i Al H,L‘O;;}u‘,fhmm. - fp

50760795736/ 37

e W
T

e

KPATKA XAPAKTEPUCTHKA ﬁmn&f TR v
?A_gﬁ.,ﬂ-mwfug//{?n 5 ?7,.“,}

i L UEHUS he B ZB-ﬂ']-'llm é
1. MME HA JIEKAPCTBEHHS I[IPOJYKT |

Honokcn® 60 mg dmmmupany Tabnetku
Doloxib 60 mg film-coated tablets

Homnoxeut 90 mg dummupanu Tadnetku
Doloxib 90 mg film-coated tablets

HJonokend 120 mg dunmupany tabneTkd
Doloxib 120 mg film-coated tablets

ETOPHKOKCHD

etoricoxib

2. KAYECTBEH U KOJMMECTBEH ChCTAB

Bcesxa ti)nnMﬁpaHa TabneTka caappka 60, 90 mmu 120 mg etopurokckd (etoricoxib).
3a MBHHSA COMCBK HA MOMOIIHKTE BELIECTBA, BHXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®0OPMA

dunmupaxa TabneTka

Honoxeut 60 mg dpuamupann Tadnetkn: Cee1nokadaBH KpbIiH XBOHHO H3MEKHANH QHAMHPAHH
Tabnerku, NpHOAH3KTEHO § MM B THAMETED.

Honoxeut 90 mg ¢punmupanu Tabnetku: CBETIOKBITH KPBIK JBOHHO H3MBKHATH HHIMHDAHH
TabneTk, IPUGIM3KMTEIHO 9 M B AUAMETED.

Honokenb 120 mg puamupanu Tabnerxn: CpeTnopo3oBH KPBIIH ABOMHO H3TBKHATH GuiMupann
TabneTky, npubarsnresnno 10 mm 8 guameTsp.

4. KJHUHHYHMH JAHHH
4.1° TepaneBTHYHH HOKA3AHHA

Honokcub e NokasaH NpH BE3PACTHY H IOHOLIY HA 16-roHIGHA BE3PACT H NO-BB3PACTHH 32
CHMNTOMATHUHO NEYSHNE Ha ocTeoapTpo3a (OA), pesmaTounen apTpur (PA), ankrnosupain
CIIOHAKTHT H Ha GonKaTa W WE3NATHTENHATA CAMITTOMATHKA HPH OCTHP NOAArpo3eH apTpPHT,
Honokeub € Moka3an Npu Bb3PAcTHH M FOHOIIM Ha 16-TOOMIIHA BB3PACT U MO-BBL3PACTHHU 32
KpaTKOCPOYHO IeUeHHe HA yMepeHa Oollka, CBBbP3aHa ChC CTOMATOMOIUYH ONEpallHA.
Pewenuero 1a ce npeanune cenexruper COX-2 uuxuGHTOp, TpAOBa Aa ce 6a3upa HA LAIOCTHA
NpeueHKa Ha HHIHBKYATHHTE PHCKOBE 33 nauueHTa (BkK. ToukH 4.3; 4.4),

4.2  [o3ApPOEKA H HAYMH HA MPAIAOKEHHE

EO3HQOBK3




TsH kato cbpASIHO-CHAOBHTE PHCKOBE IPH €TOPUKOKCHD MOMAT A3 CE YBEIHUAT C [03aTd H
TIPOIBIKHTETHOCTTA Ha TIPHIOMKEHHE, CNIENIBA [1a C& M3MON3Ba HAN-HHCKATA [03a M HaH-KPaThK
NepHOR Ha npHIokeHke. HyxnuTe Ha nauuenta 0T CHMOTOMATHUHO O0/IEKUEHHE M OTTOBOP HA
nevenueTo TpAGBA IEPUOAMYHO A C& MPEONSHABAT, 0COOCHO NpH NALMEHTH ¢ OCTEOAPTPHT (BXK.
Touxn 4.3,4.4,48u51).

Ucmeoapmpum:

INpenoprysanata qo3a e 30 mg penubx XHeBHO. TIpH HAKOH MALMEHTH C HEAOCTATHIHO OOIEKIEHHE
Ha CHMITOMATHKATa TMOBHIIABAHE Ha 103aTa Ha 60 mg eXuH NbT IHEBHO MOYKE JA TIOBHILH
edukacHoctTa. [TpH nunca Ha TepaneBTHYEH edeKT C/eqBa 1a ¢ NPEUEHH H3NOA3IBAHETO HA APYTH
TepameBTHYHH Bh3MOKHOCTH.

Pesmamouden apmpum.

IIpenopbusanaTa nosa € 60 mg penwex aHesHe. [IpH HAKOH NALKEHTH C HEJOCTATHYHO 06IEKHSHHE
Ha CHMNTOMaTHKATa NOBULIABAHE HA A03aTa Ha 90 mg eOHH MbT AHEBHO MOXKE A MOBHLIH
eukacHocTTa. Ciell KaTo nanveHTa e cTaGHNA3NpaH KNTHHUYHO, MOXE 13 € YMECTHO MIOHM3KABAHE HA
nosata g0 60 mg senHbxk AMerHo [Tpu unca Ha TepaneBTHYEH edeKT CenBa 12 Ce MpPeLeHH
M3N0N3BANETO HA APYTH TEPANEBTHYHH BE3MOKHOCTH.

Awnrunozupaiy chordwrum.

INpenoprypanata qo3a e 60 mg Beausx aHeBHO. [IpK HAKOH NALIHEHTH ¢ HEAOCTATLYHO 06IEKUSHIE
HAa CHMNTOMAaTHKATa NOBHIIABAHE HA A03aTa HAa 90 mg eOHH HbT JHEBHO MOXKE 1A MOBHILH
eduxacHocTTa. Clell KaTo NauneHTa @ CTAGATN3HPAH KIHHHUHO, MOMKE [1a € YMECTHO NOHIKABAHE HA
hozata fo 60 mg Benubxk auesHo ITpn mirnca Ha TepanepTHYeH edeKT ClIe/Ba Aa ce MPELeHH
H3M0JI3BAHETO HA APYTH TEPANEBTHYHH Bh3MOXKHOCTH.

Cwvemosanus ¢ ocmpa boaxa
Ipu cBCTOAHNA ¢ 0cTpa O0lKa, ETOPHKOKCHE MOXe fa ce M3NON3BA CaMO 10 BpeMe Ha [epHOAa Ha
ocTpaTa GONKOBA CHMTOMATHKA,

Ocmup nodazpozen apmpum:
Ilpenoprunanara no3a e 120 mg rensRx AHEBHO. [lo BpeMe HA KAUHUYHK NPOYYBAHNA 33 TICUCHHE HA
OCTBp MOAArpo3cH APTPHT, ETOPHKOKCHO € OHN JaBaH B MPOIBIDKEHHE HA § [THH,

Credonepamugha CroMamon0euuHa Xupypuna 6oaxa

[Ipenoprupanata 103a € 90 mg BeAHBK AHEBHO, KATO IEUEHAETO C& OrpaHHYaBa MAKCHMYM 10 3 IHH.
Hsikon nameHTH MOXKe Ia ce HyXKAasT OT APYra HOCTONEPATHEHA AHAITE3HA B ROMBIHEHHE Ha
Honokcu, no speMe Ha 3 THEBHUA TEPHO Ha JICHUSHHE.

H03H, HAZXPEPIAIIH IPENOPEYRAHMTE 33 BCAKA MHIHKALIMA WM HE CA MOKAIAIH N0-TOMAMA
epMKacHOCT, HITH He ca G npoyupany. 3aToBa:

Hozara 3a OA, He TpaGra na vapeHinasa 60 mg QHEBHO,

Hozara 3a PA 1 aHKHJIO3HpALI CIIOHQMAMT HE TPAGBa Aa HansHinaea 90 mg NHEBHO.

Mo3ara 3a ocTBp MoKarpo3eH apTpur He TpAGBA na HaasHwasa 120 mg IHEBHO, XaTo JeHeHUeTo ce
OrpaH{4aBa MakCHMYM ac 8 mHH.

Ho3ara 3a credonepamusna cmomMamonozuuna xupypeunna 6oaxka, He TpaGea na naasuiaea 90 mg
AHEBHO, KaTo JICYCHHETO CE OrPaHHYaBa MAKCHMYM 10 3 JIHH.

Crenyaigy Donynanuu

flayuenmu 8 nanpednana ev3pacm:
He ce nanara kopurupane Ha J03aTa [PH [TALHEHTH B HATIPpEIHATA Bb3pacT. [IpHiokeHueTo




TIAIWEHTH B HALIpEOHANA RB3PACT C71€1BA 1a CTaBa BHUMATENHG (BXK. TouKa 4.4).

Yeprnodpobra nedocmanmuvuhocm:

HesagucHMoO OT HHIHKANMATA NPH NAIMEHTHTE C JIEKa CTeNeH Ha 4epHoapoGHo yepexaane (Child-
Pugh — ungekc 5-6) He TpaGBa da ce HagBHiUABA 1032 0T 60 mg BeAHEX Ha neH. [IpH namyeHTHTE ©
YMepeHa cTeneH Ha uepHoapobho yepexxaane (Child-Pugh — unnekc 7-9) HesasucHMo or
MHIUKAURATA 103313 o1 30 Mg €AWH NBT AHEBHO He TpA0Ba na Oboe HanxBLpAsHA,

KIHHAYHAAT ONUT € orpaHHed 0cobeHo Npy MALHEHTHTE ¢ YMEPEHa CTENeH Ha YepHoApobHo
YBpExHAaHe v 3aTopa ¢ HeoDXoauMo BHHMaHKe. HAMa KTHHMYEH ONHT MPW NalHeHTH ¢ TEXKa
uepHonpobHa HegocTaTsyHOCT (Child-Pugh-uHaexc > 10 ); 3aT0Ba PHAATAHETO Ha JIEKAPCTBOTO B
TaKMBAa CTyYaM € NPoTHBOMOKa3aHo (K. ToukH 4.3 ,4.4. u 5.2 ).

bvbpeuna nedocmamuvunocm;

He ce nanara kopHrupase Ha J03aTa NPH NAUHEHTH C KPEATHHUHOB KIMPBHC > 30 ml/min (8. TOYKH
5.2). H3nonseaHeTo Ha €TOPHKOKCHO MPH MALMEHTH ¢ KPEaTHHHHOB KAMphHE < 30 ml/min e
MpOTHEONOKA3aHO (BXK. TouKH 4.3 1 4.4 ). '

[Teduampuuny nonyaayua:

EToprkoxcuG e OpoTHRONOKA3aH 3a YIOTpeda NMPH Aeua H MOAPACTBAULA Ha BBIPACT Noa 16 romuuu
(3x. Touka 4.3).

Hauwnn Ha mpunoxexue

HonoxcHG ce mpueMa opanHo M MOXKE 13 ce npHeMa ¢ Wid Oe3 xpaHa. EdekrbT Ha nexapcetsoro
MOXE J1a C€ yCcKopH, koraTo JlonokcHO ce mpueMa Ge3 xpana. Toa TpaGea na ce oOMHCIM npy
Hy’K1a 0T bP30 OBIAAABaHE HA CHMITTOMAaTHKATA.

4.3 IlporuBonokazanus

CBpLXYYBCTBHTETHOCT KbM AKTHBHATA CHCTABKA MIIH HAKON OT [IOMOLIHHTE ChCTABKH (BX. TouKa 6.1),
AKTHBHA NIENITHYHA A3BA KIH AKTHBHO KBPBEHE OT CTOMAUTHO-YPEBHHSA TPAKT.

IIpx naumenTy, clleq NpHeM Ha aUETHACATHIIWIOR kucequHa uin HCIIBC prmodurenso COX-2
(IMKMOOKCHTEHa33-2) HHXHGHTOPH € BE3HUKHAN 6POHXOCA3sM, OCTED PHHHT, HOCHH OOTHMH,
AHCHOHEBPOTHYEH €OEM, YPTHKAPUA HITH ANepriuvyHu peaKkilHH.

BpemennocT 1 kepMene (px. Toukn 4.6 w53 ).

Texxa uepsonpo6Ha HenocTaTEYHOCT (cepymeH anbymun < 25 g/l unu Child-Pugh unnexc > 10).
Ycranopen 6p0peuen kpeaTHHHHOB KirphHe < 30 mL/min.

[eua » noppacTeailiy noy 16 TONMIIHA BBH3PACT.

Br3nanutenno 3abonneane Ha deppara.

3acToiiHa cepaeuHa HemocTaThuHOoeT (NYHA II-IV).

TlauueHTn ¢ XUNEPTORUS, YMETO KPLBHO HaRArake ¢ Tpaiito waa 140/90 mmHyg u He e anexsaTho
KOHTPOIHPAHO.

