KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA,
JAHHH BBPXY OIIAKOBKATA H JIMCTOBKA



KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUA ITPOAYKT
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2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika duamupana tabaetka cbhabpaxa 30, 60, 90 uan 120 mg eTopuKOKCHO (etoricoxib).

34 NMbJIHUA CITUCHK HA MOMOLIHUTE BELLUECTBA, BUIKTE TOUKa 6. 1.

3. JEKAPCTBEHA ®OPMA

Mduamupana tabnerka (Tadaerka)
Porukokce 30 mg ¢puamupanu tabneTku: O0esid 10 NoYTH Oe/IM, KpBIIH (AHamMeTbp: 6 mm), 1eKO
JABOHHOM3ITBKHA/IH, cbu:mnpanu Ta0JIETKH CbC CKOCEHH pBOOBE.

Oneno mq:emmo-mma, xp'bmn (anameTsp: 8 mm),
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4. KAUHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHHA
POTHKOKC € noKa3aH npv Bb3pacTHHU U FOHOLLK HA |6 rOIMHHU K MO-Bb3PACTHH 38 CHMITTOMATHYHO
oOniekueHue Ha octeoapTput (OA), peemarouaeH apTpuT (PA), aHKW03Kpalll CIIOHIWIMT U Ha

00J1KaTa ¥ Bb3NaJiuTeHaTa CUMITTOMATHKA [IPpH OCTHLP 1OAAI'PO3CH ApTPHT.

POTHKOKC € nokasaH npH Bb3pacTHH U KOHOLIX HA 16 rOAMHU U NO-Bb3PACTHH 3@ KPATKOCPOUYHO
JeyeHrue Ha ymepeHna 0oJika, CBbp3aHa ¢ JICHTa/IHa onepaLims.

Pewnenunero na ce npeanuiue cenektupeH COX-2 HHXHOUTOP, TpAOBaA aa ce Oa3zMpa Ha LAJIOCTHA
OLICHKA 32 HH/MBH/1YA/IHHTE PUCKOBE 3a NnauMeHTa (BHXK TOUKH 4.3, 4.4).

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

JlozupoBka




Toi KaTo CBPACUHO-CHAOBHTE PUCKOBE NPH €TOPUKOKCHO MOraT 1a c€ yBenu4ar ¢ Jo3aTa u
NPOABIKHTENHOCTTA HA NPHIOKEHHE, CIEABA a CE U3NOJI3BA 33 MAKCUMANTHO KPaThK NEPHOI H B
Hal-HUcKaTa eexTHBHA N03a. [lepHoanuuHO cneaBa Aa ce NpaByd NpeoLeHKa Ha MauveHTa 3a
CHUMITTOMATHYHO ODJIeKYEHHE H OTTOBOP Ha JIEYUEHHETO, OCODEHO NPH NALHEHTH C OCTEOAPTPHUT (BHXK
Toukn 4.3. 4.4, 4.8 n 5.1.

Ucmeoapmpum

[lpenopbuurentara no3a e 30 mg BeAHBK AHEBHO. [IpH HAKOH NALMEHTH C HEAOCTATBHHO
odnexyeHHe Ha CUMNTOMMTE, NOBHLLIABAHE HA R03aTa Ha 60 mg eAUH MbT AHEBHO MOXKE 1a NOBULLH
epukacHocTTa. [Ipy Aunca Ha TepaneBTHYHHO NOJI3a CNEABA Aa Ce OOMHUCAAT APYTH TEpaneBTHYHH
BBLIMOMHOCTH.

Peevamouoen apmpum

[lpenopbvuntenHara 1o3a € 60 mg Beaubxk Ha AeH. [IpH HAKOM NaUMEHTH ¢ HEAOCTATBUYHO 00IEKUEeHHE
Ha CUMNTOMMTE, MOBHLLIABAHETO HA J03aTa Ha 90 mg BEAHBK JHEBHO MOXE Ad MOBHULUM
epukacHocTTa. Cnea KaTo NaLHeHTBT € KNHHHYHO CTaOHNH3IHPaH, MOXKE 1A € NOAXOAALLO
MoHHKaBaHe Ha Ao3aTa A0 60 mg BeaHBkK AHEeBHO. [IpH OTCHCTBHE HA 3aCHNEH TEpaneBTHUYEH edEKT,
Tpabpa aa ce 06CHAAT ApYrH TEPANEBTHYHH Bb3MOXHOCTH.

Aunxwiozupawy cnoHowum

[IpenopbuuTenHara ao3a € 60 mg BeaHbK Ha AeH. [IpH HAKOHW NALUEHTH ¢ HEAOCTATLYHO O0/IEKYEHHE
HA CUMITTOMMTE, MOBHILUABAHETO HA A03aTa Ha 90 mg BeAHDBXK JHEBHO MOXE Aa NOBHIUK
epukacHocTTa. Cnea XxaTo MALMEHTLT € KNIHHUYHO cTabHNH3npaH, MoXe aa € MOIXOAALIO
MOHKXKaBaHe Ha fo3ata a0 60 mg Bearbx AHeBHO. [IpK OTCHLCTBHE HA 3aCHIEH TEPANEBTHUEH €(eKT,
TpaAOBa f1a ce 0OCHAAT APYTH TEPANEeBTUYHHA Bb3MOKHOCTH.

Jevenue na ocmpa 60.1xa
3a neueHue Ha octpa Donka, eTopukokcud Tpadbea na ce mpueMa camo Mo BpEME HA OCTPUS
CUMNITOMATHYEH NEPHO.

- Ocmyp nooazpozen apmpum
[Ipenopbuntentara no3a ¢ 120 mg BeaHbx AHeBHO. [10 BpemMe HA KITHHWYHH H3NUTBAHUA 34
JEYEHUE Ha OCTHP NMOAArpO3€EH apTPHT ETOPHKOKCHOD € NaBaH B NPOABLLKEHHE HA 8 IHM.

- Ilocmonepamusna 60.xa c1e0 denmaina onepayus
[Ipenopbuutennara no3a € 90 mg BeaAHBXK AHEBHO, OrPAHUYEHO MAKCHUMYM 10 3 AHU. Hakou
MaUUEHTH MOXKE [a CE HYXKIAAT OT ApYra MoCTONEPaTHBHA aHAIMe3Ua B JOMBIHEHHE KbM
POTHKOKC 110 BpeM€ Ha TPHAHEBHHSA NEPHUOA HA NEYEHHE.

J031, HAAXBLPAALA NPENOPBUHTENHHTE 3a OTACIIHUTE HHAHKAUHMH HNU HE Ca NOKA3aTH
NOMbIHMTENHE €PHKACHOCT, KK HE ca OWIK Npoy4BaHW. 3aTORA!

Ho3zata 3a OA He Tpabea na Haasuwasa 60 qHeBHO.

Jlo3ara 3a PA M aHKMA03WpaLL CMOHOUAMT He TpsibBa na Haaeuiuaea 90 mg aHEBHO.

Jlo3ara 3a oCcTbp noaarpo3eH apTpUT He Tpabsa ga Haaeuiuaea 120 mg AHEBHO, KaTO JieYeHHeTo ce
rpaHH4aBa MAKCHMYM 10 8 OHH.

Jlo3aTa 3a nocroneparuBHa ocTpa Honka cnea geHTanHa onepauna He Tpabea aa Haasuwiasa 90 mg
NHEBHO, OrPaHUYEHO MAKCHMYM 10 3 JIHH.

CneuHanHy nonyJJauuu

ITayuenmu 8 cmapuecka svzpacm

He ce Hanara kopurupaHe Ha A03aTa MpH NALHEHTH B CTapyecKa Bb3pacT. KakTo npu apyru
AEKapCTBa, NPHIOKEHHETO NPH NMAUMEHTH B CTApUECKa Bb3PACT CJI€1Ba 1a CTaBa BHHMATEIH
TOuKa 4.4).




[Tayuenmu c weprnoopobro yepescoane

He3aBHCHMO OT HHAMKALMATA NMPH NAUHEHTHTE C JieKa CTeneH Ha yepHoapobHo yepexaane (Child-
Pugh unaekc 5-6) no3ara ot 60 mg BeaHwxk Ha nex He Tpsabsa aa ce nansuwasa. [1py naunenTure ¢
yMepeHa creneH Ha yepHoapobno yspexaase (Child-Pugh uhaekc 7-9), He3aBACHMO OT
WHAMKAUKATA, N03aTa oT 30 mg BeAHLXK ZHEBHO HE TpAdBA Na ce NpeBHIlaBa.

KNMHHYHHMAT ONUT € orpaHuuieH, ocobeHO NpU MaLUMEHTH C YMEPEHA CTENEH Ha YepHoApoDHO
YBpPEXKJaHE U 3aTOBa € HeoDX0aAuMO BHMMaHHe. HAMa KIIMHHYEH ONKT NPH NaUMEHTH ¢ TEXKKA
yepHoapoOHa HegocTaTbYHOCT (Child-Pugh nnagexc > 10), 3arosa ynorpebara npd TakMBa NaUUEHTH
€ NPOTHBONOKAa3aHa (BHK TOYKH 4.3, 4.4. 1 5.2).

Iayuenmu ¢ 6vbpeuno yepescoane

He ce nanara xopurrpaHe Ha 103aTa MPH NALMEHTH C KPEaTHHHHOB KIHPBHC 230 ml/min (BX ToUKa
5.2). M3non3paHeTo Ha €TOPUKOKCHO MpPH NaUHEHTH ¢ KPEAaTHHHHOB KNHPBHC <30 ml/min e
NPOTHBOMNOKA3aHO (BUXK TOUKH 4.3 n 4.4).

ITeouampuvua nonyaayus
EToprkokcub e npoTuBonokasaH 3a ynorpeda fipH Aeua H 10HOWH noa 16 roaviiHa Bb3pacT (BUXK
Touka 4.3).

HayvH Ha NPUIOKEHUE

POTHKOKC ce npuiara rnepopajiHo U MoxXke 1a Obae npuemaH ¢ win 6e3 xpaHa. EdexrbT Ha
NeKapcTBEHH NPOAYKT MOXE Aa HacThIH No-0bp30, korato Porukoke ce npHeMa Ha rnaaHo. Toea
TpabBa na ce UMa NpeaBna, koraro € Heobxoanmo aa ce NocTHrHe 6bp30 odnekyasaHe Ha
CHMMTOMATHKATA.

4.3 IIpoTHBONOKA3AHHA

- CBPBHXUYBCTBHTETHOCT KbM aKTHBHOTO BELWIECTBO HWIK KbM HAKOE OT NOMOLLHHUTE BELLECTBA,
H3bpoeHu B Touka 6.1

- AKTHBHA NENTHYHA A3Ba HIH KbpBEHE OT cToMawHO-4peBHHst (CH) TpakT.

- [TauneHTH, KOHTO cel npHeM Ha auethicannuunosa kicenwHa wind HCIIBC, BrunounTento
COX-2 (urKiooKcHreHas3a-2) HHXHOMTOPH, NPOABABAT OPOHXO0CNIa3bM, OCTHP PHHHT, Ha3anHH
MOJHMNH, AHTHOHEBPOTHHEH €/1€M, YPTHKAPHA WIH AlTePrHUHH peakLlHH.

- bpeMeHHOCT U KbpMeHe (BWXK TOUKH 4.6 U 5.3).

- Texxka yepHOApOOHA HeAOCTAaTBYHOCT (cepyMeH andOymuH <25 g/l wnu Child-Pugh nnaekc
>10).

- bnOpeueH kpeaTHHHHOB KIHPBLHC <30 ml/min.

- Jleua u roHoWH noa 16-roaHiliHa Bb3pacT.

- BhinanutenHu 3abonsaBalus Ha yepBara.

- 3acToliHa ¢hpaeuHa HeaoctaTbuHOCT (NYHA [1-1V).

- [TauMeHTH ¢ XHMEPTOHHA, YHETO KPBBHO HanArase € TpaitHo yeenuueHo Han 140/90 mmHg v
HE € aJIEKBATHO KOHTPOIHPAHO.

- YcraHoBeHa HCXeMHYHA 00JieCT Ha cbpleTo, 3a0onsaBaHKs Ha nepudepHUTE apTepHalHu
CBAOBE W/HUIU MO3BYHO-CBAOBO 3adosisiBaHe.

4.4 CpneuHalHH NpeaynpeXIcHAN H NPeANA3HA MEPKH NPH ynorpeda

[acTpouHTeCTHHANHN eeKTH

YCN0XHEHHA OT FOPHHTE OTAEAM HA CTOMAIHHO-YPEBHHA TPAKT [nepdopaLym, A3BH WK KbpBeHe
(PUBSs)], HAKOH OT KOHTO ¢ ¢aTaneH HU3xoA, ca HACTBLIUAN NPH MALUEHTH, JIEKYBAHH C ETOPHKOK

BuumaTtenHo TpabBa na ce noaxoxaa npy NauueHTH ¢ PHCK OT pa3BHTHE Ha CTOMALLHO-YPEB
ycnoxHeHHa oT HCTIBC; nauneHTH B cTapuecka Bb3pacT, NAUHEHTH, NPHEMAIIH €1HOBPEM




apyru HCTIBC wnu aueTnncanduunosa KHCENHHA, WK MALKEHTH C NPEeKapaHd CTOMaLHO-4YpeBHH
3abonsaBaHuA, KaTo A3Ba K KbpBeHE OT CY TpakT.

