KPATKA XAPAKTEPHCTHKA HA ITIPOJYKTA
1. HUME HA JIEKAPCTBEHHA HPOAYKT

Apkoxkcus 120 mg dpamMupans TabneTkn
Arcoxia 120 mg film-coated tablets

2. KAYECTBEH H KOJHWYECTBEH CHCTAB
Beska hunmupana Tabnerka cpabpxka 120 mg eropukokcub (etoricoxib).

[loMomHo(H) BEHIECTBO(A) ¢ H3IBECTHO ACHCTBHE e
5,3 mg jaxrosa (KaTo MOHOXUAPAT) T H3Eo; 3@-:':»
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Oumvupana TabneTka (Tabnerka).

[ -::— ot

CaeTiio3eN€eHH, ABOHHO HINBKHAIH QUNMupaHu TabIeTKu ¢ rpaBupad Haamue "204" or enHaTa cTpaHa u
¢ Hagouc "ARCOXIA 120" ot mpyrara.

4. KIMHUYHHU JAHHHA
4.1 TepaneBTHIHH NOKA3AHAS

ApPKOKCHS € NT0Ka3aHa IpH BE3PacTHH M IOHOINM Ha 16 roquHy ¥ IoBeye 32 CHMIITOMATHYHO 00/ICKYEHHE
Ha octeoaptpuT (OA), pemaronneH apTpuT (PA), aHK#IO3HpALL, CLIOHIWINT ¥ Ha Oonkarta 1
BB3OANUTEIHATa CHMIITOMATHKA IPH OCTEHP 110IarpO3€H apTpHT.

APKOKCHS € 1I0Ka3aHa IPH BB3PACTHH H IOHOIIM Ha 16 roauHH H MOBEYE 3a KPATKOCPOYHO JICUEHHE HA
yMepeHa GoJka, CBhp3aia ¢ JIEHTaIHA oIepanits.

Pemnennero na ce npeaname celektuper COX-2 nuxuburop, Tpa6Ba Aa ce GasHpa Ha IAIOCTHA
NpELEHKA 30 HHIMBH/IYATHETE PUCKORE 33 manHenTa (BiK. Touku 4.3, 4.4).

4.2 103upoBKA H HAMHH HA NPHIOKEHHE

Ll,oanpomca

Tsii KaTo CHPACYHO-CHAOBHTE PHCKOBE IPH €TOPHKOKCHO MOI'aT Jia ce yBEIHYar ¢ 103ara 1
HPONBJDKHTENHOCTTA HA TIPHJIOKEHHAE, CJICHBA JIa CE M3M0JI3Ba MAKCHMAITHO HUCKA 1033 M MaKCHMAIHO
KpaThbK nepuo] Ha npuioxexue. [lepuoapdanHo ciegsa aa ce IpaBH APEOLEHKA HA HY)XXIUTE HA [ALBCHTA
OT CHMIITOMATHYHO 06IeKIeHHE H OTTOROP HA JIEYeHHETo, 0cO0EHO PH NalMeHTH C 0CTE0apTPUT (BXK.
Toukn 4.3,4.4,48 u 5.1)

Ocmeoapmpum
[penopbunTennara no3a ¢ 30 mg BeAHEXK AHEBHO. [Ipn HAKOHN MAlHEHTH ¢ HEAOCTATH
ofexkdyeHue Ha CHMITOMATHKATA, OBHIIaBaHe Ha j03aTta Ha 60 mg BeaHBK ,Zl,HeBHQM
eukacnocrra. [lpy 1Anca Ha MOBHIABAaHE HA TepaneBTHYHUA e(eKT TpaOBa Aa cé mpenem»f’*‘-
H3II0JI3BAHETO Ha APYTH TePANEBTHYHH BB3MOMKHOCTH.
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Pesmamouoen apmpum
IpenopsurTennara 103a € 60 mg BeAHsXK AHEBHO. [IpH HAKOH TAITMEHTH, ¢ HEAOCTATHUHO 00IeKIeHHE
Ha CHMIITOMHTE, TIOBHILABAHE Ha Z03aTa Ha 90 mg Moske a AoBeJe [0 [IOBHINABAHE HA €PHKACHOCTTA.
Crex KaTo MaUHEHTHT € KIMHMYHO CTabHIM3upan, MOXe Ja € IOXOAAIN0 THTPHPAKE Ha fo3aTa ao 60
mg BeAHEkK aueBHO. [1pH minca Ha NoBuNIaBaHe Ha TeparleBTHIHAA edeKT TpsA0Ba 1a Ce IPEUCHH
H3I0JI3BAHETO Ha JPYTH TEpaleBTHYHHA BH3MOXKHOCTH.

Anxunosupany cnoHouRUm

TIpenoprynTenHara A03a € 60 mg BeAHbK AHEBHO. [Ipy HIAKOM MAIMEHTH, ¢ HEAOCTATHYHO O0IeKYeHHe
Ha CHUMIITOMHTE, IOBHINABANeE Ha /103aTa Ha 90 mg MolKe [a MOBE/E 10 MOBHINABAHE HAa €PHKaCHOCTTA.
Cres xaTo NAnMeHTHT € KITHHUYHO CTa0M3upaH, MOXe 13 € HOTXOAMII0 THTPHPAHE HA j103aTa J10 60
mg BeIHDBXK AHeBHO. [IpH minca Ha MOBHINIABaHe Ha TepalnieBTHYHUA edeKT TpaOBa Ja ce peleHH
H3II0/I3BAHETO Ha JPYTH TEPANEBTHIHH BE3MOXHOCTH.

Cwemosuus na ocmpa 6oaxa
Eropuxoxcu® Tpsabsa Aa ce H3NON3BA CaMO HO BpeMe Ha OCTPHS CHMIITOMATHYeH TIEPHOA IPH ChCTOAHKA
Ha ciiHa 0oJKa.

Ocmwp nodazposen apmpum
[Tpenoprsuntennara no3a e 120 mg peqHEBX AHeBHO, 1o BpeMe Ha KIIMHWYHA H3NMHTBAHHA 33
IeYEHHE HA OCTHP NOAArPO3eH apTPHT ETOPHKOKCHO € aBaH B IPOJBJDKEHHE Ha 8 THH.

Hocmonepamuena 60aka cred desmanta onepayus

[IpenoprunTennara 103a ¢ 90 g BeAHBX JHEBHO, OTPAHHYECHO MaKCHMYM 10 3 Axu. Hsxou
MAIMEHTH MOXE [a ¢€ HyKIaAT OT Jpyra [ocTONepaTHBHA aHAIITe3Hs B JOITHIHCHHE KbM
ApKOKCHS [10 BpeMe Ha TPHIHEBHHA IICPHOA HA JNCUCHHE.

Jlo3H, HAAXBHPIAUM MPEIOPHUHTENHATE 32 OTACTHATE HHAMKAIIMH MM HE Ca I0Ka3alH N0o-roiaMa
eduxacHOCT, HIH He ca OHIIH IpoydBaHH. 3aToBa:

Hosara 3a OA He Tpabpa ga HagBHmasa 60 mg IHEBHO.

Jo3ara 32 PA 1 askunosupalr CIOHHUIMT He TpsaOBa Aa HaxBuinasa 90 mg AHEBHO.

Jlo3ara 3a oCTHp 1OJIarpo3eH apTpHT He TpsAGBa na HagsHmasa 120 mg AHEBHO, KaTO ICYSHHETO CE
OrpaHAYaBa MAKCUMYM J0 8 mHH.

Jlo3aTa 3a NOCTONEpaTHBHA CHJIHA 60JIKa cliel| AHTalHa ONepalns He TpsOBa Ja HajBHiIasa 90 mg
IXHEBHO, OTPAHMYEHO MAKCHMYM JI0 3 NHH.

CreupanHy MOoyJIauuy

Hayuenmu ¢ cmapuecka gv3pacm
He ce ranara kopuripane Ha J03aTa IPH HAHCHTH B cTap4ecKa Bb3pacT. Kakro mpH ApyTH JeKapcTBa
NPHEIOKEHUETO [TPH MALMEHTH B CTAPYECKa Bb3PacT CIIE/Ba Jla CTaBa BHAMATENHO (BX. TO9IKa 4.4).

Hayuenmu ¢ vepHodpobro yspescoane

HesaBucuMo OT HEJHKaIMATA IPH TAIIHEHTHTE ¢ JIEKa cTeneH Ha yepHoapobuo yepexaane (Child- Pugh
HHzeKc 5-6) He Tpadsa Aa ce HAmBHIIABa K03a oT 60 mg BeAHBXK Ha AeH. [IpH maneHTATE C YMEPCHA
cretiel Ha yepHoapobro yBpexaane (Child-Pugh unnexc 7-9), He3aBHCHMO OT HHJIMKAIMATE, 103aTa OT

30 mg eednvoic dneeno He TpAOBa a ce HAXXBHPIIA. s
A R
A e T, N,

K/IMHHYHHAT OIHT € OrpaHHyeH, 0cOOEHO NIPH NAMMEHTH ¢ YMEPEHa CTelICH Ha YEPHO Qﬁlﬁ}iﬁp@:)j{ﬂaﬁ )
H 33TOBA € HeoBXoMMo BHHMaHHe. HiMa KIHHHYEH OMMT NPH NAIHCHTH ¢ TEXKKa YepHapo6H
neznoctarsanoct (Child-Pugh urzekc > 10), 3aT0Ba NPHIAraHEeTo Ha JIEKAPCTBOTO B THKHEA-C
TPOTHBOIOKA3aHOo (Bik. Toukd 4.3, 4.4, 1 5.2).




Hayuenmu c 6v6peuno yspesxcoane

He ce nanara xopurupane Ha J03aTa IIPH MAIMEHTH ¢ KPEAaTHEHHOB KIHPBHC > 30 ml/MuHYTa (BX TOUKa
5.2). Hsmon3saneTo Ha eTOPHKOKCHE Y NAUHEHTH ¢ KPEATHHUEOB KIMHPHHC <30 ml/MuHyTa €
TIPOTHBOMOKa3aHOo (BX. T0UKH 4.3 n 4.4).

Heouampuuna nonynayus
ETopHKOKCHO ¢ mpoTHBOIOKAa3aH 32 ynoTpeba NpH Jena i KHOIIH Ha Bb3pacT Hod 16 rogunu (Bx. Touka

4.3).

Haupn Ha nprIOKeHIE

ApKOKCHS ce IIpHeMa NEpOPaiHo H Moxe a Obae npHeMaH Ha [VIaHO HIIH IO BpeMe Ha XpaHeHe.
EdexThT Ha JIeKapCTBEHHS IPOAYKT MOXKe Jia HacTHIH H0-0Bp30, KOraro ApKokcHd ce IpHeMa Ha
rmagHo. Tosa TpabBa aa ce HMa NpeIBr/, KOTaTo € HeoOX0MUMO Ja C€ IOCTUrHe 6Bp30 MOBIKABAHE HA
CHMITTOMATHKATA.

4.3 llpornBonoxa3laHAs

o (CBPBXYYBCTBHTENHOCT KbM AKTHBHATA CHCTABKA HJIH HAKOE OT MOMOINHHTE BEINECTRA, A30pOocHH
B TOYKa 6.1,

e AKTHBHA IIENTHYHA 3Ba WM SKTHBHO KbpBeHe OT cToMammHo-upesHus (CH) Tpakr.

o [lanmenTH KOHTO CJi€/ NPHEM HA aneTHiIcanuipiosa kucenuna wiy HCTIBC, sxmogunrenno
COX-2 (UuKII0OKCHIeHAa34-2 ) HHXHOWTOPH, NposBABaT OpoHXOCHAa3bM, OCTBP PUHHT, HOCHH
HOJIMITH, AHTHOHEBPOTHYEH €1€M, YPTHKApHS HIIH alleprH4HH PCakiHH.

e DBpemerHOCT B KbpMeEHe (Bx. ToukH 4.6 H 5.3).

e Texxka 9epHoapoOHa HenocTaThunoCT (cepymen anOymuH <25 g/l mwm Child-Pugh uuxexc > 10).

» Uscnensan 6n6pedeH kpearHHEEOB KIHPHHC <30 ml/mMuHyTa.

e Jlena u roHomu 1o 16-roguinaa pe3pact.

¢ Br3nanurennn 3a00isBaHuA Ha yepBaTa.

e 3acroiiga cepaeuna HegocTarsaHocT (NYHA II-1V).

¢ TlalMeHTH ¢ XHUIIEPTOHHS, YHETO KPHBHO HANATaHe ¢ TpaitHo ypenmdero HaJ 140/90 mmHg u ne e
a/IcKBATHO KOHTPOJMPAHO.

e VYcraHoseHa HexeMHYHA GoJicCT Ha CBPIETO, 32001MBaHAS Ha IEpE(PEPHHTE aAPTEPHAIIHH ChIOBE
WU MO3LYHO-CBAORO 3a0onaBane.

4.4 Cunennannay npexynpexieHHs U Npealla3HA MePKH NIPH ynoTpeda
CToMalHo-4peBHH eEKTH a .?g\r"“hji__"?’ e

VCitoKHEHHS OT FTOPHATE OT/ETH HA CTOMAIUHO-YPEBHUA TPaKT (nepopanuu, s3E1 }Mm ‘B paeie. (P B:,s\),\
HSKOM OT KOHTO ¢ (paTajicH H3XOJ, Ca HACTRITHIIM IIPY NTAHEHTH IICKyBaHH C e’roppmf)yéwﬁ

yenoxseaug ot HCIIBC: manueHTH B crap4ecKa Bb3pact, [al{HEHTH, TPHEMAIIH eJZ{HQBpeMeHHO H )lpy
\\w \g) "Wﬁ“ {n:' '



HCIIBC nnn anernicaMiMnosa KHCENHHEA, HITH HallHEHTH C IIPEKapaHi CTOMAITHO-9YPEBHH
3a00JIIBaHHS, KATO A3Ba ¥ KbPBEHE OT CTOMAIIHO-IPEBHHA TPAKT.

