOM
ce cMmeTale 3a KOMIIMLMpaHu Ouiae BrayueHW nepdopalMu, ONCTPYKUMH W KOMIUIHLHPAHO
Kpeapewse; Bo rnoarpynata Ha ropHM racTPOMHTECTHHAIHM HACTAHW KOM Ce cmeTane 3a
HEKOMIUIMUMpaHn  Onie BKIYYCHH HEKOMIUIMUHPAHH KpBapewa M HEeKOMIUTMLMPAHH YIKYCH.
3HAUMTEIHO MOHKCKA CTANKA HA BKYNHHUTE FOPHH FacTPOMHTECTHHANIHH HacTanu Ouia 3abenexana co
eTOpPHKOKCHG BO criopenda Ha auknodenak. He nocton 3Hauajua pasnvka nomery eTOPHKOKCHO H
JAMKIoeHak BO cTankaTta Ha KOMMIMUMPaHH HACTaHW. 3a MOArpynaTa Ha HECAKAHH HACTAHHM Ha
KpBapetbe Ha TOPHHOT TACTPOMHTECTHHAICH TPAKT (KOMIUIHUHPAHH H  HEKOMIUTMLMPaHH
KOMOMHMPAHO), HE MOCTOM 3HAYAJHA pas/iuka rnomery eropukokeud W auknodenak. Kopuera 3a
FOPHHOT TACTPOMHTECTHHAICH TPAKT HAa ETOpPHKOKCHG Bo cropeaba co auknodeHak e Guna
CTATHCTMYKM 3HAYajHA Kaj MAaUMCHTHTC KOW HWCTOBPEMCHO MpPUMane HHUCKH [03H HA AacrupuH
(npudauxkHo 33% 0/ NauHeHTHTE).

Crankure Ha CTO NaUMEeHTH-IOAMHH HA MOTBPAEHHTE KOMIUIHLHPAHH H HEKOMIUTHUMPAHH KIHHHYKH
HACTAHH HA FOPHHOT IACTPOHHTECTHHAJIEH TPAKT (nepdopauuu, YIKycH H KpBapersa) oune 0,67 (95%
Cl 0,57, 0,77) 3a eropukokentd u 0,97 (95% CI 0,85, 1.10) 3a auknodeHak, WTO npercTaBysa
penatueen puznk o 0,69 (95% CI1 0,57, 0,83).

buna epasyupana crankara Ha MOTBPAEHH HACTAHW HA FOPHHOT racTPOMHTECTHHAEH TPAKT Kaj
MOCTAPHU MALMEHTH W HAJIOJIeMO HamaiyBare OMI0 3adenexaHo kaj nauueHTute = 75 roauuu (1,35
195% CI 0,94, 1.87| nacnporn 2,78 [95% CI 2,14, 3,56] Hactanu Ha CTO NAaLMCHT-TOAHHH 3a
ETOPUKOKCHD M AMKI0(EHAK, COO/IBETHO.

Crankure Ha MOTBPAEHH HECAKAHH KIHHHUYKH HACTAHH Ha JOJHHOT TacTPOHHTECTHHANCH TPaKT
(nepdopaupja Ha TEHKOTO HAK Ha 1eBeNOTO LPEBO, ONCTPYKLIMH, WIH XeMOPArija) He ce pasiuKysae
IHAYMTETHO MOMErY eTOPHKOKCHD W AHKIO(eHaK.

Pesyararu 3a xenaraana 6e3deanoct na Ilporpamara MEDAL:

ETopukokent Gua noep3aH co CTATUCTHUKH 3HAUMTETHO MOHHCKA CTAMKA HA MPEKHH Ha TepanujaTa
nopajn HecakaHu AgjCTBa MOBP3aHH CO UPHMOT ApoDd, 2a painuka on aukinodenak. Bo 3Gupuata
nporpama MEDAL, 0.3% o1 nauueHtHTe TpeTHpaHH cO eTopHkokcHO u 2,7% oa nauueHTHTe
TPETHpanK co AuKkIodenar ja npeknHaile cTyanjaTa nopaan HECAKaHW HACTAaHH MOBP3aHH CO LUPHHOT
Apod. Crankara na cTo nauMeHTH-rojuuu u3necysana 0,22 2a eropukokend v 1,84 3a nuknodenax (p-
speatoct e <0.001 3a eropukokend HacripoTu aniiodenar). Cenak, noBekeTo HECAaKaHH XENaTaiHH
vactanu Bo [porpamara MEDAL ne Gune ceprosnm.