HMMa JONBAHHTENHO YBEJHYABAHE HA PHCKA OT CTOMAUIHO-YPEBHHY HEXKENAHH NIEKAPCTBEHH peaKkLIHH
(CTOMAWIHO-YpeBHa A3Ba WIH APYrH CTOMAUIHO-YPEBHY YCIOXKHEHUA), KOraTo €TOPUKOKCHO ce
NpUeMa eAHOBPEMEHHO ¢ ALETHICATMLIMIOBA KHCENHHA (IOPH H B HHCKH 103H). 3HAUYHTE/IHA pa3inka
[0 OTHOLLIEHHE Ha CTOMAaLHO-4YpeBHATa 6€30nacHOCT Mexay celleKTHBHUTE COX-2 HHXHOUTOpH +
auerwiacanvuunosa kucenuna ¢/y HCIIBC + aueTuncannuunosa KuceslnHa, He € Ouna
AEeMOHCTPHPaHa NPH ABAFOCPOYHH KNTMHHYHH NMPOYUBAHHA (BHX TOuKa 5.1).

CyrpaevHO-cbAOBH eEeKTH

KnuHHYHHK NpoyUYBaHHA NPEANONarar, ye JeKapCTBeHHAT Kiac Ha ceneKTUBHHTE COX-2 HHXHOuTOpH
Modce Ja Obae CBbp3aH ¢ pUCK OT TPOMOOTUYHH HHUUAEHTH (0coOeHO HHGApKT Ha MHOKapaa (M) u
HHCynT), B cpaBHeHHKe ¢ rauebo v Hakon HCTIBC. Twi kaTo ¢bpaeuHO-CbAOBHTE PUCKOBE HA
€TOPHKOKCHD MOraT Aa HapacHat ¢ yBeJIM4aBaHE HA 003aTa Y NPOAL/IKHTETHOCTTA HA NpUaaraHe, Te
TpsOBa na ¢ W3INON3BAT B Hal-HUCKHTE eDEeKTHBHHM O3H 3a HAK-KPaThK MEPHOA OT BPEME,
HeobxoanMocTTa Ha nauMdeHTa OT CHMNTOMATHUYHO 00eK4YaBaHe U OTrOBOP CTIPAMO TEpanUATa

TpabBa 1a Obae NepHOAHYHO OUEHABAHA, OCOOEHO NPH MALMEHTH C OCTEOAPTPHUT (BHXK TOHKH 4.2, 4.3,
4.8n5.1).

[TauHeHTHTE CBHC 3HAUUTENHH PHCKOBH (PAKTOPH 32 CHPAECUYHO-CHAOBH HHUMAECHTH (HaNnpHmep
XHIMEPTOHHUR, XHIEpAHNUAEMHUa, ArabeT, TIoTIoHONYlUeHe ) TpAOBa Aa ObAAT NEKYBAHH C ETOPUKOKCHO
che BHUMATEITHO 0OMucaaHe (BUXx Touka 5.1).

COX-2 ce/leKTHBHUTE HHXHOUTOPH HE 3aMeCTBAT ALETHICAIHUKWIOBATA KHCETHHA NPH NPOPHITAKTHKA
Ha CbPAEYHO-CBAOBH TpoMOoeMOboaHuHK 3a00NaBaHUA MOpPaaH NTHNCATa HA AHTHAINPEraHTEH eexKT.

[Mopanu TOBa aHTHarperaHTHaTa Tepanus He TpAGBa na 6bae npexbeBaHa (BHX TOYKH 4.5 1 5.1).

EdekTn Bbpxy 610peunTe

b1rOpeunnTe NpocTarnaiaAMHN MOraT a UrpasT KOMINEHCATOPHA PoAas B NOAABPIKAHETO HA
O6nOpeunaTa nepdy3Ha. 3aToBa NpU HATHYHETO HAa KOMNPOMETHpaHa ObOpeuHa nepdysus,
MPHIAraHEeTo Ha ETOPHKOKCHO MOXke Na npeAU3BUKAE peAYKLHUS Ha NMPOU3BOACTBOTO Ha
NpoOCTarNaHauHH, K BTOPHYHO peayunpaHe Ha 6pOpeyHHns KpbLBOTOK H yBpexxaaHne Ha ObOpeuHaTa
byHxuns. [NauneHTuTe, ¢ HAH-BUCOK PUCK B TOBA OTHOLLUEHHE, Ca TE3HU, KOUTO UMAT NPEIXOKAALL0
3HAYMMO YBpe)KaaHe Ha ObOpeyvHaTa pyHKUHS, HEKOMNEHCHPaHa ChpAcYHA HEAOCTATHYHOCT HIIH
udposa. [1pu TaknBa nauMeHTH cieaBa Aa ce UMa NpeABHI MOHUTOpPHpaHe Ha ObOpeuHaTa pyHKUHMA.

3aapbxka Ha TEYHOCTH, OTOK U XHNIEPTOHHUA

KakTo ¥ ¢ pyr# nekapcTBEHH NPOAYKTH, 3a KOMTO € H3BECTHO, Y€ HHXHOHpPAT MpocTarnaiHinHoBara
CHHTE3a, ¢a Onnn HabnAaBaHK 32APHKKA HA TEUHOCTH, OTOK H XHNEPTOHHA MPH NALHEHTH,
npuemMaiuy eTopukokcud. Bcuuky HecTepouanu npotuBosb3nanutentu cpeacrea (HCIIBC),
BIJTIOUMTENHO ETOPHKOKCHO, MOTaT Aa ce ¢BBLPXKAT ¢ HOBOMNOABHUIIA C€ WKW PEKYPEHTHA 3aCTOHHA
CbpAEYHA HEAOCTATLYHOCT. 3a HHGOPMaUUA OTHOCHO ONMPEACNAHHUA OT A03aTa OTTOBOP NpH
€TOPHKOKCHO, BroKTE TOYKA 5.]1. BHuMmaTenno Tpabea aa ce noaxoxkaa KobM NALMEHTUTE ¢ AHAMHE3A 34
CbPACUHA HEAOCTATHUYHOCT, NEBOKAMEPHA AUCPYHKLMA UITH XMNEPTOHHA U NPH MALUEHTH C
NpeaxoxXall OTOK NO APYTrH NPUYUHK. AKO HMa KIMHHYHHM A3HHH 32 BJIOLIABAHE HA CHCTOAHUETO Ha
TE3H NALKUEHTH, CIEABA Aa CE NPEANPHEMAT MOAXOAALLHA MEPKH, B TOBA YHCNO H NPEKPATABAHE Ha
NEYEHHETO C ETOPUKOKCHD.

EToprkokcud Moxke 1a 6bae cBbp3aH ¢ MPOABa HA MO-YECTa M TEXKKA XMITEPTOHHA B CPaBHEH
apyru HCIIBC u cenextusin COX-2 nHxudutopu, ocodeno npu BHCokH 103u. [lopaan 1o
XHNEePTOHUATA TpAOBA Aa ObAe KOHTPONMpaHa MPEAH NEHEHHETO ¢ ETOPHKOKCHUD (BHX TOU
TpabBa na ce 0bbpHE cneurasHo BHUMaHWE Ha NPOCIECAABAHE HA KPBbBHOTO HANAraHe no B &[ k)
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neyeHHeTo ¢ eTopukokcHd. KpbBHOTO Hansrade cieaea aa Obae KOHTPONHPAHO S0 ABE CEAMHUM OT
3ANOUYBAHE HA JICUEHHETO Y NEPHOAHYHO CNed TOBA. AKO KPbBHOTO HANATAHE 3HAYUTENHO CE MNOBHLUH
TpaGBa Aa Ce NOMMCAM 32 ATTEPHATHUBHO JE4EeHHe.

EdexTn BLpxy yepHns Apob

Mosuinasaxe Ha anaHUH aMUHOTpaHcdepasata (ALT) v/unu acnaprat amuHoTpaHcdepazata (AST)
(npubIU3WTENHO TPH WIKM NOBEYE MbTH HaJ rOpHAaTa HOpMaHa rpaHyua) e Ouno HaboaasaHo Npu
npubnuintento 1% ot nauMeHTHTE B KIIHHHYHHUTE MPOYUYBAHHUA, KOHTO Ca JIEKYBAHH ¢ ETOPHKOKCHO
30, 60 1 90 mg nHeBHoO.

[TauneHTHTE ChC CHMOTOMH W/HIM NPU3HALM, NpeAnoaaraill 4epHoapobHa AMCPYHKUHA WK HaTHLUE
NaToNOrHYE€H TECT 3a OUEHKA Ha yepHoapoOHaTa ¢pyHKUMA, cneasa Aa HbAAT MOHHTOpHpaHU. AKO ce
HabnoaaBaT NpU3HaUW Ha YepHOAPOOHA HEAOCTATLHHOCT HAH NEPCHCTHPAT AaDHOPMHH pe3yaTaTH OT
yepHOAPOOHHTE TECTOBE (TPU NbTH HAA HOPMAJTHATA NOPHA MPAHMLIA HA HOPMATA) ETOPHKOKCHO
TpadBa na ce npekparH.

Obuwik edexrn

AKO N0 BpeMe Ha NEYEHHETO NMPH NALKWEHTHTE C& BAOLLAT PYHKLUMMTE HA HAKOR OT MO-rope ONMCAHUTE
CUCTEMH, TPAOBA Aa ce B3eMaT NOAXOAALIH MEPKH H a ce OOMHCIH NpeKbCBaHE Ha TEPaNUATa ¢
etopukokcub. Tpabsa aa ce oCbIIECTBABA aReKBaTHO MEAWLIMHCKO HabnoaeHHE NoO BpeMe Ha
NPOBEXARHETO Ha JIEYEHHE C ETOPUKOKCHO Ha NAaLIHEHTH B CTAPHECKA Bb3PacT M TAKMBA C HAJTHYHa
O010peuHa, yepHOApOOHA WNK chpaeUHA IUCHYHKLIHA.

JleueHneTo ¢ eTopukokcHb Tpa0O8a Aa ce OCHLIECTBARA BHHMATEJIHO MPY AEXHAPATHPAHH NALUEHTH.
[IpenopbyBa ce npeABapUTE/IHA pEXHApATALM HA TAKMBA NALMEHTH NPEeAH Aa 3alo4He TepanusTa ¢
€TOPHKOKCHO.

CepHO3HH KOXKHH peakLUHH, HEKOU OT TAX (PpaTajiHH, KaTO eKCHPONIHATUBEH AEPMATHT, CHHIPOM Ha
Stevens-Johnson U TOKCHYHA enuaepmMaiHa HEKPpONU3a, ca Ounu qoKnagBaHH MHOIO PAAKO BbB BPb3Ka
¢ n3non3sadetro Ha HCTIBC u Hakou cenexktuBHH COX-2 HHXHOUMTOpH npe3 noCT-MapKETHHIOBOTO
HabmoaeHue (Brok Touka 4.8). [launeHTUTEe Ca HINOXKEHHU HA HAW-TONIAM PHCK 3a MOABATA HA TAKHBA
peaKkLHM B HAYANOTO HA TEPANHATA, KaTO MbPBATA peaKLHUa CE NOABABA B MOBEUYETO Cyy4au npes
MbpBHUA Mecel OT ieueHHeTo. CepHO3HM peakLMH Ha CRPbX4YYBCTBUTENHOCT (KaTo aHadunakcus u
aHruoeaeMm) ca OnnM crodLasalK NMpY NALUMEHTH, MPpUEMALUH eTOPUKOKCHO (BHXK TouKa 4.8). Hakowu
cenekTHBHH COX-2 HHXHOUTOPH ca CBBP3AHH C MOBHILEH PUCK OT KOXKHH PEaKLHH NPH MaUKEHTH,
KOMTO Ca UMajIH aHaMHe3a 3a JiekapcTBeHa aneprus. Etopukokcub tpabea na 6bvae npekparen npH
NbpBaTa MPoABa Ha KOXEeH oOpHB, N1e3UU Ha JIMraBHUATA HIK APYTH CAMITOMH Ha
CBPbXYYBCTBHUTETHOCT.

ETopHkokcHO Moske a 3aMackHpa GpeOpHIHTET H APYTH NPH3HALIKM HA BBL3MANEHHETO,

Buumarento tpadBa aa ce noaxoxaa npyv €AHOBPEMEHHO NMPHUIIAraHe Ha ETOPHKOKCHO ¢ BapdapuH
WK APYTH NEepopaiHU aHTUKOArYNaHTH (BIOK TOUYKa 4.5).

YnorpebaTa Ha €eTOPHKOKCHO, NOAOOHO Ha APYrH NEKAPCTBEHH NPOAYKTH, 3@ KOUTO € W3BECTHO, Ye
MOTUCKAT LMKNOOKCUIreHA3HATA/ MPOCTArNIAHAWHOBATA CUHTE3a, HE CE& NMPEeNopLUBA MPU XKEHHU, KOUTO
ce ONMUTBAT aa 3abpemeHeaT (BUXK TOYkH 4.6, 5.1 1 5.3).

Harpuit
Tosa nexapcTBO cbabpKa Mo-Majiko oT 1| mmol HaTpuii (23 mg) Ha TabneTka, T.€. MOXe Aa C& KK, ———=
Yye NPaKTHYECKH He ChAbPKa HATPHH.
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(PapmakoJHHAMUYHH B3aUMOACHCTBHA

ITepoparnu anmuxoacysanmu. [1pyH nauMeHTH, cTaOWIN3NPAHHN HA NPOABIKHTENHO JIEYEHHE C
BapdapHH, NpUiIaraHeTo Ha eTopukokKcHO 120 mg aHeBHO € cBBbp3aHo ¢ npubausuTenHo 13 %
yBeanueHue Ha INR (International Normalized Ratio - MexayHapooHO HOPpMANTH3WPAHO OTHOLUEHHE)
Ha NpoTpOMOKHOBOTO BpeMe. 3aTOBA NALMEHTH, KONTO CE JIEKYBAT ¢ NEPOPATIHH BHTHKOAIYNAHTH,
TpabBa BHUMATEHO A2 6baaT MOHHUTOpHpaHK no oTHouweHHe Ha INR Ha npoTpomMOuHOBOTO Bpeme,
0coOeHO B MbPBHUTE HAKOJIKO AHH, KOraTo JICHEHHETO C ETOPHKOKCHO 3anoysa HIIK CE NPOMEHS A03aTa
Ha NEKApPCTROTO (BHXK TOUKA 4.4).