YcTaHoBeHa HCXeMH4HA GoNecT Ha chpLeTo, nepudepHa apTepHaTHa 60MeCT W/HIH MOILYHO-CHIOBA




fonecr.
44 ChneunajiHm npepynpexAeHns H NPeANa3HA MepKH 0pH ynorpeba

EdekTH BEPXY CTOMALIHO-YDEBHHA TPAKT
Y CIOKHEHHS OT TOPHATA 4ACT HA CTOMAINHO YPEBHHUA TPakT [nepdopaiii, A3BH WK KbPBEHE], HAKOM
OT KOHTO C (haTaNieH H3X0H, ca HACTHITHITH [IPH NALHEHTH TeKYBAHH C ETOPHKOKCHE.

C BHEMaHHe npH NALUMEHTH C NOBUIUEH PHCK OT CTOMAIHO-YPERHE yoaomkHenua mpd HCTIBC
Tepanni: MANHENTH B HANPERHANA BB3PACT, NAUHCHTH NpHeMally egHoBpeMeHHo u apyru HCTIBC
HITH ALETAICANHLMIOBA KHCENHHA, HIIH MAHEATH C NPeKapaHy CTOMANIHO-YPEeBHH 3a60/IABAHNA, KATO
A3B& H CTOMAINHO-UPSBHO KhpBEHE.

Iorminaga ce pUCKBT OT CTOMALIHO-YPEBHH HeXKEJIAHH JIEKAPCTBEHH PeakuMy (YIIEPaLUM HIH APYTH
YCIOKHEHHA), NPH MPHEM HA ETOPUKOKCHO 338[HO C BUSTHICANMITANORA KMCENNHA {IOPH M B HUCKH
[03H). 3HaYMTeTHA Pa3NkKa 10 OTHOWEHHE Ha CTOMALIHO-4peBHATA Ge30MacHOCT MKy
cenekrueuTe COX-2 HHXMGHTODH + alleTHN calHLmiIoBaTa KHeennHa cnpamo HCIIBC +
aUETHICANTHUMNOBATA KHCENHHS, He € 61UTa yCTaHOBEHA B ABNTOCPOYHA KNHHAYHH npoy4paHus (BixK.
TouKa 5.1),

EQEKTH BBEPXY CHPAEHHOCHROBATA CHCTEMA

KnuHHYHH MpoyYBaHug NPERNoNaraT, de TepaneBTHYHHAT Kitac Ha cenekTHHuTe COX-2
HHXHOHTOPH, MOKe [1a 6B CBBP3AH C PUCK 0T TPOMOOTHYHH HHUMAEHTH (0c06GeHO MHOKapIeK
HHapKT H HACYNT), crpamo c maneto u wikod HCIIBC. CopasuHOCHIOBHTE PHCKOBS MpH
NPHIATAHETO HA ETOPHKOKCUO MOTAT /]a HApacHAT C YBEIHUABAHE HA J03aTA M NPOABIDKHTENHOCTTA Ha
NipAarate, nopaik KoeTo Tpabsa na ce W3NMOM3BaT Hali-HHckHTe e)eKTHBHU J03H, 33 HalH-KpaTHK
neprod oT speme. HeoOXoAUMOCTTA Ha NaUHEHTa OT CHMIITOMAaTHYHO 00NIeKYaraHe M OTroBOp
COPAMO TepanuATa, TpAbBa fa Gbie NEPHOTHYHO [IPEONEHABAHA, 0COGEHO NIPH MALMEHTH C
ocTeoapTpur (Bk. ToukH 4.2;4.3; 4.8 u 5.1).

TNMauneHTH ¢he 3HAYMTETHH PUCKOBH (DAKTOPH 33 CHPACYHOCHAOBH HHUMACHTH (HApUMeEp
XMIIEPTOHUA, XHNEPIHIMTHAEMHSA, JHaleT, TIOTIOHOMyIeHe ), TpAGBa Na GbAAT IEKYBAHM C STOPHKOKCHE
clie]l BHHMATEHO 00MHCIIAHE (BX. TodKa 5.1).

COX-2 cenekTHBHHTE HHXHOUTOPH He 3aMECTRAT aUETHACAIHIMOBATA KHCeAHHA (ACTIHpHY) Npu
OpoHIaKTHKA HA ChPAEYHO-CHAOBH TpoMOoeMOOIHIHY 3a00/ABAHHES, IOPAAH JMHIICATA HA
anTHarperanTed edekT. [Topaay ToBa anTHarperaHTHaTa Tepanud He TpaGra na Gbae Npekrceana (Bx,
ToukH 4.5 u 5.1).

Edextu Bppxy 656penure:

Bu0OpedHHTe NpOCTATIaHAHHE MOKE JIa HMAT KOMIIGHCATOPHA POJiA B IOAALPXKAHETO Ha GBOpeuHaTa
nepdysna. 3aropa npu snouwena Gs0peyna nepdy3us, NpHIAraHETo HA ETOPHKOKCHG MOdKe na
NpefH3BHKA BTOPHYHO, YPE3 PeRYKIMA Ha MPOCTAaHARHOEO GopMuUpane, HAMANREAHE Ha
OB6peunus KPEROTOK H yBpeKIaHe Ha GnOpeunata Pynkums. IaumesTute ¢ Hall-BUCOK PHCK Ca Te3H,
C NMPEX0MKIAMmOo 3HAYNMO BIOMEHA ObOpeuna QYHKIHA, AeKOMIIEHCHPAHA CBPASYHA HEMOCTATEUHOCT
HAH uupo3a, [Ipd Te3n nauueHTH Ce Halara npocieassaHe Ha Op0peunaTa GyHKLMA.

3anpeiKKa Ha TEUHOCTH, OTOK H XHTIENTOHKS
KakTo 1 ¢ opyru TexapcTBeHR NPOAYKTH, 33 KOHTO € H3BECTHO, Y€ HOITHCKAT MPOCTATNAH IHHOBHS

CHHTE3, 3aJpPhKKA HA TEYHOCTH, OTOK U XHIIEpTOHUA ca Ounn HabMmoJaABaHK NPH NALMENTH Ha
JISYEHHE ¢ eTOPHKOKCHO, BCHUKM HECTEPOMAHH IPOTHROBEIMATHTEIHH CPEICTEA, BKIIOUHTENHO
eTOPHKOKCHO, MOIaT Aa ca IIPMYHHA 32 HOBOMOABHIIA C& HITH PeKyYPEHTHA 3acTOHHA CEpASYHA
HEJOCTATRYHOCT. 338 HHPOpMaLHA OTHOCHO ONMPEAEAHUs OT 103ATA OTrOBOP MPH €TOPUKOKCHO (BK.
TO4Ka 5.1). BuumaTenHo TpAdea Ja ce NOIXOXKIA KBM NALMENTHTE C AHAMHE3A 33 ChpASUHA
HENOCTATHYHOCT, JIEBOKAMepHa JHCHYHKIINA, XHIIENTOHUA KAKTO H KBM MaLHeHTHTE C MPEIX0K,




OTOK MO APYrH NPHYHHH. AKO HMA KIHHIHH HAHHHE 34 BIOLIABAHE HA ChCTOAHKETO HA TE3N
MAUHEHTH, CAEIBA 1A Ce NPeanpHeMaT NOAXOALIN MEPKH, B TOBA YHCII0 H NPEKpaTABAHE HA
JISYEHHETO ¢ eTOPHKOKCHO.

Etopukokcu® Moske 1a NPOBOKAPA fpoABa HA [T0-1ECTA H TEXKA XHICPTOHU B CPABHEHHUE C JPYTH
HCTIBC u cenexrvsan COX-2 NHXROUTOPH, 0c0GeHO TIPH BUCOKH H03H. [T0pangy 7083 XMOCPTOHHATA
TpAGBa 1a Obae KOHTPONHPAHA NPERH TEYEHHETO C eTOPHKOKCHE (B, Touka 4.3) u Tpabea aa ce
06bpHE 0co0eHO BHHMAHHE Ha NMPOCTSAfBAHE HA KPLBHOTO HALATAHE [0 BPEME Ha JIEUSHHETO ¢
eTopukokcrb. KppBHOTO HanAraHe cneara 2 6be KOHTPONHPANOo 10 ABe CeOMHUUH OT 3al10UBaHe Ha
TEYEHUETO H IEPHOIHYHO CJIe] TORA. AKO KPBBHOTO HAAraHe 3HAYMTENHO Ce NOBMIIK TpaGsa 1a ce
MOMHC.TH 32 AJITePHATUEHO JIeYeHHe.

Edexti BEPXY MepHHA Apod

TlosuaBaHe Ha anaHMH aMHHOTpaHchepasata (ALT) u/unu acnaprat amuHoTpancdepasata (AST)
(mpuGnusuTenHo 3 WK nosede nbTH Han I'TH) e 610 HabmonasaHo [pH okomo 1% OT HaHHEHTHTE B
KIHHHYHHTE IPOYUBAHHNA, KOKTO Ca JISKYBaHH C eTOPHKOKCHO Ao | romviHa mpr noza 30, 60 n 90 mg
JIHERHO.

TauyeHTHTE CBC CHMITTOMH H/HITH MPH3HALIH 38 Y€PHOAPOOHA AHCPYHKIUHA HH TE3H, NPH KOHTO &
HAIIHLE [TATONOrM4EH TECT 34 OLSHKA HA YepHOoApoGHaTa QyHKLMA, cneasa Aa GbAaT MOHHTOPHPaHH.
AKko ce Ha0MonaBaT NPH3HALM Ha YePHOIPOOHA HEMOCTATEYHOCT MM NIEPCHCTHPAT NATONOT HYHHTE
4epHoOpoOHU TecToBe (TpH MeTH Hag I'TH), neyenseto ¢ eTopuxoxcut Tp6Ba fa ce NpexpaTy.

O6um ebextn

AKO TIO BpeMe Ha JIeYEHHETO, IPH NALMEHTHTE ce BIOWAT QYHKIMHTE Ha HAKOS OT NO-rope
OIMCAHUTE CHCTEMH, TPADBA fa Ce B3eMaT MOAXOMALIH MEPKH H a Ce TIOMHCITH 32 NPeKbCBaHe Ha
TEpanuATa ¢ eTopukokcHO. TpadBa Aa ce OChIeCTBABA ANEKBATHO MEIUIMHCKO HaOMOdeHHE 1o
BpEME Ha [IPOBEXNANETC HA JIeUSHHE C €TOPHKOKCHD Ha MAIlHEHTH B HapEAHANA BHIPACT H TAKHBA ¢
Ham4Ha 6B0peuna, yepHoapoOHa UK ChpACUHA JHCGYHKIHA.

JleqeHHeTO ¢ eTopuKOKCHO TPAGBa 1a Ce OCHUICCTEABA BHUMATENHO MPH AeXHIPATHPAHH NALMEHTH.
lIpenopBYBa ce NpeapapHTe/IHA PEXHAPATALIMA IPEAH 1a 3all0UHE TEPANUATA C €TOPHKOKCHG.

CepHo3HH KOXHH PEakiLMH, HAKOH OT TAX (aTanuu, Kato eKcdonraTHeeH IEPMATHT, CHHAPOM Ha
Steven- Johnson u TOKCHYHA enuaepMania HeKpo3a, ca OHIH JOKIaIBaHH MHOTO PAAKO BBB BPBIKA ¢
nznon3eaneTo Ha HCTIBC 1 nakou cenexrustn COX-2 HExHOMTOPY TIPH TIOCT-MApPKETHHIOBOTO
HabmoaeHue (Bk. Touka 4.8). [TauueHTHTE Ca U3N0XKEHH HA HAM-TONTAM PUCK 34 NOABATA HA TAKHBA
PeakUiH B HAYAIOTO HA TEPANHATa, KATO IEPBATA PEaKUHA C& NOABABA IHPH MOBEYETO MAUMEHTH Ope3
ITbPBHA MECEN OT JIEYEHHETO.

Cepro3HH peaxi(Mi HA CBPBXMYBCTBHTEHOCT (KaTo aHadHAaKCHs M aHTHOEOEM) ca GHIH
¢hoOIIARAHH NPH NAlHEHTH NpHeMald eTOpUKOKeHO (B, Touka 4.8). Hakou cenextaean COX-2
HHXHOGUTOPH ca CEBP3aHH C MOBHLIEH PUCK OT KOXKHK PEaKIHH NP NAUMEHTH, KOHTO Ca HMaNH
aHaMHe3a 33 JiekapcreeHa aneprud. [IpneMbT Ha eTopuxoxcHb TpaGea na 6bae npexpated npH
LpBaTa MPOARA Ha KO3KeH OOPHB, NE3Us HA TNTABHLIATA HIK APYTH CHMIITOMHE Ha
CBPBXYYBCTRHUTETHOCT.

- ETopuxokcHO Moxe na Mackupa deGpuavTeT W Apyrd Gelnein Ha BB3OaNecHHETO,

BuuMatenHo TpadBa Aa ce MOAX0KAa NPH eMHOBPEMEHHO IPKNATAHE HA €TOPHKOKCHD ¢ PaphapuH
HIH ApYTH NepopaiHH aHTHKOaryaaHTH (BX. Touka 4.5).

