KPATKA XAPAKTEPHCTHUKA HA IIPOJYKTA,
JAHHH BEPXY OITAKOBKATA H JIACTOBKA




KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA




c FEISEF BT
1. MME HA JIEKAPCTBEHMSI POYKT Lo/ P02 ¢ &/ 64/ 24 4
' -Jr FFOY™
Potukoke 30 mg duamupanu tabnetku é 6//7 /'7/'7 k t 7

Porukokc 60 mg ¢punmupanu Tadbnerku 11 -00- 071
Potukoke 90 mg punmupanu Tabnerku '
Potukoke 120 mg duamupanu tabnerku

Roticox 30 mg film-coated tablets

2. KAYECTBEH M KOJJMYECTBEH ChCTAB
Beska ¢punmupana tabaetka cuabpika 30, 60, 90 uan 120 mg etopukokcuod (etoricoxib).

3a MbJIHUS CIIUCHK HA TOMOLLHUTE BELLECTBA, BUKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

Dunmupana Tabnerka (tabnerka)
Potukoke 30 mg dunmupanu tabnetku: 6ean 10 nouru 6enu, Kpbriau (aMameTsp: 6 mm), Jieko
JABOMHO M3MbKHANH, QUIMHpaHu TabNeTKH Che CKoceHH phioBse.

4. KJIHHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHUS

POTHKOKC € nokasaH npu Bb3pacTHH W KOHOLIHK Ha |6 ro/IMHK W NO-BL3PACTHH 38 CHMIITOMATHYHO
obnexyenue Ha octeoaptput (OA), peemarouieH aptput (PA), aHKMIO3UpaL CIIOHIKIUT U Ha

00JKaTa M Bb3MANUTETHATA CUMITTOMATHKA IMPpH OCTHP NOJAarpo3cH apTpHT.

Potrkoke € nokasa npu Bb3pacTHH U IOHOLIHK Ha | 6 FOAMHY M MO-BB3PACTHH 3a KPATKOCPOUHO
neyeHne Ha ymepeHa 6onka, CBbp3aHa ¢ IeHTaHa OrNepaLtus.

Pewennero aa ce npennuwe cenekrusen COX-2 unxuburop, Tpadea aa ce 6a3npa Ha LAI0CTHA
OLCHKA 3a HHIWBHAYAIHUTE PUCKOBE 3a NalMeHTa (Bik Toukun 4.3, 4.4). e

4.2  JIo3MpOBKA H HAYHH HA NPHJIOKEHHE
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Tbii kaTo CHPAEYHO-CHIOBHTE PHCKOBE MPH €TOPHKOKCHE MOraT Aa ¢e yBeIHaT ¢ J034aTa U
NPOALICKHTEHOCTTA HA TMPUIOKEHHE, CJIEABA 1a CE H3MOA3B2 33 MAKCHMAITHO KPAThK NEPHOA H B
Hai-Huckara edexTHrHA no3a. [TepHonMYHO cneaBa Ja Ce NpaBH NPeclcHKa Ha NalHeHTa 3a
CHMITOMATHYHO O0ICKYCHHE H OTrOBOP Ha IEYEHHETO, OCODEHO NPH NALMEHTH C OCTEOAPTPHT (BHK
Toukn 4.3,4.4,4.8 k5.1,

Ocmeoapmpum

Hpenopeuntennara fo3a e 30 mg seaubxk AHeBHO. 1IpH HAKOM MALBEHTH ¢ HEAOCTATHYHO
ofeKyeHre Ha CHMITTOMHTE, MOBHIIABAHE HA 1034Ta HA 60 Mg €HH ITET JHEBHO MOXE 2 [IOBHIIH
edukacroctTa. [1pn Unca Ha TepaneBTHYHHO NON3a ClIENBA 1 C& OBMHUCIAT APYTH TEPANeBTHYHA
BB3MOMHOCTH.

Peemamouden apmpum

IpenopbunTennara no3a e 60 mg BeaHbXK Ha aeH. TIPH HAKOH NALMEHTH C HEAOCTATEYHO O0JEKYCHHE
Ha CHMNITOMHTE, NOBMIIABAHETO HA J103aTa Ha 90 mg BeaHkk JHEBHO MOKE A3 TIOBHILH
epukacnoctra. Crvejl KaTO ALMEHTET € KTHHHYHO CTAOHIH3HPAN, MOXE J2 € NOAXOAAII0
MOHIDKABAHE HA 103aTa A0 60 mg BeqHbK AHEBHO. [IpH OTCHCTBHE HA 3aCHIEH TEPANEBTHYEH e(EKT,
TpA6Ba ja ce 06CHIAT APYTH TEPATEBTHYHH BE3MOXKHOCTH.

ARrxwiosupeny cnonduaum

IlpenopbymTtennara xoza e 60 mg BeaubxK Ha neH. TIpH HAKOH MALMEHTH ¢ HEIOCTATHYHO 0bNeKucHHE
Ha CHMITTOMHTE, NOBUILABAHETO Ha J03aTa Ha 90 mg BeAHBXK AHEBHO MOKE Aa MMOBHIH
eturacrocTTa. Crre/t KaTO NALMEHTDT € KIHHHYHO CTa0UIH3HPaH, MOKE J1a € HOAXOAALIO
NIOHIKaBaHe Ha Jio3ata 10 60 mg BenHBK AHeBHO. [IpH OTCHCTBHME Ha 3RCHIIEH TEPANIEBTHYEH €hEKT,
Tps6Ba Aa ce OOCELAAT APYTH TEPAEBTHHH BIMOKHOCTH.

Heuenue na ocmpa boaxa
3a neuenve Ha ocTpa Ganka, eTopukokckb TpAGBA 1a ce NPHEMa CaMO 10 BPEME Ha OCTpHS
CHMITTOMATHYCH Nepuo.

- Ocnrop nodazpozen apmpum
[IpenopbumrenHaTa f03a e 120 mg Beanbxk AHeBHo. [To BpeMe Ha KTHHHYHH H3HTBAHUA 3a
JICICHHE HA OCTLP MOJATrPO3eH aPTPHT €TOPHKOKCHE € JaBaH B NPOAWDKEHHE Ha 8 THH.

- Hlocmonepamuena bonxa cred denmanna onepayun
lpenopruntentara no3a e 90 mg BEAHLX AHEBHO, OPAHHYEHO MAKCHMYM 10 3 AHU. Hakon
MALHEHTH MOKE J1a C€ HYKIadT OT Apyra MOoCTONEPATHRHA AHANTe3HA B JOIB/IHEHHE KbM
POTHKOKC [0 BpeMe Ha TPHAHEBHUA [IEPHOA Ha JIEHEHHE.

Jo34, HaAXBEPIAM NPENIOPBYHTENHHTE 38 OTAENHUTE HHAHKALMA KM HE Ca MOKa3anu
AOUB/IHUTETHA €PHKACHOCT, Wi He ¢a 61iu npoy4saHH. 3aToBa:

Ho3ata 3a OA ne Tpa6ea na HaaBumasa 60 qHEBHO.

Hosata 3a PA u aRKiRO3KpAIl CIOHAUNKT He Tpa6Ba fa Haapumasa 90 mg IHEBHO.

HlozaTa 3a OCTBP NOATPO3EH APTPHT He TPSGBA Aa HaaBHaBa 120 Mg AHEBHO, KATO IEUEHMETO Ce
FpaHHYaBa MakCHMyM 10 8 IHH.

Hlo3ata 3a nocronepaTueHa ocTpa Goska Clle AEHTANHA OTiepalHA He TpA6Ba Aa Hagpamasa 90 mg
AHEBHO, OrPAaHHYEHO MaKCHMYM [0 3 IHH.

CneuMaiun nomyialuuun

llayuenmu e cmapuecka év3pacm
He ce Hanara kopurrpase Ha N03ata OpH MAUMEHTH B CTApYEcka Bb3pacT. Kairo
NeKapCTBA, NPHUIOKEHHUETO NPH MALIMEHTH B CTapuecka BhapacT cle/sa 1a CTaBa
TOUKA 4.4).




Ilayuenmu ¢ yepnodpobyo yepexcoane

He3aBHCHMO OT HHAMKALMATA NPH NALMEHTHTE ¢ JIEKA CTeNeH Ha YepHoapoGHo yBpexaane (Child-
Pugh mHaexc 5-6) no3ata ot 60 mg Beanbk Ha neH He TpaOBa Aa ce HaaBKmaea. [Ipu nauxeHTHTE C
yMeEpeHa CTeneH Ha gepHoapobHo yepexaade (Child-Pugh unpexc 7-9), nesasucumo ot
HHIOHKALIHATE, No3aTa oT 30 mg BeAHRK AHEBHO He TPAOBA Na ce MpeBHILABA.

KJMHAYHHAT onMT € orpaHuteH, 0coGeHO NPH MALMEHTH ¢ YMEPEHA CTeMeH Ha YEpHOAPOOHO
YBPEXKAAHE M 3aTOBA € HeoOXoauMo BHHMaHue. HAMa KITHHHYEH OIMT NPH MAUMEHTH € TEXKKA
uepHOApoOHa HeaocTarbaHocT (Child-Pugh nHaexe > 10), 3arosa ynorpe6ara npH TAKHBA NAUHEHTH
€ [pOTHBONOKA3aHa (Bux Touku 4.3, 4.4, u 5.2).

Ilayuenmu c 6vbpeuno yepexcoane

He ce nanara kopurupane sa 103aTa Npy NaLHEHTH C KPEaTHHHHOB KITHPBHE >30 ml/min (Bk Touka
5.2). M3nompaxeTo Ha eTOPHKOKCHE NIPH NALMEHTH ¢ KPSATHHHHOB KHpbHe <30 mU/min e
[POTHBOIIOKA3aHO (BIDK TOYKH 4.3 u 4.4),

Heouampuwuua nonyrayun
ETopuxokcu6 e nporHeonokasaH 3a ynotpeba npu neua M iOHOWM nox 16 roariuna Bb3pact (BiDK
Touka 4.3).

HaukH Ha nprioKeHHe
Potukoke ce npunara nepopanto H Moxe aa Obe npreMaH ¢ win 6e3 xpaHa. EdexrsT Ha

JIEKAPCTBEHHS NPOJYKT MOXKE J]a HACTBIHK Mo-0bp30, korato POTHKOKC ce npueMa Ha raaagHo. Tosa
TpAGBa Na ce HMa NpeABH, KOTaTo € HeoBXoauMo Aa ce nocTHrye 6bp30 obnekyaBaHe Ha
CHMITTOMATHKATA.

43 TIlporHBONOKAZAHHSN

- CRpBXUYBCTBHTETHOCT KBM aKTHBHOTO BELLECTBO HIIM KbM HAKOE OT NOMOLIHHTE BELIECTRA,
H36poeHH B TOuKa 6.1

- AKTHBHA TENTTHYHA 13Ba WIH KLPBEHE OT cToMatHo-upesnus (CU) Tpakr.

- [TanmeHT!H, KOUTO CAeq TPHEM HA ALIETUICANMIMIORA KUCcenuHa vy HCTIBC, BKTIOUMTENHO
COX-2 (uMKI00KCHIeHa3a-2) HHXHOUTOPH, IPOABABAT BPOHXOCTIATHM, OCTBP PHHHT, HABAIHH
TIOITHTTH, AHTHOHEBPOTHYEH €IIEM, YPTHKAPHA WIH ANEPridHH peaKiuy.

- bpemenHoCT H KEpMeHe (BHX ToukH 4.6 H 5.3).

- Texka yepHonpoOHa HenoOCTATEUHOCT (cepyMer anbymu <25 g/1 unu Child-Pugh ueaexc
>10).

- BrOpeveH kpeatuuuHoE KMpBHC <30 ml/min.

- Heua u 1on0m1H D0 16-roquILIHa BB3PACT.

- Br3nanurenny 3aboasBaHuA HA YepBaTa.

3acToliHa cbpaeuHa HepoctatbaHocT (NYHA II-IV).

TTauHeHTH ¢ XMIIEPTOHNA, YHETO KPBBHO HATATAHE € TPaiHO yBemuueHo Hax 140/90 mmHg u

HE € a/ICKBATHO KOHTPOIHPAHO.

YcraHOBeHa HexeMHYHa OoNeCT Ha ChpLETo, 3ab0NIBaHHs HA TEPU(IEPHHUTE apTepHaNHH

CBJOBE H/MIIN MOIBYHO-CBIOBO 3a00N%BaHE.

4.4 Choemuwa/JInH DpeaynpexAeHHsn H NpeANazHH MEPKH NpH ynorpeba

FacTpounrecTHrantu edexru

YCOKHEHHS OT FOPHHUTE OTAC/H HA CTOMAIIHO-YPEBHUA TPaxT [epdopalui, S3BU WK K

BuumarenHo Tpadea na ce NoAX0XKAA NPH IALMEHTH C PUCK OT Pa3sBHTHE HA CTOMA
ycnoxsenus ot HCIBC; nauueHTH B cTapyecka Bb3pacT, NALMEHTH, IPHEMALIH




Apyrd HCTIBC unm anteTv/canyupnosa KHCENHWHa, WIH MALHEHTH ¢ NPEKapaHH CTOMALLIHO-YPERHU
3abonqBaHNA, KaTO 4382 H KbpBeHe oT CY TpakT.