Huypemuyu, AHA u ACE unxubumopu: HCIIBC moxe na peayuupar edexra Ha AHypeTHLUHTE H
ApYryTe aHTHXUINEPTEH3UBHHU nekapeTea. [Ipu HakoW nauneHTH ¢ yBpeaeHa Ovbpeura GyHKUMS
(Hanp. aexvapaTHPaHH NMALMEHTH WIH MALUKEHTH B CTapyecKa Bb3pacT ¢ yBpeaeHa OnOpetHa
byHKUMA ), eAHOBpeMeHHOTO uinon3saHe Ha ACE-uHxubutopu uny anruorensu Il 6nokepu u
CPEACTBA, KOUTO HHXHOUPAT UMKNOOKCUTeHA3ATa MOXKE 1a NPEAU3IBHKA JOMBIHUTENHO YBPEKIAHE HA
6bv0peuHaTa QyHKLHS, BKIIOYHTEAHO pa3BHTHE Ha ocTpa ObOpeuHa HeJOCTATBYHOCT OOHKHOBEHO €
obpatumo. Tesu plaumoacicTeus TpabBa Aa ce UMAT APEABHI NPH NALMEHTH, KOHTO NPHEMAT
eAHOBpEeMEHHO eTOPHKOKCHO U ACE HHXHOHTOPH HAK aHTHOTEH3HH 1} aHTaroHHCT. 3aTOoBA Ta3M
komMOuHauHa TpsadBa aa ce nmpuaara BHUMATENHO, 0OCOOEHO NPH NaLHEHTH B CTApYECKA BbL3PaCT.
[TaumenTHTe TPadBa Aa ObAAT agexBATHO XKWAPATHPAHHW H TPAOBa a ce 06CbANH MOHHTOPHPAHE Ha
H6vOpeuHaTa pyHKUHA cnen 3anouBaHe HA KOMOWHWpaHaTa Tepanus W NEPUOAHYHO el TOBA.

Ayemuncamyuoea kuceauna: [1py npoyusaHe Ha 3ApaBH 10OPOBOJILIK MPH PABHOBECHO CHCTOSAHHE
(steady state), eropukokcHb 120 mg BeaAHLK Ha A€H HE € NOBITHA aHTHarperaHTHaTa akTHBHOCT Ha
aueTHICATHLNIOBATE KHCEIHHa (1032 81 mg BeAHDBX HA AeH). ETopukokcHO Moxe fa ce u3non3sa
€AHOBPEMEHHO C aUETWICATHLIMIOBA KUCEIIMHA B J03H, H3NOA3BAHH 3a CbpAeYHO-CbAOBA
rpodunakTHkKa (HMCKA 032 Ha aUETHICAITMLMIOBA KUcearHa). Bee nak, eAHOBPEMEHHOTO NpUiaraHe
Ha HHCKa 103a aUETHACATHLWIOBA KHCEIHHA C eTOPHKOKCHO MoXe na yBennuu yectorata Ha CY
yJauepauny U ApYry yCAOKHEHHA B CPaBHEHHE CbC CyHanTe, KOraTo eTOPHKOKCHO ce u3nonsea
caMoCTOATENHO. He ce npenopbuea e1HOBPEMEHHOTO NpHIaraHe Ha eTOPHKOKCHO ¢ NO-BUCOKH OT
MOCOYCHHUTE 3a MPOPHIAKTUKA HA CHPACUHO-CHAOBH MHUMWAEHTH NO3H ALETUNCATHLIWIOBA KUCEITUHA,
kakTo 1 ¢ Apyru HCTIBC (Brx Touku 5.1 n 4.4).

Luxnaocnopun u maxpoaumyc: Bbnpeku, ue ToBa B3auMOACHCTBYE C ETOPHKOKCUO He € npoyu4BaHo,
€/IHOBPEMEHHOTO NpHNaraHe Ha LMKnocnopri nau takpoauMyc ¢ HCIIBC moxke na ysennuu
HePOTOKCHUHMA edeKT Ha LMKIOCHOPHH WiH TakpoanuMyc. bubpeynara pyHkuusa caensa na 6vae
MOHHTOPHPAHA, KOTATO CE NpWiIara eTOpHKOKCHO B KOMOHHALHA C HAKOHU OT Te3H JIeKapCTha.

DapMakOKHHETHYHH BIAHUMOJECUCTBHA

Egdexm na emopuxoxcub evpxy hapmaxoxunemuxama na opy2u rexapcmea

Jumuii: HCTIBC namanssat Op0OpeuHara ekckpeLns Ha JIHTHH, NOpPaaH KOETO CE YBEIHYaBa
1a3sMeHara My KoHueHTpauus. [1py HeobxoauMocT TpabBa na ce MOHHTOpPHpPA CTPHKTHO
KOHUCHTpaUHUATA HA JIMTHH B KPBHBTA U J1a ce aAafTHpa A03aTa Ha JIMTHA, JOKATO CE PHeMa TasM
koMOuHauuKs, kakto W npy cnupadero #a HCIIBC.

Memompexcam: JIpe npoy4BaHUA ca NPOBEXKIAHH 3a H3CeaBaHE Ha edekTa HA ETOPHKOKCHO B 1032
60, 90 naw 120 mg, npunaraHyu €aHH NBbT HA A€H B NPOAB/DKECHHE Ha CEAEM THHU NPH NALUEHTH,
NoAy4YaBallH METOTPEKCaT B 103a OT 7,5 10 20 mg BEAHBXK CEAMHYHO 3a ICYEHHE HA PEBMATOHICH
apTpHT. ETOopHkokcHO npu no3a ot 60 n 90 mg He e oka3zan edexT BbPXY fU1a3MeHaTa KOHLUEHTpauus
Ha MeTOTpeEKCaT WK OBOpetHns My KIHpbHC. B eaHO npoyusaHe, eTopukokcHd B 1o3a ot 120
€ UMan egeKT, HO B AAPYrO NMPOYYBAHE NPH Ta3M 1032 € YBEJIHUUI NN1a3MEHATa KOHLIEHTpaLH
mMeToTpekcaT ¢ 28% u e Hamanun 6b6peunus k1dpbHC Ha MeToTpekcat ¢ 13%. [penops
a71eKBATHO MOHHTOPHPAHE 32 TOKCHYHY eEKTH Ha METOTPEKCAT, KOraTto TO# ce npuiar
KOMOHUHALMHA C ETOPUKOKCHO.




Hepopainu konmpayenmusu; [lpunaraseto Ha 60 mg eTopuKkokcHO eIHOBPEMEHHO € NEPOpPAHH
KOHTPALUENTHBH, CbabpiKallH 35 mukporpama etuHuaecTpagnon (EE) u 0.5 no 1 mg HopeTHHApOH B
NMPOALKEHHE Ha 2] JHH, € YBENUUUIIO MIOWTA MO KPUBATa MPH CTAUHOHAPHO CHCTOAHHE
AUCO0-244aca 3a EE ¢ 37 %. Etopuxokcud 120 mg nasaH ¢be ChUIHA NEPOPANIEH KOHTPALIENTHB,
€HOBPEMEHHO WIH ¢ HHTEepBan oT |2 yaca, € yBEJHUMIIO MIOLWTA NOA KPHBATA MPH CTALHOHAPHO
cbeTosHHe AUCO-24vaca 3a EE o1 50 no 60 %. Topa yBevueHHe HA KOHUEHTpaumsATa Ha EE cneaBa
Aa ce UMa NpeaBHa, Korato ce H3bHupa nepopancH KOHTPALENTHB, KOHTO 4a CE H3IM0A3Ba MO BPEME HA
NPUIaraHETO Ha ETOPHKOKCHD. Y BenHueHara ekcno3uung Ha EE moxe 1a nosuuin yectorara Ha
HeKENaHWTE peakLMH, CBbP3aHH C NEPOPANHUTE KOHTPALICMTHBH (Hanp. NpoABH HA BEHO3HH Tpombo-
eMOONHUYHY CHLOUTHA NTPU PUCKOBH XKEHH).

Xopmonoszavecmumena mepanus (X3T): [lpunaranero Ha eropukokcud 120 mg c
XOPMOHO3aMeCTUTEIHA Tepanus, CbCTABEHA OT KOHKorupatu ecrporedu (0,625 mg [IPEMAPHH) B
npoab/DKeHHe Ha 28 AHK, e yBenrunio cpeaHara naoul noa kpusara AUCO-244aca npu
HEKOHIOrHpaHus ecTpoH (41 %), exBuiuH (76 %) u 1 7-p ectpaaron (22 %). EdexTsT Ha
NPenopbYHTENHHTE XPOHUYHH 103H eTOPUKOKCHO (30, 60 1 90 mg) He e 6un npoyusaH. EdexTrTe Ha
eTopuKokcHO 120 mg Bbpxy ekcnoznunaTta (AUCO-24yaca) ¢ Te3U eCTpOreHHH KOMNOHEHTH Ha
[IPEMAPHH ca 6unu no-manko OT MNOJOBHHATA, B CPABHEHHUE C TE€3H NPH CAMOCTOSTETHOTO
npunarade Ha [IPEMAPHH u ysenanuasane Ha noszara My ot 0,625 mg Ha 1,25 mg. Kauuununoro
3HAYEHHE HA TE3H YBETHYEHHUA HE € U3BECTHO K Mo-BHCOkU 034 Ha [IPEMAPHH He ca bunu
Npoy4BaHH B KOMOHHAUMA ¢ eTOPUKOKCUD. Te3n NOBULIEHUA HA eCTPOreHHATa KOHLUCHTpaUus TpabBa
Ja ce MMAaT NIPEABKA NMpH HU300pa Ha XOPMOHATHA TEpAru1s ciie/l MEHONAY3aTa, MPH NpHIarale 3aeHo
C eTOPHKOKCHO, 3aLLI0TO €KCMO3IHLUMATA HA YBEJIMYECHU HUBA HA €CTPOreH MOraT Aa ysenH4yaT pucKka ot
HEXKEJIAHH peakUHH, cBbp3aHH ¢ X3T.

Hpeonuzon/npeonuzoron.: Cnopea NaHHHUTE OT NMPOBEACHHTE KIIHHHYHH MPOY4YBaHHA 332 OLIEHKA HA
NeKapCTBEHH B3aUMOAEHCTBHUA, ETOPHKOKCHO He € OKazan KIMHUYHO 3HaYUMO Bb3EHCTBUE BBPXY
hapMakOKHHETHKATA HA NPeAHH30H/ IPEAHH3ONOH.

Hucoxcun: eropukokcud B 103a 120 mg BeoHbX Ha ACH B NpoaAb/DKEHHE HA 10 OHHM npH 3apaBu
JOOPOBONLIM HE € MPOMEHU ILTOLUTA NTOJ KPUBATA NPH CTaUHOHAapHO cbeToArHe AUCO-244yaca unm
6bLOpeUHOTO eTUMHHKpaHe Ha AMrokcHH. HabnmoaasaHo € yrennuyeHne Ha Cpax Ha AUTOKCHH
(npubnuzurenHo 33 %). Tora yBenUUEHHE HE € OT ChLIECTBEHO 3HAYEHHE 3a MOBEUYETO NaLHeHTH. Bee
MaK MNALUEHTHUTE, KOKMTO €A C MOBHIUEH PHCK 3a JUIrOKCHHOBA HHTOKCHKALMA, TpaOBa na 6baar
MOHKTOPHPaHH 33 TOBA, KOraTo ABETE JICKApCTBa, €TOPUKOKCHO U AMIOKCHH, ce rpunarar
€1HOBPEMEHHO.

Egbexm na emopuxoxcub evpxy nexapcmsama, xoumo ce Memaboauzupam upes cyagomparncepau
Etoprkokcud e unxubHTOp Ha cynorpaHcdepasaTa B YHOBELUIKHI OPraHH3IbM, NO-CNEUHANHO
SULTIE! u € ycTaHOBEHO, Y€ BOAW A0 MOBHILABAHE HA CEPYMHATA KOHLIEHTPALMUSA Ha
€THHUAECTPAAHOI. JJOKONKOTO NO3HAHUETO 3a €(PEKTHTE BLPXY MHOXECTBOTO CY.1pOoTpaHdepa3n Ha
HACTOALLHKS €TAl € OrpaHHYEHO H KIIHHHYHHWTE NOCIEAHUN OT JEHCTBHETO HA MHOXECTBO JIEKAPCTBA
Ca HENWIHK K NpoAbIKaBaT Aa ObaaT 0OeKT Ha H3cneaBaHe, TpAOBA Aa c€ BHUMABA, KOTaTo
€TOPHKOKCHO ce npuniara €1HOBPEMEHHO C APYTH NE€KapPCTBA, KOUMTO ¢ce MeTabonH3upar rnaBsHo ot
cyadorpaHcdepazuTe (Hanp. nepopaiHu canbyraMon H MHHOKCHANWA).

Epexm na emopuxoxcub evpxy aexkapcmeama, xoumo ce memaboauzupam om CYP uzoenzumume
B13 ocHOBa Ha H3c/IeABaHHA in Vilro, eTOPUKOKCHD He ce ouvakBa aa MHXxubHpa untoxpomute P450
(CYP) 1A2, 2C9, 2C19, 2D6, 2E] nnu 3A4. B npoyusaHe npH 3apasy xopa, NpUiaraHeTo Ha
eTOpHKOKCHO B 103a 120 mg aHeBHO He e QOBENO A0 NPOMAHA B AaKTUBHOCTTA Ha YepHOAPOOHHS
CYP3 A4, oueHeHa upe3 EpUHTPOMHLIMHOBHA HXATENEH TECT.