HanonssaHeTo Ha eTOPUKOKCHO, moaoGHO HA APYrH IEKAPCTBEHH MPOIYKTH, KOUTO MOTHCKAT
UMKIIOOKCH B HA3HATA/ POCTAITIAHIHHOBATA CHHTE34, HE CE TIPENOPBYEA TIPH JKEHH, KOHTO ¢& OMUTBAT
na 3abpemerent (BX. TOukH 4.6, 5.1 1 5.3).




4.5 BsaumogeiicTBHe ¢ ApPYru JeKapcTBeHH NPOAYKTH B ApYrd GopMH Ha B3aBMoJelicTBHE

(DapMaKOgHHaMH‘{HH BSEHMOQeﬁCTBI/DI:

Hepopannu anmuxogzynanmy

INpy nauKeHTHTE ¢ YCTAROBEHA CXEMA Ha jleyerue ¢ BapdhapuH, NPHUIaraHeTo Ha eTopuxokcub 120 mg
JREBHO, & CBLP3aHo ¢ nprbnu3uTenHo 13% ysenumdenne Ha npoTpombunoBo Bpeme INR (International
Normalized Ratio = MexTyHaponHO HOPMATHIHPAHO OTHOUIEHUE), JaTOBA MALMEHTUTE, KOMTO CE
NEKyBaT ¢ IEPOPATHH AHTHKOArYJIaHTH, clIeJBa CTPUKTHO Ja 6BJaT MOHHTOPHPAHH [0 OTHOIIEHHE HA
npotpoMGHHOBO BpeMe INR — ocofeno B nbpaHTe HAKONKO HHH, KOTATO JIEYSHHETO C ETOPHKOKCHE
3al04YBa HIH ce MpoMeHA J03aTa Ha NeKapeTeoTo (BX. Tovka 4.4),

Huypemuyy, ACE unxubumopu u Anzuomenzun 1 peyenmopnu anmazonucmu

HCIIBC mMoxe 1a HamManat edekra Ha 1uypeTHUHTE H APYTHUTEe AHTHXHIEPTEH3IUBHH jeKkapeTra. [py
HAKOH MALMEHTH ¢ yBpedeHa 6h0OpevHa (yHKUHA (Hanp. AeXxMAPaTHPAHA MALHEHTH WIH NALHEHTH B
HalpeHANA Bb3PacT ¢ YRpeaeHa Gnlpeuna dryHKIMA) eAHOBPEMEHHOTO Manor3Bane Ha ACE-
HHXHOHTOPH MNH aHrHOTeH3HH ([ pellenrTopHEH AaHTATOHMCTH M —CPEACTRa, KOHTO HHXHOUpAT
LMKJIOOKCHTE HA3aTa, MOKE 14 NPEAH3BHKAT AOITEJIHUTENIHO BlOMABaHe Ha Op0pedHaTa dbyHKLms,
BKIFOUHTENHO pa3BHTHE Ha ocTpa Gb0pedHa HeJOCTATEYHOCT, KoeTo ofHkHoBeHO & obGpatumMo. To3u
(akT cnrenpa ma ce HMa TPEABHI NPH MALHMEHTH, KOMTO BIHMAT €AHOBPEMEHHO eTopHKokcHO 0 ACE
HHXMONTODH HIH aHrHOTeH3uK 1! penenropuy antaronucty. Ilopagu toga, Tasu koMGuHaLHA TpAGEa
Ia ce IpHItara BHHMATENHO, 0coBeHO TPH No-b3pacTHy. [TaiMeHTHTe TpaGpa 1a 6BAAT A1€KBATHO
XHApaTHpaHH H TpAOBa Aa ce ofichau MOHUTOpHPaHe Ha OLOpevraTa GyHKUHA Clleq 3anoYsane Ha
KOMOMHHMpaHaTa TepanHs H NepHONHYHO cliel] TOBA.

Ayemuncanuyuosa xuceauna

[lpn npoy4BaHe Ha 3apaBk ZOOPOBOILN C IOCTHIHATO PABHOBECHT CHCTOAHME (Steady state),
eTopuKoKCHO B 03a 120 Mg BeHBK Ha AeH He e TIOB/HAN AHTRArPEraHTHATA AKTHBHOCT Ha
aleTHicATHIMIOBaTa KucenuHa (103a 81 mg senqH®x Ha neH). EToprKokcHS Moxe ma ce H3NOR3BA
€OHOBDEMEHHO ¢ AUSTHNCANHMIINIORA KHCEMHA JANCHA B 1034 32 NPOJINAKTHRA Ha CHPAEIHO-CHLAOBA
WHLUMAeHTH (HHCKA 1033 Ha aleTHNCATA3IUIOBa KHCEIHHA, T.€. acnHpuH). Bee mak eqmoBpeMeHnoOTO
NpHAaraHe Ha ALCTHICATHLIMIOBA KHCe/THHA (HHCKA 103a) C eTOPUKOKCHO MOKE A3 YBEITHIH
4eCTOTaTa Ha YIUEPALHKTE H APYTHTE yCI0XKHEHHA OT CTPAHA HA XPAHOCMHNATEIHHSA TPAKT B
CPaBHEHHE CBC CIYYaHTe, KOraTo eTopHkokeub ce uanon3ea camoctoarento. He ce mpenoprusa
eIHOBPEMEHHOTO IPUJIATAHE HA €TOPHKOKCHO ¢ MO-BHCOKH OT MOCOYEHHTE 33 NPOQUITAKTHKA Ha
CBPAETHO-CBAOBH HHIHACHTH NO3H ALETIWICATHIHIIOBA KHcelHHa, kKakto U ¢ Apyrd HCIIBC (k.
Toukn 5.1 u4d.4),

Luxnocnopun u maxponumyc

BrIpekH de T08a B3aHMOARHCTBHE C eTOPHKOKCHD HE e pOYYBaHO, CE 3HAS, e SAHOBPEMEHHOTO
MpUNAraHe Ha LHKI1ocnopuy uaK takpenumMyc ¢ HCIIBC mosxe Oa yeenuuu HedpoTokeHUHUA ediekT
HA [IBETE JE€KAPCTBA - UMKIOCTIOPHK WM TakpoauMyc. beOpedunata dywukuua cnensa na 6sae
MOHHTOPHPaHa, KOTaTo C€ NPHNara eTOPHKOKCHD B KOMGHHALIMA C HAKOE OT TE3H [BE IeKapCTBea.

DapmMakOKHHETHYHH B3AHMOIEHCTBHA

Edextst Ha eTopukokcHD BBPXY QapMaKkOKHHETHKATA Ha IPYyTH EKAPCTEA

Humuii
HCIIBC HamansBar Gp0peuHaTa eKcKpeLys Ha JIHTHIA, MOpand KOSTO C¢ yBeIHUaBa IIasMeHaTa My

KonueHtpaiua. Ipu HeoGxoguMocT TpAOBa Na o€ MOHHTOPHPA CTPHKTHO KOHUCHTPAUHATA HA JTMTHH
B KPRBTa H JIa Ce afanTHpa J03aTa Ha JIMTHA, JOKATO Ce npueMa Ta3H JIeKapCTBeHa KeMOHHAL




| kaxTo u mpu ciupasero va HCIIBC.

Memompercam

JlBe mpoyuBanAKA ca OPOBSXKIAHK 3a H3C/IEOBaKe Ha epeKTa HA eTOPHKOKCHO B mo3a 60, 90 unu

120 mg ennH NBT Ha AEH B IPOIbIKEHHE HA 7 IHH IIPH MAlHEHTH Ha JTeYeHHe ¢ METOTPEKCAT B A03a
ot 7,5 1o 20 mg BeAHBK CeIMHTHO 33 IEYeHHe HA PEeBMATOHIEH APTPUT. ETopuKkokcHE B 1033 01 60 1t
90 mg He ¢ oka3an edekT BBPXY IUTA3MEHATA KOHIUEHTPALMA HA METOTPEKCAT WM GnBpeunns My
KINHPEHC. B enHo MpoyuBaHe €TOPHKOKCHS B Jo3a oT 120 mg He ¢ MMan edekT, Ho B APYTO IMPOYYBAHE
NpH Ta3H 0033 € YBEIHUHI ITa3MEHATA KOHLEHTPALHA Ha MeTOTpekcar ¢ 28 % M e HaManun
OB0peuHMA KITMPBHC Ha MeToTpekcat ¢ 13 %. [Ipenopbupa ce MOHHTOPHPaHE 3a TOKCHYHH e(eKTH Ha
METATPEKCAT, KOTATO TOH ¢e TIPATara B KOMGHHALMA ¢ €TOPHKOKCHE,

Ilepopannu konmpayenmusu

IpHaaraneto Ha eTopHrokcHG 60 Mg eAHOBPEMEHHO C EPOPANHH KOHTPALENTHBH, ChABPXKAIM 35
Muxporpama eTHHun ectpaguon (EE) u 0,5 no 1 mg HopeTHHapou 8 nponsmxkenue ra 21 1w, e
YBEJIHUHAO NJIOLITA MO KPHBATA B ChCTOMHME HA YCTOMMBOTO paBHoBecHe AUC)-24y Ha EE ¢ 37 %.
Ipunaranero Ha Honokeud 120 mg che chIUMA OpaNeH KOHTPALENTHE, EqHOBPEMEHHD WITH ¢
HHTepBan oT 12 vaca, € yBETHYANO B CHCTOAHHE HA YCTOHYHMBO PABHOBECHE MAOLUTA 104 KPUBATA
AUCp-24y. 3a EE o1 50 g0 60 %; ToBa yBenmuuenue Ha xoHueHTpauuara ua EE ciensa na ce uMa
NpeNBMA, KOTATO c& M3OHpa OpANeH KOHTPAUENTHB, KOWTO A3 Ce H3MO/3Ba N0 BpEeMe Ha IPHIIATaHeTo
Ha eTOPHKOKCHO. YBemHienoTo BE3aelicTere Ha EE MOXKe Ja MOBHILK YeCTOTATA HA HEXKETAHHUTE
PeaKLi CBbP3aHH C OPATHUTE KOHTPAlenTHBH (Hanp.BeHo3Ha TpoMOeMGOoTHA TIPH PHCKOBH XEHH).

Xopmonanna zamecmeauja mepanua (X37)
IpunaraseTo Ha eTopHkokcHO 120 mg 3aenHo ¢ XOPMOHANHA 3aMECTRAIIA TEPaITHA CHCTABEHA OT

KOHIorupasu ectporesu (0,625 mg PREMARIN® ) B MpOXBIDKEHHE Ha 28 AHH, € YBEITHUNIO B
CBCTOANHE HA YCTOWUMEBO PaBHORECHE rUtowTa No kpusara AUCQ-24y Ha HEKOHIOTMPaHHA estrone
(41 %), exBruH (76 %), n 17-B-ecrpaguon (22 %). EGexThT HA IPENOPLYBAHUTE XPOHHUHM 103U
eTopriokcud (30, 60 u 90 mg) He e 61 npoyden. ITnowwTe moa kpreata AUC(Q-24y Ha Te3H
ecTporeHHH cbeTaBkd Ha PREMARIN® nipu eqnoBpeMeHHOTO My npiiiarase ¢ eropukokcent 120 mg
ca OUNH HANOIOBKMHA, B CPABHEHHE C TE3H IPH CAMOCTOATENHOTO NpHnarase Ha PREMARING i
yReJIMuaBaHe Ha Jo3zata ot 0,625 mg ua 1,25 mg. KnuHNYHOTO 3HAYESHHE HA TE3H YBEIHYEHHA HE e
H3BECTHO H No-BHcoky f03u Ha PREMARIN® He ca 6unu npoyusaHu B kOMOHHALIHA C €TOPUKOKCHO.
Tesu moBMIIEANA HA ECTPOrGHHATA KOHLEHTPaUUA TPAORA /1a Ce UMAT MpeaRHd TpH U3Gopa Ha
XOPMOHANTHA Tepanus cJIel, MeHoNay3aTa, NpU NPHIAraHe 3aeQH0 ¢ eTOPHKOKCHD, 3a110To
EKCITO3HIUATA Ha YBENHYEHH HHBA HA eCTPOTEH MOTAT Ja YBEeIHYAT PHCKA OT HEXEIAHH PeakunH,
cebp3anu ¢ X3T.

fIpeonuzon/fMpednusonon |

Criopen naHHHTE OT NPOBEASHHTE KIHHHYHY NMPOYUBAHUA 33 OLEHKA HA EKAPCTBEHH
B3aUMOMIEHCTEUA, ETOPUKOKCHE e € OKa3al KTHHHYHO 3HAYHMO BB3JelicTBUe BLPXY
(apMaKoKHHETHKATA HA NIPEIHH30H/ IPENHU3ONOH.