Hma JOBIHHUTENHO YBEAHIaBaHe Ha PUCKA OT CTOMAITHO-IPEBHH HEXKEIIAHH JICKaPCTBEHH peakIHu
(CTOMAIIHO-YpeBHA K384 WM APYTH CTOMAIHO-YPEBHH YCITOKHEHHA), KOTaTo €TOPHKOKCHO Ce pHeMa
33¢IHO C ANETHJICAHI{HIOBA KHCeHHA (JOPH H B HHCKH J03H). 3HAYHWTEIHA pa3/iMKa IO OTHOICHHE Ha
CTOMAIIHO-IpeBHaTa Oe3zomacHocT Mexy cenekrusHH COX-2 HHXHOHTOPH + AlleTHIT CATHITHIIOBA
kucenraa cupamo HCIIBC + anernncanuiuioBa KucenuHa, He € OHJa IEMOHCTPHpaHa B IBITOCPOYHH
KJIMHHYHY pOy4BaHus (BX. Touka 5.1).

ChpledHO-CHIOBH eeKTH

KIIMHMYHHA TpoyyYBaHMs NPEANONATaT, Y€ JISKAPCTBEHUAT Kiac Ha cenextuBHHTe COX-2 HEXnOHTODH,
MoXe Jia 6Be CBBp3aH ¢ PUCK OT TPOMOOTHYHHA HHIHACHTH (0cobeHo MuoxapacH uHbapkr (MU) 1
HHCYJIT), B cpaBHeHH¢e ¢ 1mianedo u Hakon HCHBC. Crpaguno-ch0BUTE PHCKOBE MPH NPHIAraHeTo Ha
€TOPHKOKCHO MOTAT [ia HAapacHaT ¢ yBellHyapaHe Ha J103aTa H NPOABIDKMTENHOCTTA Ha TIPHIaraye,
TOpaIH KOoeTo TpAOBA /1a ce U3MO0JI3BAT Hali-HHCKITE eEKTHBHH JIO3H 32 Hal-KpaTbK IIEPHO OT BpeMe.
Heo6xoMMOCTTa Ha AIHEHTA OT CHMIITOMATAYHO 00JIEKMaBaHe H OTTOBOP CIPAMO Tepanusra TpaGsa
13 6bJie IepHOAMYHO IPEOIeHABana, 0COGEHO IPH MALMEHTH ¢ 0CTe0apTpuT (BX. ToUKK 4.2,4.3, 4.8 1
5.1).

[lanmenTy che 3HAYHTENHH PHCKOBH (PAKTOPH 3a CBPACYHO-ChIOBH HHIMICHTH (HAPUMED XUTIEPTOHHS,
XHIOEPIHTHAEMES, (HabeT, TIOTIOHONYLIERe) TpIOBa na GbIaT IEKyBAHH C ETOPUKOKCHO Ci1ex
BHHMAaTENHO 0OMHCIIAHE (BXK. To4Ka 5.1).

COX-2 ceneKTHBHETE HHXMOHTOPH HE 3aMECTBAT ALICTHICATTMIAIOBATA KHCEIMHA (aCTIMPHH) IIpH
HpodHIAKTHKA Ha CLPASYHO-CBH0BH TpoMOoeMOoaHH 3a00/sBaHMA IIOpaId JHIICATa Ha
auTHarperanTed edekt. [Topanu ToBa aHTHArperaHTHATA Teparka He TpiA0Ba fna Ob1e MpeKsCBana (BX.
Toukd 4.5 u 5.1).

Etexru Brpxy 6u6pennre

BEOpeyYHHTE MPOCTArTaHANHE MOXE Ja HMAT BaXHA PoJisi B IOUTbprkaneTo Ha 6L0peunara nepdy3ns.
3aToBa NpH HATHYMETO Ha KOMIpoMeTHpaHa On6pedna nepdy3us, TIpAIATaHETO HA ETOPHKOKCHD MOXe
Iia IpEeIU3BEKA BTOPHYHO, TIOCPEICTBOM HaMassBaHe Ha IIPOH3BO/ICTBOTO Ha MPOCTAINIAH/INHH,
penynHpane Ha OhOpEUYHHA KPBBOTOK H YBpeXKJaHe Ha Ob0pednara QyHxius. IlanuenTaTe ¢ Hait- BUCOK
PHCK B TOBa OTHOIIEHHE ¢4 TE3H, KOHTO MMAT MPESAXOXKAAMO 3HAYMMO YBpexaane Ha Ob0pednara
(yHKUHsA, HEKOMIIEHCHPaHa ChpAeYHa HeJOCTaThUHOCT MM nHpo3a. [Ipy TakuBa NanueHTH CleBa 1a ce
HMa TIpeIBUA MOHHTOPHpaHeTe Ha 650peyHaTa PpyHKIms.

3@9']:)1(1(8. Ha TCYHOCTH, OTOK B XHIICPTOHHA
Kaktom c JPYTH JICKapCTBCHH MPOIYKTH, 332 KOHTO € H3IBCCTHO, YC IMTOTHCKAT IpocTariagafHHoBaTa

CHHTE3a, ca GuIH HabmoAaBaHH 3aJ[phKKa HA TEYHOCTH, OTOK H XUIEPTOHHS IIPH NAIIHEHTH Ha JICICHHC C
€TOPHKOKCHO. BCHYKH HecTepouIEH NpoTHROBR3namTeNEH cpefcta (HCIIBC), BKIOMHTENHO
€TOPHKOKCHO, MOTAT Aa ¢€ CBBbPHKAT ¢ HOBOIIOABHJIA CE HIIH PEKYPECHTHA 3aCTOHHA ChpAEYHA
HEZOCTAaTHhYHOCT. 32 uu(OpMaIlHi OTHOCHO ONpeeNaHHs OT J03aTa OTTOBOP IIPH ETOPHKOKCHO BHXKTE
To4Ka 5.]. BHEMarenHo Tpa6Ba fa ce MOAX0XAA KbM [IAIIHCHTHTE ¢ aHAMHE3a 3a ChpACYHA
HEJ0CTATHUHOCT, JIEBOKAaMEPHa TUCPYHKITHS, XUIIEPTOHUA, KAaKTO B KbM MANUEHTH ¢ MPEAX0XKIaU] OTOK
TIO JPYFH IPHIHHHE. AKO HMa KIMHHYHHA JAHHH 33 BAONIABAHE HA ChCTOAHHETO Ha TE3H NAlHEHTH, CIC1Ba
1A Ce MpenpHeMaT NOAXOANIA MEPKH, B TOBA 9MCJIO M NPEKPaTABAaHE HA JICYCHHETO C ETOPUKOKCHO.

ETopukoxcu6 Moxe a Objie CBEp3aH ¢ IIposiBa Ha [I0-UECTA H TEXKKA XHIIEPTOHHA B CPABHEHHE C JAPYTH
HCTIBC u cenextesar COX-2 HEXUOHTOPH, 0COOSHO 1TPH BUCOKU A03H. Ilopaay TOBa XHNEPTOHUSATA
Tps6Ra ia OBc KOHTPOIMpaHa IPeaH IEYSHHETO ¢ eTOPHKOKcHO B TpabBa aa ce obbpHe ocobeHo
BHHMMaHHME Ha [POCIEIIBAHE Ha KPHBHOTO HAMaHe TI0 BpeMe Ha JISYCHHETO ¢ eTopuKkokeus. KpbBHOTO
Hangrane cieapa a 6bJie KOHTPOIHPAHO IO JABE CEAMHIIM OT 3aI104BaHe Ha JICYCHHETO U NEPHOITIHO



clIeX TOBa. AKO KPBBHOTO HaNAraHe 3HAUUTEITHO ce MOBHIIH TPAOBa 1a CE IIOMHCIH 32 AITEPHATHBHO
NCUCHHE.

Edextn BEpXY YepHUS Apo6

Ilopumasane Ha anaHHHAMAROTpaHChepasara (ALT) w/unn acnapraramMHEoTpaHchepasaTa (AST)
(mpUONH3UTETHO TPH WIH ITOBEYe ITBTH HaJ 'OpHATa HOpMaJTHa rpaHnAna) € 610 HabmonaBaHo npa
okomno 1% OT NaMeHTHTE B KTHHHYHMTE MPOYYBAHHUS, KOUTO C2 JIGKYBaHH ¢ €TOPHKOKCHO a0 1 roguda
npu go3a 30, 6¢ u 90 mg nHeBHO.

[MagneHTHTE CHC CAMIITOMH B/WJIH MPH3HAIH 38 YePHOAPOOHa JUCHyHKIHS KM TE3H, IPH KOUTO €
HaJIMIIE TATONIOTHYEH TECT 3a OleHKa Ha YepHoApoOHaTa (pYHKIHS, cie/iBa Ja 6bIaT MOHHTOPHPAHH. AKO
ce Halmoaagar Npu3HalK Ha 9epHOAPOOHA HEACCTATEYHOCT HIH NEPCHCTHPAT NATOJIOTHYHY PE3YIITaTH
OT YepHOAPOOHHUTE TeCTOBE (TPH MBTH HaZl HOPMAJIHATA TOPHA IPAHANA), TEYEHHETO C ETOPHKOKCHO
TpaOBa a ce TpeKpaTy.

O01H edexty

AKO 110 BpeMe Ha JIEYEHHETO TIPH NAHCHTHTE ce BIIoMaT GyHKIHHTE HA HAKOA 0T MO-TOPE OMHCAHUTE
CHCTEMH, TPA0Ba J1a ce B3eMaT NOAXOAAIIH MCPKH H 1a Ce IIOMHCIH 3a IPEKBbCBAHE HA TEPAITHATA C
eropukokcub. Tpabsa aa ce OCHHIECTBABA 3/ICKBATHO MEAUITUHCKO HABIIONCHHE 110 BPEME Ha
TIPOBEIKAAHETO HA JICYeHHE ¢ eTOPHKOKCHO Ha IAIHEHTH B CTapUecKa Bh3PacT ¥ TAKHBA C HATMYHA
616peuna, yeproApobHa HITH CEpACYHA AHCHYHKITHA.

Jleyenueto ¢ etoprkokcud TpadBa Aa ce OChUIeCTBIBA BHUMATENHO MIPH AeXKIPATHPAHH NallHeHTH.
ITpenopp4Ba ce npeABapuTEIHA peXHAPATALlMs HA TAKKMBA IAHEHTH IIPE/IM 13 3all0vHe TepanMsiTa ¢
€TOPHUKOKCHO.

Cepro3HH KOXHH PeaKi{HH, HAKOH OT TAX (paTaiHy, KaTo eKkcGoIHaTUBCH JIEPMATHT, CHHIPOM Ha
Stevens-Johnson 1 TokcHYHA eTHASPMANIHE HEKPONI3a, ca OHIIHM JIOKIAJIBAHH MHOI'O PAJIKO BbB BPb3Ka ¢
m3nonzsareto Ha HCIIBC v asxou cenexruun COX-2 HHXuOUTOPH NPEe3 NOCT-MAPKETHHIOBOTO
HabmoneHne (Bx. Touka 4.8). [lanen1ure ca H3MOKeHH Ha Hali-TOIAM DHCK 33 IMOSBATA HA TAKHBA
peakiiyl B HaUalloTO Ha TePamusATa, KaTo IIbPBATa PEAKIHA Ce H0ABABA B IOBEYETO CIIy9ad IPE3 ITEPBH
Mecen o1 jlegenueTo, Cepro3HM PEaKHi Ha CBPBXYYBCTBHTENHOCT (KaT0o aHa(QHIaKCHs B aHTHOEIEM) ca
OHIH ChOBHIABAHM [TPH NAHMEHTH, IPHEMANTH €TOPUKOKCHO (BxK. Touka 4.8). Hakou cenekrusuu COX-2
HHXHOHTOPH Ca CBHP3aHK ¢ MOBHULIEH PHCK OT KOXKHH PEeaKIHH IPH NallHeHTH, KOUTO ¢4 MMAlIH aHaMHe3a
3a JIeKapcTBeHa aneprua. [IpreMbT Ha eTopHKokcHO TpaOBa Aa 6bac NPEKPaTeH NpH Mb-pBaTa NpoABa Ha
KOJKeH 0OpHB, JIE3Ms HA JIMTABHIATA HIIH JPYTH CHAMIITOMHM HA CBPBXIyBCTBHTEIHOCT,

Eropukoxcrb Moxe Ja 3aMackrpa GpeCpuimTeT H APYTH NPH3HANYE HA Bh3NATHTEIHH 3a00/14BaHHS.

Buumarenso TpsaGpa aa ce MOIX0XK/AA NPH €AHOBPEMEHHO NPHIAraHe Ha ETOPHKOKCHO ¢ BapdapHH KM
JpYTH TIepOpallHi aHTHKOAryJIaHTH (BK. Touka 4.5).

H3nonssaleTo Ha eTOpHKOKCHO, moA0oOHO Ha APYTH JIEKAPCTBEHM MPOJYKTH, KOHTO [TOTHCKAT
IHKJI0OKCHT€HA3HATA/IPOCTArIaHIMHOBATA CHHTE34, He CE IPeNophyBa IPH KEHH, KOUTO €€ ONUTBAT 14
3abpemenesT (Bk. Toukd 4.6, 5.1 1 5.3).