Edhexm na opyeu rexapcmsa evpxy hapmaxokunemuxama Ha emopuxkokcub
OCHOBHHAT NbT HA MeTabonH3KMpaHe Ha eTOPHKOKCHO € 3aBHCHM oT CYP ensumute. CYP
HIraexaa Bnuse Bbpxy MetabonniMa Ha €eTOPUKOKCHD in vivo. In vitro npoy4saHHA NoxK




CYP2D6, CYP2CY9, CYP\ A2 » CYP2C 19 ¢bi1o MOrat na KaTanu3upar OCHOBHHTE NPOLIECH, HO
TOYHA KOJIMMECTBEHA OLIEHKA Ha CLYHACTHETO UM HE ¢ MPOBEAKAAHA B YCIOBHA I Vivo.

Kemoxonazoa: KerokoHazonsT e mollueH nHxubutop Ha CYP3A4. B no3a 400 mg Beaubx Ha AeH B
npoAbKeHye HA | | AHKW npy 3apaBy 100POBO/ILIK HE MTPOMEHA KTHHHYHO 3HAYHMO
dapMaKOKHHETHKATA HA €TOPUKOKCHO NpH egHokpaTHa no3a oT 60 mg (43 % ysennuenne Ha AUC).

Bopuxonazon u muxornazos: EAHOBPEMEHHOTO NPUAOKEHHE HA NEPOpaNeH BOPHKOHA30J1 HITH Ha
MHKOHA30,1 nepopaneH ren (MouwHH UHXHOuTopH Ha CYP3A4) ¢ eTopukokCHO NpHYKHABAT fEKO
NMOBMILABAHE HA EKCIMO3ULMATA HA ETOPHUKOKCHD, Oe3 ToBa na ce cHHTa 38 KIMHHYHO 3HAYHMO Bb3
OCHOBA Ha NYONHKYBAHUTE NAHHH.

Pugpamnuyun; ENHOBPEMEHHOTO NPUAOKEHHE HA ETOPHKOKCHO ¢ pHpaMNHULWH, MOWEH HHAYKTOP Ha
CYP ensumute, Boam a0 65% HaMalgBaHe Ha NJ1a3MEHHTE KOHLUEHTPALIHU Ha eTOpUKOKCHO. Tosa
B3aHMOAEHCTBYE MOXE 1a JOBE/€ A0 MOBTOPHA MOSBA HA CUMNITOMHUTE, KOraTO ETOPHKOKCHO Ce
npuiara eAHOBpeMeHHO ¢ pudamnuunH. Bunpeku, ye Tazu MHPOPMAaLINA MOXKE 1A H3UCKA
yBEJIHYABAHE HA A03aTa, 103M HA ETOPUKOKCUD, NO-rofeMH OT TE3H, NOCOYEHH 33 BCAKA HHIHKALKA,
HE Ca MPOYUYBaHH B KOMOMHALMS ¢ pUdaMITHLUMH H CNeIOBATENHO HE Ce NpenopbUBaTt (BHX Touka 4.2).

Anmuayuou: AHTHALHAKUTE HE BIHART BLPXY (PAPMAKOKMHETHKATA Ha ETOPHKOKCHO B KIIHHHYHO
3HAYMMa CTEMNEH.

4.6 DepTHIAHTET, OPEMEHHOCT H KbPMEHE

bpemMeHHOCT

Hama K1HHHYHHA NaHHY 32 BAKAHHE HA ETOPHKOKCHO BbPXY NPOTHYAHETO HA OPEMEHHOCTTA.
[lpoyuBanuaTa NpH X)KHBOTHH €Ca YCTAHOBWITH PENPOAYKTHBHA TOKCHYHOCTA (BHXK TOuKa 5.3).
[MoTeHUNanHUAT puck Nnpu OpeMeHHH KeHU He € U3BecTeH. ETopukokcnb, kakTo aApyrure
JIEKapCTBEHH NPOIYKTH, HHXHOMpALLIH CHHTE3aTa Ha NPOCTArNaHAHHKTE, MOXE 1a NpeaH3BHKa
MaTOYHa ¢1abocT U npeXxaeBpeMeHHO 3aTBapaHEe Ha AYKTYC apTEPHO3Y3 B NOCAEAHHA TPHMECTLP.
ETopukokcHb e npoTHBONOKA3aH 3a NpHarale Mo speMe Ha 6peMeHHocT (BMX Touka 4.3). AKO enHa
*KeHa 3abpeMeHee 1o BpeMe Ha AeYESHHETO C ETOPHKOKCHO, TOA TpabBa na O6bae cripsaH.

KbpMmene

He e u3BecTHO AanH eTOPUKOKCHO ce eKCKpeTHpa B 4OBeLuKaTa KbpMa. ETopukokceund ce ornena B

KbpMaTa Ha IUTbXOBE. JKeHHTe, KOUTO M3MON3BAT ETOPUKOKCHO, He TpAOBa Aa KbPMAT {BHX TOUYKH 4.3
U 35.3).

DepruanTeT

YnorpebaTa Ha eTOPHKOKCHO, KAKTO W Ha BCAKO APYTO BELLECTBO, 32 KOETO € U3BECTHO, 4e¢ HHXHOMpa
COX-2, He ce npenopbyBa NpY XKEHH, OMUTBALLH e Aa 3adpemeHenT.

4.7 Ed¢exrn Bopxy cnocobnoctta 3a mopHpaHe 1 pabora ¢ MADIRHH

[TaLpeHTHTE, KOUTO YyBCTBAT 3aMaiiBaHe, CBETOBbPTEXK MK CbHIKWBOCT NpH yrnorpeba Ha
eTOpHKOKCHO, TpabBa Aa u3barsat na wodupaTt i Aa paboTAT ¢ MAUIHHH.

4.8 Hexenann nexapcrBeHH peaklHH

Pesiome Ha npodnia Ha O€30nacHOCT




7 152 aywn, skmouunrento 4 614 naumeHTH ¢ OA, PA, xpoHHuHa 6onKa B KpbCTa HIH aHKHWI03HpaLLL
cnoHauauT (npubnnsurenno 600 naumenTn ¢ OA nnu PA ca OunH nexyBaHH B NPOAWIKEHHE HA €QHA
roavHa H nosevye).

[Tpy KNMHHUYHHTE NPOYHBAHHA, NPOPHIBT Ha HEXKENAHUTE JIEKAPCTBEHH peakUHH € OHN CXOAEH NpH
naudeHTH ¢ OA vnu PA, nekyBaHHU ¢ €TOPHUKOKCHO B NPOAB/IDKEHHE HA €XHA rOJAHHA WK MOBeYe.

[Tpy KNMHUYHO NPOYUBAHE 33 OCTbHP NOAArPO3EH APTPHT, MALMEHTHTE Ca OUNH NEKYBAHH C
eTopHKOKCHO 120 mg BeAHBX IHEBHO, B MPOABIAKEHUE HA oceM AHU. [IpodHabT Ha HexenaHuTe
NeKapCTBEHH peaKUHH NpH ToBa NpoyyYBaHe € 01 B OOWH IHHNK BNH3BK 10 TO3H, HabmoaaBaH npy
KoMOHHHpaHHTe npoyueaHus 3a OA, PA v xpoHuuHa Honka B kpueTa.

[Tpu nporpama 3a npocneasBaHe Ha cLpaevHoO-cbAoBaTa Oe30nacHOCT ¢ 0O00LIEHH JaHHH OT TPH
KNHHHYHHA W3MTHTBAHKA CNPAMO aKTHBEH KOMMNOHEHT, 17 412 naunentn ¢ OA uau PA ca Ounm
nexyBaHH ¢ eTOpHKOKCHD (60 mg nnau 90 mg) npu cpeaHa NPoOABIKHUTEAHOCT HA ACYEHHETO

18 meceua. Jlannure 3a 6e3onacHoct U NoaApoOHOCTUTE 3a Ta3H NporpamMa ca nNpeacraBeHy B TO4Ka
5.1.

[lpoduabT HA HEKENAHU NEKAPCTBEHH PEAKLMH [1pY KIIHHUYHU [TPpOYHYBAaHHUA 3a OCTpa
NOCTONEPATHBHA AEHTaHa DoNIKa ciiell onepalMi, BKIO4YBAIK 614 nauHEHTH, NEKYBaHH C
eTopHkokcHb (90 mg unn 120 mg), kato uano € noaodeH Ha To3u, crobLueH npH koMOMHHpaHHTe
nicaeasaHusa 3a OA, PA n xpoHnuHa Oonxa B aonHaTa 4yacT Ha rppda.

TabaHuyeH CIHCHK HA HEXKEJIEHHUTE p€aKkliHH

[lo BpemMe HA KIMHHYHHWTE W3NMHUTBAHUA Ca YCTAHOBEHH CNEAHUTE HEXENAHU PEAKLIHN C YeCcTOoTa No-
ronsama oT TasW NpH npunaradeTo Ha miauedo npu naureHTH ¢ OA, PA, xponnyHa Doska B KpbeTa
MK aHKWJIO3MpaLL CNOHAWINT AeKYBaHH ¢ eTopHkoxkcud 30 mg, 60 mg namn 90 mg no
NPenopbUUTENHATA 4034 332 CPOK Ha fiedeHHne 10 12 ceaMHuH, B NpOoyyYBaHUATA NO NporpamMara
MEDAL 3a cpok Ha niedeHne 10 32 roanHu, B KPaTKOCPOUHH NPOYUBAHHSA 3a CPOK Ha JIeYeHHe 10 7
IHH 3a ocTpa Hostka UK B nepyoaa ciiea nyckaHe Ha nasapa (Bwk Tabanua 1):

Tabauua 1:

CHCcTEeMO-0praHen KJac Hexe1aHH peaknuu Kateropas uecrora * l
Hugexyuu u ungpecmayuu asiBe0SIapeH OCTEHT YectH
raCTPOEHTEPHT, MHPEKLIMHA HA FOPHUTE Heuectu
AUXATEJIHA NbTHLLA, YPHHAPHH
HH(PEKUHH
¥ .
Hapywienun na kpvema u aHeMUA (NPeANMMHO CBbP3aHa ¢be CTOMaluHO- |Heuectn
lrumpnama cucmema YPEBHO KbpPBEHE), IEBKOMEHHUA,
TpOMOOUMTONEHHA
Hapywenun na umynnama CBPBXYYBCTBHTEJHOCT + B Heuectn
cucmema
b
aHrnoeneM/aHapUNaKTHYHY Penku
/aHaPUNAKTOWIHHU PeakUHH, BKITFOUHTETHO
LIOK?
Hapyuwienun na memaboauima u |€aem/3aapbxka Ha TEHHOCTH HecTn
XPaneHemo
YBEJIHYEHHE WIIH HAMAJICHHUE Ha aTNeTHUTA, HeuectH
[yBENHYEHHE HA TErNOTO
Hcuxuunu napywenun TPEBOXHOCT, AENPECHS, HAMANEHA
Bb3MOXHOCT 3a yMCTBEHa pabora,
XATIOLMHALIHK®




» . *

| lﬂﬁBpKaH(}CTﬂ 0e3nokoHcTBO* Peakw
Hapyuenus na Hepsnama 3amManHocCT, rnasodbonue YectH
cucmema

aucrey3ns, 6ecoHue, HeuecTn

napecTe3va/XMnecTe3nsa, CbHIWBOCT
Hapywenun na ouume 3aMbTIEHO 3PEHHE, KOHIOHKTHUBHUT HeuectwH
Hapywenun na yxomo u 11IYM B YLLIHUTE, CBETORBPTEK Heuectu
aabupunma

Copoeunu napyuienun

lnaﬂn HTALHH, APUTMHUSA * J'—lecm
NPEACHPAHO MBIKAEHE, TAXHKAPAHS *, HeuecTn
3aCTOHHA CbP/JeYHA HEAOCTATBYHOCT
HecneunuGryHu npomeHH B EKT,
CTEHOKApPAMA, CTEHOKAPAUS*, MHOKapICH
Juucbaplfr*
Cooo6u napyuienun XHMEPTOHUSA YecTu
3a4epBABaHe, MO3bLYHO-CHIOBH MHUMAeHTH ¥, [HeuecTH
NpEeX0AHa HCXEMHYHA aTaKa, XHNEePTEeH3HBHA
[KpH3a’, BacKyuT]
Pecnupamopnu, 2pvonu u GpoHxocnassLM® YectH
MEOUACMUHATHU HAPYIUIEH UA
KallAMLUA, JUCTIHEA, EMUCTAKCHUC HeuectH

Cmomauino-upesnu HaApyuieHuUR Il(ﬂpem Ha fonka

MHoro dectu

3anek, QiaTyJeHUus, racTpHT,

KUCeNUHHW/ pedayke, Anapus,
AUCNENcUs/enuracTpaneH guckomgopr,
rajcHe, NOspblliaHe, €30¢arur, 83814 B ycTaTa

UectH

_W

NoayBaHe Ha Kopema, MPOMEHH B
NEPHUCTANTHKATA, CyXOTa B YCTaTa,
racTpoayoOJeHanHa f38a, NENTUYHH A3BH,
BK/IOMBALLH Nepdopaumm U KvpeeHe ot CY
TPaKT, CHHAPOM Ha pa3Apa3HEeHOTO YEPBO,
IaHKPEeaTHT

Xenamobuiuapru HapyuieHuR

yBenudeHue Ha ALT, ysennuenue Ha AST

HeuecTH

YUecTu

XernaTuT

Peakh

yepHOAPOOHa HEOCTATHLYHOCT*, XKbATeHHUa* |Peakn’

enMHAePMaHA HEKPO/IH3a®, HENPOrpecHpalll
JIEKapCTBEH 0OpHB?