Huzorcun
Etoprkokcn6 B n03a 120 mg BeAHbK Ha AeH B MpoIbkeHie Ha 10 I8H npu 3Apasu 1oGPOBOILM HE ¢
NPOMEHNT MioliTa (B YCNOBHS HA YCTOHYHBOTO paBHOBecHe) o kpusata AUC(Q-24y unu
G10peuHoTo eNHMHHEpPaHe Ha gurokcud. HaGmonapaso e ysemiuenue Ha Crax (MakcuMaida
KOHLIEHTpALMA) Ha THTOKCHH (npubmusutenuo ¢ 33 %). Topa yBeIHUeHHE HE € OT CBLIECTBEHO
3HAYEHHE 38 NOBEYETO MalHeHTH. Bee mak manmeHTUTe, KOMTO €A C MOBHIIEH PHCK 33 JHTOKCHHOBA
HHTOKCHKALMA cIenBa A3 OBAaT HaOMHABaHH/MOHHTOPHUPAHH 33 IPOABHTE HA TAKABA WHTOKCHKAIIHA,
KOTaTo ABETE IEKAPCTRA, €TOPHUKOKCHO H IMTOKCHH, C& MPITAraT eTHORPEMEHHO,




Echerm na emopuxoxcut svpxy rekapcmeama, Koumo ce memabonusupam upes cyidompancehepasu
Eropukokcn6 e HuxuGuTop Ha cyndoTtpaHcdepazaTa B HOBEINKHS OPraHH3EM, NO-CHEMHATHO
SULTIE] H e ycTaHOBEHO, 4e BOOH IO TIOBMILIABAHE HA CEPYMHATA KOHUCHTPALMA HA ETHHWI-
ectpaguona (EE). [okonkoto mosHaHHeTo 32 edeKTHTE BRPXY MHOXECTBOTO cyndoTpaHdepasu Ha
HAaCTOALIMA STAIl © OTPAHHYEHO H KIHHUYHHTE NOCIEAAIN OT AeHCTBHETO HA MHOKECTBO JIEKAPCTEA
ca HEMBIHM H NpoAbKaBaT Ja 6baaT o0ekT Ha H3caensane. Tpalea na ce BHMMaBa, KOrato
€TOPUKOKCHO Ce MpHIIara eTHOBPEMEHHO C APYTH JIEKAPCTBA, KOUTO ¢& MeTAONMM3UPAT r1aBHO OT
cyndotpaHchepasuTe (Hanp. Tabnerkure canGyTaMon H MUHOKCHAMT).

Egpexm na emopuxoxcud svpxy nexapcmaama, koumo ce memabonuzupam om CYP-usoensumume
B®3 ocHOBA Ha W3CRENBaHuA in vifro, eTopukOKCHO He Ce 04aKBa Ja HHXHOHpa uHroxpoMure P450
(CYP) 1A2,2C9, 2C19, 2D6, 2E1 uau 3A4. B npoydeane MpH 30paBH Xopa, MPIIATAaHETO Ha
ETOPHKOKCKO B 1033 120 Mg JHEBHO, HE € I0BENIO 10 IPOMAHA B AKTHBHOCTTA Ha UEPHOAPOOHATA
CYP3A4, ouenena upes epUTPOMHLIMHOBHA JUXATENEH TECT.

Eexm na opyeu aexapemsa swpxy apMaKoKusemukama na emopuxoxcut

OcHoBHHAT THT Ha MeTabonu3npaHe Ha eTOPHKOKCHO e 3aBHcuM oT CYP-ensnmute. CYP3A4
U3LNIEXK3 BIHAE BBPXY MeTaloniaMa Ha eTOpHKokcHO in vivo. In vitro mpoyvRaHWA MOKA3pat, 4ye
CYP2D6, CYP2CY, CYP1A2 1 CYP2C19 cbl1o MOTAT 1a KATAMH3HPAT OCHOBHHTE NPOUECH, HO
TOYHA KOJIMYECTBEHA OLEHKA HA ChYYAaCTHETO UM He € IIPOBEKAAHA B YCIOBHA iR VIVo.

Kemoxonason

KeTokoHa3oasT € Monlen uaxubutop Ha CYP3A4. B no3a 400 mg BeaHbkK HA A€H B NPOABLIDKEHHE Ha
11 ouu npH 3ApaBH JOGpoBOALM He NPOMEHS KIIHHHYMHO 3HAYHMO (apMaKOKHHETHKATE Ha
€TOPHKOKCHO NMpH eAHoKpaTHa 7034 0T 60 mg (43 % yeenuuenne va AUC),

Bopuxonaszon u Muxonazon

ENHOBpeMEHHOTO NpUIarale Ha BOPHKOHA3ON NPE3 YCTATa WIH JOKATHO Tesl MEKOHA30N M ABATA
CHITHH HHxubuTOpH HA CYP3 A4, 3a€AHO0 ¢ eTOPHKOKCHE BOAH AQ JIEKO YBETHYABAHE HA €KCMO3HLIASA
Ha ETOPHKOKCHD, HO He ce CYHTA 32 KITHHHYHO 3HAYHMMO Ha Gazara Ha NMyO/IHKYBaHUTE JaHHM.

Puchamnuyun

Pudamnuuun e Mowen uraykrop Ha CYP-ensumure. ETHOBPEMEHHOTO MPHIATAHE HA ETOPHKOKCUG 1
pHOAMIHLHH BOAH J0 HaManaBaHe c¢b¢ 65 % Ha [UTa3MEeHHTE KOHIIEHTPAMH Ha eTopuxokcub. Toea
MOX€e A3 JoBele N0 Bh3CTAHOBABAHE HA CHMITOMATHKATA, 38 KOATO Ce TpUiara eTopukokcud. Toit
KaTo TOBa eCTECTBEHO peanoNara yBeIMyaBaRe Ha J03aTa Ha JIEKApCTBOTO, CNEABA Ja ce othenexy,
4e He ¢a NPOYYEHH 1031 Ha eTOPHKOKCHG Mo-BHCOKH OT NIOCOYEHHKTE 32 BCAKA HHIMKALMA, KOraTo ce
ApuIAra ¢AHOBPEMEHRO ¢ prhamMnunuH. [To Tazu MPHYMHA HE ce W NPETOPRUBAT NO-BUCOKH JI03H (BXK.
Touka 4.2).

Anmuayudu
AHTHAUMINTE HE BIHAAT BbPXY GapMaKOXMHETHKATA HA STOPHKOKCHD B CTEMEH, KOATO A3 e KRHHAYHO
3HAYUMAa.

4.6 @epTHAHTET, GpeMeHHOCT K KLPMEHe

bpemennocT
H3non3saHeto Ha eTopukokcu, mopobHO HA APyTH NeKapcTBeHH MPOAYKTH OT TpynaTa Ha COX-2

HHXHOHTOPHTE, HE CE TIPEIOPLYBA NPH KEHK, KOUTO CE& OMUTBAT 13 3a0peMeHenT.

HsAMa KMIHAYHHE JaHKN 32 BIHAHUE HA eTOPUKOKCHD BRPXY NpOTHYaHEeTO Ha GpeMeHHOCTTA.
IpoyuBaHWATa MPH XHMBOTHY €4 YCTAHOBIIN TOKCHYEH e(eKT BHPXY PeNpONyKTHBHATA dyHKIMA
(BusxTe Touka 5.3). MNoTeHIMATHAAT pUCK NpU GpeMeHHM KeHH He e HisecTeH. ETopHkokcu




ApyTUTe NeKapCTBEHH MPOIYKTH ¢ MHXHOHpaNio AeficTBHE BBPXY CHHTE34Ta HA POCTATIAHIHHHTE,
MOJKE 12 IPEAU3BHKAT MAaTOUHa c1afocT H MpeXIespeMeHHO 3aTBapste Ha boTanosxs npoTok B
nocnennus TprMectsp. ETopkrokcn6 e npoTARonokasaw npu GpemeHHOCT (B, Touka 4.3). Ako enna
xena 3abpeMeHee o BpeMe Ha NeueHre ¢ ETOPUKOKCHE, Toi Tpadsa Ka Gbae CIpsH.

Kspmene
He ¢ H3BeCTHO JaNH eTOPHKOKCHD ce oTAeNd B kbpMata. ETopukokcHG ce oTaens B kbpMaTa Ha

bx0Be. JKeHyTe, KOHTO NO3BAT eTOPHKOKCHG He TpRGBA 3 KepMAT. (BX. Touku 4.3 1 5.3)

DeprUauTer
Hanon3paHeTo Ha €TOPUKOKCHG, KAKTO ¢ BCAKO APYTo SKTHBHO BELECTBO, 38 KOETO € H3BECTHO , 4e

uuxuGupa COX-2, He ce npenopsuBa MPH KEHA, KOUTO 04AKEAT A2 3a0peMeHenT.
4.7 EdexTa pppxy cnocobuccrra 3a wodnpase # pafora ¢ MARIREH

TNaieHTHTE, KOATO HMAT OTIAKBAHHA 3AMARHOCT, CBETOBBPTEN HITH CHHMMBOCT NIpH yrioTpela Ha
eTopukorckb TpabGea Aa H3GArBat ga wodMpat H aa paGoTAT ¢ MAILHKH.

4.8 Hexerann nekapcTBCHH peaklHN ,
O6obiuende Ha npoduTa Ha GeiornacHocT

B x1HHWuHHTE NpoydRaHHA, 6e20MIacCHOCTTA OT MPUAArAHETO HA eTOPUKOKCHD € 6WTa olicHeHa IpH
9295 nyuw, skmrounTenHo 6757 naumenta ¢ OA, PA, XpoHHIHA GONKA B KPBHCTA WITH GHKHIOZHPAE
COHIHIHT (npuEnu3uTenHO 600 manuents ¢ OA unu PA ca GUIIH fTeKyBaHH B TPOABIKEHHUE HA FOHE
€IIHA FOJHHA KK [0BEYE).

[lpu KIMHIYHKMTE NPOYYBAHMA, MPOGETET HA HeXENAHHUTE IEKAPCTBEHH PEakIlHH ¢ GHl CXOAEH NpH
nauneHTH ¢ OA unu PA, nekyBsaHH ¢ eTOPHKOKCHG B IPOABIDEEHHE Ha €IHA FOOMHA HIIH TIOBeYe,

lpr KNHHHYHO NPOYYBAHE 33 OCTHP NOAArPO3SH APTPHT, NALMEHTHTE ca GHIIH JleKyBaHH ¢
eTopukokcHG 120 mg 1HeBHa 103a, B BIPOABIDKEHHE HA 0ceM AHH. [IpodUTbT Ha HeXXeTaHHTe
NeKapCTBEHU PeaKlny NpH TOBa poyysare e §in 6au3bK 00 TO3H, HAbMONABaH PH KOMOHHHpAHHTE
npoy4saHua 3a OA, PA 1 xpounvna 00JIK2 B KPBCTA.

B nporpama 3a CBBp3aBH# CbC ChPAEYHO-CBAOEA O€30MACHOCT pe3yNTaTH Ha 0606IeHH DTaHHH 0T TpH
KIAHMYKH HIOHTBAHHA COPAIMO aKTHBEH KoMMonenT, 17, 412 nanyenta ¢ OA wiu PA ca nexysanu ¢
eTopuxokcub (60 mg uau 90 mg) Npu cpenHa NPOABIDKUTENHOCT Ha JieueHHeTo 18 Mecena. Jaunute
3a 6e30MacHoCT M MOApoOHOCTHTE 32 TA3H NPOTpaMa ca NPeACTABEHH B TOUKa 5.1,

Tpd KTMHIYHKTE NPOYYBAHIHS 33 OCTPa ClIeJONEpPATHBHA CTOMAaToNoTHYHa 6onka npu 614 nauuenta
nexyBanu ¢ eropakokcn6 (90 mg wm 120 mg), npodunbT Ha HesKeTAHHTE NEKAPCTREHH PEaKLMH IpH
TOBA NpoyYBaHe ¢ 6HN B 001OM NuHKK ONMMIBK 10 TO3M, HaOMOAaRAH pH KOMOUHHpaKHuTe
npoyusanusd 3a OA, PA H XpoHuuHa 50JKa B KpBCTa.

Tabmiryen cnuckK Ha HEXKelIAHHTE peakliug

Mo BpeMe HA KIHEMYHKMTE NPOYYBAHHA ca GHIIH YCTAHOBEHH CNeJHHUTE HEXKEIAHH JIEKaPCTBEHH
PeaKIHH ¢ YECTOTA NO-rOAMA OT Ta3H IPH NPHIaraHeTo Ha Mnanedo npu naument ¢ OA, PA,
XpoHH4HA 601Ka B KPBCTA MITH AHKHIO3UPALL CIOHOIUIHT, JIEKYBaHH ¢ eTopuKkokeut 30 mg, 60 mg
Han 90 mg; cpox Ha nevenue xo 12 ceAMHLH, B IpoyYBaHUATA Mo nporpamata MEDAL no 3 rogunu
H [OOBUHA, MPH KPaTKOCPOYHNW NPOYMBaHHA 3a ocTpa Boilka 1o 7 AHH, WIH C/ISH NPERIAraHe Ha
ma3apa (B Tabnuua 1).