Hma 1ombaHHTENHO yBETHYABAHE HA PUCKA OT CTOMAIIHO-YPEBHH HEXKENAHH JIEKAPCTBEHH peaKkuHi
(cTOMAalIHO-YPERHA S3BA WK JIpYTH CTOMAUIHO-YPEBHH YCIOKHEHHA), KOTATO ETOPHKOKCHE ce
MpHEMA SIHOEPEMCHHO ¢ ALICTHICANMUMIORA KHCETHHA (JOPH K B HHCKH [103H). 3HAUHTENHA pa3/iliKa
Mo OTHOLLEHHE HA CTOMAUTHO-YpeBHaTa bGe3omacHocT MexTy ceneKTHBHUTe COX-2 HHXuOUTOpH +
aUeTHICATHUHIOBA Kicenuna ofy HCIIBC + anerdncaiuunioBa KHCE/IHHA, He € OHna
NeMOHCTPAPAHA NIPH ABAMOCPOYHY KIHHHYHH NMPoy4BaHuA {BHK TOUKA 5.1).

CepnevHO-cBAOBH edekra

KJIHHHYHY [IpOyyuBaHus NIPEANONaraT, 4e JEKAPCTBEHHAT Kiac Ha cenekTHeauTe COX-2 HHXuGaTopH
MosKe Aa 6b/ie CBBP3aH C PHCK OT TpoMGOTHYHY HHUMIEHTH (ocobeHo uudapkT Ha Muokapaa (M) u
HHCYNT), B cpaBHeRNe ¢ wiane6o u Hakon HCTIBC. Trii Kato ¢hpAEYHO-CHIOBHTE PHCKOBE Ha
€TOPHKOKCHD MOTaT [la HAPACHAT C YBe/IM4aBaHe Ha J03aTa H MPOIBILKHTEHOCTTA Ha TIPHIIaraxe, Te
TPAOBA [la Ce H3NON3BAT B Hali-HUCKHTE €(PeKTHBHH JO3H 3a Hal-KPAaTEK NEPHOJ OT BPEME.
Heo6x0oaMMOCTTa HA NALMEeHTa OT CHMITOMATHYHO o0JleKHaBaHe U OTTQROP CHpAMO TCpanuaTa
Tps6Ba fa 6bae NEPUOANYHO OLEHABaHA, 0OcOGEHO MPH NMALMEHTH C OCTe0apTpHT (BiK Touku 4.2, 4.3,
4.8 u5.1).

[NauxeHTUTE CHC 3HAUMTENHH PUCKOBU GAKTOPH 32 CHPASYHO-CHIOBH HHUMACHTH (HAPUMED
XUIIEPTOHNSA, XMNIEDIIHITHAEME, AHa0eT, TIOTIOHOMYyIIeHe) TpAOBa Na 6baaT NeKyBaHH C ETOPHKOKCHD
CIIe BHHMATesIHO o6MHcaAHe (Brk Touka 5.1).

COX-2 cenexTHBHHTE HHXHOHTOPH HEe 3aMECTBAT ALIETHICANHMLIANIOBATA KHCETMHA NPH MPOQHIAKTHKA
Ha CBPACUHO-CHAOBH TPOMOOeMOONHYHH 3a60NABAHHA NOPaTH JTHIICATA HA AHTHATPEraHTeH eeKT.
Ilopaan ToBa aHTHAarperaHTHaTa Tepanus He TpabBa 1a Oblie IPEKBCBAHA (BHXK TOUKK 4.5 1 5.1).

Edekrn Bbpxy 616peunTte

BBuOpetHHTE MpocTarnaBaMHKH MOTAT J]a MIPAasT KOMNEHCATOPHa POJIS B MOUTHPAKAHETO Ha
6u6peunara nepdy3ns. 3aToBa npu HaNMYKMETO Ha KOMITpoMeTHpaHa 6x6peuna nepdysus,
MPUNATAHETO HA ETOPHKOKCHG MOXe Ja NMpeau3BHKa peAyKUHMS Ha TIPOK3BOACTBOTO HA
MPOCTarNaHAHHH, H BTOPHYHO peayliHpaHe Ha 6bOpeuHHs KPLBOTOK H YBpeXKAaHe Ha 6b0peunara
dbynkums. [TanuenTrTe, ¢ Hali-BUCOK PUCK B TOBA OTHOLIEHHE, CA TE3H, KOMTO HMAT NPEAX0XAALIO
3HAYMMO YBpekaaHe Ha 6b0peunaTa QyHKIMA, HEKOMNECHCHPAHA CHPAEYHA HEOCTATBEYHOCT HIH
udposa. [lpu Takusa nauMesTy cneaBa Aa ce MMa NPeNBUI MOHHTOPHpaHe Ha Ou0peuHara GyHKuus.

3@@“& Ha TEHHOCTH., OTOK ¥ XMIICPTOHHA

KaKkTo M ¢ IpyrH NekapCTBEHH NPOMYKTH, 38 KOHTO € H3BECTHO, Y€ MHXHOMpAT NPOCTATIAHIHHOBATA
cHHTeza, ca 6unw HabMmoAaBaHH 3aIPHKKA HA TEYHOCTH, OTOK H XMITEPTOHHS NPH NALHCHTH,
MpHeMaly eTOPUKOKCHO. Beuuky HecTepoHaHH NpoTHBOBB3NAMHTEMHY cpeacTa (HCTIBC),
BKJIKOYHTEIHO ETOPUKOKCHO, MOTaT Ja Ce CBBPIKAT C HOBOTIOSIBHIIA CE MITH PEKYPEHTHA 3aCToiHA
ChpAeYHa HEAOCTATEYHOCT. 32 HHGOPMALIMA OTHOCHO ONpPENEASHHS OT 403aTa OTIOBOP NPH
€TOPHKOKCHO, BHKTE TOUKa 5.1. BHUMaTeHO TpAOBa fa Ce MOIX0%KAA KHM NALHEHTHTE © aHaMHe3a 3a
Cbp/ie4Ha HEJJOCTATLYHOCT, NEBOKaMepHA AMCHYHKUMA HTH XHIIEPTOHHA H NPH NALHEHTY C
NpeAXoKIAL] OTOK MO JAPYTH NPHYUHHA. AKO HMa KJTHHUYHY JaHHH 33 BIOLIABAHE Ha CHCTOSHHETO Ha
TE3H NMaUHEHTH, CIEeABA Ja Ce NpeanpHeMaT NoaXoadlyd MepKH, B TOBA YHCIO U NPEKpaTABaHE HA
JIEYEHHETO C ETOPUKOKCHE.

XUIIEPTOHHATA TPGBa /12 Obie KOHTPONMPAHA IIPe/IH IEYEHHETO C ETOPHKOKC
TpaGea na ce 06bpHE creLkMaiHO BHUMAHHE Ha NPOCTeAABaHE Ha KPBBHOTO H




NeueHHeTo ¢ eTopukokcHb. KpbBHOTO HandraHe cieasa Aa ObAe KOHTPOAHPAHO AC JBE CEAMHLH OT
3aM04BaHE Ha IEYEHHETO H NEPHOAUYHO CJie TOBA. AKO KPbBHOTO HANATAHE 3HAYHTETHO CE MOBHILH
TpaGBa Na ce IOMHCIH 3a AJITEPHATHBHO JICUEHHE.

EdexTH BLpXY YepHHs Apob

IMoramaeane Ha anaHHH aMmuHoTpanchepasata (ALT) w/niu acnaprar amunorpancdepasata (AST)
(NpHOAM3ZATENHO TPH HITH NMOBEYE MBTH HAJ FOPHATA HOPMAJIHA rpaHMua) ¢ Gwio HabmonaBaHo MpH
npubau3yTeno 1% OT NAUHEHTHTE B KIMHHYHHTE POYUBAHHA, KOHTO ¢4 JIEKYBAHH C €TOPHKOKCHO
30, 60 u 90 mg aHerHO.

TTauneHTHTE ChC CHMITTOMH WHJIH [IPH3HAUM, TIPSANONAraly YepHOApoGHa AHCYHKLAA HIR HATHIE
NaTOJIOrHYEH TECT 3a OLICHKA Ha YepHoApoOHaTa hyHKIyA, c/1e/Ba Aa ObaaT MOHHTOPHPaHH. AKO ce
HabnMoaapaT NPH3HALM Ha YEPHOAPOoOHA HEIOCTATHYHOCT KIIH MEPCHCTUPAT aGHOPMHH PE3YIITATH OT
YepHOAPOOHHTE TECTORE (TPH IMbTH HAZl HOPMAITHATA FOPHa MPaHKLA HA HOPMATa) €TOPHKOKCHO
Tpa0ea na ce npekpary.

O6um edextn

AKO 110 BpeMe Ha JIEUEHHETO IPH NALHEHTHTE Ce BIOLAT (YHKUHHTE Ha HAKOR OT NO-TOPe OMTHCAHHTE
CHCTEMH, TPAOBa 1A CE B3EMaT HOAXO/ALH MEPKH U A ce OOMHCIIH NPEKHCBAHE HA TEPAITHATA C
eropuxokcHb. Tpabpa na ce ockimecTBABa AIEKBATHO MeIHLIMHCKO HabmoneHHe Mo BpeMe Ha
NPOBEKJAHETO HA JICUEHHE C €TOPHKOKCHO HA MALMEHTH B CTAPYECKA BB3PACT H TAKHBA C HATHYHA
616peuna, yepHOAPOOHa WK ChpAe4Ha TUChYHKLMA.

JleyenueTo ¢ eTOpHKOKCHO TpAOBa Ja ce OCHILECTBABA BHHMATEIHO NPH ASXHAPAaTHPAHH [TALHEHTH.
[Ipenopsuga ce npeRapHTETHA PeXUMAPATALIMA HA TAKHBA NALHEHTH NPESAHM A2 3aM0YHE TEPanuaTa ¢
E€TOPHKOKCHO.

CepHO3HA KOKHH PEaKLIHH, HAKOH OF TaX (aTanHu, KaTo eKcomuaTiBeH NepMaTHT, CHHEPOM Ha
Stevens-Johnson 1 ToKCHYHa enUEpPMATIHA HEKPOIH3a, ¢a OHIHM JOKIaABAHH MHOTO PAJKO BBB BPB3Ka
¢ usnonssaneto Ha HCIIBC w Hakou cenexTuBiH COX-2 MHXUOHTOPH Npes NOCT-MapKETHHTOBOTO
nabmonenne (Buk Touka 4.8). [lanpenTute ca H3noxeHH Ha HAM-rOAsAM PHUCK 32 NOABATA HA TAKHBA
PeaKiH B HAYAOTO HAa TEPANMATS, KATO IIbPBATA peaklMA C¢ NOFBABA B MOBEYETO CITy4aH rpes
I'bPBHS MECELl OT JieYeHHETO. CepuHO3HH peakLiii Ha CBPbXHYBCTBHTENTHOCT (KaTo aHadu/akcHs U
asruoesem) ca 6K cboGIIABAHY NPH NALMEHTH, NPHEMALIH eTOPHKOKCHO (BibK Touka 4.8). Hiakou
cenexTHBHA COX-2 HHXHOHTOPH ca CEBHP3aHM ¢ MOBHINIEH PHCK OT KOXKHH PeakIHK NPH NALMEHTH,
KOHTO Ca MM4IIM aHaMHe3a 3a JieKapcTeeHa aneprui. Eropukokcub TpabGra na 6bae npexpaTeH mpu
MbPBATA NPOABA HA KOXEH OOPHB, JIe3HH HA JTUTABULIATA WU JAPYTH CHMITOME HA
CBPBXYYBCTBHTETHOCT.

Etopukokcnb moxe aa 3aMackupa ¢pedpunuTer ¥ ApYrd OPU3HALKA HA BB3NAICHUETO.

BuHmartenHo TpAGBa Aa ce noaxoxaa npH eIHOBPEMEHHO MPHIArane Ha eTopHKokcub ¢ Bapdapun
WK ApYTH NMEPOPATHH AHRTHKOArynaHTH {BHXK Touka 4.5).

Ynorpebara Ha €TOPHKOKCHD, T0100HO Ha APYTH JISKAPCTBEHH MPOAYKTH, 38 KOHTO € H3BECTHO, Ue
TOTHCKAT HUKIOOKCHIeHAIHATA/IPOCTATIAHIMHOBATA CHHTE3a, HE Ce TIPENOPEYBa MPH XKEHH, KOUTO
ce onuTBaT Aa 3abpemeHesT (BIDK ToukH 4.6, 5.1 1 5.3).

Harpuii
Tora nekapcTeo cbAbpKa No-Manko ot 1 mmol vatpuii (23 mg) Ha Tabnertka, T.€. MOXK

4 NPAKTHYECKH HE CHAbPKA HATPHIA.

4.5 BzanmopeiicTBHE ¢ IPYTH TeKapCTBEHH NPOAYKTH H ApYra POPMH HA B3




@®apMaKoIHHAMHYHH B3aHMOCHCTRHA

Ilepopannu anmurxoazyranrmu: TIpy nauyeHTH, cTabMIH3HPaHK Ha NIPONBKHTENTHO IEYCHHE C
BapghapHH, NPHIAraHeTo Ha ETOPHKOKCHO 120 mg AHEBHO e cBLP3aHo ¢ npubausuTento 13 %
ysenuuenue Ha INR (International Normalized Ratio - Mex1yHapoAHO HOPMaIHM3HPAHO OTHOLIEHHE)
Ha NPOTPOMOMHOBOTO BpeMe. 3aToBa NALHEHTH, KOMTO €€ JISKYBAT C [IEPOPATHH aHTHKOATYNIaHTH,
TpAGBa BHMMATENHO a4 GBAT MOHHTOPHPaHH MO OTHOINEHKe HA INR Ha npoTpomMOGHHOBOTO Bpeme,
0COOEHO B MbPBHTE HAKOJKO JHH, KOTATO JIEYEHHETO ¢ €TOPHKOKCHO 33009Ba HITH CE TPOMEHA 103aTa
HAa JIEKAPCTBOTO (BHAK TOUKA 4.4).