Hapywenua na xoxcama u EKXMMO3H Yectu
NOOKONCHAMA NTOKAGH
OTOK Ha IHLETO, Chpbex, obpus, eputema*, |Heuectu
ypTHKapHs *
' '|
cHHApoM Ha Stevens-Johnson*, TokcHuHa Peaku’

Hapyuwienua Ha Mycky.tno-
CRETCMHAma cucmema u
CHeOURUMERHAMA MK AH

MYCKYJIHH Kpamnu/cnaiMu, 6onka/puruaHocT
Ha MyCKyJlaTypara

HeuecTH

Hapywienua na onbpeyume u
NUKORHUME nemua

NPOTEHHYPHSA, MOBHLIEHHUE HA CEPYMHHA
KpeaTHHHH, 6bOpeuHo
HapyWeHHe/HeaocTaThuHOCT *(BHXK TOUKA

4.4)




Obwu napyuwienus u epexmu Ha |acTeHUs/ymopa, rpunonoaodHo cuctoauue  [HecTu
MACMOMO HA NPUITOHCEHUE

[ rpbaHa 6oaka HeuecTu

Hicredeanun yBEHUYEHHE HA YpesTa B KPbBTA, yBeJHdeHHe |HeuecTu
Ha kpeaTHHDOCPOKHHA3A, XUNEPKANTHEMHA,
YBEIHUYEHHE HA NMHKOYHATA KHCENHHA

- 4

]nonumaﬂaﬂe HWBATa Ha HATPUH B KPHBTA |Peaku

* Karempuﬂ yecToTa: AeUHHpaHA 3a BCEKH TEPMHUH HA HEXENAHA peaKLHA Mo qecmTaTa, cbol1ueHa
B 6a3aTa AaHHHU HAa KJIHHHYHHTE NpOoy4BaHua: MHOro YecTH (=1/10), yectn (>1/100 no <1/10). HeuectH
(>1/1000 no <1/100), peaku (=1/10 000 go <1/1 000), MmHoro peaku (< 1/10 000).

+ Ta3zu HexKelaHa peakums € HaeHTHHUMpaHa npe3 NOCTMapKeTHHIOBOTO HabmoaeHue. YectoTara Ha
HEeHHOTO cHoOLWIAaBaKe € olleHeHa Ha Oa3aTa Ha Hal-BHcOKaTa 4YecToTa, HabawaaBaHa B AaHHHTE OT
KNIHHHYHHU W3NUTBaHUA, 0600UeHH No HHAHKALUMA U 000DpeHa no3a.

" Kateropuara uectoTa ,,Peaku” e onpenenena cnopen pbkoBoACTBOTO 3a KpaTka xapakTepucTHka Ha
npoaykra (KXII) (pes. 2, centremepu 2009) Ha 6a3a Ha ropHa rpanuua Ha 95% nosepurenex
uHTepsas 3a 0 cuOuTua, naneH Ha 6poa Ha CYOEKTUTE, IEKYBAHH C €ETOPHUKOKCHO, B aHa/IN3a Ha
naxHuTe ot ¢aza I, 0bobuienu no ao3za u nHauxauua (n=15 470).

5 CBpbXUyBCTBHTENHOCT BKAKOYBA TEPMHHHUTE ,,aNleprua”, . JeKapcTBeHa
aneprusa’,“cBpbX4yBCTBHTENHOCT KbM JIEKAPCTBOTO®, CBPBXHYBCTBHTEIHOCT , ,,HEYTOUHEHA
CBPBbXYYBCTBUTEJTHOCT", ,,pEAKUHA HA CBPbXYYBCTBHTENHOCT" H ,,HECNEUNPHUYHA aneprua’.

"sHa 6aza Ha AHATH3M HA ABNTOCPOYHH KITHHHYHHK W3NHTBAHHA ¢ mnauedo K aKkTHBHA KOHTPOA,
cenekThBHUTE COX-2 HHXHOHUTOPH Ca CBBP3BAHH C MOBHUIUEH PUCK OT CEPHO3IHH TPOMOOTHYHH
apTepHalHU CLOMTHSA, BKIIOYHTEIHO MUOKapAeH HHDApKT H HHCYyAT. [loeuinaBaHeTo Ha

abCOMIOTHHA PUCK 33 TAKHBA CHLOMTHA € MaNKO BEepOATHO Aa HaaBHLHK 1% 3a roanHa Ha Oa3ara

Ha CBHHIECTBYBALLH NAHHKW (HEYeCTH).

CnegHHTE CEPHO3HH HEXEAHU JIEKAPCTBEHH peakuuH ca bunu HabmoaasaHu npu ynorpedara Ha
HCIIBC y nopaau ToBa He MOTaT Ja Ce M3KIIOUYAT H 33 ETOPHKOKCHO: HEDPOTOKCHHMHOCT
BKJIKOUHTETHO UHTEPCTHUHANEH HEDPUT W HEPPOTHUEH CHHAPOM.

CrobluaBaHe Ha MNOAO3UPAHH HEXKEIAHHU PEAKLIMK
Cpo0LaBaHeTo Ha NMOJO3MPaHH HEXEIAHM PEAKLMH Clie]l pa3pelliaBaHe 3a ynotpeba Ha nexkapcTseHus

MPOAYKT € BaXXHO. ToBa No3RONABA a NPOAL/IKH HAONIOAEHHETO Ha CHOTHOLIEHHUETO NMON3a/pPHUCK 3a
nekapcTBeHUA NPoAyKT. OT MEAHUMHCKUTE CNIELIMANUCTH Ce H3UCKBa Aa CbOoOUIIaBaT BCAKA
NOAO3UPAHA HEXelaHa peaKkLus upes

H3nbjaHWTENHA areHLys Mo NeKapcThara,

yi. . Jamau [pyes” Ne 8, 1303 Codmus,

Ten.: +35 928903417,

yebcaiiT: www.bda.bg.

4.9 Ilpenosupane

CHUMIITOMH

[To BpeMe Ha KIMHWYHH NPOYy4YBaHHMA €JHOKPATHOTO NpHiaraHde Ha 1o3a a0 500 mg eTopHkokcHO M
MHOTOKpaTHO ao3upaHe 0o 150 mg/aeH B npoabixkenne Ha 21 aHKU He ca AOBEAM 0 CHTHH(PHKAHTHA
ToKCHYHOCT. UMa c1bobluenna 3a ocTpO npeao3npaHe ¢ ETOPHKOKCHO, MaKap Y€ B NOBEYETO CNYyYaH He
ce ¢boOlaBa 3a HexenaHH peakurd. Haid-uecto HabnionaBaHUTE HEXETAHKW peakUHH ChbOTBETCTBAT Ha
npoduia Ha H€30NaCHOCT Ha ETOPHUKOKCHO (HaNp. CTOMALLHO-4YPEBHHU CLOHTHA, KAPAHOPECHANHH
CHOUTHA).

[loaxon npu npeao3upaHe




B cnyuait Ha npeao3vpaHe € NOrH4HO Aa C€ NpHACKAT o0MuaiiHUTE NOAABbPIKALUH MEPKH, Hanp.
OTCTpaHsABaHE Ha HepezopOHpaHaTa yacT oT CY TpakT, KIIHHHYHO NpocaeasBaHe, CHMITTOMATHYHA
TEpanua U Apyra, ako € HeoDXoanma.

ETopukokcHO He ce OTCTpaHsaBa Ype3 XeMOAHaNH3a; HE CE 3HAe Aa/IH ETOPUKOKCHO MoXe na bbae
OTCTPAaHEH 4Ype3 NepuTOHeanHa AHaaH3a.

5. ®APMAKOJIOI'MYHU CBOMCTBA
5.1 DapmakoaHHAMHYHH CBOHCTBA

(dapmakoTepaneRTUYHA Ipyna: MPOTHBOBBINATUTEIHH H MPOTHBOPEBMATHYHH NPOAYKTH,
HECTEPOHAHH cpeacTsa, kokcHou, ATC xoa: MO1AHOS

MexaHusbM Ha AeHCTBHE

ETopukokcub e nepopaien, cenektupeH unknookcurenasa-2 (COX-2) UHXMOMTOpP B paMKUTE Ha
KITHHUYHO M3IMO/I3BAHUSA 1030B HHTEPBAJL.

[fo BpeMe Ha KNMHUYHHTE (PapMAaKOJIOTHYHH [POYYBaHHUA, ETOPHKOKCHO € noBen 40 0030-3aBUCHMO
nHxubupare na COX-2, 6e3 na ce nuxudupa B 1o3u 40 150 mg aHesHO. ETOpHKOKCHOD HeE €
HHXHOUpan cHHTe3aTa Ha NPOCTarnaHAMHU B IMraBULA H HE € NOBJIHAT PYHKUHATA Ha TPOMOOUUTHTE.

LinknookcureHasara € OTrOBOPHA 3a CHHTE3a Ha npoctarnaHandu. [se uszo popmu COX-1 v COX-2
ca uaeHTudHunpanu. COX-2 e uzodopmaTta Ha €H3MMA, KOATO € NoKa3ana, 4e ce¢ HHAYLIMpa OT
MPOBbL3NANHTEIHH CTHMYH H CE CUHTA, Y€ € OCHOBHO OTTOBOPHA 33 CHHTE3a Ha NPOCTAHOMAHMTE
MeaHaTopH Ha Bonkara, Bb3naneHueTo u temneparypara. COX-2 cbU10 TaKa YYaCcTBa B OBY/1ALMATA,
3aKPENSHETO M 3aTBAPAHETO Ha AYKTYC apTEpPHO3YC, perynaunara Ha Ovbpeunara ¢pyHkumsa u
}YHKLMHTE Ha LEHTpATHATA HEPBHA CUCTEMA (NOABAaTA Ha TEMIIEPATYPa, YCELLAHETO 3a DoJika H
KorHUTUBHAaTa PyHkuug). Moxe ¢bLIO Taka aa Wrpae pofs B Npoleca Ha 3a3apassBaHe Ha a3ea. COX-
2 € UOCHTH)HMUMPAH B TEKAHHTE OKOJ0 CTOMAIUHU A3BH Y XOpa, HO Bpb3KaTa My ¢ H3/IEKYBAHETO Ha
S3BaTa HE € YCTAHOBEHO.

KnnuuuyHa epukacHocT H be3onacHocT

EdukacHoCT

{Ipn naumueHTH ¢ ocTteoapTpuT (OA), eTopukokcHO B 103a 60 mg eaHH MbT JHEBHO 3HAYHTEITHO
odnekyaBa 6OKaTa M NOBHMILIABA OLIEHKATA HA NALUMEHTA 33 ChCTOAHHUETO Ha 3abonasaHeTo. Tesn
OnaronpHaTHN epekTH ce HabaaaBaT OT BTOpUA A€H Ha JIEHEHHETO H CE 3anas3BaT A0 52 CeAMHLUM.
[IpoyuBanHsaTa BLpXY €Topukokcub 30 mg eayuH nbT AHEBHO NMOKa3BaT €PUKACHOCT, NPEeRL3XOXKAaLa
rranebo 3a 12-ceaMuueH nepron Ha JeueHue (Ipyu CX0AHa CUCTEMA 3a OLEHKA KAaTO NPOYyYBaHUATA
no-rope). [lpu npoyusaHe ¢ paznMuHU4 4034 eTOpUKOKCHD 60 mg REMOHCTPHPA 3HAYHTENHO NO-
n3pazeHo noaodbpeHue ot 30 mg Mo OTHOLIEHWE Ha BCHYKH 3 MbPBHYHMU KPaitHHU TOUKH 32 nepuoa Ha
neuenue ot 6 ceamuul. Jlozara ot 30 mg He e Ouna rnpoyysaHa MpH OCTEOAPTPHT HA PbLIETE.

[1pn nauneHTuTe ¢ peeMaTonaet apTput (PA), ¥ apere n03MpoBKH, eTOpHKOKCHO 60 mg 1 90 mg
€AUH MbT NQHEBHO OCHIYPABa 3HAUKTENHO NoAcOpeHne No OTHOLUeHHe Ha DoKa, Bb3naleHHe H
NoABHWXHOCT. [1py KNHHHYHHUTE U3CNeaBaHHR, olecHABAWMN 60 mg u 90 mg 1034, TE3X DraronNpUATHH
eEeKTH ce 3ana3parT 3a UeNus 12-ceMHUYEH NEPHOI HA NeUEHHE.

B u3cneasaue, B KOCTO BERHBXK AHEBHO NpUAoxkeHHe HA 60 mg ce cpasHaa ¢ ToBa Ha 90 mg, a
003K ca NOo-¢PEKTHBHHU B cpaBHEHHE ¢ nnauedo. [lozara oT 90 mg npesb3xoxkaa Ao3a ot 60 m
r;ie4AHa TOYKa Ha UAJOCTHATA OleHKa Ha Doakara (cbOpaHa ¢ MOMOLLUTA Ha BU3YaiHa aHAJI0ro
ot § ao 100 mm) Ha nauueHTa, cu¢ cpeato noaobpenue ot 2,71 mm (95% Cl: -4.98 mm, -0




[lpy NaUHEHTHTE ¢ NPUCTLI HA OCTHP NOAArPO3EH aPTPHT, ETOPHKOKCHO 120 mg eanH NbT AHEBHO 32
NEepHoa Ha NIeYEHHE OT OceM AHH, 0OseKyapa ymMepeHa 10 CHIHa DONKa v BbinaneHHe Taka, KakTo
uHaoMeTauuH 50 mg Tpu NbTH aHeBHO. OGnekyaBaHe Ha DonNkaTa UMa HA YETBBLPTHA 4Yac OT
3arI04YBAHE HA JICUEHHETO.