JIlakTosa
IManpedTH ¢ peaXH HAcaeCTBEHH MPOOIEMH HA HEIFOHOCHMOCT KbM rajlakrosa, IbJICH JIaK

Harpuit (5
To3r nexkapcTBEH NPOAYKT ChIBPKA IO-MAIKO OT , mmol HaTpuii (23mg) Ha GpunMu ‘1‘1@ abiT
MOXeE Ja ce KaxKe, Je NPaKTHISCKH HE ChALPIKA HATPHH. W g



4.5 BzanmojeiicTBHe ¢ APYTH JeKAPCTBEHR NPOAYKTH H APYTH pOPMH Ha B3auMoaciicTBRE

bapMakoTHHaMAYHH B3auModelcTBR:

Ilepopannu anmuxoazynanmu: Tlpn nagpenTy, crabuiK3ApaHd HA XPOHUIHO JISUEHHEE ¢ BapdapuH,
Tprnarakero Ha eropukokcHb 120 mg aneBHO € cBBp3ano ¢ npubim3HTerHO 13% ypemmaenne na INR
(International Normalized Ratio = MexyHapoAHO HOPMAIH3HPAHO OTHOIIEHUE) Ha TPOTPOMOMHOBOTO
BpeMe, 3aT0Ba MAMEHTH, KOHTO Ce JIEKYBAT ¢ IEPOPANEE aHTHKOATyJIaHTH, CJIeABA CTPEKTHO na Obaar
MOHHTOPHpaHH 110 oTHOmeHue Ha INR Ha npoTpoMOMHOROTO BpeMe 0COGEHO B MBPBHTE HSKOJIKO JIHH,
KOTaTo JIEYCHHETO C ETOPHKOKCHO 3amoyBa HIIH CE MPOMEHS (03aTa Ha AEKapcTBOTO (BXK. Touka 4.4).

Huypemuyu AllA u ACE unxubumopu: HCTIBC Moxe ma HamandaT eexra Ha ANYPETHIHTE U IPyTHTE
AHTHXUIEPTEH3HBHH JeKapcTea. [[pH HAKOH DALMEHTH ¢ yBpeleHa Ob6pedna GpyHKuBd (Hanp.
JEXH/paTHPaH! [TANMCHTH WIH NANHEHTH B CTApPICCKa BR3pacT ¢ yBpeacHa 660peuna QyHKmus)
eZHOBpeMeHHOTO H3noi3paHe Ha ACE-uaxuburopy unn anraoTensud Il anTaroHuCTH H CPEACTBa, KOUTO
HHXHﬁHpaT LIHKIOOKCHI€HA3ATA MOXKE a NPEAH3BHKA JOIILIHUTEIHO BNOMABAHE HA GLGpeqHaTa
(yHKIHESA, BKIIOYHTENHO Pa3BHTHE Ha ocTpa Ob0peyHa HeAOCTATEYHOCT, KOETO OOHKHOBEHO ¢ 0OpaTHMo.
To3u daxr cegsa Ja ce MMa OPSABH PH NAHEHTH, KOHTO B3UMAT €HOBPEMEHHO €TOPHKOKCHO 1 ACE
uHxuOKRTOpH WM anrHotensrH [§ antaronucra. Ilopamm ToRa, Tasn koMOHHaNWMA TpAOBa Ja ce NpHJIara
BHHMATEJIHO, 0CO0eHO NpH T0-BE3pacTHA. [larmenTuTe TpabBa qa 6baT aJICKBATHO XHAPATHPAHH H
Tpa0Ba Aa ce 00chAH MOHHTOpUpaHe Ha Ob0peunara GyHKIMA clied 3anouBaHe Ha KOMOHHMpaHaTa
TEepaIusa ¥ NEPHOIMYHO ClIe] TOBA.

Ayemwicanuyunosa kuceruna: {Ipa npoydsane Ha 3apaBy A0OPOBOJILIH € TOCTHIHATO PABHOBECHO
cecTosHEe (steady state) eropukokch® B no3a 120 mg BeqHEX Ha AEH HE € NOBJIHT aBTHarperaHTHaTa
aKTHBHOCT Ha alleTHICAIHIIIOBATA KAcenHHa (qo3a 81 mg BenHLK Ha JieH). ETopukokcu® Moxke aa ce
H3MO/I3BA JHOBPEMEHHO C AlCTHICATHITHIOBA KHCEIMHA, Aa/IeHa B 11032 33 TPOQHIAKTHKA HA CHPAEIHO-
CHAOBK HHIMAEHTH (HHICKA JI03a HA alleTH/ICATHITHIOBA KHCENTHHA, (acNHpPHH)). Bee mak eHOBPEMEHHOTO
IIpHJIaraHe Ha aleTAICATHIIIOBa KHCeMMHa (HUCKA 103a) ¢ ETOPHKOKCHD MOXKE Ja YBEIHYH YeCTOTaTa
Ha ynuepanuute H qpyrate CU ycnoskHeHus B CpasHeHHe CBC CITyYanTe, KOraTo €TOPHKOKCHO ce
H3MI0N3Ba camocTodTenno. He ce mpermopsusa eAHOBPEMEHHOTO [PHAATAHE Ha €TOPHKOKCHO C I0-BHCOKHK
OT MOCOYEHHTE 3a NpodUIaKTHKA HA CHPAETHO-CHAOBA HHIAACHTH J03H alleTHIICATHITUIOBA KHCE/IHHA,
xakTo u ¢ apyre HCIIBC (Bx. Touxu 5.1 u 4.4).

Lfuxnocnopun u maxpoaumyc: Bepexu ue Toa B3aUMOJECHCTBHE C ETOPHKOKCHO HE € MPOy4YBaHO, ce
3Hae, Y€ eAHOBPEMEHHOTO MpIUIarase Ha upkinocnopud i raxpommyc ¢ HCIIBC moxke ma ysemyun
"edpoTokcHuHKA eeKT Ha JBETE JIEKAPCTRA - IMKIOCIIOPHH WK TakponuMyc. brbpeunara QyHKima
cnenpa aa Oh/le MOHHTOpUpaHa, KOraTo ce IPUJIara eTOpHKOKCHO B KOMOHHAIMA ¢ HAKOH OT TE3H JABC
JIeKapcTBa.

PapMaAKOKHHETHYHH B3aNMOACHCTBHSA

Edghexm na emopuxoxcub evpxy papuaxoxunemuxama na opyzu rexapcmsda

Jumuii: HCIIBC namanasar 650peunara exckpenus Ha AUTHH, [IOPaJH KOETO C¢ YBEIIHYARa Ia3MeHaTa

My koHnenTpanus. [Ipn HeoGxoauMocT TpaOBa Aa ce MOHHTOPHPA CTPHKTHO KOHICHTPAMATA Ha THTHI

B KPBBTA H JIa CE 4JIANTHPA N03aTa Ha JINTHH, HOKATO Ce TipHeMa Ta3u JeKapCTBeH KOMOMHAIIMS, KaKTo H
/"”"""--.

npu cuupadero Ha HCITIBC. (CHUMq !?0
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KIHPBHC. B €IHO Mpoy4yBaHe eTopuKokcH B 1o3a oT 120 mg e € uMan e(exT, HO B JIPYTO NIPOYYBaHEe
TIpH Ta3W 1032 € YBEIHYH [IA3MEHATa KOHIIEHTpalMs Ha MeToTpekcat ¢ 28% u € Hamaim 6u0peunms
KIHpBHC Ha MeTotpekcar ¢ 13%. [IpenoprHea ce MOHHTOpHPAHE 32 TOKCHIHH e(PCKTH HA METOTPEKCAT,
KOTaTO TOH ce mpHyIara B KOMOHMHAIHNS ¢ eTOPUKOKCHO.

Hepoparuu xosmpayenmueu. Ilpunaranero Ha 60 mg eTOpHKOKCHO €IHOBPEMEHHO C IEPOpaTHH
KOHTPALEIITHEY, ChABPalH 35 MUKporpama eTuHwIecTpamioa (EE) 1 0,5 1o 1 mg HopeTHHIpeH B
IpOAB/KEHHE Ha 21 [IHM, € YBEITHIMIO IUIOMITA [0/] KPUBATA IPH CTalHOHAPHO CheTosiHKe 33 EE ¢ 37%.
[Ipunaranero na Apkokcka 120 mg cbe cpMMA epopaneH KOHTPALEIITHB, ¢HOBPEMEHHO HIIH C
HHTEpBal oT 12 9aca, ¢ yBeMHUIIO IUIONITA O KPHBATa IIPH cTanHoHapHo chetosHue AUCo-244. 3a EE
ot 50 ac 60%. Topa yBenuyeHne Ha KonueHTpauusrta Ha EE creasa na ce HMa npeaBuyl, Koraro ce
H36upa NEePOPAIEH KOHTPALUEITHB, KOKTO 12 ¢€ H3NI0N38a 110 BPEME Ha IIPHIIATAHETO HA ETOPHKOKCHO.
VYeenmueroTo BB3eiicTeie HAa EE MoXe 1a MOBHIINA YecTOTaTa HAa HEXEIAHATE PEAKIHH, CBBD3aHH C
NEPOPAIHATE KOHTPANEITTHBH (Halp. NpOsAsH Ha BEHO3HA TpoMO0eMOOHs OpH PHCKOBH XKEHH).

Xopmonoszamecmumenna mepanus (X37T): [Ipunaranero Ha eropukoxcut 120 mg 3aeHo ¢
XOpMOHO3aMECTHTENHA Tepalus, ChCTaBeHa OT Konwrupaxu ecrporen (0,625 mg Ilpemapun) B
MPOABTKEHUE HA 28 HH, € YBETHUHNO INOITA TIOX KPUBATa NP cTanronapno cherosane AUCo24« Ha
HEKOHIOrApaHus ectpol {41%), exswiun (76%), u 17-f-ecrpagmon (22%). E¢exreT Ha
IPENOPbUMTENHATE XPOHHIHH 1031 eTopHKOKCHO (30, 60 1 90 mg) He ¢ Gun npoyueH. [Lionyre 1oz
kpusara AUCo-24+, Ha Te3H eCTPOTeHHH ChCTaBKH Ha IIpeMapHH IIpH €THOBPEMEHHOTO MY NIpHJIaraHe ¢
eTopukokcHG 120 mg ca GHIM MO-MaIKO OT MOJIOBUHATA, B CPABHEHHE ¢ T€3U IIPH CAMOCTOATENIHOTO
npunarane Ha [Ipemapus M yBenuyasase Ha fo3ara My oT 0,625 mg na 1,25 mg. Knunuunoto sHauenye
Ha Te3d YBEIHYEHH He € H3BECTHO M NO-BHCOKH J03H Ha [IpemMapyH He ca OHNH IIPOYYBAHH B
KOMOHMHamus ¢ eTopukokcHD. Te3H NOBMIEHHA HA €CTPOreHHATa KORIEHTpauus TpabBa 1a ce EMat
npeBAJ] TpH W300pa Ha XOPMOHANHA TEPANHKA CIIE] MEHOIAy3aTa, IIPH MPHIIArase 3aciHo ¢
€TOPHKOKCHO, 3alI0TO eKCIIO3HIMSTA Ha YBEIHYCHH HHBA HA €CTPOI'CH MOTaT Aa yBEIMYAT PHCKA OT
HEXEJIAHH peakIuH, cebp3aHy ¢ X3T.

Ipednuson/npednusonon: Cropen JaHHATE OT HPOBEJEHATE KIIHHAIHH IIPOYIBAHHUA 32 OIEHKA Ha
JIEKAPCTBEHH B3aBMOJICHCTRH, €TOPHKOKCHE He € 0Ka3al KIMHHTHO 3HAYHMO Bh3ICHCTBHE BEPXY
(apMaKOKHHETHKATA Ha IIPEIHH30H/IPEIHH30IO0H.

Juzoxcun: eTopaxokcu6 B 103a 120 mg Be/[HBXK Ha J€H B IpoALIDKeHHe Ha 10 qHM 1pH 31pasu
RO6POBOJIIH HE € IPOMEHKT TUTOIITA [10/] KPHBATA TIPH CTAIMOHApHO ¢heTosHue AUC0-24s. win
OBOPEUHOTO €IMMUHMpaHe Ha JArokcuH. Hadmonasaso e ysenmueHHe Ha Cmax (MakCHMaHa
KOHIIEHTpannA) 3a AUroKcHH (ipubmsutenHo 33%). ToBa yBenHYeHHE HE € OT CHLICCTBCHO 3HAUCHHUE 32
NOBEYETO ManneHTH. Boe naK NanueHTHTe, KOHTO Ca ¢ OBHIICH PHCK 338 AHTOKCHHOBA HHTOKCHKALIA,
Tpa6Ba 1a OpAaT pocneNsBaHHy 3a MPOSBHTE HA TaxaBa HHTOKCHKALIHS, KOraTo JBETE JICKapCTha,
€TOPHKOKCHO 1 JUrOKCHH, C€ ITPHIAraT e HOBPEMEHHO.

Ecpexm na emopuxoxcu 6upxy 1eKapcmeama, KoOumo ce memaborusupam upes cyrpompancpepasu

Etopukokcu6 e muxuburop Ha cyndorpanchepasara B 40BeIIKHA Opraiu3eM, mo-cnennatno SULTIE]
H € YCTAHOBEHO, Y€ BOAM [0 MOBHINABAHE HA CEPYMHATa KOHHEHTpAIlHA Ha eTunmiecrpagiona (EE).
JIOKOJIKOTO MO3HAHMETO 34 ePEKTHTE BHPXY MHOXKECTBOTO cynoTpaHpepas Ha HACTORINHA CTal €
OrpaHH4eHO M KITHHUYHUTE IOCAEINIY OT ACHCTBHETO HA MHOKECTBO JIEKZPCTBA €2 HEITBIIHH H
mpoAbIKaBar fa Obaat obexT Ha H3cHe/BaHe, TpAOBa Ja ce BHUMAaBa, KOTaTo €TOPHKOKCHO ce mprnara
EIHOBPEMEHHO C JPYT'H JIEKAPCTBa, KOHTO ce MeTaboMH3ApaT [JJaBHO OT cyn@omaﬂc@eﬁé"gﬁ%
TepOpaTHy candyTaMoJI H MHHOKCH/IN). i \
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BB3 ocHOBa Ha H3CIEABAHMA in Vitro, eTopukokcub He ce ovaksa Ja urxubupa mrroxpomute P450 (CYP)
1A2,2C9, 2C19, 2D6, 2E1 umu 3A4. B mpoyuBake IpH 3ApaBH Xopa, IPHJIAFAHETO HA ETOPUKOKCHO B
mo03a 120 mg AHEBHO HE € JOBENIO 10 MPOMSAHA B aKTHBHOCTTA Ha yepHoApoOHua CYP3A4, ouenena upes
EPHTPOMMITHHOBHSA THXATEJICH TECT.