Huypemuyu, AHA u ACE unxubumopu: HCIIBC Moxe aa penylnpat edekTa Ha AHYPETHLIHTE H
ApPYrATe aHTHXUNEPTeH3HBHH NekapeTea. [Ipy HAKOW mawueHTH ¢ yRpeaeHa 6b0peuHa QyHKUIMA
(Hamp. nexXMapPaTHPaHW NMAMEHTH WIH TAUHEHTH B CTAPYECKa Bb3pacT ¢ yBpeaena Ob0peuna
bynxuus), enpoBpeMerHoTo 3nonzsane Ha ACE-nHxuGuTops Hn anrgotensuH Il GrokepH u
CPeACTBA, KOUTO HHXHOMPAT LMIUIOOKCHIEHA3aTa MOKe Ja [IpeJU3BHKA JOMBIHHTEHO YBPEKIaHE HA
616peyHaTa QYHKUNA, BRIIOYHTENHO Pa3BHTHE HA 0cTpa OHOPEUHa HEOCTATHYHOCT OGHKHOBEHO €
obpatumo. Tean p3anmoneiicTeus TpsbBa Ja ce MMAT MPENBHA TIPH MALMEHTH, KOMTO NpPHEMAT
eauoBpeMeHHO eropukokcHd B ACE uuxubutopn win anrorensun I anraronuct. 3atoea Tasu
komOunaima TpAGBa 2 ce MpHIIara BHUMATENHO, 0COGEHO IpH NALFMEHTH B CTAp9ecka Bh3pact.
IMaunentute Tpsabea ga GbOAT agekBaTHO XHApaTHpaHH H TpaGBa Aa ce o6CHIM MOHHTOPHpaHe Ha
6vbpeunara dyHkuua cres 3anouBaHe HA KOMOHHMPAHATA Tepanisd H NEPHOJMYHO Cej] TOBA.

Ayemuncanyuosa xuceaura: Ilpu npoyuBaHe Ha 31paBH J0GPOBOILM NPH PABHOBECHO CHCTOSHHUE
(steady state), eTopukokcHG 120 mg BegHBX Ha A€H HE € NOBTHAI AHTHArPETAHTHATA aKTHBHOCT Ha
aneTHICaMHIMIOBATa KHcenuHa (J03a 81 mg Begubxk Ha AeH). ETopukokcHO Moke la ce H3MON3Ba
€AHOBPEMEHHO C alETHIICANMIIHIOBA KHCEIHHA B I03H, H2I0/I3BaHH 34 ChPASHHO-CHA0BE
npodunakTUKa (HHCKa 1032 Ha alETINCATMIIANOBA KHCENUNa). Bee nak, eJHOBpeMEHHOTO MpHIaraHe
Ha HHCKa 1033 AUETHJICANHLHMII0Ba KHCE/THHA ¢ eTOPHKOKCHO MoxKe 1a yBean4yH yecToTaTta Ha CU
YJ/luepauHu U ApYrH YCIOKHEHHA B CPABHEHHE CBC CITYYauTE, KOrATO €TOPUKOKCHO ce H3nmonsea
camocroaTenHo. He ce npenopbupa eAHOBPEMEHHOTO NpHiiaraHe Ha €TOPHKOKCHE ¢ FIO-BUCOKH OT
MOCOYEHHTE 33 NPOQHNAKTHKA HA CHPAEYHO-CHAOBH HHIMACHTH 03H ALETHICATHLIIOBA KHCENTHHA,
Kakto W ¢ apyru HCIIBC (sra Touxu 5.1 1 4.4).

Luxnocnopun u maxponumyc: Bblpexu, 9€ ToBa B3aHMOAEHCTBHE ¢ ETOPHKOKCHE HE € NpOydBaHo,
€HOBPEMEHHOTO MpPHJIaraHe Ha UMKI0CTIOpHH Wik Takponumyc ¢ HCIIBC mMorke na ysenuuu
He(POTOKCHYHHA (KT Ha MKIIOCTIOPHH WK Takponumyc, BrOpeunara ¢ysxkums cnezxsa na 6pae
MOHHMTOPHPAHA, KOTraTo Ce IPHIIara ¢TOPHKOKCHO B KOMOHHALMA ¢ HAKOH OT TE3H JIEKapCTBa.

(DaQMaKOKHHeTH‘lHH B3aUMOACHCTBHA

Edhexm ua emopuxoxcué evpxy gpapmaxoxunemuxama na opyu 1exapcmea

Jhomuii: HCTIBC namanspar Gu0peyHaTa eKCKpeLHs Ha IMTHIA, TOPaJIH KOETO Ce YBEnu4ana
[Uia3MeHaTa My KOHLEHTpauus. [Tpu neobxomuMocT TpadBa Ja c& MOBHTOPHPA CTPHKTHO
KOHLEHTPALNSTa Ha JINTHIA B KPBBTA M J1a Ce a7anTHpa J03aTa Ha JIATHA, JOKATO CE TIpHeMa Tasu
KOMOMHAUM, KaKTO M Npu cnupaneto Ha HCIIBC.

Memompexcam: Jipe NpoyuBan#s ca MPOBEXKIAHHM 3a M3C/IEBaHe Ha edeKTa Ha eTOPUKOKCHE B 103a
60, 90 wn 120 mg, npuraraky eMH OBT HA JIeH B MPOABIDKCHHE HA CEIEM AHH NPH MALMEHTH,
MOTYy4ABALIH METOTPEKCAT B [03a OT 7,5 10 20 mg BCOHBXK CeAMHYHO 33 IedeHHE Ha peBMAaTOHACH
aprput. ETopukokcu6 npu f03a ot 60 1 90 mg He e oka3an edekT BbPXy MNasMeHaTa KOHLIEHTPAUMS

€ UMan €EKT, HO B IPYTo NPOYYBAHE MPH Ta3H 4034 € YBEIHYW ILia3MeHaTa KOHI
MeToTpekeat ¢ 28% u ¢ HaManu GbOpeuHus KIHpLHC Ha MeToTpekeat ¢ 13%. Tip
a/lIEKBATHO MOHMTOPHPAHE 338 TOKCHUYHH €(eKTH Ha METOTpEKCAT, KOraTo Tok ce It
KOMOHHALMA ¢ ETOPHKOKCHE.




Hepopannu xoumpayenmugu: lpunaranero Ha 60 mg eTopuKoKCHG eIHOBPEMEHHO C MEPOPAITHH
KOHTPALICIITHBY, ChAbpxKaiuu 35 Mukporpama eruHunecrpaguoi (EE) u 0,5 1o 1 mg HOpeTHHAPOH B
NpOab/DKeHHE Ha 21 AHH, € YBEMHUYIIO MIOLITA MOJ KPHBATa NPH CTAUHOHAPHO CHCTOAHAE
AUC0-244aca 3a EE ¢ 37 %. ETopukokcu6 120 mg gaBaH cbe ChLUHs NEPOPAIEH KOHTPAIIENTHB,
€/IHOBPEMEHHO WM ¢ uHTEpBa OT 12 yaca, € yBeaU4UO IUIoLITa MO KPHBATA NMPH CTALIHOHAPHO
cperosnne AUCO-24vaca 3a EE ot 50 g0 60 %. ToBa yBenuueHHe Ha KOHUEHTpauuaTa Ha EE cnenpa
Ja ce UMa rpeJBUI, KOrato ce W3bHpa nepopaneH KOHTPAUENTHR, KOHTO Aa ¢ H3MO/3Ba 110 BpeME Ha
NPATaraHeTo Ha eTOPHKOKCHD. Y Bennuenara ekcriosuims Ha EE Moxke A2 moBHmM secToTara Ha
HEKEeNIaHHTE PeaKLMH, CBBP3aHH ¢ IEPOPAIHHTE KOHTPAUENTHBH (Hanp. NpOsBH Ha BEHO3HH Tpombo-
eMOOIHYHH ChOMTHA IPH PHCKOBH KEHH).

Xopmonosamecmumenna mepanus (X3T): IlpunaraHeto Ha eTopukokcut 120 mg c
XOpMOHO3aMECTHTEIIHA TEPANHA, CHCTABSHA OT KoHtorupadn ectporen (0,625 mg [IPEMAPHH) s
npoAb/bKeHHe Ha 28 K, € yBenHunno cpeaHata mnoiy uoa kpueara AUC0-24uaca npu
HEKOHIOrHpaHHs ecTpoH (41 %), exeunnd (76 %) n 17-P ecrpamnon (22 %). EdexTsT Ha
NpenopLYHTEHHTE XPOHHYHH 1031 eToprKokcHO (30, 60 u 90 mg) He e Gun npoyurad. Edexrure Ha
eropukokert 120 mg pepxy ekcnosuimsata (AUCO0-244aca) ¢ Te3H eCTPOreHHN KOMIIOHEHTH Ha
IIPEMAPHWH ca 611n no-Manko OT MOJJOBHHATA, B CPABHEHME ¢ TE3H IIPH CAMOCTOATEHOTO
npunarase Ha [IPEMAPHH u yBenuuasane Ha gosata my ot 0,625 mg Ha 1,25 mg. Knuanuvoro
3HEYCHHE HA TE3H YBEJIHYEHHA HE € H3BECTHO # No-BUCoKH A03H Ha [TPEMAPHH ne ca Ounmu
Npoy4BaHy B KOMOKHHaIHA ¢ €TOPHKOKCHO. Te3u NOBHIIEHKS HA CTPOrEHHATA KOHLEHTpauus Tpabra
Ja ce IMaT NpeaBH NPH H300pa Ha XOPMOHAITHA TepanyA CJIe/l MEHOMAY3aTa, NPH MpHlaraHe 3aeIHO
¢ €TOPHKOKCHD, 3aII0TO eKCNO3HUMATA HA YBeHYEHH HHBA HA €CTPOreH MOTAT J1a YBE/IHYAT PHCKA OT
HEXEJAHH PeaKIH, cebp3anu ¢ X3T.

TIpeonuszon/npednuzonon: Criopex fanuuTe OT NPOBEIEHHTE KIMHHYHH MPOYYBAHHA 32 OLEHKA Ha
JICKAPCTBEHH B3aHMOJCHCTBHSA, ETOPHKOKCHE He e OKa3an KnMHHYHO 3HAYHMO BbaaelicTBMe BHPXY
($apMakOKHHETHKATA HA TIPSAHH30H/TIPEAHH3ONOH.

Huzoxcun: eropukokcub B no3a 120 mg BeaHbx Ha AeH B NpoAbkeHue Ha 10 AHA Npy 3apaBH
no6pOBOLK HE € NPOMEHIT [LTOWITA 1104 KPHBATA NMPH CTALMOHAPHO cheToaHHe AUCO-24uaca unu
0n6peunoTo enMMHHMpane Ha Aurokcu. HabmonasaHo e yBenH4eHHe Ha Cinax HA JAHIOKCHH
(mpubausnrenno 33 %). Tosa yBenuueHHe He € OT CHILECTBEHO 3HAYEHHE 33 MOBEYETO NaliMeHTH. Bee
TIAK fIAHAEHTHTE, KOMTO €4 ¢ MOBHUICH PHCK 3a JUTOKCHHOBA HHTOKCHKALMA, TpAORa Aa Gbiar
MOHHTOPHPaHH 32 TOBA, KOraTo JBETE JIEKAPCTRA, ETOPHKOKCHG H IIMMOKCHH, C€ NpIIaratr
€ITHOBPEMEHHO.

Edpexm na emopuxoxcub evpxy nexapcmeama, koumo ce memabonusupam ypes cyapompancgepasu
Eropuxoxcut e nuxuburop Ha cyndotpancdepasata B HoBSIIKUS OPraHUIEM, N0-CHELHAHO
SULTIE] u ¢ ycTaHOBEHO, Ue BOAM A0 MOBULIABAHE HA CEPYMHATA KOHLICHTPALIHA HA
eTHHUNeCTPanHO. JIOKOMKOTO O3HAHHETO 3a e(CKTHTE BLPXY MHOXECTBOTO cyadorpaHdepain Ha
HAaCTOSALHA €Tan € OrpaHH4YeHO H KNHHHYHATE MOCASAHUHN OT .I[el‘"[CTBPleTO Ha MHOXKECTBO NCKapCTERa
€a HEMBJTHU M NPOoAb/ukaBat Aa ObaaT 00eKT Ha M3cAeaBaHe, TPAOBa Ja ce BHUMABA, KOrato
€TOPUKOKCHO Ce Mpunara eJHOBPEMEHHO € JIPYrH JIEKAPCTBA, KOHTO ce€ MeETabONH3HpaT [JaBHO OT
cyndotpanchepasuTe (Hanp. nepopaiHi canGyTaMoN H MHHOKCH/INI).

Edpexm na emopuxoxcut evpxy sexapcmeama, koumo ce memabomsupam om CYP wzoenzumume

B33 ocHORa Ha M3CIIENBaHuUSA iR Vitro, eTOPHKOKCUG He Ce ouakBa Aa MHXUOHpa uMTOXpOMHTE P450
(CYP) 1A2, 2C9, 2C19, 2D6, 2E1 unu 3A4. B npoyusaue npH 3ApaBH Xopa, IPHIArAHETO Ha —
€TOPHKOKCHO B 103a 120 mg AHEBHO He € AORENTO 10 MPOMAHA B AKTHBHOCTTA Ha YEPHOAPOG
CYP3A4, oueHeHa 4pe3 epUTPOMULIMHOBHA QUXATENIEH TECT.