[Tpy NauneHTH ¢ aHKUNO3KMpAaLL, CIOHIHINT, ETOPUKOKCHD 90 mg eanH tbT AHEBHO OCUIypsBa
3HAUYUTENHO noaobpenue no oTHolleHHe Ha 6oska B rpbOHaka, Bb3naiseHHe, CKOBAHOCT U PYHKLIHH.
KnuHH4HaTa non3a oT NpUAOKEHHETO Ha eTOPHKOKCHO ce HabJioaaBa owie Ha BTOPHS A€H OT
3aMOYBAHE HA JIEYEHHUETO K CE 3aMa3Ba Npe3 LeNUd NEPHOI Ha IEUYeHHE OT 52 CeAMHUM.

Bue BTOpO npoyuBaxe, npy koeto ao3arta oT 60 mg ce cpaBHaBa ¢ na03a 90 mg, n1BeTe R03H
eTOPUKOKCHO noka3zaxa nogobHa epukacHocT karo ta3n Ha 1 000 mg nHeBHO Harnpokcel. [lpu
NaLMeHTH, KOHTO Ca HMaJH HEAOCTATbYEH OTIOBOP OT AHEBHA A03a oT 60 mg eTOpHKOKCHO B paMKHUTE
Ha 6 CEAMHLIH, YBeJHYaBaHe Ha AHeBHaTa 0032 A0 90 mg nonobpu pelysTara Mo OTHOLUEHHE Ha
MHTEH3UTeTa Ha D0KkaTa B rbpba (NosiyueHa ¢ NOMOLLTa Ha BU3yallHa aHAIorosa ckana ot { 1o

100 mm) cbe cpearo — 2,70 mm (95% Cl: -4,88 mm, 0,52 mm), B cpaBHEHHE C MO-HATATBIIHO
neyenue ¢ no3a ot 60 mg.

[Tpu KIMHHYHK NPOYYBaAHHS, OUEHABALLN NOCTONEpPaTHBHA AeHTanHa Oonka, eTopuKokcHd 90 mg e
NpHUAaraH BEAHBLK AHEBHO 3a MEPHOA A0 TPH AHH. B noarpynara Ha nauveHTH ¢ yMepeHa Oonka B
Ha4anoTo, eTopukokeut 90 mg nokazea CXoAcH aHanreru4eH edekr ¢ To3u Ha ubynpoden 600 mg
(16,11 cpewry 16,39; P=0,722), u no-cusen ot T03M Ha napaueramon/koaeus 600 mg/60 mg (11,00;
P<0,001) 1 nnauebo (6,84; P<0,001), usmepeno karo obuto obnexkueHne Ha Hoskara 3a nbpeUTE 6
yaca (TOPARG). YacTra nauneHTH, cboOLuMIM 33 ynotpedaTa Ha JOMBIAHHUTEIHO JIEKAPCTBO I10 BpEMe
Ha MbpPBHUTE 24 Yaca OT Ao3UpaHeTo, ca 40,8 % 3a eTopukokcnd 90 mg, 25,5 % 3a nbynpoden 600 mg
Q6h n 46,7 % 3a napaueramon/koaenH 600 mg/60 mg Q6h B cpaBHenHe cue 76,2 % 3a nnauedo. B
TOBA NPOYYBaHE MEAHaHaTa Ha HAYANoOTO Ha JeicTBHETO (Oce3aemo obnekyaBaHe Ha Honkara) Ha

90 mg eTopukokcud e Orna 28 MHHYTH cnen NPUIOKEHHETO Ha Jo3aTa.

be3onacHoOCT

[Iporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL)
(MHoroHauuoHaHa nporpama 3a NpOAb/DKHTEHO NPHIaraHd eTopukokcHb H avknodeHax)

[Mporpamata MEDAL e npocniexTuBHa nporpamMa 3a NpocieasBaHe Ha ChpaevHo-cbaoBaTa (CC)
fesonacHocT, oT 0006LLEHU JaHHU OT TPH PaHIOMH3IUPAHH, IBOHHO-C/IENH, C AKTHBHA CPaBHHTE/THA
rpyna KOHTponupaHu uinureaHuda, npoyusavero MEDAL, EDGE 11 v EDGE.

[Tpoyusanero MEDAL e npoyusane ¢ kpaitHa Touka, onpeaeneHa ot CC pe3yaTaTi, ¢ BKIIOUEHH

17 804 nauuentu ¢ OA u 5 700 ¢ PA, nekyeaum ¢ etopukokcud 60 (OA) unn 90 mg (OA u PA) nav
auknodeHak 150 mg aHeBHO 3a neproa cpeaHo ot 20,3 meceua (MakcHMyM 42,3 meceua, cpeao 21,3
Meceta). B ToBa H3NUTBAHE €€ OTUYUTAT CAMO CEpHO3HH HEXENaHH peakKLMH W NPEYCTaHOBABAHE HA
YYacCTHETO NOPaJH KAKBATO W [1a € HeXKe1aHa peakLus.

[MpoyusanusaTa EDGE u EDGE Il cpaBHsBaT cTOMaLLHO-YpEBHATA MOHOCHMOCT Ha €TOPHKOKCHO
cpewy auknodenak. [lpoyusaHero EDGE sknrousa 7 111 nauneHtn ¢ OA, nexyBaHH ¢ Ao3a
eTopukokcHO ot 90 mg auesHo (1,5 nbTH A03aTa npenopbyHTenHa 32 OA) win aukiogdenak 150 mg
JAHEBHO 3a nepHoa cpeaHo 9,1 meceua (MakcuMyM 16,6 mMeceua, cpeaHo 11,4 meceua). [1poyusanero
EDGE Il Bxmouga 4 086 nauuenTu ¢ PA, nexysann c etopukokcnd 90 mg nHeBHO Wau auknogeHak
150 mg aHeBHO 3a nepuon cpeaHo 19,2 meceua (Makcumym 33,1 meceua, cpeaHo 24 meceua).

B 0606uwenara nporpama MEDAL 34 701 naunenTty ¢ OA win PA ca nekyBaHu 3a nepHoa CpeaHo
17.9 meceuia (Mmakcumym 42,3 meceua, meanana 16,3 meceua) kato npubansurento 12 800 nauuneHTH




fipUcaAKa WK NEPKyTaHHA KOPOHAPHA UHTEPBEHLIUA B NPEAXOAHHTE 6 Mecela ca U3koUeHH. B
MPOYYBAHHATA € Pa3PELUEHO H3MOA3BAHETO HA FACTPOIPOTEKTHBHH CPEACTBA H HHCKA 1033 aCTTHPHH.

Obwa de30nacHoCT:

Hama 3HauMTENHU pa3IMKK MEXIY €TOPHKOKCHO M BUKNO(EHAK B 4ECTOTATA HA CHPACHHO-CHAOBHTE
TpoMOOTHUYHH CBOUTHA. Kapano-peHanHH HexenaHu peakuuy ce HabnioaaBaT No-4eCcTo Npu
eTOPMKOKCHO, OTKONKOTO NpH AUKIodeHaK U Te3u edekTy ca 10303aBUCHMH (BUXKTE cneuupUIHuTE
pe3yaTaTi No-a0Jy). CTOMaLHO-YPEBHH H YEPHOAPOOHH HEXENAHH peakuUHH ce Habaroaasar
3HAYHTEHO NO-4YECTO NPH AUKNOPEHAK OTKOKOTO MPH eTOPUKOKCHO. HecToTaTa Ha HEXENAHHUTE
peakuuu npu EDGE uw EDGE Il u Ha HexenaHuTe peakuMH, NpeLeHeHH KaTo CEPHO3HH MAH BOJELIH
N0 npekpaTABaHe yvacTHe 8 npoyusaHeTo MEDAL e no-Bucoka npu eTopukokcHO B cpaBHEHHe ¢
NHKN0¢EHAK.

CbpaeyHO-CbAOBK pe3ynTaTH 3a Oe3onacHocTTa:

YectoTaTa Ha NOTBBLPACHHUTE TPOMOOTHYHH CHPACHHO-CbAOBH CEPHO3HH HEXKETaHH peaKUHH
(BKNIOYBALUHK CHPIAEHHH, MOIBYHO-CHAO0BH H NepHEpHO-CHAOBU CHOUTHA) € CpaBHHUMA 3a
eTOPHKOKCHO H nuknodeHak, kato pesyatatute ca 0b6odbueHn B Tabnuuara no-aony. Hama
CTATUCTUUECKH 3HAYUMH Pa3IUKK B HECTOTATA HA TPOMOOTHYHUTE CLOUTHA MEXAY €TOPHKOKCHD H
OUKAOGEHAK MPH BCHYKH aHATM3HPAHH NOArPYNH, BKIIIOUYMTENHO Pa3IMMHH KATETOPHUH MALIHEHTH B
LJ1aTa raMa Ha M3XOAHHA ChPACYHO-ChIOR PUCK. KoraTo ce pasrnexaar NOOTAENHO, OTHOCHTENHHAT
DUCK 33 NOTBbPAECHH TPOMOOTHUHH CBHPAECHHO-CHAOBH CEPHOIHH HEXKENAHH pEaKLMY NPH
eTopukokcHb 60 mg unu 90 mg B cpaBHeHue ¢ AnknodeHak 150 mg e Oun cxoneH.

Tabanua 2: Yecrora HAa NOTBLPAEHH TPOMOOTHUHH C_C CbORTHRH (oaﬁmena nporpama MEDAL) I

Etopukokcub Aduaxknogenaxk CpaBHeHHE MeXKY

(N=16819) (N=16483) JIeYeHHs

25 836 nauuent-roniun (24 766 NANHEHT-TO HHE

[Yecrora (95% CI) " T4ecrora® (95% CI) OTHOCHTe1eH PHCK

|(95% CT)

.HDTB'th.IEHH TPOMOOTHYHH CbPAEUHO-CHAOBH CEPHO3HH HEXKENAHH PEAKUNH
[To nporokon 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) |0,95(0,8|,1,ll)
.Hamepeﬂue 33 JICYEHHE 1,25 (1,14, 1,36) _iLI‘J (1,08, I,B!J) 1,05 (0,93, 1,19)
[ToTBbpAeHH CbpAeHHH CLOUTHSA
[To npoTokon 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
HamepeHue 3a nedeHue 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) _0,99 (0,84, 1,17)
[loTBBbPAEHH MO3IBYHO-CBAOBH CHOHTHSA
Mo npooxon 0,34 (0,28, 0,42) |0,32 (0,25, 0,40) 1,08 (0,80, 1,46) |
HamepeHnue 3a nedeHue -0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
[loTBbpaeHu neprudepHH CbAOBH CHOHTHA
[To nporokon 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
Hauepeﬂuf_ 34 IEYEHHE 0,24 (0,20, 0,30) 10,23 (0,18, 0,28) - 1,08 (0,81, 1,44)

'C106uThg 3a 100 naunentoroannu; Cl=posepurencH UHTepBan
N=06w 6poi#i naLMeHTH, BKIIOYEHHU B MONYNALMATa MO NPOTOKOJ.
[To NnpOTOKOJI: BCHUKH NPOSABH MPH NEUEHHETO MO BPEME HA NPOYYBAHOTO WK A0 14 aHu cnen
NPEKPaTABAHETO MY (H3KIIOUEHH: NMALMEHTH, NpHEaH < 75% OT M3NKTBAHOTO JICUEHHE WK NPHEMATH
HepxJioueHo B npoyysaHeTo HCTIBC >10% ot spemero).

AL o
Hamepenue 3a jieueHne: BCHUKH NOTBLPACHH NMPOSBH 10 KPAA HA H3NHTBAHETO (BKIIOUYHTE @Qf}/ o
FIALHEHTH, MOTEHLHANHO H3JI0KEHH HA HEBKJIIOYEHH B MPOYUBAHETO HHTEPBEHLIMH clen ff /ﬁ“ﬁ'?} L
[IpeyCTaHOBABAHE HA M3NMTBAHOTO JeueHue). O6w Gpoii paHaOMu3HpaHu nauMeHTH, n= {[TH B Ha %~ & .-
eTOpHKOKCHO 1 17 289 Ha aukiodenax. SR
\ i "._h s U
L= R L ,
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CC cMBPTHOCT, KaKTO W 0011aTa CMBPTHOCT, €a CXOHH NMPH JIEKYBAHUTE IPYIH C ETOPUKOKCHO K
AMKNOodeHaK.