Edhexm na dpyeu nexapcmea evpxy HapMaKoxuRemuKama Ha emopukoKcut

OCHOBHHAT LT HA META0ONU3MpaHE Ha eTopuKoReub ¢ 3asHcuM o1 CYP emnmure, CYP3A4 warnexna
BIIMSIE BEPXY MeTab0/M3Ma Ha eTOPHKOKCHG in vivo. In vitro mpoyusBanmns nmoka3pa, ue CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 cpmo Morar pa KkaraauzgpaTl OCHOBHHUTE IIPOIIECH, HO TOYHA
KOJJHYECTBEHA OLIEHKA HA ChYYACTHETO HM HE € IIPOBEXKIaHa B YCIOBMA in Vivo.

Kemoxonaszon: KerokorazonsT € momeH uuxudurop Ha CYP3A4, B no3a 400 mg Bennbk Ha JIcH B
npo ibpkerne Ha 11 IHN OpH 31paBH ZOGPOBOIIIK HE TPOMEHS KIMHEAYHO 3HAYHMO (PapMakOKHHETHKATA
Ha eTOpPHKOKCHO IpH eqHOKpaTHa 032 oT 60 mg (43 % ysenndenne Ha AUC).

Bopuronazon u muxonazon: EXHOBPEMEHHOTO IIPHIOKEHAE HA NEPOPANCH BOPHKOHA30J1 HITH JIOKANCH
MHKOHA30I [IepopaneH ren (Moinus maxuontopd Ha CYP3A4) ¢ eTopHKOKCHO BOZH 0 IEKO
HOBHIIABAHE HA CKCIIO3UIKATA Ha €TOPUKOKCHO, Ge3 ToBa 2 ce cumTa 3a KITHHAYHO 3HaYMMO Ha 6aza Ha
NyOnHKyBaHHUTE JaHHH.

Pugpamnuyun: ENHOBPEMEHHOTO MIPHUIATaHe HA €TOPUKOKCHO H pHpaMIHIHH (Motned uaayKTop Ha CYP
€H3MMHTE) BOJH JI0 HAMAJIABAHE Ha Ia3MEHHTE KOHIEHTPallH Ha eTopuKokcHb ¢ 65%. Tosa Moxe na
IOBeE 10 PeUHAMBAPAHE HA CHMITOMATHKATA, 32 KOATO ¢e IPUIara eTOPHKOKCHO. Twii kaTo TOBA
TpeATosara yBenuJaBaHe Ha 03aTa Ha JEKapcTBOTO, CieBa Aa ce OTOENEKH, Y€ He ¢4 NPOYYeHH JI03H
Ha €TOPHKOKCHG, TO-BHCOKH OT OCOUEHHTE 33 BCAKA MHIAMKAIMA, KOTaTo CE MpPHIara €AHOBPEMEHHO ¢
pudamounyi. [To Ta3k IpUYrHa HE Ce U NPEnoPHYBAT MO-BHCOKH J03H (BX. Touka 4.2).

Anmuayudu: AHTHALAIATE HE BIMAST BEPXY (apMaKOKHHETHKATA Ha CTOPHKOKCHO B KAHHHYHO
3HAYMUMA CTETIEH.

4.6 ®epruanTet, 6pEMEHHOCT H KbpMeEHe
bpemennocm

HaMa KIMHUYHE JAaHHY 34 BIHAHHE Ha €TOPHKOKCHO BHPXy TIPOTHYAHeTO Ha OPeMEHHOCT.
IpoyuBaHusTa IPH KMBOTHH ¢4 YCTAHOBHIY TOKCHYEH e(peKT BBPXY PenpodyKTHBHATA (pyHKIHS (BK.
TouKa 5.3). TloTeHNHANHHAT pHCK TIPH OpeMeHHH XeHH He € A3BecTeH. ETOpuKOKCHO, KakTo Apyrare
NEKAPCTBEHH MPOYKTH, UHXUOHPAINH CUHTE3aT4 HA IPOCTATNIAHIHHUTE, MOXE 3 MPEHM3BIKA MaTO4HA
caabocT M IpeKAEBPEMEHHO 3aTBapsiHe Ha BoTanoBus nNpoTOK B NIocneAHAS TpuMeCTHD. ETopakokcnt ¢
IPOTHBOIIOKA3aH 33 IIPHiaraHe mo BpeMe Ha GpeMeHHOCT (BXK. TOuKa 4.3). AKO enHa )eHa 3abpemenee
IO Bpeme Ha JIETEHHETO ¢ ETOPHKOKCHO, Toii TpabBa a OBE CIIpsH.

Kvpmene
He e u3BeCTHO JaiH €TOPUKOKCHO Ce OTAEN B YOBEINKATA KhpMa. ETOpHKOKCHO ce oT/ieid B KbpMaTa Ha
nbxoBe. JKeHnTe, KOHTO MOJI3BAT STOPUKOKCHO, HE TpAOBA Ja KBPMAT (BX. TOUKH 4.3 1 5.3).

Oeprunmrer _
YrorpebaTa Ha ETOPHKOKCHO, KAKTO H Ha BCAKO JPYroO BELIECTBRO, 33 KOETO ¢ H3BECTHO,

COX-2, He ce npenopbYBa MpPH JKEHH, OIIUTBAINH CE Ja 3a0peMeHesT.

4.7 EdexTn BbpXY cioco0HOCTTA 32 IodgupaHe H paboTa ¢ MAIIMHH




[TauueHTHTE, KOUTO TyBCTBAT 3aMATHOCT, CBETORBPTEK HIIM CHHIHBOCT IIPH YNIOTpeda Ha €TOPHKOKCHO,
TpabBa aa n30arsar ja wodupar H 1a paboTaT ¢ MAIIHHH.

4.8 Hesxe1aHM TeKAPCTBEHH PeAKIHH

Pestome Ha npoduia Ha GezonacHoCcT

B KIMHHYHE TpoyYBanus, 6€30MaCHOCTTa OT IPHIAraHeTo Ha eTopHKokcHO € Ouna onenena npu 295
Jyurd, BKounTenso 757 nangent ¢ QA, PA, xporrdHa 605ka B KPBCTa HIHM aHKHIIO3Hpaill CHOH/THT
(mpuOmzrTenHO 600 manmenTy ¢ OA Mnu PA ca Ounn nexyBany B NPOABIIKEHHE HA MUHAMYM €/1Ha
FOMHZ).

TIpy KMMHAYHKTE TPOYYBAHKSA, TPOPUIBT Ha HEeXKeaHHTe ICKApCTBEHH PEAKiMH € OHII CXOACH 1IpH
marEeHTd ¢ OA win PA, leKyBaHH ¢ eTOPHKOKCHO B IPOoABDKEHHE Ha eHa TOJAHUHA HITH I10BEYE.

[Ipu KiMHAYHO MPOydBaHE 3a OCThD NOAArPO3EH apTPHT, IALUEHTHTE ca GHIK IeKyBaHu cbe 120 mg
JHEBHA 11033, B [IPOAbKEeHHe Ha oceM THH. [IpodunsT Ha HExenaHHUTE TEKAPCTBEHH PEAKIIAH MPH TOBA
npoyyBaHe ¢ GuIl B 001(M JIMHHH OTM3BK 10 TO3H, HabmonasaH Npa KoMOuHMpanuTe npoy4sanus 3a OA,
PA u xponuysa 60sKka B KpLCTa.

B nporpama 3a (poci€sBane Ha ChPAETHO-ChAOBaTa Ge3omacHocT ¢ 0606IMIEeHH JaHHA OT TPH KIHHUTHH
W3MATBAHAA CIIPAMO aKTHBEH KOMMIOHEHT, 17 412 manuenty ¢ OA min PA ca JeKyBaHH ¢ €TOPHKOKCHO
(60 mg wm 90 mg) IIpH cpe/iHa MPOLXLHKUTENHOCT Ha ederreTo 18 Mecena. JlanuuTe 3a 6e300aCHOCT H
TOAPOGHOCTHTE 34 Ta3H [IporpaMa ca MpeAcTaBeHH B Touka 5.1,

TipoduasT Ha HeXeTaHH JTeKapcTBEHH PeaKIHH MPH KIMHHYHH IPOYYBAHHS 33 OCTPa MIOCTONEPaTHBHA
neHTATHA GOJIKa clej omepans, BKIOYBAIH 614 manMerTH, JTeKyBaHHi ¢ eTopukokcHb (90 mg u 120
mg), KaTo mano e nogoben Ha T034, ¢ro0men npd npoy4sanns 3a OA, PA H XpoEH4Ha 00/IKa B IOJHATA
yacT Ha repda.

TabnuyeH COHCHK Ha HEXECICHUTE PEaKIHH

ITo BpeMe Ha KITAHWYHATE U3TATBAHHS CA YCTAHOBEHH CACIHUTE HEXENIAHH JIEKAPCTBEHH PEAKIHH C
4ecTOTA HO-TOJIMA OT Ta3H IPH IPHIaraseTo Ha wianeGo mpu nampests ¢ OA, PA, xponudna fonxa B
KPBCTa HITH AHKHJIO3HPAI CIOHAMIHT 1Ky BaHH ¢ eTopukokcut 30 mg, 60 mg wma 90 mg 1o
IpenopHYHTEIHATA 1034 3a CPOK Ha Jieyenne 10 12 ceaMuLy, B mpoyusaHuaTa 1o nporpamara MEDAL
3a CPOK Ha JISYeHHE 10 3% roJIHHK, B KPATKOCPOYHH IPOYIBAHI 38 CPOK Ha JIEYECHHE 10 7 IHHU 32 0CTpa
60JIKa HITH B NEpHO/a CIek TycKaHe Ha Masapa (Bxk. Tabmuma 1):

Tabamua 1:
(CHeTeMO-0praieH Kiac Hesxenanu peaknnn Kateropus 4ecrora*
Hpekyuu u unhecmanuu  [ANBSONAPEH OCTEHT UecTn
racTPOCHTEPHT, HHQEKIHH Ha ropHaTe  [HewecTn
MIXaTeTHY ITHTHINA, Y PHHADEH
HHEKTHH
\Hapywenua na kpvema u aHeMMA (TIPEAUMHO CBhpP3aHa ChC Heuectn
numprnama cucmema CTOMANTHO-YPEBHO KbPBEHE),
IEBKONEHHA, TPOMOOIHTONCHHAS
Hapywenun na umyunama  CBpbXdyBCTBHTETHOCTHf Heuectn
cucmema
aHrHOeAeM/ aHadunakTiaHn/
aHa(HIAKTOUIHH PeaKlyH,
BKJTIOYMTENHO MOK++
Hapyuienua na memabonuzmalcneM/3a1phiKka Ha TEIHOCTH
i Xpanenemo




VBEeIIMYEHHE WIH HaMaIeHHE Ha aneTuTa, iHedectn
YBEIUIECHHE HA TETIOTO
HTcuxuunu Hapyuwerun TPEBOXHOCT, IENpecus, HaMaleHa Heuecty
[BB3MOXHOCT 33 yMCTReHa pabora,
XAJHOLUWHANHAH ++
O6BpKaHOCTH, 6E3MOKOHCTRO+ Pemku
Hapyueriun na nepsnama BaManHOCT, riaBobonne Yecrn
cucmema
mucreysus, 0e3chHAE, ‘Hegectn
TapecTe3 s/ XHIIECTE3 e, ChHIHBOCT
{Hapyuienun Hg ouume 3AMBITICHO 3pEHHE, KOHIOHKTHBHT Heuectn
Hapywienun na yxomo u UIyM B YIIHTE, CBETORBPTEXK Hewectn
nabupunma
Copoeunu HapyueHun MAANHTALHH, apETMuI+HH Hecrn
NpeacLPAHO MBXICHe, Taxakapaua++, |[Hewecru
3acToiHa ChpAedHa HEXOCTAThIHOCT,
Hecnenpduyunn npoMend B EKT,
Crenoxapaua++, MHOKapeH HHGapKT§
Cvooeu napyuwienun XHIEPTOHUS Yectu
3a4epBABAHE, MO3BIHO-CHIAOBH [Heuectn
}nﬂuu,ueﬂ'm§, Tpexo/iHa HCXEMHUIHA
aTaKa, XMIepTOHHYHA KpH3at+t,
BaCKYIHT++
Pecnupamoptiu, ZpoORE 1§ BporxocrazsM++ Yectu
IMeOUaCMUHATIRU
Hapyuenun
KaIfIMIa, JHCIHEA, eNHCTAKCHC HeuecTn
CroMaiHo-4pesHu KOpeMHa Gonka ]Mnoro YecTH
Hapywenun
3ariek, (prarysieHL, TacTpHT, Uectn

KuceTMHI/pediIyKe, IuapHs,
[TMcnencus/enuracTpancs AackoMgopt,
rajicHe, MOBpbIIaHe, e30daruT, 13BH B
crara
IOAYBAaHE HA KOpeMa, IPOMEHHU B Heuectn
TIEPHCTATTHKATA, CYXOTa B YCTara,
racTpO/lyO/IeHANHA #3848, ICITHYHH A3BH
BKTIOYBAIIH nepdopallny H KbPBEHE OT
CU TpakT, CHHAPOM Ha Pa3JIPa3HEHOTO
lqeplm, HaHKpeaTHTH-
Xenamobunuapnu napyuwienunlysenuuenvie Ha ALT, ypemmuerue nHa  Uectn