JonoanuTe/ N noaaTony 3a TpomboTHMHA KapaHoBacky/apua desdeanoct

Bo KIMHHUKHTE CTYAMM CO MCKIYYOK Ha cTyauurte Ha nporpamara MEDAL, npubamxkno 3100
nalMeHTH Guie TPETHPAHH €O /1033 HA CTOPHKOKCHG =60 Mg AHEBHO BO TEKOT Ha 12 HelelH WM
nogoaro. Hemano sabenesmnuBa pazivka BO CTANKATA HA TMOTBPASHH CEPHO3HH TPOMOOTHUHM
KAPAMOBACKY/IAPHH HACTAHM MOMErY NALMEHTHTE KOM MpuMmasne 103 Ha eTopukokcHd =60 mg,
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naauebo. nan HCAMJL, co mckayuok va Hanpokcen. Cenak, CTankara Ha OBME HACTAHH € MOBHCOKA
Kaj NalMeHTHTE KOM NpHMase eTOPHKOKCHG BO Criopeaba co OHHE KOM NpHMaie 71032 HA HATPOKCEH
01 500 mg aea natu auesno. Paznukarta Bo aHTHTpoMOOUMTHATA akTHBHOCT nomery nekon HCAMWJT
uHxubutopn na COX-1, u cenexkrusuure uuxudHTopn Ha COX-2 moke fa OHAe 04 KIMHHUKO
3HAYCHC Kaj MauWeHTH KOM MOANEKAT HA PH3MK O] MojaBa na TpoMGOeMGOMMCKM HACTAHH.
Cenexrusnure unxudutopn Ha COX-2 ro HamanyBaar CO3/aBalbeTo HA CHCTEMCKHOT (a npuroa
EBEHTYAINO W EHIOTEMjalHHOT) NpOCTAlMKIHH, Oe3 NpHTOa na BAMJaaT Ha TPOMOOLMTHHOT
TpomBokcaH. KIHHHYKOTO 3HauCHE HA OBHE HAV/IM HE € 0/1pe/IeHo.

HonoanuTe HH NOJATONH 32 FACTPOHMHTCCTHHAHA Ge3deanocT

Bo ape 12-Hemenuu JIBOJHO ClieNH CTYAMH CO €HAOCKOMMja, KyMYJATHBHATA HHLHAEHLA Ha
racTpojyosieHaieH yikyc OHla 3HAUMTENHO TMOHHCKA Kaj NalMelTHTe TPETUpaHH co 7103a Ha
eTopukokcuG o1 120 mg eanai AHEBHO, OTKOJIKY Kaj MALMEHTHTE TPETHPAHM CO /1032 HA HATIPOKCCH
o1 500 mg aea naty AHerHO MM n03a Ha uGynpoden 800 mg Tpu natv AHeBHO. 3a ETOPHMKOKCHO
Ouuia 3abenercana NoBMCOKa MHLIMACHLA HA YAKyC BO criopeaba co ninauebo.

Cryanja na penaana pyHKUH]a Kaj HOCTAPH JHIA

Bo eana panaomusupana, agojHo-ciiena, nianebo-KOHTPOAHPaHA CTYAHja CO napajieiua rpyna Guie
oueHyBaHn edekTuTe Ha |S-anesnara Tepanuja co etopukokend (90 mg), uenexkokeud (200 mg apa
naTh Ha AeH), Hanpokeed (500 mg asa natv Ha aeH) M nnanedo, Ha ypuHAapHaTa eKCKpelMja Ha
HATPHYM, KPBHHOT [PHTHCOK M JIDYTH TapameTpH Ha peHanHata (yHkuWja kaj 60 naudentH Ha
Bocpact 041 60 10 85 rojmim, KoM nojuieskene Ha Hatpuymoea anera oa 200-mEqg/nen. Etopukokent,
LECKOKCHO W HAIPOKCEH HMaJle CIMUHU IEjCTBA HA YPUHAPHATA €KCKPELM]a HA HATPHYM BO TEKOT HA
2 Henenu on tepanujara. CHuTe aKTHBHU KOMIMAPATOPH NOKAKA/E 3rOIEMYBAIbe BO 0JIHOC HA M1aueso
BO BpCKAa €O CHCTOJHHOT Kpsen nputvcok: Cenak, eTOPHMKOKCHG OWi 1OBp3an co CTATHCTHYKH
3Ha4ajHO 3roemyBabe Ha 14-THOT Jien, BO cnopeaba co LeCKOKeHD 1 HanpoKeeH (Cpeiia npoMeHa
OJL MOYETHATA BPE/HOCT HA CHCTOJHUOT KPBEH MPHTHCOK: etopHkokend 7.7 mmHg, uenekokeud 2.4
mmHg, Hanpokcen 3,6 mmHg).