‘CHCTEMO-0praneH Kiac

: Hexenann nekapcTeeHH PeaKUEH -Kateropun Yectora *
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| IOHHXARAHE HA KPBBHHA HATPHIA

*Kamezopuu Yecmoma: Yectorata na sesxa HJIP e otpaiena s 6a3aTa TIaHHH HA KIMHHYHHTE
npoyasaua fMuozo yecmu (> 1/10), vecmu (> 1/100 0o <1/10) nevecmu (> 1/1000 do <1/100) pedwu
(= 1/10 000 00 <1/1000) muozo pedru (<1/10 000).

Ta3su Hexxenana peakuus Ce YCTAHOBABA PY [IOCTMAPKETHHIOBOTO Habmoaenue. Heinata
JOKAaJBaHa YeCTOTA & HIUKC/IeHa Bb3 OCHOBA Ha HAl-BHCOKATA YECTOTA OTPA3eHa B TaHHH OT
KIHHHYHH NPOYyyBaHuA, o6eTHHeHH 0T HHIAKALMA H 0000PEHA 1034, '
tdecrotara Ha "Peaxu” e onpenenexa upe3 ynbreaneto B Kpatkata xapaktepucTHKa Ha NpoayKTa
{KXII} (06. 2, centemspn 2009) pB3 0CHOBA HA MPOrHO3HA rOPHATA TPaHMLE OT 95% HHTEpBal Ha
IOOBEpHTENHOCT 3a 0 chOMTHA Mpensua 6pod Ha cyGexTuTe nexysauu ¢ [lonokcut B aHaTH3a Ha
naHHHTe oT da3a III, ofeauHern ot gosata U uaukaneat (z = 15 470).

B CBpBXUyBCTBHTENHOCT BKIIOYBA TEPMHUHHUTE "aneprua”, "eKapcTBeHa aneprua’”, "nekapcTBeHa
CBPBXMYBCTBHTEIHOCT ", "CBPBXUYBCTBHTENHOCT", "peaKilid Ha CBPBXYYBCTBHTEAHOCT"
"cBpBXUYBCTBATENHOCT NOS" 1 "Hecneunditina aneprua”.

Ha 6a3aTa Ha AHANM3H OT ABIFOCPOYHM [L1AUEO0 U AKTHEHO KOHTPONHPAHH KIMHIYHH H3HTBAHUA,
cenekuBRATE COX-2 HHXUOUTOPH ca ¢ MOBHIIEH PHCK OT CEPKOIHH TPOMGOTHYHH apTEPHATHH
HHLHAEHTH, BKIFOTHTEIHO MHOKapaeH MHdapkT 1 uHcyiT. [TOBBIIGHHETO Ha aGCOMOTHHA PHCK 33
TAKHBA HHLHMOEHTH € MAIKO BepOoATHO Aa Npesuimd 1 % TONMIINO, CHOPEN CHUIECTBYBALIHTE
JAaHHH (HeYecTo).

Cnenuute cepro3HH HEKENaHH NeKapCTBEHH pPeakuMy ca 6Hni Habmonasany mpH ynotpelara Ha
HCIIBC 1 nopagn ToBa He ce H3KAKYBAT M 32 ETOPUKOKCHD; HeipOTOKCHYHOCT B T. 1.
HHTepcTUIMANIEH HePHT i Hebpo3eH CHHAPOM; XENaTOTOKCHYHOCT, BKIFOYHTENHO YEPHOAPOGHA
HEOCTATEYHOCT.

CBOGQ&B&HE Ha Mono3upadi HeXemauH peakiiin
Cpo01apaHeTo Ha NOA03UPAHA HEXKENAHY PEAKUHH C/ICO paspeillaBaHe 3a yno*rpeﬁa HA NEKAPCTBCHUA

NpOAYKT € BaxHo. Tosa no3eoNsBa Ja NPOTBIKK HAGNIOIEHHETO HAa ChOTHOIIEHHETO MON3a/PHCK 3a
AeKapcTReHUA NpoaykT. OT MENHIHHCKATE CICUHATHCTY CE H3NCKBA A2 ChobLiaBaT BCAKa
NOA03HPaHA HeXeTaHa peakuis ypes Manwanurenna areniya no nexkapeteara yu. , Jlamsn Ipyer” Ne
8, 1303 Codua, Ten.: +35 928903417, yedeaiit: www.bda.bg.

4.9 Ilpesosapane

[To BpemMe HA KIMHHYHHE NPOYy4BaHUA EAHOKPATHOTO NPHITaTaHe Ha A03a 10 300 mg eropuToKcHO H
HAKONKO N03H 10 150 mg/au B npoabmxenne Ha 21 XHH He ca MPHIMHHIM TOKcHueH edekt. Mma
cboOIIEHHA 32 OCTPO NMpeo3NpaHe Ha STOPHKOKCHG, Makap de B [IOBEUETO Cydan He ce chobiuasa 3a
Hexkenany peakund. Hafi-uecto HabtogasanKTe HeXeNaHH PEAKUMU CHOTBETCTBAT Ha npodHia 3a
Oe30nacHOCT Ha eTOPHKOKCHO {Hamp. CTOMALLIHO-UPERHH NPOABH, CEPIEUHH H 6HOPEYHH NPOABK).

B cmyvali Ha npeno3MpaHe € NOFHYHO [a ce NPHIOKAT 00HYaHITe NONTBPKALIM MEPKH, HAMp,
OTCTPAHABAHE HAa HEPE3OPOHPAHATA HACT OT CTOMALIHO-4PEBHNA TPAKT, KAMHHYHO MPOCIeIaBaHe,

CHMIITOMATHYHA TEpPANH W APYra, aKo € HeoOX0IHMa.

Etopukokcnb He ce oTCTpansiBa IIPH XEMOIHANH3A; He Ce 3HAe Jand eTOPHKOKCHEGH MoXe fa ce
OTCTPaHU upe3 NepHTOHEATHA KHATH3A.
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5. ®APMAKOJIOIT'HYHHU CBOMICTBA
3.1 @apmaxkoaHHaMHYHH CBOHCTBA

PapmaxoTepaneBTH4HA Tpyna: [IpoTHBOBE3NATMTENHY H IPOTHBOPERMATHYHH NIPONYKTH,
HECTepoHAHHU cpaacTBa, kokcudn, ATC xox: M0O1 AHOS

Mexannism Ha nelicTeye

Eropukoxcub € opaneH cenekTHBeH UMKIooKkcHreHasa-2 (COX-2) HHXuGHTOp B paMKHTE HA
KAHHMYHO H3MOM3BAaHKsA A030B HHTEpBAIL.

o BpeMe Ha KNMHHMHATE GapMAKONOTHYHM NPOYIBAHKA € OUM OTIETEH 030-3aBHCHM edeKT
STOPHKOKCHO No oTHOLIEHHE Ha HHXHOhpaneTo Ha COX-2, Ge3 na ce uuxubupa COX-1 npu n1om Jo
150 mg anesHo. ETopHKOKCHE He € HHXMOHPAT CHHTe3aTa HA MPOCTACAAHAHHH B CTOMAIIHATA
JIMTABHLA U HE € MOBIHAN QyHKUMATA Ha TPOMOOLIMTHTE,

Iux00KCHreHa3aTa € OTroBopHa 3a popMupane Ha npocrarnasauHi. [lo3HaTd ca n8e u3ohopMu
COX-1u COX-2. COX-2 e usodopMaTa Ha EH3HUMA, KOSATO MHAYLMPA POBL3NATHTENHN CTAMYITH K
€€ CYMTa, Y€ € OTrOBOPHA 33 CHHTE3a HA IIPOCTaHOMAHH MeIHaTopH Ha (OJIKaTa, BE3NAJICHHETO H
Temnepatrypata, COX-2 cBIlo Taka yd4acTea B 0BY/ALMATA, GOPMHPAHETO U 3aTRAPAHETO HA
BoTanoeus nporok, perynaunara Ha u6peunara byHKIHA 1 QYHKUNKTE HA LEHTPATTHATA HEPBHA
cHCTeMa (I0ABaTa HA TEMIIEPaATYpa, yceulaHeTo 3a Gonka 1 nozwnasatenna dynkuus). Moxe camo
TakKa Ja urpae po;isi B o3apasibate Ha 7383, COX-2 e yCTaHOBEH B TBKAHHTE OKONO CTOMAIHK A3BH Y
XO0pa, HO BPB3IKATA MY C H3TSKYBAHETO HA A3BATA HE e YCTAHOBEHO.

Kangnuba edrkacHocT  Ge30TACHOCT

Eguxacnocm

Mpu mauuenTd ¢ octeoaptput (OA), eTopikokcnb 60 mg emun MbT AHEBHO IHAYUTENHO 00/IeKyasa
Gomnkata 1 OLEHKATA Ha MALKEHTA 33 CHCTOAHUETO Ha 3abonaBaueTo. Tesn Gnaronpusthu edekty ce
HaBMoNaRaT OT BTOPHA J€H HAa IEYSHHETO H ¢¢ 3aMa3sat Jo 52 ceamnuy. IIpoydBannata BEpXy
eTopoxoxchd 30 mg enuH MET JHEBHO MOKA2BAT €PUKACHOCT NpeRbaXmKAama mnauebo 3a 12
CEeAMUYEH EpHo/ Ha fevenne (IpH CXOAHA CUCTEMa 33 OLIEHKA KaTo npoy4BaHHsTa no-rope). [Ipu
NpOY4YRAHE ¢ PAsIKIHH 1031 eTOpHKoKCHD 60 mg /aBa 3HAYWTENHO [o-U3paseHo monebpeHe oT

30 mg Do oTHOLIEHHE Ha BCHYKATe 3 TLPBHYHH KPaliHK TOUKH 3a HEPHO/ HA JIEYEHHE OT 6 CeMHIH.
Hozata o1 30 mg He € Guna npoyURAHE NPH OCTEOAPTPUT HA PBKATA.

IIpH maLmeHTH ¢ peBMaToxeH aptpuT (PA), eTopHkokcH6 1 60 mg 1 90 mg e1UH BT AHEBHO
OCHIYPABAT 3HAYUTENHO NOToOPEHNE 10 OTHOLIEHHE Ha GoKa, BB3MAIEHHE H NOABIDKHOCT. B
NpOyuBaHuA OLEHABAIIM 1036Ta 0T 60 mg A 90 mg Te3u GnaronpuatHi edexTH Ce 3aMaA3BAT 3@ LEIHA
nepHol Ha nedenue ot 12 cenmuun. B npoyusane, onensasauo no3ara ot 60 mg B CpaBHEHHE C Ta3H
o071 90 mg, eTepukokcut 60 mg BeausAK THeBHO # 90 ME BeHbX OHERBHO, Ca N0 el KTHBHH OT
nnauebo. Jlosara o1 90 mg npepr3xosk/a A03ata o1 60 mg cnopea 061IATA OLEHKA Ha GONKaTa NpH
nauuenture (0-100 mm BH3yaTHa aHANOrOBA CKana), CBC cpene nogodpenne ot -2,71 mm (95% CI:
-4.98 mm, -0,45 mm).

Tlpy nauyeHTH ¢ DPHCTHI HA OCTHP NOAATPO3EH APTPHT, eTOPHKOKCHE 120 mg equH BT AHERHO 3a
NEPHOI Ha NIeYeHHE OT OceM JHH, OTUCKA YMEpeHa 10 CHIHA GONKa H BBbANANIeHHe KAKTO
HHIoMeTauuH 50 mg Tpu nvTH OHeBHO. [ToTHCKaHe Ha GonKaTa MMa Ha YeTBBPTHA YAC OT 3ArouBage
Ha JIEMEHHeTO.
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Tpy nanueHTH ¢ aHKUIO3HPALL CIIOHAUMHT eTopHKokcHG 90 mg BeNHTE X AHEBHO 1aBa SHAYWTEIHO
noxobpeHue o oTHoLIeHHe Ha {onka B rpp0HaKa, BhINANEHHE, CKOBAHOCT H YHKUHMOHANHOCT.,
Knunuunnat edexr oT nprmskeHHETo HA eTepOKOKCHG C¢ HaBMoaaBa ome Ha BTOpA AH OT
3an0YBaHE Ha ASHEHHETO ¥ CE 3214384 NIPe3 LeHA NepHoA Ha JedeHue ot 52 ceqMuin. Bsa sropo
IipoyyasaHe, oligHABaILO Jo3ata 0T 60 mg B cpaBHeHHe ¢ Ta3zH oT 90 mg, eToprkokcnd 60 mg aHeBHO
4 90 mg JHEBHO ca nokalany cxoleH edekT B cpapHeHKe ¢ HanpokceH 1 000 mg nuerno.Cpexn Te3u,
KOMTO HAMAT R00BP OTrOBOp KbM 60 mg AHeRHO 3a 6 ceaMUUM, YBeTHYEHHETO Ha 1o3aTa a0 90 mg
AHEBHO NOAOOPABA CKOpA HA MHTE3HBHOCT HC ciiitHannara 6onka (0-100 mm BH3yanya ananorapa
CKana) B CPABHEHHE ¢ Te3H, KOWTO MPOALIBKABAT ¢ 60 myg AHERHO, CBC CPeAHO MogodpeHHe oT

2,70 mm (95% CI: -4,88 mm, -0,52 mm).