KapauMopeHanHy nposiBH:

[TIpnGauzurenno 50 % or nauMeHTUTE, BKIOYEHH B npoyusaHeTo MEDAL, ca ¢ aHamHe3a 3a w3xoaHa
XUnepToHua. B ToBa npoyuBaHe YecToTaTa Ha NPCKPaTABAHE HA YHACTHETO, NOPaaKu CBbP3aHH C
XHIEPTOHHA HEXKENAHH peaKLUH, € CTATHCTHYECKH 3HAYMMO MO-BHUCOKA 32 ETOPHKOKCHO B CpaBHEHHE
¢ auknodenak. Yecrorara Ha 3aCTOHHATA ChpAcUYHA HEAOCTATLYHOCT KAaTO HEXKE1aHA PEaKLMA
(NpeKkpaTaBaHHA U CEPHO3HH peakUHH) ce NPoABABa €OHAKBO MPH eTOPUKOKCHD 60 mg B cpaBHEHHE ¢
auknogderak 150 mg, Ho e no-Bucoka npH eTopukokcub 90 mg B cpaBHeHue ¢ aukiaodenak 150 mg
(craTucTHHecKH 3Hauuma 3a 90 mg eropukokcub cnpamo 150 mg auknodeHak npy rpynara B
MEDAL ¢ OA). YectoTaTta Ha MOTBLPACHHUTE MPOABU HA HEXKENAHU PeaKLMH, CBBP3aHU CbhC 3aCTOMHA
CbhpAeUYHa HEAOCTATBYHOCT (CbOMTHA, KOMTO Ca CEPHO3HH U BOAAT A0 XOCTIHTANHIALMA HITH
noceilleH1e B CAELHO OTAENEHUE) € HEZHAYHUMO NO-BHCOKA NPH €TOPHKOKCHO B CPaBHEHHE C
aunknodenak 150 mg, kato To3u edekT € 10303aBHCHUM. YecToTaTta Ha NpekpaTABaHUATA NOPaIH
CBbLP3aHHU C OTOK HEXeaHH peaKUHH € MO-BHCOKA NMPH €TOPHKOKCHO, OTKONKOTO NpH AMKJIODEHAK
150 mg v To3H edeKT € 10303aBHCHM (CTATHCTUUECKH 3HAUYUM 3a eTOpUKOKcHuO 90 mg, Ho He 3a
eToprkokcHO 60 mg).

Kapanopenanuure pezyaratu npy EDGE u EDGE 1l cb0TBeTCTBaT Ha ONMMCAaHHTE NPpY NPOYYBAHETO
MEDAL.

B otaenHute npoy4sanus ot nporpamMata MEDAL 3a eropukokcHO (60 mg waun 90 mg),
abconloTHAaTa YECTOTa Ha NPEKPATABAHUATA B KOATO W Aa € OT rpynuTe € 1o 2,6 % 3a xuneproums, oo
1,9 % 3a otok ¥ o 1,1 % 3a 3acToiiHa cbpaeyHa HEAOCTATHLUYHOCT, KaTO NMO-BHCOKA YECTOTA HA
npeKpaTaiBaHHA UMa NpH eTOpHKOKCHD 90 mg, oTKOAKOTO NpH eTopukokcHb 60 mg..

[Iporpama MEDAL - pe3yntaTH 3a cTOMallHO-4peBHA MOHOCHMOCT:

3HaUMUTENHO NMO-HUCKA YECTOTa HA NPEKpaTABAHE HA JIEYEHHETO NOPAAH KAKBATO H & € KIHHUYHA
(Hanp. pucnencus, kopemHa donka, a3ea) CY Hexxenana peakumus ce Habmoaasa ¢ eTOPUKOKCHD B
CpaBHEHHE C IHKIO(EHaK BbB BCAKO OT TPHTE npoyusaHug oT nporpamMata MEDAL. YectoTaTta Ha
npekpaTaBaHe Nopaaun HexenaHo KIMHHYHO CY cuOUuTHE Ha CTO NauMEHTOroAWHH 3a NepHoaa Ha
NPpOy4BaHe € KaKTO caeasa: 3,23 3a eropukokcHb u 4,96 3a anknodenaxk 8 nicneasaHero MEDAL;
9,12 3a etopukokcubd u 12,28 3a pukiiodenak B npoyusaHero EDGE u 3,71 ¢ eropukokenb u 4,81c¢
avkiodenak 8 npoyusaHero EDGE 1.

[Iporpama MEDAL - pe3yaTath 3a ctomMaluHo-upeBHa 6e30NacHOCT:
OOwnre ropun CY cvbutna ce onpeaensr karo nepdopaunn, 1381 ¥ KbpBeHe. [loarpynara obmu
ropHH CU cubuTHA, oMpeaeeHH KaTo YCIOXKHEHH, BKIKOYBA nepdopaLii, o0CTPYKUUH H YCNOKHEHO
KbpBeHe; noarpynara obid ropHd CH cubutus, onpeaeneHy KaTto HeYCOKHEHH, BKTIOYBA
HEYCIOXKHEHO KbPBEHE W HEYC/IOXKHEHH A3BH. 3HAYMTEJIHO NO-HHUCKA YeCToTa HAa obwM ropuu CY
cbOHTHA ce Habniloaara npy eTopUKOKCHO B cpaBHeHHUe ¢ auKiodeHak. Hama 3Ha4YuMa paznuka
MEXXAY €TOPUKOKCUO M AUKNO¢EHAK B YECTOTATA HA YCIIOXKHEHHUTE NPOABHM. 3a NOArpynaTa Ha
KpbBOW3NHBHY OT ropHua CH TpakT (YCI0XHEHH U HEYCNOXKHEHH KOMDUHHUpaHHW), HAMA 3HaYUMa
paziuKa MexXay eTOPHKOKCHO U auknodenak. [Tonlzata OT NPHUAOKEHHETO NO OTHOLIEHHE HA FOPHHUSA
CY TpakT Ha eTOPHKOKCHD B cpaBHEHHE € AUKIOPEHAK HE € CTATHCTHYECKH 3HAUHMA 33 NALHEHTH,
NPHEMALILH €AHOBPEMEHHO HUCKA 103a acnUpHH (NpHOAK3KTENHO 33 % OT nauneHTHTE).

YecToTaTa 3a CTO NALMEHTOIOAMHH HA MOTBbPACHH YCNOXHEHY H HEYCIOKHEHH KJIHHHYHH MPOABH OT
ropaus CY tpakT (nepdopauuy, a3eu U kbpecHe (PUB)) € 0,67 (95 % C1 0,57, 0,77) 3a eTopHkOKCHD
10,97 (95 % CI 0,85, 1,10) 3a auknogenak, pasamo oTHocHTeNneH puck ot 0,69 (95 % Cl1 0,57, 0,83).
Onpenenexa e yecToTaTa Ha NOTBLPAEHHTE ropHu CY ¢cbOMTHA NpH NAUMEHTH B CTapyecKa Bbipa

0,94, 1,87] cpewuy 2,78 [95 % (1 2,14, 3,56] ¢bOWTHA 32 CTO NALIUEHTOrOAMHH CHOTBETHO 34
eTOPHKOKCHD N AnKNodeHak.




YecToTaTa Ha NOTBBPACHUTE KIMHHUYHH CHONTHA OT gonuHa CH TpakT (nepdopauns Ha TbHKH H
nedeno uepro, obcTpykums unyn xpbeouinus (POB)) ve nokasea 3HaunTENHA pa3nKa MeXxay
€TOPHKOKCHO W nuknodeHak.

[lporpama MEDAL - pesyntatu 3a uepHoapobua 6e3onacHocCT:

ETopnxokcHO ce CBLP3Ba ¢bC CTATHCTHUECKU 3HAUMMO NO-HUCKA YECTOTA Ha NMPEKPATABAHE NOpalH
yepHOAPOOHO CBLP3aHHM HEXENaHH PeaKkUMH B CpaBHeHUe ¢ AuKiogeHak. B obobutenara nporpama
MEDAL, 0,3 % oT nauHeHTHTE Ha eTOPHKOKCHO H 2,7 % OT Te3d Ha AMKIO(EHAK NPEeKpaTaBaT
Nopajx CBLP3aHH ¢ uepHHUA Jpob HexkenaHW peakumd. Hecrorata 3a ¢To nauunenroroanHu € 0,22 3a
eToprkokcHb u 1,84 3a nuxnodenak (p-croitHocT < 0,001 3a eTopukokcub cnpamo auxiiogdeHak). B
ChLIOTO BpeMe MOBEHETO OT HEXKENAHUTE YEPHOAPOOHO NposABEHH peakunH B nporpaMata MEDAL ue
Ca CEPHO3HM.

JOmbIHATENHH JAHHH 33 TPOMOOTHYHA ChpaeYHO-CH0Ba De3onacHocT

B kKAHHHYHM Npoy4YBaHHUA W3BLH Te3H oT nporpamata MEDAL, npubaunzuresnno 3 100 naunenTH ca
NEKyBaHH ¢ eTOpHKOKCHO 60 mg aHeBHO 3a 12 win noBeye ceamuun. He ce Habnronasa Buanma
pa3/IMKa B YECTOTATA HA NOTBbLPAECHHTE CEPHOZHH TPOMOOTHYHH ChPACUHO-CHAOBH CHBOUTHA MexAY
NauUdeHTHTE, Noay4aBally eTOpHKOKeHO =60 mg, mnauedo nau Henanpokcenosu HCIIBC. B ¢winoTo
BpeMe, YeCToTaTa Ha Te3H CLOHUTUA € MO-BUCOKA NMPH MaUHEHTHTE, NNONY4YaBaIH ETOPUKOKCHO B
cpasHeHHe C Te3H, noayuasaiyd HanpokceH 500 mg asa nbTH AHeBHO. Paznukara B
antuTpoMOouLKTHaTa akTHBHOCT Mexay HAKOH COX-1 noruckamn HCTIBC u cenextusun COX-2
HHXHOHUTOPH MOXE Na € OT KIIMHHYHO 3Ha4Y€HHE NPH NaLKUEHTH, PUCKOBH 3a TPOMOOEeMOONIHYHH
cbOuTHA. CenekrusHute COX-2 HHXMOMTOPH HAMANABAT (POPMHPAHETO HA CUCTEMEH (M nopaay ToBa
Bb3MOXKHO €HAO0TENIEH ) NPOCTALMKIHH, Oe3 na 3acaraT TpoMOokcaHa Ha TpomOourTHTE. KIIHHHYHOTO
3HAYEHHE HA TE3H HADNIOAEHHS HE € YCTAHOBEHO.

JonbnHHUTEHY JaHHK 3a CTOMALIHO-4YpeBHa fe3onacHoCT

B aBe 12-ceaMuuHy, ABOMHOCHENH €HAOCKONCKH MPOYUYBAHHUA, KYMY/IaTUBHATA YECTOT2 HA CIYYaUTE
Ha CTOMALLHO-YPEBHHUTE YJILIEPallMH € 3HAYHTE/THO ITO-HUCKA NMPH NALHEHTUTE, IEKYBAHH C
eTopukoKCHO 120 mg eanH MbT AHEBHO, OTKONKOTO MNPH NALMEHTUTE, JIEKYBaHHU ¢ Hanpokced 500 mg
ABa MbTH AHEBHO KK HOynpodeH 800 mg Tpu nbTH AHEeBHO. ETOpHKOKCHO € O1n ¢ no-Bucoka
YeCTOTa Ha YJ/IUEpPaUMH B CpaBHEHHWE ¢ auedo.

[IpoyuBaHe Ha OLOpeuHaTa PYHKUMA NPH NALMEHTH B CTapyecka Bb3PacT

PaHaoMH3HpaRo, ABOHHOCANO, MNaUehO-KOHTPONKPAHO, Napale/IHO-FPYNOBO NPOYYBaHe ca
oueHaBaHH edekTuTe OT 15 AHEBHO neueHKe ¢ eTopukokcHb (90 mg), uenexokcud (200 mg aBa NbTH
AHeBHO, HanpokceHd {500 mg nBa mbTH AHEBHO) W MaLedo, BbPXY eKCKpeuusTa Ha HaTpUi B ypUHaTa,
KPbBHOTO HalAraHe, H ApyruTe napaMerpu Ha 6u0peuHara GpyHKuUMs npu cybexkTh oT 60 10

85 roauiuna su3pact ¢ 200-mEg/aHeBHo HaTpHeBa auera. ETopukokenb, uenekokcudb U HanpokceHca
MMANTH CXOHH e(eKTH BbPXY CKCKPeUHATa Ha HATPUH B YPHHATA MPH JICHEHHE HAN 2 CEAMHLH.
BCcHUKM aKTMBHH CPaBHHTE/IHHW BelLIECTBA NOKA3BaT YBEJIHYECHUE B CPABHEHHE C Tu1auedo no
OTHOLLIEHHE HA CHCTOHMYHOTO KPbBHO HalisiraHe; obaue, ETOPUKOKCHO € CBbp3aH ChC CTATHCTHHECKH
3HAYKUMO yBenHueHHe Ha Jlen 14, B cpaBHeHHe ¢ uenekokcHb i HanpokceH (cpeaHa NpoMaHa CnpsMo
H3XOOHHTE CTOHHOCTH 3a CHCTOJIMMHO KPBLBHO HansraHe: eTopHKkokcHb- 7,7 mmHg, uenekokcud

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

5.2 PapmMaKOKHHeTHYHH CBOKCTBA

Abcopbuus




3.6 ug/ml) e Habmonasana npuOAKIUTENHO | HAC (Tmax) CNEA MPHAOIKEHHETO NMPH BH3PACTHH
naureHTH Ha raaado. Cpeanoreomerpuunata {AUC.24n) € 37,8 pgehr/m]. ®apMakoxuHerukara Ha
€TOPHKOKCHO € NHHeiiHa B pAMKHUTE Ha KJIMHHYHHWA N1030B HHTEPBAI.

[TprembT ¢ XpaHa (Gorara Ha Ma3HHHHK) HAMA ePEKT BbPXY CTENEHTa Ha aOCOpOLIMA Ha ETOPHKOKCHO
cnen npunoxeHHe Ha 1o3a ot 120 mg. Ckopoctra Ha abcopOuusTa € OHIa NOBAHAHE B CNEAHHTE
rpaHuLd: 36% HamaneHue Ha Crac M YBeNHUYEHUE HA Trmax € 2 Haca. Te3n naHHH He ca OHUAKW CUeTeHH 3a
KAHHUYHO 3HAYHMMH. B KIHHHUYHHTE H3ClieaABAHUA €TOPHKOKCHO € DN npueMaH He3aBHCHMO OT
MPHEMaA Ha XpaHa.