AST

Xenmarur++ Pemn

uepHOPOOHA HEOCTATEYHOCTH, Penxut [——

MBJITECHMIIa i {?3{\‘1‘}4}! Moy
Hapyutenua na Kodcama 4 |eKXUMO3H UecTd N

HOOKONCHAMA NTBKAR e

OTOK Ha JTAIETO, chpbex, 06puB, eprTe FHeqecn*i =
Mat+, ypTUKapHs++ |
cHHApoM Ha Stevens-Johnson++, Pemxu+

*®
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[FOKCHIHA enuAcpPMaIHa HEKponu3att,
HEIpOrpecHpan JeKapceTseH oOpus++
Hapywenua na MycKpano-  MYCKYJHH KpaMOH/CIIa3MH, Heyectn
CKeemHama CUCIMemMa i OonKa/pATUIHOCT HAa MyCKyJIaTypara
CDeQUHIMETHAMA NMTLKAR
Hapywienun na éwbpeuume u poTeHHY PR, TOBHIGCHHE HA CEPYMHHSA IHeuecTtn

RUKOUHUME NBIMIIG KpearnHuH, OB0peuHo
HapyIleHHe/HeOCTATHIHOCT+H+ (BK.
rouka 4.4)
O6wu napywenua u edrexmu [acTeHNs/yMopa, IPHIOCIIOA0OHO YectH
Ha MACHOMO HA NPUNOHCERUE [CHCTOAHHE
rpeaHa GoNKa HeuecTs
H3cnedsanun YBEJIHUCHHE HA Ypesita B KPBBTa, Heuectn

yBeTMdeRAe Ha KpearnHocdoxunasa,
XHIIEPKaIHeMIs, yBEIHICHHE Ha
NMUKOUHATA KHCEAHHA

IOHMXABAHE HWBATA Ha HATPHH B KPBBTA [PeKu

*KareropHs dectoTa: AeduHHpana 3a BCCKH TEPMHH Ha HEKEIAHA PeaKk(is 10 YECTOTaTa,
chobmmeHa B Ga3ara NaHHH HAa KIMERYHATE [POyYBaHAs: MHOTo dectd (>1/10), yectn (>1/100 mo
<1/10), HewecTr (>1/1000 no <1/100), peaxn (>1/10 000 zo <1/1000), maoro penxu (<1/10,000).

H-+ Tasw HexelaHa PEaKI|A € WACHTHQHIMPAHA 11pe3 MOCTMAPKETHHTOROTO HaloAeHHE.
UecroTaTa Ha HelfHOTO chobmapaHe ¢ oneHeHa Ha 6a3aTa Ha Hali-BiCOKaTa 4ecToTa, HabmojaBana
B JARHHTE OT KIHHWYHH W3MHTBAHKHA, 0OCOIMEHN 10 HHANKAUSA U 000peHa fo3a.

H Kateropuara uecrora ,,Penxu" ¢ onpegeneHa crope PhKOBOACTBOTO 32 Kpatka xapakrepucTHKa
na npoaykra (KXII) (pes. 2, cenremppu 2009) Ha 6a3a Ha OTpe/IENeHaTa FOPHA [Paukla Ha 95%
mopepETeNeH HHTepBal 3a 0 CEOHTHA, KaTo ce MMa NpeABR Opod YIacTHHIL, IEKYBaHH C
ApPKOKCHA, B aHA/IM3a HA NaBHETe oT (a3a III, 06obmend no 103a 1 MHARKAUHA (n=15 470).

B CepbX4yBCTBHTENHOCT BKIIOYBA TEPMUHHTE ,,allepTHs", ,JIEKapCTBEHA aeprus’”, ,JISKapCTBeHa
CBPBXUYBCTBHTEIHOCT", ,,CBPBXYyBCTBHTENHOCT", ,, HEYTOUHEHA CBPBHXYYBCTBHTENHOCT", ,,PeaKIAA
Ha CBPBX4yBCTBHTEIHOCT" H ,HecTeIpHIHA aneprus’.

§ Ha 6a3a Ha aHa/IM3H HA ABJITOCPOYHH KIMHIYIHA H3IHTBAHKA ¢ IU1aleb0 i aKTHBHA KOHTPONA,
cenextHrAnTe COX-2 HHXUGHTOPH ca CBHP3BaHH C IOBHIIECH PUCK OT CEPHO3HM TPOMOOTHIHH
apTepHATHN CHOHTHSA, BRIIOUMTETHO MHOKapAeH HH(ApKT u uHCYIT. [[oBHINABaHETO HA
30COMIOTHNS PUCK 32 TAKMBA CHOMTHSA € MAJIKO BEPOATHO 12 Ha\BHIIH 1% 3a roguua Ha Oa3ara Ha
CHINECTBYBAIH JaHHH (HEYeCTH ).

CrieIHATE CEPHO3HY HEXKENaHH JIEKapCTBEHH peakiH ca 6umm vabimonasany mpu yrnorpedara Ha
HCIBC 1 nopaay T0BA HE MOTAT Jia C& H3KIIIOYAT H 32 €TOPHKOKCHO: HeppOTOKCHYHOCT BKIIOUHTENHO
ARTEPCTHIHANIEH HEPPUT H HeQPOTHIEH CHHAPOM.

Cro0masane Ha NON03HpaHy HeXelauy peakiiuy

CpobilasaHeTo Ha HOJ03MPAHH HEXKEIAHH PEAKIME Cile/] paspelapane 3a ynorpeba Ha IeKapCTBEHHA
IpOAYKT ¢ Baxkro. TOBa MO3BONSBA 1A MPOILIDKK HAGIIONEHHETO HA CHOTHOIEHHETO N0J13a/PHCK 32
JleKapcTBeHMs MpoayKT. OT MEMHIMHCKHTE CHENMATACTH C€ H3HCKBA Ja CHOOIABAT BCAKA [10103Hpana
HeXeNaHa peaknus upes M3mbIHATeHa areHIHs 110 TeKapeTsara, yiL. "JlamsaH I‘pyem?g %.932@0(1)145!,
TerL: +35 928903417, yebeaiit: www.bda.bg. AR SR
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ITo BpeMe Ha KIMHAYHH IPOYYBAHMS ¢JHOKPATHOTO IpHIIarane Ha 03a 10 500 mg eropukokcub u
HAKOJKO 71038 A0 150 mg/nen & ripogsmxenue Ha 21 qHU He ca IPHYHHIUIA ToKCcH4eH edekT. MMa
cHOOIIEHHS 3a 0CTPO IPEI03UPaHe HA ETOPUMKOKCHO, Makap 4Ye B IOBEUETO CIIydaH He ¢e Chobiasa 3a
HeXellaHy peakiuy. Haii-uecTo HabmoaBaHHTe HEXENAHH PeaKIHH CROTBETCTBAT Ha Npoduia Ha
6€30MacHOCT Ha ETOPUKOKCHO (HAMP. CTOMAIIHO-YPEBHH NPOSBH, KAPAHOPEHAIHH POSBH).

B ciyyaii Ha npego3upane € JOTHYHOC Ja Ce IPUAcKAT 0OMyalfHHTE MOAALPKAIH MEPKH, Hanp.
OTCTpaHsBaHe Ha HepezopOHupaHaTa wact oT CUY TpakT, KIIHHHYHO MPOCeBaHe, CHMITOMATHYHE
TEpAIHA H Z[PYTa, K0 ¢ Heo0XoamMma.

Eropuxokcuf He ce OTCTpaHsABA Ype3 XEMOAMAIA3A; HE C¢ 3HAE JIANH eTOPHKOKCHO Moke Aa O5ae
OTCTpaHEH 4pe3 NEPHTOHCATHA TAAIH3A.

5. DAPMAKOJIOTHYHHA CBOHUCTBA
5.1 (dapmakogHHAMHYHH CBOHCTBA

dapMaKoTepaleBTHYHA IPyIa. IPOTHBOBb3NAIHTENHH K MIPOTHBOPEBMATHYHK NPOAYKTH, HECTCPOHHH
cpeactsa, kokcubu, ATC xox: MO1 AHOS

MexaHHu3sM Ha ICACTBHE

Etoprkokcub € mepopalicH, CelleKTHBeH [HKIcokcurenasa-2 (COX-2) aaxubuTop B paMKuTe Ha
KNHHAYHO WINON3BAHUA JO30B WHTEPBAN,

ITo BpeMe Ha KIHHKIHHTE GapMAKOIOTHIHM [POYyYBaHuUs € Gull OTUETEH I0303aBUCHM €QEKT HA
APKOKCHA TI0 oTHOMIeHHe Ha Huxubupanetro Ha COX-2, 6e3 na ce uaxubupa COX-1 mpu gosu 1o 150
mg gueHO. EToprkokcHb He e HEXHOUpall CHHTE3aTa Ha MPOCTArVIAH/\MHH B CTOMAIHATA JINTaBHLA H HE
€ OB (PYHKIMATA Ha TpOMOOIIHTHTE.

I{uK100KCHIeHa3aTa € OTTOBOPHA 32 MPOM3BEXKAAHETO Ha NpocTArnauguny. [lozHami ca KBe H30eH3UMHHA
popmu COX-1 1 COX-2. COX-2 ¢ n3odopmara Ha eH3HMA, KOATO C& MHAYLMPA OT NIPOBB3IAIIMTEHH
CTHMYJIH H CE CUHTA, 9€ € OCHOBHO OTrOBOPHA 3 CMHTE3a Ha NPOCTAHOMIHH MEHATOpH Ha OonKaTa,
BB3MAJICHAETO B TeMneparypara. COX-2 chlno Taka y4acTBa B OBYIAHATA, 3aKPEIIAHECTO U 3aTBAPAHETO
Ha BoTanosus OpoTok, perynanusTa Ha Gebpegnara yHKis H QyHKIMHMTE HA UEHTpATHATa HCPBHA
cHcTeMa (TofRaTa Ha TEMIIEPaTypa, ycemaneTo 3a 6osika H Ipoueca Ha pasnosHapaHe). Moxe Chio Taka
Jia Mrpae poid B mpolieca Ha 3a3paBaBaue Ha m3Ba. COX-2 ¢ yCTaHOBEH B THKAHHTE OKOI0 CTOMALTHH
S3BH Y XOpa, HO BpB3KaTa My ¢ H3/IeKYBaHETO Ha 43BaTa HE € YCTAHOBEHO.

Kinnnuna edmxacHocT u GezonacHoCT
EduxacHoct

IIpu nanmerTd ¢ ocreoaprput (OA), eropukokcu® B 1o3a 60 mg BeJHEXK JHEBHO 3HAUATEIHO 001eKIaBa
6oJKaTa H NOBHMIIABA OLEHKATA Ha MAIMEHTA 34 ChCTOSHMETO Ha 3a6omBaneTo. Te3u OraronpUsaTHH
eekTH ce HAOMOAABAT OT BTOPHSA JACH Ha JICYSHHETO H ce 3ama3sat 1o 52 ceamui. [IpoyusanusaTa
BEPXY eTopHKoKcHO 30 mg BeIHbXK THEBHO MOKA3BAT epAKACHOCT MIPERRIX0MJIAINa IIaledo 3a_ 12—

CeIMHYCH HEPHOJ HA JiedeHHE (IPH CXOIHA CHCTEMA 32 OICHKA KaTo NPOYy4BaHusTa n0~w‘§§f
HPOYYBAHE ¢ Pa3/IMUHH 034 eTOpHKOKCHO 60 mg nasa 3HaYMTENHO MO-H3Pa3eHO no,udﬁpg‘ﬁlrle m \\

i, J8sara

10 OTHOIIEHHE Ha BCHIKH 3 MEPBHYHM KPAHHH TOYKH 32 MEPHO/| Ha JeYeHHE 0T 6 C¢,
mg He ¢ OHaa Mpoy4BaHa IPH OCTEOAPTPHT Ha PHIETE. i E

IIpn nanmeHTHTE ¢ peMarouzieH apTput (PA), eropuxokcub u 60 mg, u 90 mg Beﬂﬁth}lﬁﬂ | y / KLy
OCHTYDPSBAT 3HAYHTEIHO NoZ0OpeHHe Mo OTHOMEHHE Ha Holika, Bh3NAJICHHE H nonsm&me?,ﬂ %M \/ P
\'"“-"'1?-“::'"
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pOyYBAHKA, ONeHABAIIH Jo3uTe OT 60 mg u 90 mg, Te3n GnaronpusTHA eEKTH CE 3AIA3BAT 34 LC/IHA
12-ceamudeH neproA Ha JieyeHre. B npoy4usare, olieHaBamo no3ara of 60 mg B cpaBHeHHe ¢ Tasd oT 90
mg, ¥ eTopuKoKcHb 60 mg BexHBXK AHEBHO H 90 Mg BeANBK THEBHO, ca M0-¢(heKTHBHH OT 1aieso.
Josata oT 90 mg npeBs3x0XKAa jo3aTa oT 60 mg ciropen obmara ouenka Ha 6onkaTa mpa naruenTute (0-
100 mm BH3yaIHa adaoroBa cxana), k¢ cpeAHo noaobpente ot -2,71 mm (95% CI: -4,98 mm, -0,45
mm).

[Tpu ManMeHTVTE C IMPHCTHI HA OCTHP NOAArPO3ESH apTpuT, €TOPHKOKCHD 120 mg seHbK THEBHO 32
NepHOj Ha ICYEHHE OT OCEM JHH, IOTHCKA yMEPEHa X0 CHTHA D0Jika H BL3NAICHHE TaKa, KakTo
uHgoMeTauKH 50 mg Tpu bTH AHEBHO. [JoTHCKane Ha GoKaTa HMa Ha YETBBPTHA 9AC OT 3alM0YBAHE HA
JICIEHHETO.