5.2 MapmakoKHHETHKA

Ancopnumja

lMepopanto  aaMuuMcTpupannot  etopukokend — aobpo  ce  ancopbupa.  Anconytharta
Guopacnonomusoct w3necyBa npudmokHo 100%. Tlo nosupame co 120 mg eanall AHEBHO 10
crabunnara coctojba, MAKCHMANTHATA KOHLICHTpaLMja Bo niatvara (reometpucka cpeanta Copy = 3.6
e pg/ml) Guna saGeneskana 3a npudmkHO | uac (T,,,) M0 AAMHHHCTPAUH]a Ka] BO3PACHH HA MNALHO.
Cpeanara  reomerpucka mospwnna noa kpusara (AUC 0-24hr) uskecysana 37.8 pgehr/ml.
DapMakoKMHETHKATA HA ETOPHKOKCHD € JIHHeapHa BO PAMKH Ha LETHOT ONCer Ha KIMHHYKATA /10734,
Josupaibe co XpaHa (MaceH BUCOKOKaIOpHUEH 00POK) HEMAJO AJCTBO BP3 CTENEHOT Ha ancoprija
Ha €TOPHKOKCHD Mo ajMuHMCTpaumja Ha o3a on 120 mg. Crankara Ha ancopnimja Guia sacernara,
LWITO PE3YATHPAIO CO Hamanysarbe 0,1 36% na C,,,, W 3ronemyearse Ha T, 01 2 yaca. OBHe noaaToOLM
HE Ce cMeTaar 3a  KIHHHYKM 3Hauajuu. Bo  KIMHMYKHTE MCIIMTYBalha, €TOPHKOKCHO Oui
aaMuHucTpUpan 6e3 Orie/l Ha BHECYBAETO HA XpaHa.

Mucrpnbyunja
Etopukokent e 3a npubamino 92% sp3an 3a HOBEUKUTE N/1a3MATCKH NPOTEHHM BO pa)
Ha koHuentpauuu oa 0,05 1o 5 mg/ml. Boaymenor na amerpubyuuja o ctabuina g
Kaj ayrero u3necysa npubanskno 120 aurpwu.
ETopukokeu® ja npemuHyBa nialleHTaTa Kaj CTAOPUH M 3ajall, M KPBHO-MO3OUHY
CTAOPLH.

Buorpanchopmannja
Etopukokeud ekcrensusio ce metabonmsupa, u camo <1% oa 103ata ce wiiauysa npeKky ypHuara Bo
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(dopma Ha matuyHata cynctanuuja. [nasunor merabonen nar Bo (OpMHpabeTo Ha JepusatoT 6'-
XMApOKcHMeTHN e Katanwzupan oa crpana Ha CYP ewsumure. CYP3A4 ce uunm jexa my
MPHAOHCCYBA HA METabONH3MOT HA eTOPHKOKCHO in vivo. In vifro CTyIMHTE NOKaXkyBaaT Jeka
CYP2D6, CYP2C9, CYPIA2Z u CYP2CI19, ucto Taka, MOke [a O KATANHIHPAaT rIaBHHOT
MeTabosIeH MaT, HO HHBHATA KBAHTHTATMBHA YJIOTA i1 Vivo He e Npoy4eHa.

Kaj uvosexkor Ouie waeHTHPUKYBAHH neT MeTabonAMTH. [MaBHHOT METAaBOAMT ¢ ACPHBATOT HA
eropukokcHd  6'-kapboKcHiHA KHcenMHa, Koja ce (JopMHMpa MpeKy HaTamollHa OKcHaauuja Ha
Aepusator 6'-xuapokcumeri. OBue rIaBHH METabONMTH HITH HEMAAT MEPIIHB e(hEKT WK NOKAKYBaaT
camo cnada akrueHocT kKako COX-2 unxuduropu. Hury enen o osue merabonutu He ja nuxuOupa
COX-1.