Edpexm na opyeu nexapemea evpxy hapmaxoxunemurxama na emopukoxcut
OcHoBHMAT NBT HA MeTaboNH3MPaHe Ha eTOpuKoKcHG € 3aBucum o1 CYP ensumure. CY
H3IIIEKA BAMAE BbPXY MeTaO0nH3Ma Ha eTopHkokeHd in vivo. In vitro npoy4BaHHs nok




CYP2D6, CYP2C9, CYP\ A2 u CYP2C19 cbuo Morar aa KaTalM3HpaT OCHOBHHTE NPOUECH, HO
TOYHA KOJIMYECTBEHA OLICHKA HA CLYYACTHETO UM HE € MPOBEXIAHA B YCIIOBHS iR vivo.

Kemoxonazon: KerokorasonsT ¢ mouien unxuGurop sa CYP3A4. B no3a 400 mg BegubK Ha neH B
NPOABIDKEHHE HA 11 nHH 1pH 3ApagH J0OPOROILH He NPOMEHS KITMHWYHO 3HAYAMO
dapMakoKHHETHKATA Ha eTOPUKOKCHE NpH eIHOKpaTHA 11032 oT 60 mg (43 % yeeauuenne na AUC).

Bopuwxonazon u muxonazon: ENHOBpeMEHHOTO NPHIOXEHHE HA MEPOpasIeH BOPHKOHA3OM MITH HA
MHKOHA30/1 nepopaneH rei (MomuK nHxHoHTOpH Ha CYP3A4) ¢ eTOpHKOKCHO NpHYHHABAT NEKO
MOBHLIABAHE HA CKCNIO3WIHATA Ha ETOPHKOKCHﬁ, Oe3 ToBa Aa ce CYHTa 332 KIHHHYHO 3Ha4Y¥uMoO BB3
OCHOBA Ha MyONUKYBaHHTe NAHHM,

Pudhavnuyun.: ENHOBPEMEHHOTO MPHIOKEHHE HA €TOPAKOKCHG ¢ PU(BAMITHIIMH, MOIIEH HHAYKTOP HA
CYP ensumure, Boau no 65% Hamanapaxe Ha IUIa3MEHATE KOHUEHTPALUKH Ha eTopukokcub. Toea
B32HMONEHCTBHE MOXKE 1a I0BEAES JI0 IIOBTOPHA [OABA Ha CMMITTOMHTE, KOTaTO ETOPHKOKCHO ce
NPHIIAra eAHOBPEMEHHO ¢ pudammuiaH. Brupexy, de Tasu undopMaums MOXKE Na H3HCKa
YBEJIHUABaHe Ha A03aTa, JO3H Ha ETOPUKOKCHO, NO-TOJIEMH OT TE3H, IIOCOYEHH 32 BCAKA HH/IMKALMA,
HE Ca NMpoy4BaHH B koMOHMHALINS ¢ pH(aMIHUMH K CHEOBATENHO HE Ce MPenopbuBat (BHK Touka 4.2).

Anmuayuéu: ARTHALMIATE HE BIAAST BBPXY (PapMAKOKWHETHKATA Ha ETOPHKOKCHO B KITMHHYHO
3HAYMMA CTeleH.

4.6 ®epTHIHTET, GpPeMEHBOCT H KLpMene

Bpemennoct

Hsma KNuHHYHH JaHHH 33 BITHAHKE HA ETOPHKOKCHO BLPXY NpoTHYaHeTo Ha GpeMenHOCTTA.
IIpoyuBaHUsTa IPH KHUBOTHH Ca YCTAHOBHJIH PEIPOAYKTHBHA TOKCHYHOCTS (BHX Touxa 5.3).
IToTeHUMANHUAT pHCK TIPH OpeMeHHH XeHu He € H3BecTeH. ETOpHKOKcHO, KakTo mapyruTe
NeKapCTBEHH MPOAYKTH, HHXHOMpaIH CHHTE3aTa Ha [IPOCTArTAHTHHUTE, MOXKE 1a Npeav3BHKa
MaTOYHa c1abocT M NpeXACBPEMEHHO 3aTBapsHE HA AYKTYC APTEPHO3Y3 B TIOCIEHUS TPHMECTBD.
ETtopukokcHb € npoTHBonokasaH 3a Npuiarase no BpeMe Ha GpemeHHOCT (BIDk Touka 4.3). Ako eana
*eHa 3a0peMenee 0 BpeMe Ha IeYeHHETO C eTOPHKOKCHE, Toii TpaGea aa 6bae cnpsn.

KbpMeHe

He ¢ u3BecTHO nanm eTOPHKOKCHG ce eKCKpeTHpa B YOBEHIKaTa KbpMa. ETopHKokcHO ce oTaes B
KbpMaTa Ha NMAEX0Be. JKeHHTe, KOMTO H3NMON3BRAT eTOPUKOKCHE, He TpAGBa Aa KEPMAT (BHIK TOYKH 4.3
u 5.3}

Oeprunurer

Ynotpehara Ha €TOPHKOKCHD, KAKTO ¥ Ha BCAKO JPYTO BEINECTBO, 32 KOSTO € M3BECTHO, Ye HHXHOMpa
COX-2, ne ce npenopbyBa NPH 3KeHH, OMMTRAIIM CE Ja 3a6peMeHeT.

4.7 EdexTn BLpxy cnocofHocTTa 32 modupaHe i paGoTa ¢ MAMIHHA

llauneHTHTE, KOHTO YyBCTBAT 3aMaiiBaHe, CBETOBLPTEX WK CHHIHBOCT NPH YNOTpeba Ha
€TOpUKOKCHO, TPAORa na W3bArEaT Aa WOGHPAT WK Aa PabOTIT ¢ MALIHHM.

4.8 Hexenanu JekapcTBenn peaknuu

Peztome na npotduna Ha 6ezonacHoct

B kNHHU4HY npoyuBatusd, 6€30N2CHOCTTA OT MPUNATAHETO HA ETOPHKOKCHO € GHil




7 152 pyuin, Bmoyutento 4 614 nauuentu ¢ OA, PA, XporduHa 60/1ka B KPBCTA HIH aHKUIO3HPALL]
cnonmamHT (npubimuTenHo 600 nauuentn ¢ OA win PA ca 6unn NekyBanH B IPOIBL/DKEHME HA e1HA
roiHa ¥ NOBeYeE),

Ilpu KAMHHMHKTE NPOYYBAHUA, MPOQHITET HA HEKETAHHTE NEKAPCTBEHH PEAKLIHM € OUN CXO/eH Npu
naukentu ¢ OA umu PA, nexyBaHH ¢ eTOPHKOKCHO B MPOIBIIKEHHE HA €IHA N'OAHHA KM MOBEYe.

[Ipy xNMHHYHO NPOYUYBaHE 33 OCTHP NOJATPO3EH APTPUT, MALMEHTHTE ca SHIH AEKYBAHM C
eTOPHKOKCHO 120 mg BesHbK HeBHO, B IPOLBIKEHHE HA 0ceM AHU. [TpodurbT Ha HexeanuTe
JACKAPCTBCHH PEaKiHM [IPH TOBA MPOyYBaHe e Ou B 00LIH JTHHHH OJIH3BK A0 TO3H, HabI0JaBaH I1IpH
KoMOuHupanuTe npoyusanud 3a OA, PA 1 xponuuHa Gonka B kpbeTa.

Ilpn nporpama 3a npocnensasaxe Ha CLPAEYHO-CHAOBATA GezonacHOCT ¢ 06OBINEHH JaHHH OT TPH
KITHHHYHY H3MTHTRAHHA CTIPIMO aKTHBeH KoMnoHedT, 17 412 nauuentn ¢ OA win PA ca bunn
JieKyBaHH ¢ eTOpHKOKCHO (60 mg unu 90 mg) npu cpeaHa NpOIDKHTENHOCT Ha NEYEHAETO

18 meceua. Jlannute 3a GesonacHocT U NOAPOGHOCTUTE 3a TA3H MPOTPaMa ¢a MPEICTABEHHM B TOUKA
5.1.

{IpodmnsT Ha HexenaHH IEKAPCTREHH PEAKUWH NIPY KJIMHUYHH [POYy4YBaHHS 34 OCTpa
MOCTOMNEpaTHBHA AeHTaTHA G0JIKa cnell onepanys, BKIOYBatM 614 nauyeHTH, 1eKyBaHH C
etopuxokcu6 (90 mg i 120 mg), kato o e nogoGeH Ha To3H, CHOOIIEH NPH KOMOUHHUpaHHTE
u3cnensanua 3a OA, PA u xponnuna 60/1ka B J0MHATA YacT HA repha.

TabiuueH cIHCHK HA HEXKENCHHTE PeaKLIHK

Tlo BpeMe Ha KIHHHYHHTE H3MHTBAHUN CA YCTAHOBEHH CJIEAHHTE HEXKENAHH PEaKLMH C HECTOTA 110~
ronama OT Ta3H NpH NpriaraneTo Ha wiatebo npu nauserT ¢ OA, PA, xpornuta Gonka B KpheTa
HTH aHKUIIO3UPALY CIOHMITHT JIEKYBaHH ¢ eTopHKkokcHG 30 mg, 60 mg wim 90 mg xo
NpPEnopEYHTENIHATA 103 34 CPOK Ha JIeYeHHe 1o 12 ceMHLIM, B TPOYUBAHHATA M0 [IpOrpaMara
MEDAL 3a cpok Ha jieueHHe 1o 3': ronHH, B KpaTKOCPOYHH MPOYYBAHMA 32 CPOK Ha JieueHue 10 7
AHM 33 OCcTpa 6olka HITH B Nleprojia ciel MyckaHe Ha nasapa (sk Tabmuma 1):

Tabanna 1:
Cucremo-oprasen Kiac Hexenann peaknun Karveropus uecrora *
Hughexyuu u ungpecmayun AJIBEONTAPEH OCTEUT YecT
racTpOCHTEPKT, HHQEKIIHH Ha rOPHHTE Heuecrn
AMXaTETHH METALLA, YPUHAPHH
HH(pCKUMH
Hapywienun na kprema u aHeMHA (MpeaUMHO CEBp3aHa ¢be cToMallHo- |Heuectn
umnama cucmena YPEBHO KbPBEHS), TEBKOTICHHA,
TPOMOOLHUTONEHHA
Hapyuenus ne unynnama CBPBLXYYBCTBHTEIHOCT £ B Hevectn
cucmena
auruoeeM/aHadguIaKTHIHK Penxu
/aHAUNAKTOUHU PEAKLIHH, BKJIHOUHTEIHO
ok
Hapywenus na memaboausma u |eaem/3a1prkka Ha TEYHOCTH YecTH
xpanenemo
YBEITHYECHHE WM HAMAJISHHE Ha aMeTHTA,
YBEJIHYEHHE HA TETTIOTO
Hcuxuunu napymwenun TPEBOKHOCT, ASApecUs, HaManeHa
Bb3MOKHOCT 32 yMCTBeHa paboTa,




xamouuHayuu?

ob6BpranocT?, HeznokolicTeo! Penxu
Hapywenun na nepenama 3aMafHOCT, rnaBoOOIHe YecrH
cucmema
nucreysus, GeachHHeE, Heuectn
NApecTE3HA/XHITECTE3HA, CHHITHBOCT
Hapywenun na ouume 3aMBITICHO 3PEHHE, KOHIOHKTHBUT Heuectn
Hapywenun na yxomo u LIYM B YILHTE, CBETOBBPTEX Heuectn
abupunma
Copoeunu HApYeHnn NAAMHTALAH, APHTMHA Yectn
NPECHPIHO MBXJIEHE, TAXHKAPIHA ¥, Heuectu
3acToliHA ChpAEYHA HENOCTATHYHOCT
uecnelmpuunu npomend B EKT,
CTEHOKap/IHs, CTEHOKapAKs*, MHOKapJeH
nuaper?
Cvoo6u Hapywenus XHNEPTOHHA Yectu
3a4epBABaHE, MO3BYHO-CHAOBH MHIHIACHTH 5§ |Heuectu
Mpexo/Ha MCXEMHYHA aTaKa, XUNEPTEH3UBHA
Kpu3al, BackymaTy
Pecnupamopnu, zpvonu u Gpouxocnaspm? Hectu
HEOUACHUNWINN HAPYULEHUA
KALILTHIIA, TACIIHE, CIMHCTAKCHS Heuectn

CKeACmHama Cucmema u
CHeOUHUMERHAmMa nroKan

Ha MyCKYnaTypara

Cmomawno-upeenu napyuwenun \KopeMHa bonka Muoro yecTH
3anek, QnaTyneHIUA, TacTpHT, YecTn
KHCeNnWHH/ pedayKe, Jnapus,
OUMCTIETICHA/EIIMTaCTPaaeH JHCKoMbOpT,
raaeHe, NOBpblIaHe, e30(daruT, 1381 B yCTaTa
HoAyBaHe Ha KOpPeMa, [IPOMEHH B Heuectn
NEpUCTAITHKATA, CYXOTa B YCTATA,
racTpoAyOnEHANHA A3B4, NEMTHYHH A3BH,
BimouBamy nepipopauyy B kbpBene o1 CU
TPAaKT, CHHAPOM Ha Pa3apa3HEHOTO YepBo,
NaHKpeaTHT
Xenamobunuapnu napywenun  |yeenuuenue ua ALT, yeenuuenve ua AST  |Yectn
XenaTur Penxu
Tt : i
4epHOAPOOHA HEAOCTATHYHOCT?, KbiTeRuua* |Peaku
Hapywienus na xoxcama u eKXHMO3H Yectu
ROJKOHCHAMA NTLKaH
OTOK Ha AHHETO, Chpbesk, 0bpus, eputema®, |Heuectn
ypruxapus ¢
cHHapoM Ha Stevens-Johnson?, TokcHuHa Penxu’
enuaepManHa HeKponusat, Henporpecupain
nexapcreen oGpus?
Huapywenus na Mycryano- MYCKYNHH Kpamnu/cnasmu, 6onka/purnadocT (Hedectn

Hapywenun na 6vpequme u
RUKOYHUME NbMua

NPOTEHHYpPHA, MOBHILEHHE Ha CEPYMHHS
KpeaTHHUH, OhOpeuHo

HapyLIeHHe/HEOCTATHLYHOCT *(BHX TOUKE




4.4)

Ob6ugu napyuenun u epexmu na |acteHus/ymopa, rpunononoGHo cectogane  |Yectw
MACMOMO HQ RPUIOCERUE

rpeaHa bonka Heuecrn

Hicneosanun yBelHYeHIe HA ypesTa B KpbBTa, yBenuvieHre (Heyectn
HA kpeatuHdocdoKHHAZA, XMITEPKATHEMHA,
yBEIIHYEHHE HA THKOYHATA KHCEIHHA

NOHW/KaBaHe HHBAaTa Ha HAaTpHiH B KPBBTa Peakn

* Kateropus 4ecToTa: AedMHHpAHA 32 BCEKH TEPMHH Ha HEXeNaHa PeakLys o YecToTara, ChodLieHa
B 6a3aTa laHHM HA KTHHHYHATE NPOY4BAHHS: MHOO uecTH (>1/10), uectn (>1/100 no <1/10), HedecTy
(=1/1000 go <1/100), peaxu (=1/10 000 go <1/1 000), muoro peaxu (< 1/10 000).