Ipu maiHeHTH ¢ aHKRIIO3UpAN] CTIOH/IHITHT, eTOPHKOKCHO 90 mg eMH BT AHEBHO AaBa 3HAYUTEIHO
nooGperue 110 OTHOIEHAE Ha GoIKa B rpbGHaKa, Bh3NANICHHE, CKOBAHOCT H (YHKIHOHAIHOCT.
KimiuuaausT edexT oT NPHIOKEHHETO Ha ETOPHKOKCHO ¢ce Habroasa ollle Ha BTOpHS A€H OT 3aI04BaHe
Ha JIeUeHHETO U Ce 3alla3Ba npe3 UeNHs Nepuo Ha Jieuenye oT 52 cenmui. Bes BTopo npoyysane,
ONEHABAIIO Ko3aTa oT 60 mg B cpasuenue ¢ Tasn o1 90 mg, eroprkokcH® 60 mg yuesHo u 90 mg
JHEBHO Ca MOKA3ATH CXo/ieH eexT B cpapHeHHe ¢ HanpokceH 1 000 mg nHeBHO. CpeA T€3H, KOHTO HAMA
H06Bp 0TroBop KeM 60 Mg AHEBHO 33 6 CeJIMHILM, YBETHYCHHETO Ha A03aTa 10 90 mg nHEBHO mojoGpska
CKOpa Ha HHTEH3HBHOCT HA cnkHanHaTa Gonka (0-100 mm sE3yanHa aHANIOrOBA CKajla) B CPABHEHHE C
TE3H, KOMTO MPOABIDKaBaT ¢ 60 mg AHeBHO, ChC cpeaHo nogobpenue or 2,70 mm (95 % CI: -4,88 mm, -
0,52 mm).

TTpy KTHHHYHE OpOY4BAHHS OLIEHSBALM MIOCTONEPATHBHA JeHTanHa 60/iKa, eTopukokcHb 90 mg e
npuaral BEAHEXK JHEBHO 3a MEPHOA 0 TPH AHH. B nonrpyrara Ha MalMeHTH ¢ ymMepeHa Gonka B
HavanoTo, eTopHkokcub 90 mg mokassa cxozieH aHanreTHyeH edekt ¢ To3u Ha uOynpoden 600 mg
(16,11 cpemy 16,39; P=0,722), u no-cuiien OT TO34 Ha napaneTamos/kogens 600 mg/60 mg (11,00,
P<0,001) 1 mrane6o (6,84; P<0,001), u3meperno karo obimo obnekuerne Ha Gonkarta 3a LpBHTE 6 Yaca
(TOPARS).

YacTTa NaNHeHTH, CLOOIIFN 3a ynoTpebaTa Ha JONBIHUTENHO IEKAPCTBO 110 BpeMe Ha mbpBHTe 24 yaca
oT fo3upaneTo, ca 40,8 % 3a eroprkokcu6 90 mg, 25,5 % 3a ubynpoden 600 mg Q6h u 46,7 % 3a
napanetamos/kogerH 600 mg/60 mg Q6h B cpaBHeHHE B¢ 76,2 % 3a nranebo. B Tosa npoyusaxe
MeHaHaTa Ha HaualoTo Ha JelcTBHETO (oce3aemo ofeKqaBaHe Ha GonxaTa) Ha 90 mg eTOPHKOKCHO €
Omna 28 MUHYTH cnej IPHIIOKEHHETO.

bezonacHoCT

IIporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL ) (MHoronausoHanta
Oporpama 33 IPONBIDKATENHO TPUNATaHK eTOPHKOKCHO B TuKnodeHaK)

IIporpamara MEDAL e npocniekTiBHA IIporpaMa 3a pociieIABaHe Ha pe3yJITaTHTE, CBBP3aHH ChC
cepaeano-chaosara (CC) GezomacHOCT, OT 0600IIEHH JaHHHA OT TPH PaHAOMHU3HPAHH, JBOHHO-CIIETH,
Cpellly aKTUBHA ChCTABKA KOHTpOJMpaHH u3naTBanus, npoyasanero MEDAL, EDGE Il u EDGE.

TIpoyusanero MEDAL e npoy4saHe ¢ Kpaiina Touka, onpefencaa ot CC pesynrature npu 17 804
namxentd ¢ QA u § 700 ¢ PA, nexysanu ¢ etopukokca6 60 mg (OA) win 90 mg (OA u PA) mm
maxnodenak 150 mg aueBHO 3a neproy cpeaHo ot 20,3 mecena (MakcuMyM 42,3 Mecella, Meauana 21,3
Mecela). B ToBa H3MTBaHE ce OTYHTAT CAMO CEPHO3HH HEKEAHH PEAKIMM H [PEYCTAaHOBIBAHE HA
YUACTHETO IOPANY KAKBATO ¥ 1A € HEXEaHa Peaxilns.

,—-—-""Z‘:_::.\
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[Tpoyueanusta EDGE u EDGE Il cpaBasiBaT cTOMalIHO-YpeBHATA [IOHOCUMOCT Ha, Qp‘srﬁom! 1;\

maknodenak. [Tpoyysanero EDGE Bxmousa 7 111 narments ¢ OA, JieKyBaHH ¢ R @ﬁqpﬁm#&cnﬁ G’x 90
mg areBHEo (1,5 mbTH Ho3ara npenopbunteina 3a OA) unn gukiodenax 150 mg HeB’I:{Q B pﬂon* ;
cpenno 9,1 Mecena (MakcuMyM 16,6 Mecena, MennaHa 11,4 Mecena). IIpoyusan | EDGE i )




086 manuenTd ¢ PA, nexypanu ¢ eropukokcu6 90 mg auesHo mim AEKNodenak 150 mg aHeBHo 3a
nepuon cpexuo 19,2 mecena (Makcumym 33,1 Mecena, Meauana 24 Mecena).

B o6o6menara nporpama MEDAL 34 701 nauments ¢ OA miu PA ca siexyBaHH 3a nepHoJl cpeao 17,9
Mecena (MaxcuMyM 42,3 Mecena, Menuana 16,3 Mecena) xaro nprbmasuTenso 12 800 mauuenTy
TIPOBEK/IAT JICYEHHE MFO-TIPOXBIDKHTENHO 0T 24 mecena. [lampuenTnre, ywacTBaly B IIPOrpaMaTa HMaT
KaTo H3XOJHO CHCTOSHAE PAsNHIHE CHPICIHO-CHIOBH i CTOMAITHO-YPEBHH PHCKOBH (BaKTopH.
TlamHeHTATE ¢ aHAMEE3a 3a HeOTAaBHalIeH HHbapKT Ha MHOKap/(a, Oaiinac Ha KOpOHApHa apTepHs ¢
HpHCaAKa WA IEPKYTAHHA KOPOHAPHA HHTEPBEHIINA B IIPEIX0AHKTE 6 Mecena Npeli BKIIOUBAHETO HE ce
JIOTIyCKaT A0 yuacTHe. B npoyusanuaTa e paspermeHo H3IOA3BaHeTO Ha raCTPONPOTEKTHBAH NPOXYKTH H
HHMCKA 032 acCHpAH.

O6ma 6esonacHOCT:

HsamMa 3HaAUATEHH PA3sMKH MEXIY STOPUKOKCHO H AukiodQeHaK B YECTOTATa Ha ChPICIHO-CHII0BATE
TpoMGOTHIHHE possH. KapaHopeHATHE HexXeNaHH peaknuy ce HabmonaBaT M0-YeCTO IIPH €TOPUKOKCHO,
OTKOJIKOTO TIPH AEKIOPEHAK U TE3H eSKTH ca J0303aBHCHMH (BEKTE CIEIMGUIHATE PE3YNTaTH MO0-
Jiony). CTOMaImHO-4PEBHUTE ¥ YePHOAPOOHH HexellaH! peakiuu ce HabJl0aBaT 3HAYUTEHO 110-4ECTO
npH THKIOPEHAK OTKOIKOTO IpK eTopHKoKcHO, UecToTaTa Ha HexenanuTe peakuuu ipd EDGE u
EDGE II 1 Ha HexenaHHTE peaKkiud, NIPEICHEHH KaTo CEPHO3HH HAH BOJCINH JI0 IIPEKpaTABAHE yIacTHE
B npoyusanero MEDAL e 0-BHCOKa IIPH €TOPHKOKCHO B CpaBHEHHE ¢ IMKIOQeHaK.

CrpaeuHo-CHIOBH pe3yiTaTh 3a Ge3omacHocTTa:

YecToTata Ha MOTBBPACHATE TPOMOOTHYHY CHPIEUHO-CHAOBH CEPHO3HH HEWETAHH peaklHK
(BKJIIOUBAIIHN CHPACYHH, MOFBYHO-CHIORK H TIEpH(ePHO-CHI0BH TIPOSBH) € CPABHKMA 33 ETOPUKOKCHO U
JuknodeHax, KaTo pesysrarare ca 0606imeHn B TabiunaTa no-aony. HaMa CTRTHCTHYECKH 3HATHMK
PasAKY B 9ECTOTaTa HA TPOMOOTHIHUTE CEONTHA MEXKIY €TOPHKOKCHO H IMKIOdeHaK TPH BCHYKH
AHATM3MPAHH [TOATPYIH, BKIIOYHTEIHO Pa3fHYHH KaTETOPHH NAlMEHTH B [41aTa raMa Ha H3X0HASA
ChpAeUHO-CHA0B pHcK. KoraTo ce pasrnexar mooTAeIHO, OTHOCHTEIHEAT PHCK 32 NOTBEPICHH
TPOMOOTHYHE CHPAEYHO-CHIOBH HEXENIAHH PEAKIHH TIPH eTopHKoxcub 60 mg mmi 90 mg B cpaBHEHHE C
makaogenax {50 mg e 6w cxoneH.

Tabauna 2: Yecrora Ha norsupaenu rpombormian CC nponasu (0606mena nporpama l
MEDAL)
Etopaxokcnb (N=16 | [daxnodenax (N=16 Cpasuenne MeKay
819) 25 836 nagaent- | 483) 24 766 nanuenT- JIeaeHHA
rOAMHNA rOAHHH
Yecrorat (95% CI) | UYecrota+ (95% CI) | OTnHocHTeneH prck (95%
Cl)

[loTeprieBImi
TPOMOOTHYHH
CEPIEYHO-CHIOBH
HEKETAHH Peakiyy
[To mpoTokon 1,24 (1,11 1,38) 1,30 (1,17 1,45) 0,95 (0,81 1,11)
tHaMepeHue 3a 1,25(1,14 1,36) 1,19 (1,08 1,30} 1,05 (0,93 1,19)
nmeyeHue
TToTBBEPACHHA CHPICYHHU IIPOSBH

0 IPOTOKOJE 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, Mﬂf;, P
Hamepenue 3a 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0 84 i’\ﬁ ---------- \:&4};\\
teueHne i AN
[MoTBHPACHH MO3BYHO-CHIOBH NMPOSBH e ARt
ITo opoToko 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0536‘,’1_,4@ ' )

amepeHe 3a 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (O,ﬁzz‘ﬁ';;};;@‘ij /
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OTBBDJCHH NepuepHH ChIOBH IIPOSBH

0 TIPOTOKO 0,20 (0,15, 0.27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
Hamepenue 3a  [0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
TCHCHHC

+Croutid Ha 100 naunentoroguny; Cl=n0BepHTener HHTEpBAI
N=00mm Opoii NallHeHTH, BKIIOUCHH B IONYIALMATA 10 IPOTOKOJ

hio IPOTOKOJE: BCHYKH IIPOABH IIPH TPHIOKEHHETO Ha POYUYBAHOTO JCICHHE HIM 10 14 ITHH cnel
NpEKpaTABAHETO MY {H3KTIOYECHH: [IALMEHTH, pHesH < 75% oT H3IMTBAHOTO NICYCHHE HITH
npHeMani HerkiodeHo B mpoyusadero HCIIBC >10% ot BpemeTo).

HaMepenue 3a nedeHHe: BCHYKH IIOTBBPAECHH POSBH 0 Kpas Ha H3MHTBAHETO (BKIIOYHTEIHO
ITAHEHTH, IIOTEHIUAIHO H3NI0XKEeHH Ha HEBKITIOYECHH B TIPOYYBAHETO HHTEPBCHIMHU CIIEN
MpeyCTAHOBABAHE HA M3MMTBAHOTO Jieyenue). 061 Gpoit panmoMU3KpaHd NauHeHTH, n=17 412 na
eTopukokcud u 17 289 na nuknodenak.

CC cMBPTHOCT, KaKTo B 06mmara CMEPTHOCT, Ca CXOAHH TIPH JIeKyBaHHTE IPYIE C ETOPHKOKCHG U
muKnodeHaK.