Eanvmunannja

[lo agMuHMCTpalMja HA eIMHEYHA PAJMOAKTHBHO O3HAYEHA MHTPABEHCKA 1032 HA eTOPHKOKCHD 07
25mg kaj sapaeu cyGjextd, 70% o paadoakTHeHOocTa OMna npodajaeHa Bo ypuuata w 20% Bo
deniecor, rnasno Bo (opma na metabonurd. [Momanky oa 2% oa nosata ce w3navysa Bo Gopma Ha
HenpoMeHeT JiekK.

Eaumunanmja na eTopukokeud ce BpIIKH MCKAYHHBO NPEKY MeTaboW3MOT, Mpoc/ieleH ¢o peHaiHa
ekckpeuuja. CTabuaHKH KOHUEHTPALMH HA €TOPHKOKCHD ce [OCTHIHYBAaT BO POK OJL CeIyM JIeHa O]
aZAMHHHCTpauMjaTa Ha ao3a o 120 mg ejna aHesHo, co npudiIMIKeH COOHOC HA akyMy/iauuja o 2,
WTO OArOBAPA HA MOMYKMBOT O NPUGAMKHO 22 yaca. [11a3MaTCKHOT KIMPEHE N0 aiMUHHCTpalHja
Ha MHTpaBeHCcKa A03a 01 25 mg uinecysa npubavkno 50 ml/min.

Creusjajgsn nomy/IauHu HA NANHEHTH

Mocrapu nauuentn: QapmakokuHeTHkata Kaj nocrapure auua (Ha Boipact o/ 65 roauHu M
nocTapu) e cainuHa Ha (hapMaKOKMHETHKATA Kaj NoMIajinTe.

[Mos: DapMakOKHHETHKATA HA €TOPHKOKCHO € C/IMUHA MOMely MaKHTE H JKEHHTE.

Xenaranua uncypuumennuja: Kaj naumentn co Gnara xenaraina auedynkuuja (Child-Pugh
pe3yaTaT 04 5-6) aAAMHHUCTPUPAILETO HA /1032 HA eTOPUKOKCHD 0/1 60 mg enHail HEBHO JIOBEJIO /10
noeucoka cpeana AUC 3a 16%, Bo crnopenda co 3apapn cy0jeKTH Ha MCTHOT PEKHM HA 103Mpatbe.
[Maunentn co ymepena xenaraita ancyukuuja (Child-Pugh pesynrar on 7-9) anmunuctpupaibero
Ha /103a HA eTOPHKOKCHO 01 60 mg cexoj BTOP AeH NOBENO 10 CAMYHH BpeAHOCTH Ha cpeanata AUC
Kaj 3apaBu cy0jeKTH Ha KOW UM OMaa napaHa 103a Ha eTopHikokend o 60 mg ennawm anesno; Jlosara
Ha etopukokend oa 30 mg eanaw aHeBHo He GMIAa W3yuyBaHa kaj osaa nonynauuja. He nocrojar
KAMHHYKH (papMaKOKMHETCKH NOJATOLM 32 NALUHEHTH cO Telka Xenatanua aucdynxuuja (Child-Pugh
pesyarar =10). ([Morneanere go toukute 4.2 u 4.3).

Penaano napymysame: (DapMakoKMHETHKATA HA eIMHEYHA 1032 HAa eTopuKokcHd oa 120 mg kaj
NauHeNTH CO yMepeHa /10 TelIKa PeHajiHd WHCY(DMLMEeHLM]A M NALMEeHTH BO KpaeH CTajuyMm Ha
OyOpesna S01eCT HA XeMOIM]AIN3A, HE Ce PAUIMKYBA 3HAUUTENHO 0/ (JapMaKOKHHETHKATA Kaj 3/paBH
HCIUTAHHLH, XeMOAHjaIn3aTa MMa CaMo 3aHeMApJIUB MPUJIOHEC BO eiMMUHALMjaTa (KIHPEHC Nnpu
aujannsa oa npudankno 50 ml/min). (Ioraeanere Bo Touknte 4.3 n 4.4).