TpH KNHAMMHEE NPOYYBAHHA OUEHABAIUK CEIONEPATHEHA CTOMATOIOTHIHA 6O/KA, ETOPHKOKCHE
90 mg ce npunara BeaNBXK AHEBHO 32 neprox 10 3 nHA. TIpH Noarpynara oT NaUVeHTH ¢ YMEpeHa
Gonka B HaYanoToO, eToprKokcub 90 mg neMoHCTpHpa cxonen GONKOYCNOKOABAIN eeKT ¢ TO3H Ha
nbonpoder 600 mg (16.11 vs, 16.39; P=0.722), u mo-BucoK Gonkoycrnokoasam edekT oT TO3H Ha
napaueramor/kopedt 600 mg/60 mg (11.00; P<0.001) u nmauedo (6.84; P<0.001) npes nepsure 6
uaca. 40.8% oT nauHeHTH cHOCIIABALIH 38 HPIAaraHa Ao3a eTopukokcnt 90 mg, 25.5% 3a
ubynpoten 600 mg npe3 6 gaca, u 46.7% 3a mapaneramMon/koners 600 mg/60 mg npes 6 uaca
cpaBHEeHo ¢ 76.2% 3a mnane6o. B ToBa npoyupaHe HavanHOTO OciicTBHe(I0M0BEMO 00nekYaBaHEe HA
Gonkara) ot 90 mg eTopHKOKCHD BL3IHUKBA CpeIHo 28 MHHYTH Clie] [IPHEMaHe Ha [103aTa.

Bezonacnocm

[Tporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL)
(MHoTOHALMOHATHA NPOTPaMA 33 MPOIBIDKHUTENHO NPIIATAHH STOPHKOKCHG U THKNOHEHAK).
[Tporpamara MEDAL e npocnekTuBHa MporpaMa 34 MpOCIeAABaHS Ha peIyITATHTE CHBPIAHM ChC
cepaeyno-cea08aTa (CV) 6ezonacHocT Ha o600UIeHN JaHHW OT TP PAHAOMHIHPAHH, ABOKHO-CNIEITH
Cpeury AKTHBHA CBCTABKA KOHTPOJIUPaHH H3NKTBaHusA, npoyusadeTro MEDAL, EDGE Il gy EDGE,
Tpoyusanero MEDAL e npoyusane ¢ kpafina Touka- CV pesyntard, npu 17 804 naunestac OA u S
700 ¢ PA nexysanu ¢ etopukokcHS 60 mg (OA) vnn 90 mg (OA ¢ PA) unu aukiodienax 150 mg
JNHERHO 3a Reprod cpeaHo ot 20,3 mecena (makcumym 42,3 mecena, mennana 21,3 mecena). B topa
W3MHTBAHE CE OTUMTAT CaMO CEPHO3HH HeXellaHH Peakliy H NPEYCTAHOBABAHE HA YYACTHET), [TOPAIH
KAKBATO W 3 € HEXeTaHa Peakuus.

TIpoyusanusta EDGE u EDGE Il cpapxaBat cToMalIHO-YpeBHATA TIOHOCHMOCT HA ETOPHKOKCHD B
nuknodenak. [poyusanero EDGE exmousa 7111 maupenta ¢ QA TeRyBaHH ¢ H012 ETOPHKOKCHB OT
90 mg auesno (1,5 meTH OozaTa npenopsumTenna 38 OA) wn guxnodenax 150 mg npesno 3a nepuog,
¢pesiro 9,1 Meceua (MakcHMyM 16,6 Mecena, Menuana 11.4 Mecena). lipoyusaneto EDGE II Bmouna
4086 naumenta ¢ PA nekysasn c eTopukoxcuG 90 mg nuerHo wnu auxiodenax 150 mg aHenHo 32
nepuon cpenno 19,2 Meceua (Makcumym 33,1 Mecena, Meauana 24 mMecera).

B ofoduerata nporpaMa MEDAL 34 70] manuenta ¢ OA unu PA ca nekyBaun 3a fepHoa CPENHO
17,9 meceua (Maxcumym 42,3 meceua, Menuana 16,3 Mecena) karo npubnusuresnqo 12 800 nannenTa
NPOBEKAAT NEYESHHE NO-TIPOIBIKUTENHO 0T 24 Mecena. [TaUMEHTHTE yuacTBAILY B NPOTPaMaTa HMAT
KaTO H3XOJHO CBHCTOAHHUE PA3NHYHH CHPAEYHO-ChAOBH M CTOMAIIHO-UPEBHH PHCKOBY akTopu,
[MaipenTyTe ¢ aHaMHE3a 3a HEOTAABHALIeH HHGAPKT HA MHOKADAA, KOpoHapeH balinac wau
NepKyTaHHa KOpOHAPHA HHTEPBCHUMA B IpenxonHuTe 6 Mecela Npean BKAYBAHETO HE Ce A0ITyCKaT
o yuactue. B npoyduBannATa e paipeLleHo WIMON3BAHETO HA TACTPONPOTEXTHEHU [TPOIYKTH H HMCKA
0033 aciHpuH.

Obwa Gezonacxocm:
HsMa 3HAUMTETHH PAMHKY MEKIY ETOPUKOKCHE U NUKNodeHak B 4eCTOTATA HA ChPOEYHOCHLIOBUTE
TpoMBOTHAHK HHIMNEHTH. KapaMopeHaHH HEXKENaHy peakuMu ce HabIOAaBaT [0-4ecTo NpK

eTOPUKOKCHO OTKOMKOTO NPH AMKIO(eHaK, U Te3n eeKTH ca 1034-3aBUCHMH (BUKTE CrelMpHIHM
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pe3ynTatu ro-nosy).CToMalIKo-IpeBHATE H YePHONPOOHH HeXKENaHH peakuHH ce HaGmoaanat
SHAYHTENHO TI0-4ecTo nphu aukiodenaxk oTkomkoTo npu eropuxokcus. YectoTaTa HA HEKENAHKTE
peakunm rpn EDGE w EDGE 1 # Ha HeskeNaHATe peakilii BPelleHSHH KATO CEPHO3HHE MM BOMIEINH
1o ipeKpaTABaHE y4actne B npoyusaneto MEDAL ¢ no-BHcoKa NpH eTOPHKOKCHG B CPaBHEHRE ¢
AHKIodeHax,

Copoeuno-ce0oau pesyrmamu 3a besonaciocm:

YecToTaTa Ha HOTEBDPACHHTE TPOMOOTHIHH CEPAEYHO-ChIOBH CEPHOINH HEXEaHH PeaKIiy
(BKTIOUBALIY CBPACYHH, CBAOBO-MO3IBYHH K NepU(EPHO-CHIOBH MPOABH) € CPABHIMA 32 ETOPUKOKCHE
H AMENodeHaK, KaTo AaHHHTE ca 00001eHA Ha Tabnuuata no-gouy. Hama craTHcTMueckH 3HauMMM
Pa3MHKH B 9ecTOTata Ha TpoMGOTHYHHTE NPOABY MEXKTY eTOPHKOKCHD ¥ IHKIodeHax NpH
AHANH3HPAHKMTE NOATPYNH TALHEHTH ¢ pasnHyeH W3IXOOeH ChbpaeYHo-Chaor puck. Korato ce
PasrnexkaaT NOOTAEIHO, OTHOCHTE/IHHAT PHCK 3a IOTBBPACHA TPOMOOTHIHH KapSHOBACKYNAPHH
HexXcenann peakumnu Npy eropuxokcud 60 mg umn 90 mg & cpaBHense ¢ Tuknogerax 150 mg ca
CXO[HH,

Tabanna 1: Yectora Ha moTenprenn TpomGoTuunn CV apossn (0Sobmenn

nporpama MEDAL)
Etopuxokcut Junxnodenakx CpasHeHRe
(N=16819) (N=16483) Mexay
25836 nauseHT- 24766 nauneHT - JeyeHURTA
TOONHH roauHn
‘IecToraT {95 % CI) ‘-lecTo-raT (95 % CDn) ;)::l:)cu-reneﬂ
(95 % CI)

TloTEBpREHH THOMOOTHYHH ¢BPAEYHO-CHICEH CEPHO3HH HEXKENAHH PeaKiIiy

Ilo mpoTokon

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

1,30 (1.17, 1,45)

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

Hamepenne 3a
TpeTHpaHe

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

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

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

[oTRLpACHH CEPARYHY [P

0ABH

TpeTHpaHe

o mpoTokon 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
Hamepeune 3a 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)

HOTB'prleHH ChI0BO-MO3BUHH ITPOARH

Tlo mpotokon

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

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

1,08 (0,80, 1.46)

Hamepenue 3a
eTHpaHe

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

0,29 (0,24, 0,35}

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

TlorBbpaenu neprdepHu chIoBH NPOABA

TpeTHPAHE

Tio npoTokon 0,20 (0,15,0.27) 0,22 (0,17, 0,25) 0,92 (0,63, 1,35)
Hameperne 3a 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
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Tl'lpomm 32100 manwenT-ronuny; Cl=HHTEpRaN Ha JOBEPWTENIHOCT
N=061n 6poit naupenTn pxodenu 8 [omynanms no npoToxon

Mo npoTokou: BCHMKH POSBH IT0 BpeMe Ha ISIEHHETO B APOYUBAHETO Wik 10 )4 Juu cien
OpeKpaTABaHeTo MY (MAKMOYEHN: NALHEHTY TIpHeNH < 75 % 0T W3MHATBAHOTO JIeMEHHE WK
npHeMany HeskJloueH B npoy4saneTo HCITBC > 10 % ot Bpemero).

HamepeHrue 3a TpeTupaHe: BCHUKH N0TBEPACHH CHOUTHSA 10 Kpas HA H3MUTBAHETO
{BKTIOYHTENHO NALNEHTH NOTSHIHANHO M3N0KEHHE HA HEBKITIOYSHH B TPOYUBAHETO
HHTEPBEHIHH c/led NpeyCTAHOBABAHE HA HINMHTRAHATO Aevenne). 06w Opok
paHAoMIHpaHH nauueHTH, n= 17 412 na eropukokcuG u 17 289 Ha auknodenak.

CV ¢MBpPTHOCTTA, KAKTO ¥ 00LUATE CMBPTHOCT, £2 CXOAHH NPH TPYNIHTE JEKYBAHY C eTOPHKOKCHD #
auxnodenax.

Kapouo-penannu nposau:

Hputnuzuteane 50 % ot nauuerTHTE BEAOYeHY B npoyuBaHeTo MEDAL ca ¢ anamuesa 3a
XumepTonud. B ToBa poydBaHe UecTOTATa HA NPeKPATABAHE HA YI4CTHETO ROPAXH CEBP3ANH C
XHMEPTOHHA HEKENARH PEaKHi € CTATHCTHYECKH 3HaUHMO TT0-BHCOKA 32 eTOPHKOKCHE B CpaBHEHHE ¢
anxnoenax. HectoraTa #a HexeNaHU chOHTHA NPH 3acToHHATA ChPIEYHA HEJOCTATHYHOCT
(npexpaTABAHHA H CEPHO3HH MHUMASHTH) cé PO BABA €HAKBO [PH eTopuKokcHO 60 mg B cpaBHeHHE
¢ auxnodenak 150 mg, Ho € Mo- BACOKa NpH eTopukokcud 90 mg b cpasHenue ¢ muknodenak 150 mg
(cTaricTHaecky 3HauMMa 3a 90 mg etopukokcub cnpamo 150 mg muknodeHak npu rpynara B
MEDAL ¢ OA). YecToTara Ha NOTBBPACHHUTE NPOABH Ha HEXETAHA PEAKURH CEBpP3aHH CBC 3aCTOMHA
ChpAEYHA HEJOCTATBYHOCT (IPOABH, KOUTO CA CEPHOIHH M BOOAT A0 XOCAMTANM3AUMA WITH [TOCEINEHHE
B CTICHIHO OTACNEHHE) € HE3HAYAMO [0-BHCOKA NPH STOPUKOKCHO B cpaBHeHue ¢ auxnodenax 150 mg,
KaTo TO3U eEKT e 1032 3aBHcHM. TecToTata Ha NpeKpaTABAHE NOPAAH OTOK KATO HEXKENaHA PeaKius
€ [0-BHCOKa MPH eTOPUKOKCHG 0TKONKOTO NpH Auiutodenak 150 mg, u To3U edeKT & N03a-3aBUCHM
(cTaTncTHReckH 3HAaYMM 33 eTopuKokcHE 90 mg, Ho He 3a eTopukokcHE 60 mg).

Kapn#openanunte pesynraru Apu EDGE u EDGE Il cb0oTEETCTBAT Ha OFHCAHATE TIPH NPOYIBAHETO
MEDAL.