! Tasn Hexenana peakuus € MASHTHHUUMPAHA NPE3 MOCTMAPKETHHIOBOTO HaGmonenne. YecToTaTa Ha
HelHOTO ¢H0DINaBaHe e oliedena Ha 0a3aTa Ha Hal-BHCOKATA YECTOTA, HabNMIOfaBaHa B JAHHHTE OT
KITHHHYHK H3MATBaHAA, 0000LIeHH 110 HHIMKAUMA H ogo0peHa 1o3a.

t Kateropusara yecrora ,,Peaku” e onpeseneta cnopes ppkoeoacTsoTo 3a KpaTka XapakTepHCTHKA Ha
nponykra (KXTT) (peB. 2, cenrremppu 2009) Ha Ga3a Ha ropHa rpanHLUa Ha 95% nosepurenex
uHTepBan 3a 0 cubuTHA, naneH Ha Gpost Ha cyOeKTHTe, IEKYBaHH ¢ €TOpHKOKCHG, B aHamKu3a Ha
JauauTe oT daza 111, o6obmeny no noza v uaAEKanms (n=15 470).

8 CBpbXUyBCTBUTENHOCT BKIKOUBA TEPMEHHUTE ,,aeprus”, . IeKApCTBEHA
aneprua’,“CBpPbXUyBCTBHTENHOCT KbM JIEKAPCTBOTO, CBPBXMYBCTBHTEHOCT", ,,HEYTOUHEeH
CBPEXYYBCTBHTENIHOCT", ,,peaKUHA HA CBPBXYYBCTBHTENHOCT" H Hecnenuduyna aneprug”.
$5Ha 6a3a Ha aHANIM3H HA ABITOCPOYHE KTHMHHYHH H3NHTBAHHA ¢ Ianebo B aKTHBHA KOHTPONA,
cenexrupHuTe COX-2 MHXHOHTOpH Ca CEBP3IBAHM C TIOBHILEH PHCK OT CEPHO3HH TPOMOOTHYHH
apTepUaNTHH CHOUTHA, BKIIOYHTETHO MHOKapaeH HHGapKkT u HHCYT. [loBninasauero Ha
a6COMOTHHA PHCK 33 TAKHBA CHOHTHA € MAIKO BEPOSTHO A4 HajsHiuM 1% 3a roauHa Ha 6asara
Ha CHILECTBYBALIH JAHHH (HEYECTH).

CnennuTe CeprHO3HH HEXETaHH JIEKAPCTBEHH peakiyH ca 6unu Habmoaaranu npu ynotpebara Ha
HCTIBC u nopaau ToBa HE MOTAT Jla C& H3KJIFOHAT K 38 eTOPUKOKCHO: He(pPOTOKCHYHOCT
BIJTIOYHMTE/IHO HHTEPCTHLIHANEH HepHT H HEPPOTHUEH CHHAPOM.

CrolimaraHe Ha I0J03UPAHH HEXKENAHH PEAKIIHH
C1o61aBaHeToO Ha NOAO3UPAHH HEXeJIaHH PEAKLHH Ciell paspeliaBaHe 3a ynoTpeba Ha IeKapCTBCHUS

MpOAYKT e BaxcHo, ToBa NM03B0/ABA A2 TIPOABIKH HAGMIOAEHHETO HA CHOTHOUIEHHETO NOJI3a/PHCK 32
NnekapcTeeHus npoaykT. OT MEAMIIMHECKHTE CIIEUHATHCTH ¢€ H3HCKBA /13 ChoOLIABAT BCAKA
NOAO3HpaHa HEXKETAHA peakUna 9pes

H3nbnHUTENHA areHuMs 1o NeKapCTRAaTa,

ya. Jlaman Fpyes” Ne 8, 1303 Codug,

Ten.: +35 928903417,

yeQcaiit: www bda bg,

4.9 Ipenozapane
CuMnToMH

[o BpeMe Ha KTHHHYHH NPOYYBAHNS €AHOKPATHOTO MpHJaraHe Ha J03a A0 500 mg eTopukokcub u

MHOTOKpaTHO fo3upaue a0 150 mg/neH B npoabipkense Ha 21 AHH HE €a NOBENH J0 CHIHH(HKAHTHA
TOKCH4HOCT. FiMa choBluenus 3a oCTpo npefo3upaHe ¢ ETOPHKOKCHD, Makap e B MOBEYETO ¢
ce ¢bo0INaBa 3a HexenaHy peakuuu. Hal-vecto HabnmonapaHHTe HEKENAHHM PeakUHH Cb
npoduia Ha 6e300acHOCT HA eTOPUKOKCHE (HaMp. CTOMALIHO-UPEBHH CHOHTHA, KapIHo
ChOHTHA).

Iloaxoa npu npeao3upaHe




B ciyuaiil Ha nmpeo3upaxe e N0rHYHO Ja ce TIPAJIoKAT obHualHHTe NOANBPIKALLH MEPKH, Hamp.
OTCTpaHsBaHe Ha HepesopOupaHara wact oT CY TpakT, KIMHHYHO NPOCICAABAHE, CHMIITOMATHIHA
TepalnHs U Apyra, ako € Heobxoauma.

EToprkokcb He ce OTCTpaHsBa Ype3 XeMOHATH3A; HE Ce 3HAE JATTH €TOPUKOKCHD Moxe a 6bae
OTCTPAHECH 4pE€3 NCPUTOHCANTHA AHalIH3a.

3. OAPMAKOJIOTHYHH CBOHCTBA
5.1 PapMaKOIHHAMHYHE cBoiicTBA

(Dapmaicorr CpancBETHYHA rpyna: [poTHBOBB3NANHTC/IHH H TMPOTHBOPEBMATHYHH MPOOYKTH,
HecTepoMaHu cpenctsa, kokcuGH, ATC kon: MO1AHO5

MexasHIsM HA NSHCTRHE

ETOpPHKOKCHG ¢ NMepopaicH, celeKTHBEH muKnookcurenasa-2 (COX-2) HHXHOHTOP B pAMKHTE Ha
KJIMHHYHO H3NIOI3BAHHS AC30B HHTEpBaL.

o BpeMe Ha KIMHHYHNTE (hapMAKOJIOTHYHH NPOYUBAHHA, ETOPHKOKCHO € N0BEN 10 1030-3aBHCHMO
unxubupane Ha COX-2, Ges na ce unxnbupa B 1034 Jo 150 mg qnerHoO. EropukokcHb He €
WHXHOHpAN CHHTE3aTa Ha APOCTAITIAHIMHH B JIMTABHLA H He € MOBIH QYHKUHATA HA TPOMOOLUTHTE.

L HIJIOOKCHTEHA3aTA € OTFOBOPHA 33 CHHTE3a Ha npocTtariananHu. Jee n3o gopmu COX-1 1 COX-2
ca uaeHTaduumpand. COX-2 ¢ u3odopMata Ha eH3MMAa, KOATO € MI0Ka3ana, 4e ¢¢ HHyllHpa oT
MPOBB3NAIHTEIHH CTHMYTH H CE€ CYHMTa, Y€ € OCHOBHO OTIOBOPHA 33 CHHTE3a HAa NMPOCTAHOHAHUTE
MeauaTopH Ha 60KaTa, BE3naneHHeTo H Temneparypara. COX-2 cbUIC TaKa yHacTBa B OByauMATa,
3aKPEMIAHETO M 3aTBAPAHETO Ha AYKTYC apTepHo3yc, perylalpsTa Ha 6p0penara QyHKuHA H
({YHKUMHTE HA USHTPATHATA HEPBHA CHCTEMA (NOABATA HA TEMIIEPATYPa, YCOLIAHSTO 34 fonka n
KOTHHTHBHATa (YHKIHA). Moxe ChIIO Taka Ja Mrpae posis B (poLeca Ha 3a3fipasssaHe Ha s3pa. COX-
2 e uaeHTHOHUHPAH B THKAHHTE OKOJIO CTOMAILHK S3BH Y XOpa, HO BPB3KaTa My ¢ HANICKYBAHETO Ha
A3BATA HE € YCTAHOBEHO.

Knupuuna edpukacuoct u GezonacHoCT

EdmkacHoct

Ipu naumenTt ¢ ocreoaprput (OA), eropukokcys B 1o3a 60 mg eaMH MBET JHEBHO 3HAUHTENTHO
obexuapa 601KATa M NOBHIIABA OUEHKATA HA MALMEHTA 33 CLCTOSHUETO Ha 3abomasanero. Teau
6naronpuaTHy edeKTH ce HaGNMIONABAT OT BTOPUA ieH HA JIEUSHHETO H CE 3anas3Bat A0 52 CeAMHLIN.
TpoyuBaHuATa BLPXY eToprKoKkcHE 30 mg eMH BT JHEBHO NOKA3BAT €YUKACHOCT, MPEBB3X0KAALIA
nnane6o 3a 12-ceMHYEH NepHOA HA JIeYEHHE (IPH CXOHA CHCTEMA 32 OLICHKA KaTO NpOY4BaHUATA
no-rope). [lpu npoyusaue ¢ pa3iuyHM A03H eTOPHKOKCHO 60 mg JeMOHCTPHPA 3HAYHTENHO 110-
H3pazeHo nonobpenne ot 30 mg Mo OTHOLIEHHE HA BCUYKH 3 TbPBHYHH KPaiHH TOYKH 33 NEPHOA Ha
neyeHue ot 6 ceamuuy. Jozarta ot 30 mg He e HHa NpOyUBaHa NPy OCTEOAPTPHT HA PHUCTE.

Tpw nauMeHTHTE ¢ peBMaTOKIeH apTpuT (PA), u ABeTe NO3HPOBKH, eTopHKokenb 60 mg n 90 mg
€AUH BT JHEBHO OCHTYPABA 3HAUMTENHO NOA0OOpeHHe N0 OTHOLIeHHE Ha Bonka, Bb3naneH

e{belcm €€ 3ana3BarT 3a LgJ1HA ]2-’CCHMHHCH NEPHOI Ha JIEHYCHHC.
B u3cnie/iBane, B KOETO BEAHBK JHEBHO NpHAmKeHHe HA 60 mg ce cpaBHABa C TOBa H
IO3H ¢a no-epeKTHBHH B cpashenue ¢ nnauebo. Jlosara oT 90 mg npesb3xomxaa 103
IMEeAHA TOYKA Ha LAJIOCTHATA oeHKa Ha Oonkara (chOpaHa ¢ NOMOLITA Ha BU3yatHa
ot 0 a0 100 mm) Ha naumeHTa, che cpeaHo nogobpenue ot 2,71 mm (95% Cl: -4.98




TTpH NALHEHTHTE C MPUCTBIT HA OCTHP MOAArPO3EH apTPHT, eTopHKOKCHO 120 mg eQuH MBT /IHEBHO 32
NMEpHOI HA JIEYEHHE OT OCeM JHH, 00JieK4aBa YMEpPEHa JO CHiTHA 60NKa M Bb3MAICHHE Taka, KaKTo
HHgoMeTauul 50 mg Tpu neTH gHesHO. OOnexyaBane #a GoNKaTa HMa Ha YeTBBPTHS 4ac o1
3aM04YBaHe Ha JICYEHHETO.

IIpH nauyeHTH ¢ AHKATO3MPaLL CTIOHAWIHT, eTopHKokcHbd 90 mg eMH ITBT AHEBHO OCHTYpABa
3Ha4YHTENHO [OA0GPEHHE TI0 OTHOIIEHHE Ha Bonka B rpbOHAKa, BE3NANEHHE, CKOBAHOCT H (YHKITHH.
K/NMHHYHATA NOJN3a OT NPHIOKEHHETO HA ETOPHKOKCHO ce Habmonaea oLue Ha BTOpPHA [EH OT
3aM04YBaHE HA JIEYEHHETO H CE 3aNa3Ba NPe3 LN NepHoJl Ha IEYEHHE OT 52 CEIMMIIH.