IMeanjarpuckn nanuentn: (PapMaKOKWHETHKATAa Ha ETOPHKOKCHO Kaj MeAHjaTPHCKH MalMeHTH
(nomuazan o1 12 rojinHm) He € npoy4eHa.

Bo enna dapmakokunereka cryauja (n = 16) cnposeacHa Kaj agonecueHTy (Ha sospact oa 12 go 17
ro/iMHn) (papMakoKMHETHKATA Kaj aa0lecteHTH co TenecHa Texnna o 40 no 60 kg, na kou um Huna
JlaBaHa J103a HA eTOPUKOKCHE 01 60 mg e/iHall IHEBHO, W ajloecLienTHTe noTewwkn o1 60 kg, Ha KoM
WM OMJ1a aBpaHa 103a Ha eToprKokerd o1 90 mg eanain anesHo duna canuHa Ha papMakoKHHETHKATA
Kaj BOIPACHH JIHUA, Ha KOW um OWia nasava j03a Ha etopukokend o 90 mg ennain aHeBHO.
besGeanocra W edukacHocTa HAa ETOPUKOKCHO Kaj MNEAMjaTPHCKH NALMEHTH He € YTBpAcHA
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(norneaHere Bo Touka 4.2).
5.3 IIpeakJHHHYKH HOJATOLH 32 CHIYPHOCTA

Bo npeTKAMHHYKHTE CTYAMK, ce loKaka jleka eTOPUKOKCHD He ¢ reHOTOKeHUeH. ETOpHKOKeHG He GH
KaHuepore kaj rysun. Craopuure passuile XenaToLeny apHu 0 THPOMAHO (POJIMKYNAPHH KIETOUHH
aacHOMH NpH 2 NaTH NOBMCOKA /1033 O/1 IHEBHATA 1034 Kaj j1yiero [90 mg| Bp3 0CcHOBA Ha CHCTeMCKa
M3JI0KEHOCT HA CEKOjIHEBHA YNIOTpeDa 0l NPHOIMIKHO J1BE ro/ i, XenaToueay 1apHHTe U THPOHIHO
thonmkynaprmTe KIETOUHH a1eHOMH KoW Guile 3abelieskat Kaj CTAOPIM ce CMeTa AeKa e Noc/Ie/Mua
Ha MEXaHW3aM Koj € CreUM(HUCH 3a CTAOPUMTE MOBP3aH CO XeNaTalHaTa eH3MMCKa MHAYKUHMja Ha
CYP . 3a eTOpHKOKCHD He ce JloKaKa J1eKa NPeM3BUKYBa XenaTaaHa eHsuMeka nHaykimja na CYP3A
Kaj nyrero.

Kaj cTaopuu, ractpouHTecTHHAIHATA TOKCHYHOCT HA ETOPHKOKCHE Ce 3roieMyBa 3ae/IHo co 103aTa 1
BPEMCTPACETO Ha M3iokeHocTa. Bo enna I4-HenenHa crynuja Ha TOKCHUHOCT, €TOPHKOKCHO
MPEAH3BHKAI TACTPOMHTECTHHAIIHK YIKYCH NPH H3/I0KEHOCTH KOW CE MOBHCOKH O M3/103KCHOCTHTE
kaj syfeto npu Tepanestcku ao3u. Bo $3-wepenmara u 106-neaennata cTyauja 3a TOKCHUHOCT,
FacTPOMHTECTHHAIHH YJIKYCH, HCTO Taka, Oune 3alesiekaHu [P EKCTOIMLMHM CHOPE/UTHEH CO
M3JI0XKEHOCTHTE Kaj JIYTeTO NpH TepanesTeku 103K, Kaj Kyuniba, peHaTHUTE H racTpOMHTECTHHAHHTE
Hapyuygarsa Sune 3a6e1eKaHn NP BUCOKA H3I03KEHOCT,