B mpoyusanns oT nporpamara MEDAL 3a eTopuxokcud (60 mg vnn 90 mg), aGeontoTHarta yecToTa
Ha MpekpaTaBaHe BbE BCAKA rpyna e Jo 2,6 % 33 xunepronna, 10 1,9 % sa orok n o 1,1 % 3a
3aCTOHHA CHPALYHA HEMOCTATBYHOCT, KATo MO-BHCOKA YeCToTa HA MPEyCTAHOBABAHE HA JIEYEHHETO C
eTopukokcub 90 mg oTKOMKOTG ¢ eTOpHKOKCHD 60 mg.

TIpoepama MEDAL — pesyamamu 3a cmoMawiHO-4pegna NOHOCUMOC:

3HaUHTENHO No-HUCKA 4€CTOTA HA MPEKPATARAKE HA JIEYSHKETO MOPaaH KAKBOTO U 3 € KIMHUYHO
(nanp., nucnencus, kopeMHa Oonka, 13ga) CU HexenaHa peakuHs ce Halmo1aBa NPH ETOPHKOKCHD B
cpaBHEHUE ¢ NTHKNOdieHaK BBB BCAKO OT TPHUTE fpoy4sanus B nporpamara MEDAL. YectoTara Ha
npeKpaTaBaHe nopagy Hexienana CH peakiisn Aa CTC NAUHEHT-TOIMHY 33 LETHA TIEPHOL Ha
npoyiBaHe € kakTo cieasa @ 3,23 3a eropukokcul H 4,96 3a auxnodenar B npoyueanero MEDAL;
9,12 3a eTopuxokcnl 1 12,28 3a puknodenak B npoyusanero EDGE; v 3,71 3a eTopuxokcut n 4,81 3a
auknodenak B npoyusaketo EDGE IL

[Ipozpava MEDAL — pesymmamu 3a crmoMauHo-4pesta Oe30RaCHOC.

O6wnre ropan CU nposeu ce onpeReIaT Karo nepdopauny, 138M U kepseHe. [oarpynara o6y
roputt CY npoasy onpenenesn XaTo YCIMKAEHH BEMOUBA nep(opanun, 0GCTPYKIME U YCIOKHEHO
KBpBEHE; MoArpynara obmu ropau CY nposeH onpeneiaeni KaTo He YCIOKHEHM BIIHOUBA He
YCNOXKHEHO KEPEEHE W HE YCAOKHERK A3BH. 3HAUUTENIHO NO-HUCKA YecToTa Ha o6 ropan CU
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MpOSBH Ce Habmoxasa npy eTopHkokcHO B cpaBHenye ¢ Tuktodenak. Hima 3navuMa pasmuka MexIy
eTopukokcub H Auknoderak B YECTOTATA Ha YCAOKHEHUTE NPOSABH. 32 OOATPYNaTa Ha KPEBOHITHEH
ot ropaus CY TpakT (yenoxHeHR H He YCA0XKHEHH KOMOHHAPaHH), HIMa 3HAYHMA PasiIuKa MEeXIy
etopurokcHO 1 amtodenak. [loasata o1 npunoxeHneTo N0 oTHoeHME Ha ropHua CU TpakT Ha
eTOpHKOKcHG B CpaBHeHke ¢ AukiodeHak He e CTATHCTHYECKH 3HAUMMA 32 TAHEHTH TIpHeMaiKH
€IHOBPEMEHHO HUCKA 1034 acnHpHH (npHOIH3uTenHo 33 % OT HalHeHTHTE).

YecToTaTa Ha CTO DALHEHT-TOAMHH TIOTBBPOCHH YCIOKHEHN M HE YCIIOKHEHH KJIMHUYHH NPOABH OT
ropuug CH tpakr (nepdopanmu, 1384 B kbpeeHe (PUBs)) e 0,67 (95 % CI 6,57, 0,77) 3a eTopuKokci6
u 0,97 (95 % C10,85, 1,10) 3a nexnodenak, nagawo oTHocHTeneH puck ot 0,69 (95 % CI1 0,57, 0,83).

OmpeneneHa e YecTOTATA HA NOTEBPISHATE TopHH CU npodBH NpH NALKEHTH B HANPEHANA EH3PacT
KaTo Hall-roNamMo HamaneHHe ce Halmonasa mpA naliHeHTH Ha Bb3pacT = 75 romnnu (1,35 [95 % CI
0,94, 1,87] cpeuty 2,78 [95 % CI 2,14, 3,56) mpossy Ha CTO NAIIMEHT TOIHHH CHOTBETHO 33
ETOPUKOKCHD 1 JuKAo(eHaK).

Hpozpama MEDAL ~ pesyrmamu 3a uepnodpobra besonaciocm:

ETopnkokcHG ce cBBpP3Ba ChC CTATHCTHYECKH 3HAYHMa M0-HUCKA UeCTOTA HA NpeKpaTaBaHe NopanH
uepHoApoGHO CEBPIAHH HEKETAHH PeakilHil B cpaBHeHue ¢ QriIodeHak. B oBobimenara nporpama
MEDAL, 0,3% or naudesTute Ha eTopHKokcud 1 2,7 % OT Te3H Ha OUKNO(EeHAK NPeKpaTABAT [IOpany
CBBp3aHa ¢ uepHHR Apod HexenaHa peakiuda, YecToTara Ha CTO nmalMeHT-roauHy & 022 3a
eTopuKokcHb H 1,84 3a nuknodenax (p-crofivoct < 0,0¢1 3a eropukoxcas cnpamo SHKTOQeHaK), B
CBHIMOTO BpEME NIGBEUETO OT HEXKETAHHTE YepHOIPOoGHO JIpoaABeHH peakuuu k nporpamata MEDAL ne
©a CEPHO3HM,

Aornwnrtumennu dannu 3a mMPoMEOMULHA ChPOesHO-CbI0ea Be3eRACKOCH

B xI¥HHGHEM OpoYyYRaHNA HIBBH Te3U 0T nporpamata MEDAL, npr6nusurento 3100 nanpenra ca
nexyBaHH ¢ eToprkokcHt > 60 mg aHesHo 3a 12 uni noeeue cenmuny. Hama chluecTsena pasiuka B
YeCTOTATA Ha NOTBLPAEHUTE CEPHO3HK TPOMOOTHYHK CHPACYHO-CBIOBA CHOMTHA MEXK/IY MALKCHTHTE
Ha etopikokcnb > 60 mg, mnaneo wm He-Hanpokcenosy HCTIBC. B chiuoto Bpeme, 4ecToTata Ha
T€3H NPOABH € 10-BHCOKA NPH MALHEHTHTE NOTyYaBaTH €TOPHKOKCHO B CpaRHEHHME ¢ TE3H MOTyIaBaIs
Hanpokced 500 mg oBa nbhTH AHeBHO. PaiiukaTa B aHTHTPOMOOUMTHATA aKTUBHOCT MEXAY HAKOU
COX-1 umxubupamu HCIIBC u cenextuBin COX-2 dexubuTopH MONKE Ia € 0T KIHHHIHO INAYeHHE
NpH NAIBEHTH ¢ TI0-BUCOK PUCK 38 TpomOoembomaduy nHimMaentd. Cenexrupaure COX-2
UHXuGHTOpY penyuypat dopMHpateTO Ha CHCTEMEH (M BB3IMOXHO SHIOTENSH) NPOCTAUUKInH Ge3 na
noBnuae TpoMGorMTHHA TpoMGoKcaH. KitMHuHo 3HaveHHe Ha Te3H HaGmoneHus HE € YCTAHOBEHO.

Horvanumennu dannu 3a cmomawro-upeara 6ezonacHocm

B npe 12 cenMuuAH DBOAHO-CIENHM eKIOCKOTICKH TIPOYYBAHHS, KYMYAaTHBHATA Y6CT0Ta HA
CTOMAIIHO- YPEBHHTE YIHEPALHM € 3HAUHTENHO [I0-HHCKa M HALHEHTH IeKYBaHH ¢ eTOPHKOKCHD
120 mg enuH IbT JHEBHO CHIPAMO TIPH MalkeHTH JISKYBaHH ¢ HanpokceH 500 mg ABa IbTH JHERHO
unu #éynpoden 800 mg Tpu NbTH nHeBHO. ETOPHKOKCHD € ¢ NO-BHCOKA YECTOTA HA YIILEPALHH B
CpaBHeHHE ¢ mrauedo.

Fpoyusane na 6vbpeunama gynxyus 8 Hanpednara ev3pacim
PanjoMu3HpaHo, ABOHHO-CNATIO, NAPaNenHO-TPYIOBO, NNALe00-KOHTPOIHPAHD NPOYUBAHE OLEHABA
epexTa Ha 15 nHeBHO JedeHne ¢ eTopukokcil (90 mg), uenexokcHt (200 mg aBa mweTH JHERHO),
Hanpokced (500 mg nra TRTH AHEBHO) H TWIALEG0 BLPXY eKCKPEUMATA Ha HaTPHi B ypHHaTA,
KPBEHOTO HAMAMAHE W APYTH NapaMeTpH Ha 6bp0peuHaTa dyHKIMA NPH HHIHBHAK Ha BB3pacT 60 o 85
romuHH Ha auera ot 200 mEq/day natpwmii. ETopukoken6, uenekokcHS 1 HANPOKCEH ca CBC CXOAEH
eheKT BBPXY eKCKpELHA Ha HATpHi 3a ApyceOIMuyHud Nepuo Ha neyeHue. BCHYKM NPOLYKTH 3a
AKTHBHO CPaBHCHHE MOKA3BAT NOBHIIEHHC B CPABHEHHE C MIIale00 B CHCTOIMYHOTO KPLEBHO

17




eTOPHKOKCHO o0ade ce cBBP3Ba ChC CTRATHCTHYECKH 3uaYHMo Nopnmente Ha [len 14 koraro ce
CpaBHABR C UEIEKOKCHD M HAlpokceH {CpenHa NpaMAHa CripAMo MIXOIHATA 33 CHCTONMYHO KPBBHO
nanarade: eropukokeut 7,7 mmHg, nenekoxcu6 2,4 mmHg, sanpokcen 3,6 mmHg).

5.2 dapmakokHMHEeTHYHH CBolicTBa

Abcopbuns
Opansio npunoxked eTopukokcub ce abcopiupa do6pe. AGcomoTHATA GHOHAHYHOCT ©

npuGnusuresado 100 %. Creq 120 mg BegRt:K Ha JeH A0 TOCTHraHe Ha YCTOHYHEO PAaBHOBECHE
(steady state), muKoBa nnazMeHa kosnenTpauns (cpenra C., = 3,6 pg/ml) e HaGmopasana
npuGansurenno | yac (T,,,) cnen NPIIoKeHHETO TIPK BL3PACTHHE DAMEHTH HA raaHo. CpeaHo
reoMeTpHYHaTa oyl noa kpusara AUC)-24hy e 37,8 pg hr/ml. @apMakokuHeTHKkaTa Ha
ETOpHKOKCHD e INHeapHa B PAMKUTE Ha KIMHHYHUA JO30B HHTEPBAT.

Tpuema ¢ xpana GoraTa Ha Ma3HKHH He € NOBe]l 10 NPOMAHA B CTENEHTA Ha abcopBuua Ha
eTOpHKOKCHD crien npHnoxeHHe Ha no3a oT 120 mg. CropoctTa Ha aGcopBumaTa e 6Hla NOBIHAHA B
CAGOHUTE TPaHHIH- 36 Y% Hamanenue Ha C . v ysenuueHne Ha T, ¢ 2 gaca. Tesu JaHHU He ca OGN
CYETEeHH 33 KIHHHYHO HAMAME, B KITHHUMHITE (IPOYYRAHMA ETOPHKOKCHG € MPUITAraH He3aBHCHMO OT
MpHeMa Ha XpaHa.

PaanpegeneHue
EtoprioxcHE c¢ CBBP3BA © IA3MEHHTE NPOTEHHH B MpUOIM3HTEnHO 92 % NpH KOHUSHTPALMHH OT

0,05 no 5 pg/mi. OGemtbT Ha pa3npefencHue IpH yeTolunBo paBHoBecke (Vdss) @ 6un
npudmmutenso 120 | - npu xopara. ‘

Eropurokcn npemuHaBa raLeHTapHaTa Gapyepa NpH ITBX0BE M 3aiily; xemaToeHuedannata
Hapuepa - pH MWIEXOBE.

Buorpanchopmanus

Evopukokcu§ ce MeTabonusupa HAN®LIHO kaTo < | % oT Ro3arta ce YCTaHOBSBA B YPHHATA oA
dopmara Ha H3XOAHOTO JeKapcTBo. OCHOBHHAT NET HA MeTabo/manpate ¢ opMHupane Ha 6'-
XHIOpeKcHMeTH gepupaT ce kaTanuzaupa or CYP-ensumute. CYP3 A4 BepoaTHO nornpiHaca 3a
MeTalomH3npateTo Ha eTopukokcHb in vivo. In vitro npoyvBaHHATA YCTAHOBARAT, ue CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 chue MOXe Aa KaTaTH3UpaT OCHOBHATA MeTaGoJIMTHA BEpUra, HO
TEXHHTE KONUUECTREHH OTHOLIEHHA i1 vivo He ca OMnH oOeKT Ha mpoy4saHe,

Haearndunupany ca ner merabonura npx voseka. OCHOBHUAT MeTAb0HTEH MPOIYKT € 6~
KapOOKCHN KMCETHHHO NPOH3BOAHO Ha eTOPHKOKCHG, 06pasysaH YPe3 Mo-HATATHUIHO OKHCICHHE HA
6’ -XMIPOKCHMETHA [IPOHIBOAHOTO. Te3H OCHOBHH METaboMHTHH NPOLYKTH HIN HAMAT U3MepHMa
AKTHBHOCT, HIIH ca cAafo akTHBHE kaTo COX-2 unxuburopn. Huro enwH ot Tesn Metabonuri xe e
nuxnbupan COX-1.