B1B BTOpO NpOy4BaHE, [IPH KoeTo fo3ara ot 60 mg ce cpapHABa ¢ no3a 90 mg, ABETE NO3H
ETOPHKOKCHG Mokasaxa nogoGHa edukackocT kaTo Tash Ha 1 000 mg nHeBHO HanpokceH. [1py
NalHEHTH, KOHTO ¢a MMAIH HEIOCTAThYECH OTFOBOP OT JAHEBHA J03a oT 60 mg €TOPHKOKCHO B pAMKHTE
na 6 ceqMMUM, yBeM4aBaHe Ha IHEBHATA 1033 A0 90 mg nonodpu pesynTaTa no OTHOMICHHE Ha
HHTEH3HTETA Ha DoNkaTa B rhpba (NoTyueHa ¢ TOMOIITA Ha BH3yaiHa aHatoropa ckaia ot 0 10

100 mm) cxve cpeano — 2,70 mm (95% CI: 4,88 mm, 0,52 mm), B CpaBHEHHE C MO-HATATHLIHO
neyeHde ¢ 1o3a ot 60 mg.

Tpy KAMHHYHH POYHBAKHUA, OLEHABALIM NOCTONEPAaTHEHA AeHTanHa 6onka, etopukokcub 90 mg ¢
MPIUTAraH BEAEXK JHEBHO 3a NEPHOJ 10 TPH AHK. B moarpymara Ha nauMeHTH ¢ ymepena 6oiika B
HAYAIIOTO, ETOPHKOKCHG 90 mg nokaspa cXo/ieH aHanTeTHYeH edekT ¢ To3u Ha ubynpoden 600 mg
(16,11 cpemy 16,39; P=0,722), i no-cuiien OT TO3M Ha napaueTamon/konewH 600 mg/60 mg (11,00,
P<0,001) u miauebo (6,84; P<0,001), uamepeHo kato o610 obnekucHHe Ha GonkaTa 3a MPBHTE 6
yaca (TOPARG6). UacTTa nauueHTH, cho0IIIH 3a ynoTpebaTa Ha JOMBIHHTEIHO JEKAPCTBO MO BpeMe
Ha TTbpBHTE 24 uaca oT Ao3HpaHeTo, ca 40,8 % 3a eTopukokcHG 90 mg, 25,5 % 3a uGynpoden 600 mg
Q6h u 46,7 % 3a napaueramon/konenn 600 mg/60 mg Q6h B cpasuenue cre 76,2 % 2a nnawuebo. B
TOBA MPOY4BAHE MEIHAHATA HA HAYAOTO Ha AcHcTBHeTOo (0ce3aemo ODNEKUABAHE HA Gonkara) Ha

90 mg eTopukokcHE e Dmia 28 MHHYTH clief [IPHIOKEHHETO Ha J03aTa.

belonacuocT

[porpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL)
(MHoronalHOHAITHA TPOrpaMa 3a NPOABIKHTEIHO [IPHIATAHH €TOPHKOKCHO H JHKAO(EHAaK)

IIporpamara MEDAL € npocnexTHBHa iporpama 3a Npoc/ieiBane Ha chpaeuno-chaosara (CC)
GezonacHoCT, oT 0000IWEHH JaHHY OT TPH PaHAOMH3HPaHH, JBOHHO-CJIETH, C AKTHBHA CPaBHHTC/IHA
rpyna KOHTpONdpanu W3nuTBakma, npoyusanero MEDAL, EDGE II u EDGE.

ITpoyusarero MEDAL e npoyusaHe ¢ kpaiita Touka, onpenenera o CC pesynraTs, ¢ BKIIOUCHH

17 804 naumentn ¢ OA u 5 700 ¢ PA, nexysanu ¢ eropukokcu6 60 {(OA) wna 90 mg (OA u PA) nnu
svknodenak 150 mg AHeBHO 2a nepuoj cpento ot 20,3 meceua (MakcuMym 42,3 mecela, cpeaHo 21,3
Mecena). B ToBa HanMTBaHe ce OTYHTAT CaMO CEPHO3HI HEXKENIaHH peaklHH ¥ NPEYCTaHOBABAHE Ha
YYacTHETO NOPAAN KaKBATO K 13 € HeXKe/laHa PeaKia.

ITpoyusanusta EDGE u EDGE Il cpastsasar cTOMalIHO-4peBHATA (IOHOCHMOCT Ha eTopHkokcud
cpemy aukiodenak. [ipoyusanero EDGE exmroura 7 111 nammentd ¢ OA, nekyBaHu ¢ 1033
eTopuKokcHG ot 90 mg nueBHo (1,5 meTH Ao3aTa npenopbuxTenta 3a OA) uni auknodenak 150 mg
JHEBHO 33 NepHojl cpeaHo 9,1 Mecena (MakcumyM 16,6 meceua, cpeano 11,4 meceua). [1poyuBaneTo
EDGE II skmtousa 4 086 nauments ¢ PA, IeKkyBaHH ¢ eTOPHKOKCHE 90 mg AHeBHO HIH AUKTO(eHaK

t;-.

KATO H3XOIHO CLCTOSHHE PANTHYHH ChP/CYHO-CBAORH H CTOMAIIHO-UPEBHH PHCKOBH (ay
[MauMeHTUTE ¢ aHAMHE3A 3d HEOTAABHALIEH HHOAPKT Ha MHOKapja, 0aiinac Ha KOPOHapH




nopHcaaKa HH NepKyYTaHHA KOPOHAPHA HHTEPBECHIHA B NPEAXOAHHTE 6 Mecena ca H3KIIOYEHH. B
OpOYYBAHHATA € Pa3peilICHO H3MOA3BAHETO HA rACTPONIPOTEKTHBHY CPCACTEA H HWCKA 1034 aCITHPHH.

(61ma 6e30onacHoCT:

Hsima 3HAYMTENHH PaziHKH MEXAY eTOPHKOKCHG H IHKIIO(EHAK B YECTOTaTa HA ChPASHHO-ChIOBHTE
TpoMBoTHURN chOUTHA. Kapauo-peHanHn Hexenany peakiHy ce Habmoaasat no-4ecTo MpH
eTOPHKOKCHG, OTKOJIKOTO NPH AMKIO(EHAK H Te3H e()eKTH ca N0303aBHCHMH (BHKTE CrIELHHYHKTE
pe3yNTarTi 10-10.Ty). CTOMAHO-YPEBHH W YePHOAPOGHK HeXEJIAHN PeaKLHl ce Habmoaasat
3HAUMTE/HO NO-4eCTO NMPH JHKI0(EHaK OTKOMKOTO MpH eToprKxokcHO. YecToTaTa Ha HEXENAHHTE
peakuuu npy EDGE u EDGE 1l 1 na HexKeTaHHTE peaklidi, MPEeUeHEHH KaTo CepHO3HH ITH BOCLIH
[I0 mpekpaTABaHe y4acTHe B npoyusaveto MEDAL e no-BHCOKa NpH €TOPHKOKCHO B CPaBHEHME C

IHKIodEeHAK.

CoprevHo-chI0OBH pe3yaTaTH 3a He3somacHoCTTA:
YecToTaTa Ha NOTEBpPAEHATE TPOMOOTHYHH CHPAEYHO-CHIOBH CEPHO3HH HEKENAHH PEAKLMH
(BKJTIOMBAIHA CHPAEYHH, MO3BYHO-CBAOBH H NEPUPECPHO-CHIOBH CHOUTHI) € CpaBHHMA 32
eTOpUKOKCHG M IHKIO(EHAK, KaTo pe3yaraTHTe ca ofofenn & Tabnuitata no-noiny. Hama
CTATHCTHYECKH 3HAYHMH PasTHKH B YECTOTATA HA TPOMGOTHUHKTE CHOMTHL MEXKLY ETOPHKOKCHO 1
MUKIO(EHAK TPH BCHIKH AHATM3APAHH TOATPYNH, BICTIOUHTENTHO paziuYHK KATErOPHH NAUWEHTH B
LA/1aTa FaMa Ha W3XOIHHA ChPAEYHO-CHA0B pHK. KoraTo ce pasmiexaar nooTAe/THO, OTHOCHTEAHHAT
PHCK 3a MOTBBPACHH TPOMOOTHYHH CHPJIEYHO-ChIAOBH CEPHO3HH HEXKENaHH PEAKIHH IIPH
eTopukokcu6 60 mg unu 90 mg B cpasrenue ¢ quiopeHax 150 mg e Gam cxoneH.

Ta6anna 2: YecToTa #a noTrebpaenn tpomGoruunn CC cnouTasn (06o6mena nporpama MEDAL)

ETopukoxcnd Juxaodedak CpaBnenne MexXay
(N=16819) (N=16483) eaeHHs

25 836 nanuenT-roAHHH |24 766 nannenT-rogNHH

Yecrora ' (95% CI) Yecrorat (95% CI) O THOCHTE/ICH PHCK

(95% CI)

[MoTebpacHH TPOMOOTHYHH CHPAESUHO-CHAOBH CEPHO3HH HEMKENAHH PeaKLMH

Ilo mporoxon

1,24 (1,11, 1,38)

1,30 (1,17, 1,43)

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

HamepeHse 3a reueHHe

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

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

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

HoTebpAeHH CHPASUHH CHOUTHA

Tlo nporokou 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
HamepeHue 3a TeueHue 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)
TToTBEPACHH MO3BYHO-CBAOBH CHAUTUA

[o nporoxosn 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46}
HamepeHue 3a neveHHe 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)

[TorerpacHu nepu¢epHn CbAOBH CEOHTHA

o npotokon

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

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

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

Hamepenrne 3a neqenue

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

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

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

YCu6urua 3a 100 nanmentoronunm; Cl=n0BepuTenes HHTepBA
N=00u1 poit maLKWeHTH, BIUIIOYEHH B NICMY1ALHATa [0 MPOTOKOJL.
Ilo MPOTOKON: BCHYKM POSBH NPH JIEYCHMETO M0 BpeMe Ha Mpoy4BaHOTO WK 0 14 IHH cien
npeKpaTaABaHeTo My (M3KTIOUSHH: MAIMEHTH, TpHen# < 75% OT M3NHTRAHOTO JieeHHE WIH NpHEMATH

HeBKMo4YeHo B nipoyusanero HCTIBC >10% ot Bpemeto).

Hamepenue 3a neyedre: BCHUKH MOTRBP/ICHH MPOABH 1O Kpas Ha H3[IMTBAHETO (B
NIAlMEHTH, NOTEHUMATHO H3IOXKEHH HAa HEBKUTIOUEHH B NPOYUBAHETO HHTEPBEHLUHM
NPEYCTAHOBABAHE HA M3MHTBAHOTO JeyeHue). OO 6poi paHIOMH3HpaHH nanue

etopukokeud u 17 289 na puodenar.




CC cMBPTHOCT, KAKTO M OBIIATA CMBPTHOCT, €A CXOHH MPH JIEKYBAHUTE rPYIIH ¢ €TOPHKOKCHO 1
aaxnoheHak.

KapanopeHanuy npossn:

Hpubnuzurento 50 % ot naudeHTHTe, BKIIOYEHH B npoyusadero MEDAL, ca ¢ aHaMHe3a 3a H3XolHa
xuneproHus. B ToBa npoyusaHe 4ecTOTaTa Ha NPEKPaTABAHE Ha y4acTHETO, MOPAIH CBbP3aHu ¢
XHIICPTOHHMS HEXKETAHR PEaKIHH, € CTATHCTHYECKH 3HAYMMO MI0-BHCOKA 34 €TOPUKOXCHO B CPaBHEHHE
¢ nuinogdetak. Yectorara Ha 3acTolHara ChpIeyuHA HEAOCTATHYHOCT KAaTO HEXKEJIAHA peakLps
(NMpeKpaTABAHHA M CEPHO3HM PeaKLkK) ce NPoABABA ¢IHAKBO NPH eTOPHKOKCHD 60 mg B cpaBHEHHE €
maxnotenak 150 mg, Ho e no-BKCOKA npu eTopukokent 90 mg B cpaBHeHue ¢ auKkiIopeHak 150 mg
(cTaTHCTHUeCK# 3HAaUKMMa 3a 90 mg eTopukokeut cnpamo 150 mg auknodenax npy rpynara B
MEDAL ¢ OA). YUecToTaTa Ha MOTBLPIEHHTE NPOSBU HA HEXKENAHU PEAKLHH, CBBP3aHH ChC 3aCTOHHA
ChbpAeYHa HEQOCTATLYHOCT (CHOMTHA, KOHTO Ca CEPHO3HH H BOJAT 10 XOCHHTATH3ALNS HITH
110CETIEHHE B CHIELIHO OTAENEHHE) € HE3HAYHMO [0-BHCOKA MPH STOPHKOKCHD B cpaBHEHHE ©
nuxnodenak 150 mg, kato To3H edexr e n0303aBHCHM. HecToTaTa Ha MPEKPATABAHKATA NOPaaH
CBBP3aHH C OTOK HEXKETAHH PEAKLMH ¢ [10-BHCOKA NPH eTOPHKOKCHO, OTKOIKOTO NpH AMKIIO(EHAK
150 mg u To3u ehEeKT € A0303aBHCUM (CTATHCTHUECKH 3HAYHM 32 ETOPHKOKCHO 90 mg, Ho He 33
eTopHkokcu® 60 mg).

Kapadoperanaure pesyntati npu EDGE u EDGE Il choTBETCTBAT Ha OMHCAHHUTE NPH NPOYYBAHETO
MEDAL.