EtopukokenS He Gun TepaToreH BO CTYIMHTE 3a PENPO/LYKTHBHA TOKCHYHOCT Kaj IYBLM NPH 1033 0/
IS mg/kg/nen (npubamxkHo 5 natH noBHcoKa /103a 0/1 YOBEUKATA AHEBHA A03a [90 mg] Bp3 ocnosa Ha
cHcTeMcko  u3noiyBatbe).  Kaj 3ajaum, Owino  3abenexxaHo  3rosemyBame Ha  nojaea Ha
KAPAHOBACKY/IApHH Maa(hOPMALMK [I0BP3aHM CO Tepanujata, NpH HHBOA HA H3NOKEHOCT KOM ce
IIOHHCKHM O]l KIMHHYKATA H3I0KEHOCT MpH JHesHata 03a Kaj nyreto (90 mg). Cenak ne ce
3abenexany HAABOPCWIHK MM ckeneThn jledhopmauuu na Qetycor nospsanu co tepanujara. Kaj
CTAOPLM M 3ajaliH, MMAJIO JIO3HO 3aBHCHO 3roJeMyBaie Ha MojaBa Ha ryGewe Ha emMOpHONOT MocT
UMIIAHTaLM}a, NPH H3I0KEHOCT Koja Guna 3a 1,5 naTh WM noeeke NOBHCOKA O/l MIOKEHOCTA Kaj
ayfeto (norneaHere Bo toukure 4.3 u 4.6).

EtopukokeuS ce uznauysa Bo MAEKOTO HA KEHKH CTAOPLM BO KOHLCHTPALMK NpUGIHIKIO /1BA MATH
MOHHCKH 04 niasmarckure. buno sabeneskano HamanyBame Ha TEICCHATA TEKHMHA HA KyYeHUATA MO
H3JI0KCHOCT Ha KYHEHUATA HA MJIEKO O/l MajKH HA KOH UM GHI1 aAMHHHCTPHPAH ETOPUKOKCHS 3a BpeMe
Ha [10EHETO.

6. DAPMAIIEBTCKH IMOJATOILIH
6.1 JIucra na ekcunnuencH

Jaopo na madremama
MHKPOKPHCTAIHA LeTy103a
KajllMym xuporet docar
HATPUYM KpocKapmesnosa
HaTpUyM cTeapun (ymapar
KONOHAHA 0e3BO/IHA CHITMKA

@Itl\."-{)ﬁl{h‘b’h’ﬂ Ha maoaemama

MOHBHHKWIT aJIKOX0J1

THTanuym pnokens (E171)

makporoa 3000

Tank

Tabnerurere o 60 mg coapsKaT JKONT sKeNe30 oken E172
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tabnerute o1 90 mg u 120 mg coaprkar upee xenezo okena (E172)

6.2 HukommarudbuiaHocTH T
He e npumenaugo.

6.3 Pok na ynorpeda

2 roaHHH.

6.4 Hauun pa uyBame

3a 0BOj JIeK He ce NOTPedHH HEKOH MOCeDHH YC/I0BH HA UYBaHhe.

6.5 Ilakysame

(puam-odnokenn tadnern oa 30 mg

baucrep (OPA/AIPVC, Alu donuja): 14 dpunm-odnoskenn tabnetu Bo KyTHja,

(huam-odnokenu Tadnern oa 60 mg

Bancrep (OPA/AI/PVC, Alu doauja): 14 dunm-obnoskenn tadbietn Bo KyTHja.

thuam-obnokenn tabner oa 90 mg

Bauncrep (OPA/AVPVC, Alu doauja): 14 dunm-odnoxeHu Tadbnetn Bo KyTHja.

(buam-odnokenn tadnern oa 120 mg

baunerep (OPA/AVPVC, Alu doauja): 14 dunm-obnokenn TabneTH o KyTHja.

6.6 Ymartcreo 3a ynorpeda

bes nocebHH ycnoBH.

CeKoj HeHCKOPHCTEH NPOW3BOA WK OTNaAeH Matepujan Tpeba na Guae OTCTpaHeT BO COMIACHOCT €O
3aKOHCKATa perynarvsa.

7.  HNOJATOUH 3A HOCHTEJIOT HA PEHIEHHETO 3A NIPOMET

KPKA-DAPMA JIOOEJT Ckonje, ya. Xpucro Tarapuee-1, 6poj 101, 1000 Ckomnje, Penydiuka
Makenonuja

8. BPOJ HA PEHIEHHETO 3A CTABAILE BO ITPOMET

9.  JIATYM HA [IPBOTO PEHIEHHUE/OBHOBA 3A CTABAILE BO IIPOMET

10.  JATYM HA NOCJEAHATA PEBHU3HJA HA TEKCTOT
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