KapmmopeHallHi MpOABH:

puémasutento 50% ot nauuenTHTE, BKIOUeHH B ipoyysaneTo MEDAL, ca ¢ anamuesa 3a y3xo/Ha
XHnepToHHA. B ToBa mpoyuBaHe yecToTaTa HA MPEKPATABAHE HA yUacTHETO, HOPAH CBbP3aHH C
XHMTIEPTOHHA HEXENAHH PEAKIHHY, € CTATHCTHIECKH 3HAYHMO II0-BHCOKA 3@ ETOPHKOKCHO B cpaBHEHHE ©
nukiodenak. Yectorara Ha 3aCTOMHATA Chp/IedHa HEAOCTATHYHOCT KAaTO HeXeIaHaApeaKuusa
(IpeKpaTABaHKs H CCPHO3HHA PEAKIMK) C€ IPOABABA ¢/[HAKBO IIPH eTOPUKOKCHO 60 mg B cpaBHEHHE C
maxiodenax 150 mg, Ho e Mo-BECOKa NpH eTopukokcrd 90 mg B cpaBHeHHE ¢ AnkIodenak 150 mg
(cTaTHCTHYeCKH 3HaYMMa 3a 90 mg eTopuKoKcHO crpsMo 150 mg quKnogdeHak npy rpyrnara
MEDAL ¢ OA). YecToTaTa Ha HOTBLPACHUTE [POABH Ha HEKEIAHH PEAKIMH, CBhP3aHH ChC 3aCTOHHA
ChpJEYHA HEOCTATHIHOCT (IPOSBH, KOHUTO Ca CEPUO3HH M BOJAT J0 XOCHHTAIH3AUHA HIIH IOCCMEHHE B
CIICIIHO OT/ICNICHAE) € HE3HAUMMO [T0-BHCOKA IIPH €TOPHUKOKCHO B CpaBHEHHE ¢ MuKIoQeHak 150 mg,
KaTo T03H eeKT € N0303apHcKHM. YecToTaTa Ha IIpeKpaTABAHHATA NOPAIH CBBP3aHU ¢ OTOK HEKENaHH
PEaKIIMH € TIo-BHCOKA APH ETOPHKOKCHD, OTKOIKOTO Npd mukiodenak 150 mg, 1 To3u edekr e
A03034BHCHM (CTATHCTHYECKH 3HAYMM 3a eTOpHKoKcrb 90 mg, HO He 33 €TOPUKOKCHE 60 mg).

Kapauopenamuure pesysrrats npu EDGE # EDGE [I choTBeTcTBaT Ha ONTHCAHKHTE NPH NPOYYBAHETO
MEDAL.

B otpenmuTe npoyusanns ot nporpamMara MEDAL supxy eropuxokcH6 (60 mg wmm 90 mg),
a6GCoMIOTHATA YECTOTa Ha TIpeKpaTABaHHATa B KOATO H Aa € OT IpymuTe € 10 2,6% 3a XHIEPTOHHS, 10
1,9% 3a oTok u Ao 1,1% 3a 3acToiiHa CEpAeYHa HEAOCTATHYHOCT, KaTO 10-BHCOKA UCCTOTa Ha
ApeKpaTaBaHKA HMA IpH eTopuxokcut 90 mg, OTKONKOTO Npy eTopHKOKCHD 60 mg.

Iporpama MEDAL - pesyiirars 3a CTOMAIIHO-IPEBHA IIOHOCHMOCT:
3HAYWTEITHO HO-HECKA JECTOTA HA IPEKpaTABaHe Ha NEYEHHETO MOpaiy KaKBaTo U a € KIMHAYHA (HaIp.
JHCTIeNcH, KopeMHa Goika, 138a) CU HexenaHa peakiua ce HabmoAaBa npH €TOPHKOKCHO B CpaBHCHHE
¢ muKIoheHaK BbB BCAKO OT TPHTE IpoyuBaRus cherasnssamu nporpamMara MEDAL. Yecrotara Ha
IpeKpaTABaHe nopagu Hexenana CU peakiyda Ha CTO HDAHEHTOTO/IMHH 33 UEAHA NEPHO]] Ha IPOYYBAHE €
KaKTo cinensa: 3,23 3a eTopaKoKcHG 1 4,96 3a smKnodenak B npoyusanero MEDAL; 9,12 32—
etopukokent u 12,28 3a muxnodenak B mpoyusanero EDGE; u 3,71 3a eTopukoxcnt u;ﬂ;&/](\gal fo
mukinodeHak B npoygsaneto EDGE 11.
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Iporpama MEDAL - pe3ynTaTH 3a CTOMAIIHO-YpEBHA 6€30NaCHOCT:
O6mute ropar CY npossy ce onpeaensT kato nepdopanus, 138H 1 KbpaeHe. [o
CY mposBH, ONpeeeHH KaTo YCIOKHEHH, BKIIOUBa epdopalin, o0CTPYKIHH K Y
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noxrpynara ooum ropad CH nposiBy, Onpeiee i KaTo HEYCIOXKHEHH, BKIIOYBA HEY CIIOJKHEHO KBPBEHE
¥ HEYCTIOXHEHH A3BH. 3HAUMTENHO NO-HACKA 4ecToTa Ha 06U ropan CY npossu ce nabimonasa npu
€TOpHKOKCHO B cpaBHEHHE ¢ quKnodeHak. Hsma 3HauAMa pa3iHKa MEXAY eTOPHKOKCHO U AKIioheHak B
4ECTOTATA HA YCIOKHEHHTE IPOABH. 3a MOATpyNaTa Ha KPHBOM3MHBM OT ropHis CH TpakT (yCIoxHeHH 1
HEYCH0XKHEHH KOMOMHHUPaHH), HAMA 3HAYMMA PasliHKa MeXIy eTopHKokcHO 1 quKiodenax. [lonsara ot
TIPHJIOKEHUETO TI0 OTHOLIEHHE Ha ropaus CU TpakT Ha eTOPUKOKCHO B CpaBHEHHE ¢ JHKIO(QEHAK He ¢
CTATHCTUYECKH 3HAUMMA 34 MAIMEHTH IPHEMAIH €AHOBPEMEHHO HACKA /1033 ACIHPHH (IPHOJHIATETHO
33 % oT nalHeHTHTE).

YecToTaTa 32 CTO NANHEHTOrOAHHH HA TMOTRBPCHH YCACKHCHA H HEYCIOKHEHH KIIMHEYHH IIPOABY OT
ropuna CU tpakT (mepdopanyy, 1381 u kepaene (PUB)) e 0,67 (95% CI 0,57, 0,77) 3a eTopuxokcHO
1 0,97 (95% CI 0,85, 1,10) 3a nuxodenax, aasamo oTHocuTeneH puck ot 0,69 (95% CI1 0,57, 0,83).

OrnpezeneHa e 4eCTOTATA Ha TOTBLpAeHUTe TopHA CU Mpossyt NPH NAIHEHTH B HApeJHANA BB3pacT KaTo
Haii-ToIAMO HaManeHue ce Habio asa Py ManEeHTH Ha BB3pacT > 75 roauud (1,35 [95% CI1 0,94, 1,87}
cpemy 2,78 [95% CI 2,14, 3,56] nposBH 3a CTO NAUMEHTOrOAWHE CHOTBETHO 32 €TOPHKOKCHO U
TAKIO(PEHAK).

YecToTaTa Ha NOTBHPICHUTE TposBk oT Aot CU TpakT (mepdopanus Aa THHKA ¥ feberno 4Yepso,
oGeTpykins win kpeeomamHB (POB)) He MoKa3Ba 3HAYHMTENHA PA3/IMKA MEXKITY ETOPHKOKCHO 1
JuknodeHax.

IMporpama MEDAL - pe3ynrtarn 3a uepHOApoOHa 6€301aCHOCT:

ETopuKoKCHO ce CBBP3Ba ChC CTATHCTHYECKH 3HAYMMO [TO-HHUCKA 9eCTOTA Ha MPEKpaTABaHe II0pafH
4epHOAPOOHO CBLP3aHH HEXEIAHE PEaKIMK B cpapHeHHe ¢ aukiodenak. B obolimenara nporpaMa
MEDAL, 0,3% oT nalsenTHTe Ha eTOpHKOKCHG 1 2,7% OT Te3H Ha JMKIOQEHAK [IPEKPATIBAT NOPaIH
CEBp3aHa C YepHHs Apob Hexenana peaknus. Yectorara 3a c10 NaUHEHTOro/uHH € 0,22 32 eTopuKokcHD
u 1,84 3a guxnodenak (p-croiHoct < 0,001 3a eTopurokcn6 cpaMO AHKIO(EHAK), CHINOTO BpeMe
TOBEYETO OT HEXENAHUTE YepPHOAPOOHO IposBeHn peakiud B nporpaMa MEDAL ca cepro3Hu.

JIOMBLIHATE THH TaHHH 33 TPOMOOTHYHA ChPIETHO-CHI0Ba 6€30TIaCHOCT
B kn#HHYEY TpoyYBaHMA H3BEH Te3u ot nporpavata MEDAL, npu6imsatento 3 100 nanuenTs ca

JIeKyBaHH ¢ eTopHKoKcHb > 60 mg auesHo 3a 12 umm nopeye ceamuiy. He ce HabII0/1aBa BHIMMA
pasiHKa B 9eCTOTATA HA TOTBEPACHUATE CEPHO3HE TPOMOOTHIHM CHPACYHO-CHI0BH NPOABH MEKIY
HalHEHTHTE HA €TOPHKOKCHG > 60 mg, mwiane6o i renanpokcerosd HCIIBC. B chimoro Bpeme
HECTOTATa Ha TE3H NPOSBH € [I0-BUCOKA PH NAIMEHTHTE, HOJYYaBAIIH ETOPAKOKCHD B CpaBHeHHe C Te3H,
HOJTy4aBaiy Hanpokced 500 mg aBa nbTH AHEBHO. PasyiukaTa B aHTHTPOMOOLMTHATA 3K THBHOCT MEKILY
naxon COX-1 noruckammu HCIIBC u cenextupan COX-2 HEXHOHTOPH MOXE /1a € OT KIIHHHYHO
3HAYEHHE [[PH NAIAEHTH, PACKOBH 3a TpoMGoeMGommunn nposen. Cenextueante COX-2 nuxubnropn
HAMAIABAT POPMHUPAHETO HA CHCTEMEH (M IOpaIy TOBA BE3MOKHO CHIOTEIICH) POCTALMKIINH, 63 fa
3acArar TpoMOOKCcaHa Ha TpoMOonuTHTe, KIMHMYHOTO 3HAYCHHE Ha Te3H HA0/I0ZIeHHs HE € YCTAHOBEHO.

gOH‘bIIHPITCJ’[I—IPI JaHHH 33 CTOMAITHO-IPCBHA 0e30macHOCT

B are 12-cemvuuni, TBOHHOCTEIH €HAOCKONCKH MPOYYBAHASL KyMYIaTHBHATA 9ECTOTA HA CTOMAIIIHO-
upeBHHUTE yIIIepalliH € 3HAYMTEIHO NO-HHCKA IIPH NAIMEHTHTE, IeKyBaHH ¢ €TOPHKOKCHO 120 mg
BEAHHK AHEBHO, OTKOJKOTO PH TAIIHEHTHTE, JIEKyBaHH ¢ Hanpokcer 500 mg aBa nbTH AHCBHO KK
ubynpoden 800 mg rpu meTH AReBHO. ETOpHKOKcHE € 61l ¢ m0-BHCOKA JECTOTa Ha YILCPAHHTE B

CpaBHEHHE ¢ IIane6o. ,ﬂ ‘
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[Ipovusaue na 616 qHaTa H 0D DAITHEHTH B ¢TApUYecka Bh3pacT:

edexTa 0T 15 AHEBHO JICUCHHE C eTopHKOKcnﬁ (90 mg), uenexokcud (200 mg nBa IBTH [Tk
HampokceH (500 mg 1Ba IBTH AHEBHO) H ILTANEe60, BEPXY eKCKpelUATa Ha HATPHH B YPH
HaJIITaHe | APYTH apamMeTpr Ha 6s6peunara ¢yHKIHA, IPH HalueHTH Ha Bb3pacT 00 u
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aneta ot 200 mEq/nen Harprii. ETOpHKOKCHO, LieneKOKCHO 1 HAIIPOKCEH MMAaT OMH3EBK edeKT BhpXyY
YPHHAPHATA EKCKPEIHA Ha HATpHil 33 IBY CEIMUYHHS NIEPHO Ha JiedeHre. BCHYKH NpojlyKTy 32 aKTHBHO
CpaBHEHUE TIOKA3BAT MOBUINCHUS B CPABHEHNE ¢ NNane0o Ha CHCTONMMHOTO KPLBHO HANATaHE,
eTOPHKOKCHO 00ayue ce CBBP3Ba ChC CTATHCTHYESCKH 3HAYHMO nopuinenne Ha Jlen 14 B cpaBHenMe C
HeNneKoKCHO M HAIIPOKCEH (CpeaHaTa MPOMsHA CUPAMO H3XO0AHOTO HHBO 34 CHCTOIMYHOTO apTepHalHo
Hansrane: eropukoxcut 7,7 mmHg, nenexokcu6 2,4 mmHg, HanpokceH 3,6 mmHg).

5.2 PapMaKOKHHETHIHH CBOHCTBA

Abcopbuug
TlepopanHo NpHIOKEH eTOpHKOKCHG ce abcopOupa nobpe. AGcomoTHaTa OHOHATHYHOCT €

npubmusarenno 100%. Crnen 120 mg BeARBX Ha JICH 10 TIOCTHraHE Ha YCTOHIMBO paBHOBecHe (Steady
state), TMKOBA MAAsMEHa KoHueHTpauns (cpemna Cmax = 3,6 pg/ml) e Habmonasana IpHOIH3ATENHO 1
uac (Tmax) Cle] NPAUIOKEHUETO TIPH BE3PACTHE matuenTH ra rnaxdo. Cpennoreomerpuynara AUCO-24u.
e 37,8 ngehr/ml. ®apmakokMHEETHKATa HA ETOPHKOKCHO € JIMHEHHA B PAMKHTE Ha IJTHHUYHUA J030B
HHTEpBAaIl.

IIpueMsT ¢ XpaHa, Gorata Ha MasHHHY HaMa eeKT BEPXY cTeneHTa Ha abeopOius Ha eTOpHKOKCHO crien
IpuioKeHHe Ha f03a oT 120 mg. Cropocrra Ha abcopOrpsiTa e Oula MOBJIAsIHA B Clie/HHTE IPaHHLIH!
36% mramancnue Ha Cmax 1 yBenmdenue Ha Tmax ¢ 2 gaca. Te3n qaHHY He ca OKIM CYCTCHH 33 KITAHAYHO
3HauuME. B KIMEAYHETE W3cneBAHUA €TOPHKOKCHO € 61 B3uMay HE3ABHCHMO OT NPHEMA HA XpaHa.