B otaensHTe npoyusanus oT nporpamara MEDAL 3a etopukokeu6 (60 mg win 90 mg),
abCOoNMOTHATA YECTOTA Ha NPEKPATABAHMATA B KOSTO M /1a € OT rpynuTe € 1o 2,6 % 3a XMICPTOHHS, 110
1,9 % 3a orok n ao 1,1 % 3a 3acToliHa cepaeuHa HENOCTATEYHOCT, KATO MO-BHCOKA YECTOTA Ha
TpeKpaTABAHHSE WM MPH ETOPHKOKCHO 90 mg, OTKOJIKOTO MPH eTOPHKOKCHE 60 mg..

IIporpama MEDAL - pe3ynTaTH 3a CTOMAILIHO-4PEBHA IIOHOCHMOCT:

3HAYMTENHO N0-HHCKA YECTOTA HA IPEKPATABAHE HA JICYSHHETO MOPAZN KakBaTo H J1a € KITHHIYHA
(nanp. aHcHencHi, kopeMHa 6osika, a3pa) CU Hexenana peakuus ce Habmoaaga ¢ ETOPHKOKCHO B
CpaBHEHME ¢ JHKIO(EHAK BbB BCAKO OT TPUTE Npoy4saHua oT nporpamara MEDAL. HYecroraTa Ha
NpeKpaTaBane MopaaH Hexenavo KWIHHHYHO CY cbOHTHE Ha CTO NALMEHTOrOAHHH 32 fIEpHOa Ha
npoyvBaHe ¢ KaKTo cremsa: 3,23 3a eropukokcHE u 4,96 3a ankinodeHak B uscneasariero MEDAL;
9,12 3a eTopuxokcH6 1 12,28 3a muknodenak & npoyusaneto EDGE u 3,71 ¢ etopukokenb 1 4.81¢
auxnodenax B npoyusanero EDGE 1.

[Tporpama MEDAL - pe3y/iTaTi 3a CroMaumHo-4peBHa 6€301macHoCT:
O6wmTe ropan CU cu6UTHS ce oTpenenaT kato nephopalii, 1381 H kbpaeHe. [loarpynara oy
ropau CY cuOHTHE, ONpeieieHH KaTo YCIoKHEHH, BKITIOUBA nepopatii, 00CTPYKLMH i YCTOKHEHO
KbpBeHe; noarpynara obiy ropd CY cx0HTHA, OTIPEIENEHH KaTO HEYCIOKHEHH, BKITIOUBA
HEYCTIONHEHO KbPBEHE H HEYCTOKHEHH S3BH. 3HAYHTEIIHO MO-HUCKa YecToTa Ha o6iuu ropun CH
CBHOHTHA ce HabmONaBa MPH ETOPHKOKCHE B cpaBHeHHe ¢ AHKnodeHak. Hima sHauMMa pa3nuka
MEXITY ETOPHKOKCHO H AMKIO()EHAK B UECTOTATA Ha YCIOMHEHHTE MPOSBH. 3a noArpynara Ha
KPBBOMITHBH OT ropHus CU TPaKT (YCIOKHEHH M HEYCIOKHEHH KOMOHHUMpPaHH), HAMA 3Ha4HMa
pasiuka MeXIy eTopukokeHs U nknogenax. [onsaTta o1 MPHIOKEHHETO MO OTHOLUCHKE HA rOpHUA
CY TpakT Ha eTOpPHKOKCHO B cpaBHEHHE ¢ AHKITOGEHAK HE € CTATUCTHYECKH 3HAMHMA 3a NALMCHTH,
TpYEMAlIY €THOBPEMEHHO HICKA 1032 aCMUPHH (npubnuzuTeHo 33 % oT nmauueHTHTe).

YecToTaTa 3a CTO NALMEHTOTOMMHH Ha MOTRBPACHH YCJIOKHEHH H HEYC/IOMHEHH KIHHU4HH IPOABH OT
ropuus CU TpakT (nepdopauun, 1381 n xupeene (PUB)) € 0,67 (95 % C1 0,57, 0,77) 3a eropuxoxcnﬁ
1 0,97 (95 % CI 0,85, 1,10) 3a nuxnodenak, 1aBao otHocHTeneH pHck ot 0,69 (95 % C
OnpeneneHa e yecToTaTa Ha MOTBBPAeHHTE ropHi CH ¢bOUTHs Mpy nauneHTH B CTap
KAaTO Hail-ronAMa peayKUHMA ce Habmonasa NpH NalHeHTH Ha BL3pacT > 75 rofuus (
0,94, 1,87] cpemy 2,78 [95 % CI 2,14, 3,56] cbbuTHA 3a CTO MAUHEHTOTOAKHM CHOT
ETOPUKOKCHD 1 AUKIIO(eHaK.




YecToTaTa HA HOTEBPACHHTE KIHHHYHKA CLOKUTHS ot Aomuua CY tpakT (nepdopauus Ha THHKH H
neGeo uepBo, 0OCTPYKLMA KTH KphBoHIEB (POB)) He MoKa3ea 3HAUKTENHA Pa3iiMKa MEXTY
€TOPHKOKCHO H NHKIIO(eHaK.

IMporpama MEDAL - pesysiratH 3a #epHoapobHa 6e30RacHOCT:

ETopukokcHO ce CBBP3Ba ChC CTATHCTHYECKH 3HAUYHMO MO-HHCKA YECTOTA HA NPEKPaTABAHE NIOPaau
4epHOAPOOHO CBLP3aHM HEXENaHH Peakliuy B cpaBHenHe ¢ quiuiodeHak. B obobueHara nporpama
MEDAL, 0,3 % oT nauueHTHTE Ha eTopHKoKcHO # 2,7 % OT Te3n Ha AMKAC(ENHaK MpeKpaTABaT
110pay CBLP3aHH ¢ YepHHs Apod HeXemaHH peakuuH. YectoTara 3a cTo nauuentoroauny € 0,22 3a
eToprkokcHb 1 1,84 3a muxknodenak (p-ctofinoct < 0,001 3a eropukokcub cpaMo nuknopeHak). B
CBIOTO BPEME MOBEUETO OT HEKENAHHTE YepHOAPOGHO NposBeHH peakiu B nporpamata MEDAL ne
Ca CepPHO3HH.

EOH'MIHHTW]HPI OAHHH 33 !QOMGOTHHH& ChpOcYHO-CBAOBA OezonacHocT

B KIHHHYHH MPOYYBaHHA H3BLH Te3H oT nporpamara MEDAL, npuGmmusurtento 3 100 nauueHTH ca
feKyBaHu ¢ eTopHKoKenb >60 mg AHeBHOo 3a 12 Wik noseye cenmuid. He ce Habmonara BUIMMA
pasIHKa B HECTOTATA H2 IOTRBPACHHTE CEPHO3HH TPOMOOTHYHH CHPAEHHO-CHAOBH CHOMTHI MEXIY
NalMEHTHTE, NOJTYYaBaty eTopHKOKCHG >60 mg, nnaueGo unu venanpokcenosu HCIIBC. B cbioro
BpeMe, YECTOTaTa Ha Te3n CHGHTHS € [10-BUCOKA [PH NIALMEHTHTE, IONYJaBaTY CTOPHKOKCHO B
CpaBHEHHE ¢ TE3H, MONyuasany Hanpokced 500 mg npa MbTH AHEBHO. PainukaTa B
aHTHTpoMGouHrTHaTa akTHBHOCT MeXAy Haxod COX-1 nothckamy HCTIBC H cenekTHBHA COX-2
MHXHOUTOPH MOXE 1A € OT KITHHHYHO 3HAYEHHE TIPH NALUHEHTH, PHCKOBH 32 TpoMO0eMOOIHHH
cuburna. CenektrBaHTe COX-2 MExu6KTOpH HaMansBaT GOpMHPAHETO HA CHCTEMEH (H NOPALH TOBA
BL3MOXKHO EHIOTENEH) IpocTAUMKIIHH, Ge3 1a 3acaraT TpomGokcaHa Ha TpombormTHTe. KnHHHIHOTO
3HayeHHe Ha Te3H HabmioieHHA He € YCTaHOBEHO.

ﬂOITB.I'[Hﬂ'FGIIHH AaHHY 3a CTOMalTHO-YPeBHA 0esonacHocT

B ape 12-ceamuuHy, ABOHHOCENH SHAOCKONCKA NPOYYBAHHA, KyMYJATHBHATA YECTOTA HA CITyHauTe
HA CTOMALITHO-UPEBHHTE YIILIEPAIHH & SHAYHTEITHO MO-HHCKa NPH MallHEHTHTE, JIeKyBaHH ¢
eTopuxokcut 120 Mg efMH MLT AHEBHO, OTKOJKOTO MPH NALMEHTHTE, EKYBaHH ¢ HanpokceH 500 mg
JBa (1bTH JHEBHO Win ubynpoden 800 mg Tpu mbTi aueBHo. EtopukokcHb e 6un ¢ mo-eHcoka
4ECTOTa Ha Y/ILEPaLMH B cpaBHEHHE ¢ [L1anebo.

[Ipovusane Ha 6EOpeyHaTa GYHKUMA OPH NALMEHTH B CTAPYeCcka BH3pacT

PaHOOMUM3HPaHO, JBOHHOCIATIO, MNaLe00-KOHTPOARPAHO, NAPANEHO-TPYNOBO NIPOYYBaHeE Ca
OLIGHSABAHH epeKTHTE oT 15 MHERHO NeueHHe ¢ eTopHKokcHb (90 mg), nenekoxcud (200 mg fBa NbTH
AHEBHO, HanpokceH (500 mg iBa THTH AHEBHO) 1 Mauebo, BHPXY EKCKPELWMATA HA HATPHH B ypHHATA,
KPBBHOTO Ha/lsraHe, ¥ APYrHTe NapameTpu Ha Gn6pednara dyHkima opu cybexrn ot 60 10

85 rogumua Be3pact ¢ 200-mEq/IHEBHO HATPHERa AKMETa. ETOPHUKOKCHO, Lienekokcud H HANpoKCeHea
MMaH CXOAHH ePEKTH BEPXY EKCKPEIMATA HA HATPHIi B YPHHATA NPK JICHEHHE Ha/l 2 CE/AMHIIH.
Beuuky aKTHBHH CPABHMTE/HY BEUIECTBA TIOKA3BAT YBEIHUEHHE B CPaBHEHHE ¢ mawebo 1o
OTHOUICHHE Ha CHCTOJIHMHOTO KPBBHO HaisraHe; 0baye, eTOPHKOKCHO € CBBP3aH ChC CTATHCTHUECKH
3HaYUMO yBelHueHue Ha Jlen 14, B cpaBHerue ¢ LUEMEKOKCHG U HANPOKCEH (CPeHa MPOMAHA CTIPAMO
H3XO/HHTE CTORHOCTH 3a CHCTONHYHO KPhBHO HanaraHe: eropukokcu6- 7,7 mmHg, nenexokcu®

2,4 mmHg, nanpokcen 3,6 mmHg).

5.2 dapmMaKkoOKHReTHYHH CBOliCTBa

Abcopbuns

npubnusurendo 100 %. Cnen nosupane Ha 120 mg BeaAHBK Ha AeH A0 TIOCTHIAHS HA
PaBHOBECHO ChCTOAHHE (steady state), MMKOBa Na3MeHa KOHLCHTpauus (reomMeTpHy




3,6 pg/ml) e nabmopasana npuOAM3HTENHO 1 4ac (Tmax) CNEA NPHNOKEHHETO TIPH BL3PACTHH
nauvesTy Ha rnagno. CpeanoreomerpruHara (AUCo.n) € 37,8 pgehr/ml. dapMakoKHHETHKaTa HA
€TOPUKOKCHO € NWHeifHa B pAMKHTE Ha KITHHHYHHA 10308 HHTEPBA.

TprembT ¢ Xpana (Gorara Ha Ma3HHHK) HaMa edeKT BLPXY cTeneHTa Ha abcopOums Ha €TOPHKOKCHD
c/le NpWIcKeHue Ha no3a ot 120 mg. CropoctTa Ha aGeopSupara ¢ Ouna [IOBTHAHA B CICAHHTE
rpandLu: 36% Hamanenne Ha Coax M yBeTHYEHHE Ha Trax¢ 2 yaca. Tesu nannm He ca OWIH cueTeHH 3a
KJTHHUYHO 3HAYHMH, B KIHHHYBHTE M3CJICABAHIA eTOPHKOKCHO € 01 NpHeMaH HE3aBHCHMO OT
TIpHEMA HA XpaHa.

Pasnpenenedne
ETOpHKOKCHG ce CBBP3Ba ¢ IA3MEHHTE IPOTEHHH B PHONH3HTENHO 92 % NpH KOHLEHTPALMH OT
0,05 1o 5 pg/ml. OGeMsT Ha pasnpesieneHue B paBHoBecHO cheTosHHE (Vass) € 611 npubnusuTesHo

120 1 npu xopara.

E-TOpHKOKCHG peMHMHaRa IVIAeHTapHaTa Gapuepa NPH IUTbX0Be H 3aifliH H XemaToeHLehanHaTa
Gapuepa NpH ITBXOBE,

BuotpannchopMamng

Etopukokcub ce Metabonn3Hpa HambJiHO KaTo < 1 % OT f03aTa ce yCTaHOBAEA B yPHHATA MOA
dopMaTa Ha H3XOMHOTO JiekapcTBO. OCHOBHMAT BT Ha MeTaboNM3UpaHe C dopmupake Ha 6'-
XHApOKcHMETHA aepuBar ce katammsnpa ot CYP ensumute. CYP3A4 BepodATHO AONPHHACA 32
MeTaboNKM3APaHeTO HA ETOPHKOKCHO in vivo. Invitro npoy4BaHuATa YCTAHOBABAT, Y€ CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 chio Moke Jia KaTalnH3HpaT OCHOBHATa MeTaboNHTHa BepHra, HO
TeXHHTE KONHYECTBEHH OTHOLIECHHA in vivo HE ca Ipoy4BaHH.