EnuMuHEpaHe
Cnen npunaraHeTo HA eOHOKPATHA, MAPKHPAHA ¢ PANHOHIOTON 033 OT 25 Mg eTOPUKOKCHE

MHTPaBEHO3HO Ha 3ApaBH MEANBUAH, 70 % OT PaXHOAKTHRHOCTITA € OiNa YCTAHOBEHa B YpHHATA M
20% eoB dekanuuTe, ruasto noa dopmata Ha MetabondTi. flo-manko ot 2 % Geure ycraHoseHa 104
dopMara Ha HENPOMEHEHO IEKAPCTRO.

EfuMuHupadeTo Ha eToPHKOKCHD CTaBa NperMMHO 9pes MeTabomuIKpane ¥ NOC/ICABAILA PEHANHA
eKckpeuHa. KoHIeHTpaluy Ha YCTOMYIBO PABHOBECHE HA €TOPUKOKCHD ce YCTAHOBABAT B PAMKHTE Ha
celeM IHH NPH MpUnaraHe Ha f103a oT 120 mg Be/iHBX QHEBHO, IPH OTHOLICHHS Ha KyMyJIHpaHe
nNprOIM3UTENHO 2, OTroBapALLO Ha BPEME HA [OMYXHBOT oT npubmizurenyo 22 yaca. [lnasmennar
KMPBHC cllell MHTPABSHO3Ha fo3a oT 25 mg e npubnusutenso 50 ml/min.

Creyuansu spynu nayuenmu

Hayuenmu ¢ nanpeonana sv3pacn; PapMakoKMHETHKATA MPH NALKMEHTH B HANPEIHANA BB3
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(BB3pAcT > 65 ronrHK) e CNH3Ka 10 TA3H IPM MIIAIHTE.
Iloa: He ce yctaHoBABA pasnuKa EbB GapMaKOKMHETAKATA P MBXKE U KECHH.

Yepnodpobna nedocmameunocn: YIpy naukeHTATE ¢ IeKa CTeNEH Aa YepHOAPOGHO YBpexIaHe
(Child-Pugh —unnexc = 5-6), npunaraneTo Ha eTopHKOKCHG B 2032 60 mg BEAHBK HA JICH € A0BEI0 A0
nprdauInTenHo 16 % no-ronama cpenna I[TTK B cpasHedHe cuC 30paBUTe HAAHBHIH Ha CHUTMA 10308
pexcuM. [Ipn nanyeHTHTe ¢ yMEPEHa CTENeH Ha TepHoapodHo yepexnane (Child-Pugh-urgexc 7-9),
NpUIAraHeTo Ha eTopukokcud B 1o3a 60 mg npes den e nosero no cpenna [MK, Gimiska no Ta3u Ha
3ApaBUTE HHIMBUIH NP N030B PEXHM 0T 60 mg QHEBHO, eTopHKokcub 30 mg BEeRMBK ZHEBHO He €
6un w3cnensan B Ta3M vomynauua. Hama kinaudHy 4 QapMaKOKHACTHYH JAHHH 33 HAUHEHTH C
TeXKa CTeneH Ha YepHoApoGHo yepexkaare (Child-Pugh-nuaexc >10) (px. Touxkn 4.2 u4.3 ).

Bubpeuna nedocmameynocm. PapMAKOKHHETHKATA PH XHOKPATH2 1032 0T 120 mg eTopHKOKCUE,
MPHACKEHA HA MaKHEHTH ¢ YMEpERa 0 Texka 1o cTeneH 6s0peHa HenocTaTPHHOCT M TAKHBA C
Kpatiaa dasa va 6efpedno 3abonasate Ha XeMOAHAIN3A, HE CE € PAYTHIARATA 3HAYHMO CIIPAMO Ta3d
MpH 3OPABY HEAUBHAR. XeMOIHAIN3ATA € HMAJA MATBK NNPHHOC TI0 OTHOLIEHHE HA ENUMHEHHPAHETO
{nranmied knapbHe npuba. 50 ml/min) (px. Toukn 4.3 u 4.4.)

Yaompeba e necuampuama: OapMaKoKKHETHKATA Ha eTOPUKOKCKO MpH felia {BBp3pact < 12 rogunan)
He £ H3C/IENBAHA,

Np# bapMakokiHeTHIHO NpoyuBane (n = 16) nposeneno cpen noapacteay (Bx3pact ot §2 no 17
roanHK) GapMaKOKUHETHKATa NpH noapacTranure ¢ Terno ot 40 no 60 kg npu no3a Ha eTopukoKcuG
oT 60 mg BenHbX Ha [eH M IIpH NoApacTBALEATE ¢ Terno > 60 kg (103a Ha eTopukokcut 90 mg
BeANBX HA AeH) e Gua GnH3Ka A0 Ta3d Ha Bb3PACTHH, IONYIHIH eTopuKokcub B 1o3a 90 mg BeIHBK
Ha fleH. Be3onacHocTTa N ePeKTHBHOCTTA Ha ETOPUKOKCUO B IeqMaTpUaTa He Ca HICTeNsaHH (BK.
Touka 4.2 ).

53 Ilpeaknuupynu AaHHH 3a Ge3onacHoCT

B npeskMHHUYHKTE Npoy4BaHUA ¢ eTOPHKOKCHD He ¢ OUa YCTAHOBSHA MeHHa TOKCHHHOCT.
Etopukoxch® He e 61 kaHueporeHeH npu MUIIKY. [LTEx0oBeTe Cca pasBillid XeNATOLETYIapeH H
TUpeoHaeH DONMHKYNOLETYNapeH a1eHOM NPH N03Hposka > 2-IhTH AHSBHATA Jo3a 3a xopa [90 mg]
CHCTEMHA ©XKeHEBHA eKCITO3HIUUA B IPOXBIKSHAE Ha MPHGTH3HTERHG 2 TOXUHMN.
XenaToLenyjiapHHAaT ¥ THPEOTRHHAT QOIHKY I0LETyIaper AgeHoM, HabIoAaBAHN NIPH IUTEXORETS, Ca
GHIIM CHeTEHH 3a Pe3YNTAT Ha CHeUHPHIEH 33 IEX0BETE MEXAHHILM, CBBP3aH ¢ MHAYKLMA Ha
yepHoApobHHTe CYP-eraumid. He e ycTanoBeHO eTOpHKOKCHD 5 NPEIH3IBMKBA HHIYKLUNSA HA
yepHoApoGHia CYP3A ensuM apu xopara.

TacTpOHHTECTHHATHATA TOKCHYHOCT HA @TOPHKOKCHG NPH ITEXOBETE Ce YBE/THYaBa ¢ 103ara 1
EpEMETO Ha eKCROIHLKMA. B ipoyyBaHe 3a TOKCHYHOCTTA Ha eTOPHKOKCHO Npoakibkwie 14 ceaMuuy,
yauepanun #na CY 1pakT ca 61in palmoqarail NpH ekCNo3HIAA, HAAXBBPIALLA TA3M NPH Y0BEK C
NpHNAraHeTo Ha TepANeBTHYHATA H03a. [IpH NpoyuBaHHMATA 33 TOKCHYHOCT B IPOABIKEHYE Ha 53 1
106 cenmuiiy, 5381 B CY TpakT ca 6unm HaGMIONABAHK CHIIC TAKA NPH SKCMO3ULIAH, CPABHHMM C© TE3H
IIPH X0pa ¢ IPKHIAarake Ha TepaneBTHIHATA 0o3a. [IpK kyyeTa 6bOpedHn H racTpOMHTECTHHATHU
aHoManuy ca 61nK HabmoTaBaHU NP BHCOKA TI030BA SKCMOZHIMA,

ETopukokcub He e nokaszan TEpaTOreHHOCT TIPH NPOYUBaHKA 33 PEnpodyKTHBHA TOKCUHHOCT,
MPOBENEHN BBPXY MIBX0BE ¢ A03a 15 mg/kg/nHesno (Toea € npubivsuTento 1,5 weTu HAl NHeBHATA
no3a 3a xopa [90 mg] npu cucremua excrnos3uuusn). [Tpy 3aiituu ¢ HAGMIOAABAHO CBLP3AHO C JICUEHHETO
NOBHLIEHHE HA CHPOEUHO-CBIOBUTE Man(opMaLK TIPH HUBA Ha eKCNO3IMIKA 101 KITHHNYHATA
eKCIIO3MIMA NPH JHEBHATA 1034 32 Xopata (90 mg). He ca HabmonasaHi cBbp3aHi ¢ NEUEHHETO
MandopMallui KK NpOMeHH BBR deTanHua ckenet. [IpH mrsxorete u 3afiuuTe ¢ HabmoaBano G030~
3aBMCHMO YBEMUeHHe Ha NOCTUMILTAHTAIIHOHHA 3aryda npH eKCMo3HIMA, eKBHBaleHTHA Ha witk 1,5
IThTH I0-rofIAMa OT Ta3| MpH Xopata (Bx. Touku 4.3 1 4.6.).
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ETopHKOKCHO c8 eKcKpeTHPa B MIIAKOTO Ha TUTHXOBETE MPH JIAKTALHA, KaT0 KOHIEHTPALHHTE Ca
npROMM3NTENHO NBA NBTH HAZ, TEIH B MAa3MAaTA, TErNoTo Ha KyJISHIATa € HAMAIIAIO TIpH
3aXPAHBAHETO C MIAKD OT Ky4KH, KOMTO €3 NONYYABAIN TOPUKOKCHS [0 BPEME Ha JIAKTAHMA.

6. DAPMANEBTHYHH JAHHH

6.1 ChoHchK HA NOMOINHTE BEIIECTBA

‘Cppuepuna pa TafaeTkara:
Kanunes xunporendocdar, 6e3pogen

Henynosa, MUKpOKpHCTATHA
Kpockapmenosa HaTpkii

Cunuiues THOKCHA, konouaeH Ge3roleH
Tank

Marxesues creapart

OG6BHBKa Ha TabnheTKara:

Xunpomenoza

XUOPOKCHIIPOMY TUEITY 1033

Maxporon 6000

Tank

Tutanoe puokcun (E171)

Tabnerkure ot 60 mg ceavpkat cbino kadar sxeneien okcun (E172), Tabnerkure ot 90 mg
CHIBPKAT KBAT Keneded okcun {E172) u Tabnetkure or 120 mg ChALPKAT YSpPBEH xele3ed OKCHA
(E172).

6.2 HecbBMecTHMOCTH

He ca u3pecTan.

6.3 Cpok Ha rognoct

2 ronunn

6.4 Chnennanum YeJ0BHA HA ChXpAHEHHE

To3H NexapcTBEH MPONYKT HE M3KCKBA CTICUHAJIHU YCIIOBHA Ha ChXpaHeHuUe.

6.5 B W chOLPXKAHAE HA ONAKOBKATA

Honokend 60, 90 mg puamupann tabaerkn

Jlamusnpanu 6nuctepun OPA-ALU-PVC n amymMuHueso gonno 34 olaKoBKH ¢ pasmep ot 7, 14, 20,
28, 50 u 100 dunmupann Tabnerxu.

Jonokcud 120 mg puamupany Tadnerkn

Jlamunupann 6mictepy OPA-ALU-PVC u anyMuHreBo donuo 3a onakoBgH ¢ pasMmep ot 3, 7, 14, 20,
28, 50 u 100 dunmupany rabnerru. :

He BcHyky BHOOBE oniakoBkyk Morar 1a Gblat nycHaTy B npoaaxsa.

6.6 Chenuanuu npeANAIKH MEPKH NP H3XBLPAsSHe U padoTa
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Hama crieunansi H3HCKBaHKs.

7. IIPHTEXATEJJ HA PASPEMIEHHETO 3A YIIOTPEBA
ZENTIVA k.s.

U kabelovny 130

Dolni Mécholupy,

102 37 Prague 10,

Yeiuka perrybnika

8. HOMEP(A) HA PAIPEIIEHHRETO 3A YIIOTPEEA
JonokeuG 60 mg, Per. No: 20160195

JHonokcub 90 mg, Per. Ne: 20160196
Honorcub 120 mg, Per. No: 20160197

9.  JATA HA ITBPBO PA3PEIUABAHETIOTHOBABAHE HA PASPEHIEHETO 3A
YIHOTPEGA

Zata na mepeo paspewapane: 22.06.2016 1,
Hara Ha nocmenno nogHosasane: 29.01.2021 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

20.06.2022
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