Pasnpenencuue
EropuKokcHG ce CBbP3BA C ILIA3MEHHTE IPOTEHHH B NprOim3nTenHo 92% npu xonnedrpamuu ot 0,05 no

5 pg/ml. O6eMbT Ha pasnpeelcHAE B PABHOBECHO CheTosHue (Vdss) € 61 npubmasutenso 120 1 npu
xXopara.

EToprkoxcu§ npeMHHaBa IalieHTapHara Gapaepa [IpH IUTHXOBE H 3aiIlH H XeMaToeHledatHara
Oapuepa NpH NITBXOBE.

Buorpancdopmanys

Etopukokcr6 ce MeTaGomuM3mpa HambIHO KaTo < 1% OT jj03aTa ce yCTaHOBABA B ypHHaTa MojJ opmara
Ha W3XOHOTO nexaperso. OcHoBHMAT BT Ha MeTaConm3npaHe ¢ hopMupane Ha 6'- XHIPOKCHMETHIT
nepusar ce katanuzupa ot CYP emsumure. CYP3A4 BeposTHO JONPHHACH 3@ MeTabOJTH3APAHETO Ha
€TOPHKOKCHOG in vivo. In vitro poyusannsTa ycraHosssart, 4e CYP2D6, CYP2CY9, CYP1A2 u CYP2C19
CBHINO MOJKE /I KAaTAIH3HPAT OCHOBHATA META0ONHTHA BEPHTa, HO TEXHHTE KOIMYECTBEHH OTHOIIEHHS in
vivo He cd TIPOy4YBaHH.

WnenTaduimpanu ca net Merabomura npa osexka. OCHOBHHAT MeTabONHTEH HPOIYKT € 6'-KapOOKCH
KHCEIMHHO MPOM3BOJHC Ha €TOPHKOKCHG, 00pasyBaHo upes MO-HATATHIIHO OKHCICHHE Ha 6'-
XHIPOKCHMETHII IPOH3BOAHOTO. Tean ocHOBHY MeTaGONMTHH IPOJYKTH HIH HAMAT H3IMEPHMA
aKTHBHOCT, HiIH ¢a ¢1a60 aktasuH Kato COX-2 uaxuburopn. Hato elvH OT Te3u MeTabOIUTH He
naxulurpa COX-1.

Ennmunupade
Cilej| MPHIATAHETO HA eAHOKPATHA, MapKHpPaHa ¢ PaJHOM30TON 034 OT 25 Mg €TOPHKOKCHO

HHTPaBeHOZHO Ha 3/paBH jmuua, 70 % OT paAHOAKTHBHOCTTA € OHJIa YCTAaHOBEHA B ypunata 120 % 20 % BB
dexamuuTe, rmasHo nox Gopmara Ha MetabomutH. Ilo-Manko ot 2 % € ycTaHOBeHa IT
HETIPOMEHEHO JIEKapCTBO.




TpUOTH3HTENHO 2, OTrOBApALIO HA BpEMe HA MOTYKHBOT OT Hpubamusurento 22 vaca. [Inasmenust
KJIAPBHC CJIE] HHTPABEHO3HA JI03a OT 25 mg ¢ upabnusutenHo 50 ml/MUHYTa.

Cneyuannu epynu nayuenmu

Hayuenmu ¢ cmapuecka ev3pacm: QapMakoKuHeTHKaTa IPH MaHEHTH B CTap4ecka BE3PacT (Bh3pacT =
65 roauHn) € OIM3KA A0 TA3H NPH MIATHTE.

Ilon: He ce ycTaHOBsBA pasiMKa BEB (apMaKoKHHETHKATA IIPH MBXKE H XKeHH.

Yeprodpobro yepexcdane: [lpu namUenTy ¢ IeKa crenes Ha yeproapoduo yppexiane (Child-Pugh
HHJIEKC 3-6), IPHIAraHeTo HA ETOPUKOKCHO B 103a 60 mg BeAHBHK HA JCH € KOBEIO 10 NPHOIHM3KTENHO
16% no-ronsma cpemsa AUC B cpaBHEHNE ChC 3[paBH IMIA HA CHINAA 0308 pexuM. [Ipn manuenTure ¢
yMepeHa CTeNCH Ha 4epHopobHO yepexaane (Child-Pugh unnexc 7-9), npunaraneto Ha €TOPAKOKCHO B
J03a 60 mg nipe3 aeH € goseno a0 cpedda AUC, 6im3ka 0 Ta3zH Ha 3ApaBHTE JIMNA IPH JO30B PEXKHUM OT
60 mg jHeBHO; eTopHKOKCHG 30 mg BEAHSK AHEBHO He ¢ IPOYIBaH B Ta3H Hommynamus. Hama kinaaaHA
H (papMAaKOKHHETHYHH JAHHH 32 NANMEHTH ¢ TEXKA CTereH Ha geproapobHo yepexnane (Child-Pugh
uugeke > 10) (s, Touxu 4,2 1 4.3),

Buvbpeuno yepescoane: GapMakoKHHETHKATA NPH €4HOKpaTHa A03a o1 120 mg eTopHKOKCHO, HpUioxKeHa
Ha NAlHEHTH ¢ YMEPEHa /10 Texkka 6b0pevna HeIOCTaTHIHOCT M TAKHBA ¢ Kpalina dasza Ha 6u6pedno
3a00/1BaHe HAa XeMOAHAIIN3a, He e € pasnuyasaia 3HaYHMO CIIPAMO Ta3H IPH 3/1paBH JIMIa.
XeMoaManu3aTa € HMala MaJbK IPHHOC 10 OTHOIIEHHE Ha eTMMHHAPAHETO (IHAIH3EH KIMPBHHC
npubnuzutenHo 50 ml/MunyTa) (BXK. ToukH 4.3 1 4.4),

HTeduampuuna nonyrayus: GapMakOKHHETHKATA HA €TOPAKOKCHO IIPH NEAMATPHYHM [TAMEHTH (BB3pacT
< 12 ronuHN) HE € HACAEABAKA,

Ipu dapmakokuHeTHYHO IpoyuBare (n=16) IPOBeAEHO CPex FOHOIMH (BB3PacT OT 12 1o 17 rogumm)
dapMakoKHHETHKATA NPH KOHOWATE ¢ Terno oT 40 to 60 kg npu 1032 Ha eTOPHKOKCHO 0T 60 Mg BeAHBHK
Ha [CH H [IpH IOHOMHTE ¢ Terno >60 kg (203a Ha eTopukokcnt 90 mg BeHbX Ha JeH) e 6una Gnuska no
Ta3H Ha BE3PACTHH, OIYYHIIM ETOPHKOKCHO B J103a 90 mg BeZIHBK HA JIeH. besonacHocTrTa 1
e(peKTHBHOCTTA HA €TOPHKOKCHG NPH e/MATPHYHH NALMEHTH He Ca H3CTIE/IBalH (BXK. TOUKa 4.2).

5.3 IIpeaxnHHHYAH JAHBH 32 0€30MACHOCT

B NpeaiTMHEEYHATE IPOYIBAHHUS C ETOPHKOKCHO He € G1ila ycTaHOBeHA TeHHA TOKCHIHOCT. ETOpHKOKCHO
He € OWJI KaHIeporeHeH mpd Mk, [rexosere ca pa3BIIIH XCHaronelnyiapeH B THPSOHIeH
(oNMKyIoNeTyIapeH aneHoM IPH JO3HPOBKa > 2 IBTH JHEBHATa Jo3a NpH xopa [90 mg] u cucremua
exceTHEBHA EKCIIO3HIHSA B IIPOAbIDKeHAE HA IPHOIE3UTENHO 2 rofai. XenaTonenylapHusT 1
THPEOUTHHEAT BOTMKYJIONENYIapeH AeHOM, Ha0MIONABAHH HIPH ILTBXOBETE, ca OHIIM CUETCHH 34 pe3yaTaT
Ha creu(AYEH 3a ILIHXOBETE MEXAHU3BM, CBBP3aH ¢ HHAYKIHA Ha uepHoapobuute CYP ensumu. He e
YCTaHOBEHO eTOPHKOKCHG 11a IpeIu3BUKEa HHyKuHs Ha yepHoapobausa CYP3A ensuM mpH xoparta.

[ aCTPOMHTECTHHATHATA TOKCHYHOCT HA €TOPUKOKCHO NPH IUTBXOBETE CE yBENuiaBa ¢ f03aTa H BpeMeTo
Ha eKcro3unys. B mpoyusane 33 TOKCHIHOCTTA Ha €TOPHKOKCHO NPOABILKIIO 14 ceamuim R ANG U
ua CY TpakT ca Ouns HaGIONABaHH TIPH EKCIIO3HIMSA, HAAXBHPISILIA Ta3H NPH YOBEK CIFPT M"d JHa
TepaneBTHYHATA N03a. [IpH mpoydBafMATa 38 TOKCAYHOCT B IPONB/LKEHHE Ha 53 H w@cémm ' fﬂsg
CU TpakT ca 6unu HabMOAABaHH CHIIO Taka MPH eKCIIO3HIHN, CPaBHUMH C TE3H IT Hﬁopa &itpmara;@
Ha TepaneBTH4HATa 1032. [1pH Kydera GHOpeYHA M racTpOMHTECTHHAIHH AHOMAIA rﬁa’ OuI VA
HabI0aBaHK [IPH BHCOKA JI030BA SKCIIOZHIHS. i o

ETopHKOKCHG He € IOKa3aN TepaToreHHOCT IIPH NpOyYBaHKs 3a PEIPONYKTHBHA TOI&}I(I‘%HQ ’ gomﬂeHH
BEPXY IUTBXOBE ¢ JIo3a 15 mg/kg/nHeBHO (ToBa € MpHOMAATENHO 1, S ITBTH Hajl nneaﬂmﬂ;a Saxdpa
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[90 mg] npu cuctemua excrosunwEs). [Tpu saii e HabmoJaBaHO CBHP3AHO C NCUCHHETO MOBUINCHHE Ha
CHPIEYHO-CHIOBHTE MaiGOpMaly IPH HEBA HA CKCTIO3KIMA 1O/ KITHHAYHATA SKCTIO3KIIMA TIPH
JIHeBHATa 1o3a 3a Xopara (90 mg). Bripexd ToBa, He ca HaOMIONABAHH CBBP3AHH C JICICHUETO BEHIIHH
MandopMaIiEi VK IPOMEHH BbB deTanBHs cKeNeT. [IpH IIbX0BETE U 3aiiiuTe e HabmoaaBaHo
JI0303aBUCHMO YBEITHYEHHE Ha IOCTHMIUIAHTAI{HOHHA 3ary0a IpH eKCIO3MIHS, CKBUBATCHTHA Ha HIH 1,5
[TBTH MO-TOJISMA 0T Ta3H IpHd Xopara (Bx. Touku 4.3 u 4.6).

ETOpHKOKCHO C& EKCKPETHPA B MAKOTO Ha ILIHXOBETE IIPH JIAKTALMS, KATO KOHICHTPAIHATE ¢4
npuGIM3MTENHO ABA ITBTH HAJ Te3H B ITa3MaTa, TerIoTo Ha MAKKMTE € HAMAILUIO MPH 3aXpaHBaieTo ¢
MIISIKO OT JKEHCKH ILTBXOBE, KOHTO ca IONYJYaBaIA €TOPHKOKCHO 10 BPEME Ha JIAKTAIMS.

6. DPAPMAIIEBTHUHH JAHHU

6.1 CnlchbK HA HOMOIHHUTE BeDIECTBA

CppuieBina Ha TabneTKara:

Kaymuer xuaporesdocdar, 6e3poaen
Kpockapmenosa HaTpui

Marsesnes creapat
MuxpoxpHcTaliHa nemyno3a

(6BHBKa HA TabueTKATA;

Kapray6cku BOCHK

JlaxT03a MOHOXHAPAT

XumpoMenosa

Turaaues nuokcug (E171)

Tpuraneras

Wazurokapmun (E132) 1 xeit xenesen okena (E172)

6.2 HechbBMeCcTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roJHOCT

3 rogusn

6.4 CrellHa/IHH YCJIOBHSA HA ChXpaHeHHe

CpxpaHABaiite IEKaPCTBOTO B OPHIMHANIAATA My OIAKOBKa, 33 1 €€ IpeanasH OT Blard.
6.5 By ° cHABPKAHHE HA ONAKOBKATA

Anymurneso GosHO (1B0HHO), OIMCTEPH B OTIAKOBKA ChC 7 4 14 TabneTkn.

He scHUKE BUAOBE OIIAKOBKH Morart Aia Ob/1aT MyCHATH Ha nasapa.

6.6 Cnenua/am npeJNa3sH MepKH OpPH H3XBLpaaHe 1 padoTa

HamMa crciiiadHy H3UCKBaHNg,

CBLOTBETCTBHE C MCCTHHTC H3IHCKBAHHA.
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7. IIPHTEXATEJ HA PAZPEILIEHHETO 3A YIIOTPEBA

N.V. Organon

Kloosterstraat 6

5349 AB Oss

Hunepnannus

8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

20030176

9. TIPUTEXATEJ HA PAZPEILIEHHETO 3A NAPAJIEJIEH BHOC:
“dapmaneiik Beiarapus” OO, yii. Kpym Tonoe Ne 44, erax 1, 1421 Codus, brirapus

10. JIATA HA TIBPBO PA3PEINIABAHE/fIOJHOBABAHE HA PA3PEIIEHHETO 3A
YHOTPEBA

Jara Ha nepso paspemasane: 10.03.2003 r.
Jata Ha nocneguo nogropasane: 09.10.2008 r.

11. JATA HA AKTYAJIHIUPAHE HA TEKCTA