HaeHruduumpanu ca net Metabomura npH Yoseka. OCHOBHHAT METAOONHUTEH MPOLYKT € 6'-kapbokcu
KHCEJHHHO POH3BOIHO HA €TOPHKOKCHG, 0B6pa3yBaHo Ypes 0-HATATEIIHO OKACIEHHe Ha 6'-
XHAPOKCHUMETHI IPOM3BOAHOTO. Te3u OCHOBHH METaOOIHTHH IPOTYKTH HIIH HAMAT H3IMEPHMA
aKTHBHOCT, WIH ca c/1abo akruran karo COX-2 uaxu6butopr. HUTO e1nH oT Te3u MeTabosMTH He
unxuGupa COX-1.

EmnMuHupaHe

Cliea NpHAAraHeTo Ha eIHOKPATHA, MAPKMPaHa ¢ PaHOM30TON 033 OT 25 mg ETOPHKOKCHG
HHTPaBEHO3HO Ha 3IpaBu nuua, 70 % OT pagHOaKTHBHOCTTA ¢ Ouna yCTaHOBEHA B YPUHATA H 20% BB
¢ekanumre, riaBHO Noj Gopmara Ha MetaGomury. Io-Manko ot 2 % € YCTaHOBESH KAaTO HEMPOMEHEHO
JICKapCTRO.

ENMMUHHPaHETO HA ETOPUKOKCHG CT2Ba MPEIHMHEO Ype3 MeTabOH3HpaHe TOCIEABAHO 0T GBOpetHa
eKCKpeUusa. YCTOIIHBY PABHOBECHH KOHLEHTPALIMH HA €TOPHKOKCHO C€ AOCTUTAT B PAMKHTE Ha
Ce/leM JIHH NIPH €HOKPATHO MPHIArAHE Ha 1033 oT 120 mg, ¢ aKyMyJIHpaIIo HABO OT NPUONM3UTEHO
2, OTTOBAPALLC HA BPEME Ha MOMYXKHBOT OT MpHOIH3uTERHO 22 Yaca, [Tna3MeHHAT KIHPBHC C1eq,

25 mg UHTPABEHO3HA /1034 Ce OuaKsa Ja enpubanzntenHo 50 ml/mMuHyTa.

Creyuannu cpynu

Crapuecka pr3pacT: PapMaKOKHHETHKATA IPY NALMEHTH B CTApYecKa Bb3pacT (65 ro/lHIlHA BE3pacT
H NO-BB3PACTHH) € O/IH3KA 10 Ta3H NPH MIIAAMTE.

IMon: He ce ycTaHOBABA paziiHKa BbE GapMaKOKHHETHKATA MPH MBKE H XKEHH.

YepHoapoSHO yBPEKAAHE: MPH MAIIHEHTH C JIEKa CTENCH Ha YepPHOAPOOHO YBPEXIAHE (
MHIEKC 5-6), pKIaraHeTo Ha eTOPHKOKCHO B n03a 60 mg BEAHBXK HA NCH € AOBEAO 10

npubnusurento 16 % no-ronama cpenna AUC B cpaBHeHue CLC 3/1paBH JMLA, HA KOUTO
ChILMA 10308 pexEM. [IpH NaLMeHTHTE ¢ yMepeHa CTENeH Ha 4epHOIpOGHO yBpexaaHe (




uHaeke 7-9), NpunaraHeTo Ha eTOpHKOKCHO B 103a 60 mg npes den e goseno fo cpeana AUC, Ginska
10 Ta3H Ha 3APABHTE JIMLA DM 0308 PeXkHM 0T 60 mg AHEBHO; eTopukokeHb 30 mg BEAHEK IHEBHO
He € MPOY4BaH B Ta3H NoNMyJanus. HiaMa KIHHHYHHA ¥ (apMAKOKHHETHYHH JaHHH 32 MAUMEHTH C
TeMKa CTETIEH Ha uepHoApobro yspexaane (Child-Pugh naaeke > 10) (Bwk Touxu 4.2 1 4.3).

Bu6peuno yepexiane: GapMakoKHHETHKATA PH €XHOKPATHa 1032 OT 120 mg eTOpHKOKCHO, NIpH
NALHCHTH ¢ YMEPEHa 10 Texkka GhGpeYHa HeOCTATEYHOCT M TAKHBA C Kpaiia (asa Ha GBOpeyHo
3a00/19BaHe Ha XEMOJHAJIH3A, He Ce € Pa3IH4aBala 3HaUHMO COPAMO Ta3W MpH 3paBH JMIA.
XeMOHAIH3aTA € HMANa MATBK NPHHOC N0 OTHOLIEHHE HA CITUIMHHHPAHETO (QHANTH3CH KIHPBHC
apubmzuTento 50 ml/min) (Bix Touku 4.3 1 4.4).

Meauarpuusn nauwentH: GapMakOKHHETHKATA HA ETOPHKOKCHO NPH NeAMaTpHyYHH NALHEHTH
(pp3pact < 12 ronHHM) He € H3CACBAHA.

Tpu hapMakoKHHETHHHO NIpoyuBase (n=16), nposeaeHO ¢ 10HOWH (BB3pact oT 12 o 17 roausn)
thapMakoOKKHETHKATA NIpH IoHomuTe ¢ Terto oT 40 a0 60 kg npn 703a Ha eTopukokcHD 0T 60 mg
BCIHBXK HA JIeH M IPH FOHOLIHTE ¢ Ternio >60 kg (103a Ha eToprkokeu® 90 mg BeIHBRK Ha AeH) € Onna
6JIM3Ka JIO TA3¥ HA BL3PACTHY, MOMy4HIH eTOPUKOKCHD B fo3a 90 mg Benunk Ha AeH. besonacHocTTa
1 e(heKTHBHOCTTA Ha ETOPHKOKCHG NpH METHATPHYHM NAUMEHTH HE ¢a Hacne/iBan (BIok Touka 4.2).

53 IlpenxIBHHEHYHE JAHHH 33 GejonacHOCT

B NpeAxTHHHIHHTE TIPOYYBAHKA, ETOPHKOKCHE He € NEMOHCTPHpAn FeHOTOKCHUHOCT. ETopukokcHG
He ¢ OuA kaHUEporeHeH NpH MUINKHA. [LTsxoBeTe ¢a pasEHIM XenaTouelTyiape H THPEOHIEH
hoNHKyIoLEeTyNapeH afeHoM TIPH AO3HPOBKA > 2-11bTH ZHEBHATa /103 NpH xopa [90 mg] u cucTemua
eXeHEeBHA eKCTIO3RIMA B NPOAB/LKEHNHe HAa TPHOTH3HTEIHO JBE TORHHH, XenaTouelyiapHuaT H
THPEOHAHHAT QONUKYIOLENYIapeH aASHOM, HaGIOAABAHH NPH TUTEXOBETE, Ca OWTH CYETEHH 32
pe3yATaT Ha CTielH(pHUEH 32 [LTEXOBETE MEXaHW3BM, CEBP3aH ¢ HHIYKIMA Ha YepHoapobuuTte CYP
emHMH. He e ycTaHOBEHO eTopHKoKeHb fa NpeanssrKBa HHIYKLMA Ha yepHoapoOuus CYP3A eHzum
NpH XOpaTa.

'aCTPOMHTECTHHATHATA TOKCHYHOCT HA €TOPHKOKCHO MpH IIBXOBETE C¢ YBENHUABA C 103aTa H
BPEMETO Ha eKCro3uIwsA. B npoyusane 3a TOKCHYHOCTTa Ha CTOPHKOKCHE MpoALDKWIO 14 ceAMULN,
ynepayu Ha CY tpakT ca 6siM HabnmiogaBanu NpH €KCNIO3HIHNSA, HAMXBEP/IAIIA TA3H NPH YOBSK ©
NPUIATaHETO HA TEPATIERTHYHATA 103a. [IpH NpoyYBaHHSTa 32 TOKCHUHOCT B MPOIB/DKENHE Ha 53 1
106 cepMuIM, FaCTPOHRHTECTHHATHE y/iepalHH ca O1wiH HabMmoAaBaHu ChLIO TAKA MPH EKCMO3KIKY,
CPaBHHMK ¢ T€3H {IpH XOpa ¢ MPUIaraHe Ha TepaneBTHYHATa Ao3a. [Ipu Kydera 6bbpey H
rACTPOHHTECTHHAIIHH AHOMAJIAM ca 01y HabnoAaBanH NPU BUCOKA NI030BA €KCIIO3HLIMA.

ETopHKokcHO He € NoKa3an TepaTOreHHOCT MPH MPOYYBaHHA 33 PENPOJYKTHBHA TOKCHYHOCT,
MpOBEACHH BBPXY ILILXOBE ¢ Ao3a 15 mg/kg/nueBto (ToBa e NpubaMaKTeNnHO 1,5 IHTH AHEBHATA 1033
3a xopa [90 mg], ocHOBaHA Ha cucTeMHATa ekcrozuuus). [1pu 3aliuy e HabmoaaBaHo NOBHIIIEHHE HA
CBHPICUHO-CHAOBHTE Man(hOPMALIMH TIPH HMBA Ha EKCNIO3MLIMS KATO JHEBHATA 034 3a xopata (90 mg).
Banpeku TOBa, He ca HabMIOAABAHH CBBP3aHH € ACHEHHETO BHHIIHM MajipOpMalivi HITH OPOMEHH BbB
teranuus ckenet. [Ipu nsxorye u 3aiiuu e HabnoNaBaHO 10303aBHCKUMO YBE/IMUCHHE HA
NOCTHMILIAHTALHOHHA 3ary6a npu exCO3MIIKA, O-TOMIMA WM EKBHBAICHTHA Ha 1,5 MBTH N0-roaiMa
OT TA3H eKCIIO3HIIMA TIPH XopaTa (BHxK TOMKH 4.3 u 4.6).

ETopukokcud ce eKckpeTypa B MISKOTO Ha [LIBXOBETE NPH JIAKTaillkd, KaTO KOHUEHTPALHHTE ca
NpUONMIUTENHO BA TBTH HAJI TE3M B MIa3sMara. TeroTo Ha MAJIKHTE € HaMa/ sl MPH 3aXPaHBAHETO

6. PAPMALEBTHYHHK JAHHHA

6.1 CruchK Ha NOMOIMIHATE BeIECTBA




Hopo na mabnemxama:

Ilenyno3a, MEKPOKPHCTAIIHA

Kanuues xuaporendocar
Kpockapmenosa HaTpHi

Hatpuer creapHidymapar

CHiHUMEB THOKCHN, KOITOHAEH Oe3B01eH

Dunmoso nokpumue:

TTOTHBAHANOB ATKOXOM

Turanos guoxcua (E171)

Makporon 3000

Tanx

Pornkokc 60 mg TabneTky chaBpKAT KBAT keNe3eH okcHa E172.

Potukoke 90 mg ¥ 120 mg TabaeTky ChABPKAT CHILO YepBeH xeneseH okcua E172

6.2 HecbrBMeCTHEMOCTR

HenpHnoxHMoO,

6.3 Cpox B2 roggocT

3 roauHu

6.4 CneuHalHH yCJOBHS 33 ChbXpaHeHHE

JleKapCTBEBHAT NPOAYKT HE H3HCKBA CIELIHATHH YC/IOBHA HA ChXpaHEHHE.

6.5 Bapa A cbABpPKAHHE HA ONAKOBKATA

Pornkokc 30 mg unmupanu Tabnetku

Bauctep (OPA/AVPVC, Al ponno): 7, 14, 28, 30, 56, 60, 84, 98 wnu 100 Gpunmupanu Tabnerki, B
KyTHA.

Potukoke 60 mg dunMupany TabneTku

Bmuctep (OPA/AI/PVC, Al donno): 7, 14, 20, 28, 30, 50, 56, 60, 84, 98 wnu 100 puimupany
TabJeTKkh, B KyTH.

Potukoxc 90 mg hpruaMupaHH TabneTky

Bancrep (OPA/AIVPVC, Al donmo): 5, 7, 14, 20, 28, 30, 50, 56, 60, 84, 98 wn 100 puamHpanu
TtabneTky, B KyTHS.

Potukoxc 120 mg ¢punmupanu Tabnerku

Bnucrep (OPA/AI/PVC, Al donuo): 5, 7, 14, 20, 28, 30, 56, 60, 84, 98 unu 100 punmMupanu
TabJNETKH, B KYTHA.

He BcHuKH BHAOBE ONAKOBKH MOraT Aa ObJaT IMyCHATH Ha Ma3apa.

6.6 CoegsaIHH DpeANa3HH MEPKH NPH HIXBLP/IAHE H paboTa

Hsama cnequaitii H3NCKBAHUA.

HeH3nomBaHHAT MPOAYKT Wi OTHAALYHHTE MATEPHAIIH OT Hero TpA6Ba /1a ce H3XBBPIAT B
CBOTBETCTBHE C MECTHHTE HIUCKBaHMA.

7. TPHTEXATEJ HA PASPEINEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje?.ka cesta 6, 8501 Novo mesto, Cnosenus




8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per. Ne: 20170066 — Porukoke 30 mg
Per. Ne: 20170067 — Potikoke 60 mg
Per. No: 20170068 — Potukokc 90 mg
Per. No: 20170069 — Potukoke 120 mg

5, JATA HA IIbPBO PASPEHIABAHE/NIOJJHOBSIBAHE HA PASPELIEHETO 3A

YIIOTPEBA

[ara na nbpBo paspewasane: 14.02.2017
JlaTa Ha nocaeaHO MOAHORABAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

4 Jlekempu 2021
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