Pasnpeaenenue
EToprkokcub ce cBbp3Ba ¢ mnasMeHuTe NpoTeHHH B NpHOAN3HTENHO 92 % MpH KOHLEHTPALMH OT
0,05 1o 5 ug/ml. ObemuT Ha pasnpesencHie B paBHOBECHO CHCTOSHHE (Vdss) € Onn npubanH3HTENHO

120 | npu xopara.

ETopukokcHO npeMHHaBa MnaueHTapHaTa Oapyepa NMpH ILTLXOBE H 3aiLM H XemaToeHuedanHara
Oapuepa npH navxose.

buorpanHchopmaums

Eropukokcnd ce metabonnivpa HanbvaHo KaTo < | % OT po3ara ce yCTaHOBABa B YPUHATA NMoA4
dopmaTa Ha U3X0AHOTO JiekapcTBo. OCHOBHHAT MbT Ha MeTabonuiupaxe ¢ popMupaHe Ha 6'-
XHApokcHMeTHN aepHBat ce katanuaupa ot CYP eHsumure. CYP3 A4 seposaTHo gonprHacs 3a
MeTa0OMHU3HPAHETO HA ETOPHKOKCHO in vivo. In vitro npoyuBaHusaTa ycraHoesasar, ue CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 ¢cbiuo MoXe 1a KaTaU3HpaT OCHOBHATa MeTaDONHTHA BEPHra, HO
TEXHHUTE KOJHYECTBEHH OTHOLLEHHUS I VIVO HE Ca MPOYy4YBaHH.

Uaentudnumnpanu ca net merabonura npu yoseka. OCHOBHUAT MeTaboUuTeH NPOAYKT € 6'-kapbokcu
KHCEJMHHO NPOU3BOAHO HA eTOPUKOKCHO, 06palyBaHO Upe3 NO-HATATBIWHO OKHUC/IEHHE Ha 6'-
XHAPOKCHMETHN NPOU3BOAHOTO. Te3n OCHOBHH METADONUTHH NPOAYKTH WIH HAMAT H3MEPUMa

aKTHBHOCT, WK ca ¢1abo aktueuu kato COX-2 nHxubutopu. Huto eans ot Te3u metabonuru He
uHxubupa COX-1.

EauMHUHHpaHe

Caen nmpunaraHeTo Ha €AHOKPATHA, MAPKHPaHa ¢ PaAdOH30TON 203a 0T 25 mg eTOPHKOKCHO
HHTPaBEHO3HO Ha 3aApaBu nuua, 70 % oT pagMoakTHBHOCTTA € Onna ycraHoseHa B yprHara n 20% 8bB
¢ekanuuTe, rnasHo noa gopmara Ha metabonutu. [lo-manko ot 2 % e ycTaHOBEH KATO HENPOMEHEHO
neKapcTBoO.

EnuMuHMpaHeTo Ha eTOpHKOKCHO cTaBa npeaMMHO 4Ype3 MeTabonu3npaHe nocsieasaHo otT ObOpeyHa
EKCKpeLHs. Y CTOHYHBH PaBHOBECHH KOHLEHTPALIHH Ha €TOPHKOKCHO c€ 1OCTHraT B paMKHTE Ha
celleM AHHW NPH €AHOKPATHO npuaarade Ha 0o3a oT 120 mg, ¢ akymynupailio HHBO OT NpHOIH3UTENHO
2, OTTOBAPALLUO HA BpeMe Ha MOJYKHBOT OT NpudansuTenHo 22 yaca. [InasMeHHAT KIHpBHC cnea

25 mg nHTpaBeHoO3Ha A03a ce oMaksa Ja enpubnusurenHo SO ml/munyTa.

Cneyuanu epynu

Crapuecka Bb3pacT: (PapMakOKHHETHKATa NPU NaLKEHTH B CTApYECKa Bb3pacT (65 roauuHa sbipact
H NO-Bb3PacTHH) e Onn3Ka N0 Ta3n NPH MIAAMTE.

[Ton: He ce ycTaHOBsABa pa3nnka BbB HApMaKOKHHETHKATA NIPH MBXKE H JKEHH.

YepHoapoOHO yBRpexaaHe. NpHU NaLHEHTH ¢ Jieka cTeneH Ha yepHoapobHo yepexcaaHe (Child-Pu
HHAeKC 5-0), npHnaraHeTo Ha eTOPUKOKCHO B 103a 60 mg BeAHBXK HA IEH € QOBEJIO 10

npudOAn3nTENHO 16 % no-ronama cpeada AUC B cpaBHEeHHE CbC 3ApaBH J1HLA, HA KOHTO € Aa
CbUIKA A030B pexxkuM. [Tpy nauneHTHTE ¢ yMepeHa cTteneH Ha yuepHoapoOHo yBpexaaHe (Chil




HHaeke 7-9), npunaraHeTo Ha eTopukokcud B 03a 60 mg npe3s den e noseno go cpeara AUC, 6an3ka
[0 Ta3K Ha 34paBHTE NHLA MPH 10308 pexkrum oT 60 mg nHeBHO; eToprkokcub 30 mg BEAHBXK AHEBHO
HE € NPOYYBaH B Ta3Mu nonyjauna. Hama kinHnuHu 1 GapMakoKHHETHYHK NaHHH 3a NALIKEHTH C
TeXxKa cTeneH Ha yepHoapooHo yBpexaaHe (Child-Pugh unaexc > 10) (Bnx Toukn 4.2 n 4.3).

Bn6peuno yBpexxaane: MapMakoKHHETHKATA MPH €AHOKPATHA 1033 oT 120 mg eTOpHUKOKCHO, npH
MaUMEeHTH ¢ yMepPEHa A0 Texka GuOpetHa HeAOCTaTBYHOCT M TaKHBa C KpaHHa (dasa Ha OnOpedHo
3abonaBaHe Ha XeMOAHANK3a, HE CE € pa3/iHyasana 3HAYMMO CNIPAMO Ta3H MpH 3ApaBH JIHLA.
Xemoananu3arta € UMana MATbK NPHHOC NO OTHOLUCHHE Ha eIUMHHUPAHETO (AHATH3EH KITHPDBHC
npubanzutento 50 ml/min) (Buxk Touku 4.3 n 4.4).

[leanaTpuunu naunentT: GapMakoOKUMHETHKATa HA ETOPUKOKCHD NpH neaMaTpUUHK NaLHEHTH
(BB3pacT < 12 roAHHH) HE € K3ICIeABaHa.

[pu dbapMakoKHHETHHHO MpoyuBaHe {(N=16), nposeacHo ¢ oHOWH (BB3pacT oT 12 10 17 roanHn)
dapMakOKMHETHKATa NpH oHowwuTe ¢ Terno ot 40 10 60 kg npu no3a Ha eTopukokcud or 60 mg
BeIHBXK Ha JEH W NpH wHowuTe ¢ Terno >60 kg (103a Ha eTopukokcHO 90 mg BeAHBK HA AeH) e OHna
O1113Ka A0 Ta3H Ha Bb3PACTHH, NOAYUHIH €TOPHKOKCUD B n03a 90 mg BeaHBK Ha AeH. be3onacHocTTa
M e(hEKTHBHOCTTA HA ETOPUKOKCHO NpH MeauaTpH4YHM NALKEHTH HE ca M3CAEABaHH (BHXk Touka 4.2).

5.3 IlpeaxHHHYHH 1aHHH 33 Oe3omacnHocT

B npeaxIMHHYHHTE MPOY4BAHHA, ETOPUKOKCHO HE € AEMOHCTPHPAI Nr€HOTOKCHUYHOCT. ETOpHKOKCHO
He e OUNT KaHLIEpPOreHeH NpH MHULIKH. [11bXoReTE ca pa3BUIN XENATOUETYapEH K THPEOHIEH
donuKynoueTynapeH aieHOM NpyU A03WPOBKA > 2-NTbTH AHEBHATa 203a NpH Xopa [90 mg] 1 cncremua
exxeJHEBHA €KCMO3HLNA B NPOAL/IXKEHHE HA NPHOIH3UTENHO ABE TOAHHH. XenaToue yJJapHHUAT U
THPEOMAHUAT DONKUKYNOLENYIapeH aieHoM, HabMoaAaBaHyU NPH TUTbXOBETE, ca OWIH CHETeHH 3a
pe3y/ITaT Ha cnelngHYEH 3a MTLXOBETE MEXAHH3IBM, CBbP3aH ¢ HHAYKLUMA Ha YepHoapoOHuTe CYP
eH3MMH. He e ycTaHOBEHO eTOpUKOKCHO a npeaAW3BHKBA MHAYKUHA HA yepHOoapoOHus CYP3A ensum
MPH Xopara.

["acTpPOMHTECTHHANHATA TOKCHYHOCT HAa ETOPHKOKCHO NMPH NbXOBETE C€ YBEIHYABA C J103aTa H
BPEMETO Ha eKCMNo3uLHA. B mpoyuBaHe 3a TOKCHYHOCTTa Ha ETOPHKOKCHO NMpoabuiio 14 ceaMuum,
yauepauny Ha CY TpakT ca Ounn HabnoaaBaHy NpY EKCIIO3UUMA, HANXBBHPAALILA Ta3H NPH YOBEK C
NpWIAraHeTo Ha TepaneBTHYHaTa 103a. [Ipu npoyyuBaHHUATa 33 TOKCHYHOCT B MPOABIIKEHHE Ha 53 W
106 ceAMHLH, raCTPOUHTECTHHANHH yauUepauny ca Oy HabnoaaBaHH CbIMO TakKa NPH EKCNO3IHLIMH,
CpaBHHMM C TE3H NPH XOpa ¢ NpUNaraHe Ha TepaneBTH4YHaTa ao3a. [1py Kyuyera 6B0peuHH H
raCTPOMHTECTHHAIHK aHoManuu ca 6unu HabmoAaBaHH NPH BHCOKA N030BA €KCMO3HLIHA.

ETopukokcHb He e nokasan TepaTOreHHOCT NpH NpoyUBaHHWA 32 peNpOIYKTHBHA TOKCHYHOCT,
npoBeAeHH BLPXY MIbXoBe ¢ Ao3a 15 mg/kg/aHesHo (ToBa € npubanzurenno 1,5 MbTH AHEBHaATa 1034
3a xopa [90 mg], ocHoBaHa Ha cucTeMHaTa ekcno3uum). [Ipu 3ailun e HabnoaaBaHO NOBHILEHHUE HA
CbpAEYHO-CBAOBHTE MapOpMaLMK NPH HHBA HA €KCMO3HLKMA KaTO AHEBHATA 1034 3a xopata (90 mg).
Bbnpeku TOBa, He ca HabnoaaBaHH CBbP3aHU C JIEUEHUETO BbHIUHHA MAN(QOpPMaLUH HIH MPOMEHH BbB
deranuus ckener. [Ipn mrbxosye u 3aiuM € HabaKOAaBAHO 10303aBHCHMO YBEJIHUEHHUE Ha
NOCTUMILIAHTALUMOHHA 3ary0ba npu eKCro3numus, No-roaaMa Wiv eKBHBaieHTHa Ha 1,5 mbTy no-ronsamMa
OT Ta3H €KCMO3HLNA NPH Xopata (BKHK ToukH 4.3 H 4.6).

ETopHKOKCHO ce ekckpeTHpa B MIAKOTO Ha TLUTbXOBETE NPH JIAKTALUHA, KATO KOHLEHTPALIHHTE Ca

HPHSJ]HBHTEIIHO OBa ITbTH HaA Te3H B nja3Mara. | ernoro Ha MailkKUTe € HaMalano NPH 3aXpaHBAHCTO
C MAAKO OT XCHCKH TLTBXOBE, KOHTO Ca NOJiyHasaiH ETOPHI{OI(CHﬁ Nno BpEME Ha JlaKTaLllHA.

6. GAPMAIEBTHYHUA JAHHH

6.1 CnechK H2 NOMOHIHHATE BelllecTBA




Hopo na mabremrama:

Llenynosa, MHKpOKpHCTATHA

Kanuner xuaporengocdar
Kpockapmenosa HaTpuil

Harpues creapundymapar

Cunnuues 1HOKCHA, KoouaeH be3soaeH

Duivoso nokpumue:

[TonMBUHHIOB ANKOXOJT

Tutanos avokcHa (E171)

Makporoa 3000

Tank

Potukokc 60 mg tabneTku cbabpaxar #uaT xkenesed okcua E172,

Pornkoke 90 mg 1 120 mg TabneTkun cuabpKaT ChLIO YEPBEH Xxene3eH okeua E172

6.2 HecnBmecTEMOCTH

HenpyuaoxHumo.

6.3 Cpox Ha roanocy

3 roauHH

6.4 ChneuuaaHu yCI0BHSA 32 ChXpaHeHHe

JlekapCcTBEHUAT NPOAYKT HE H3MCKBA CNIEUHATHH YCIOBHA Ha ChXpaHEHHE.
6.5 Buau chabpkaHHE HA ONAKOBKATA

Porukokc 30 mg punmupanu tTabnetku
bauctep (OPA/AVPVC, Al donno): 7, 14, 28, 30, 56, 60, 84, 98 wnu 100 puamupanu Tabnerkw, B

KYTHS.
PoTukokc 60 mg punmupanu Tabnetku

Banctep (OPA/AI/PVC, Al donuo): 7, 14, 20, 28, 30, 50, 56, 60, 84, 98 unn 100 punmupauu
TabneTkun, B KyTHA.

Potukokc 90 mg dbunmupanu Tabnerku

Banctep (OPA/AI/PVC, Al donano): 5, 7, 14, 20, 28, 30, 50, 56, 60, 84, 98 nan 100 ¢pusmupann
TabnerTku, B KyTH.

Potuxokc 120 mg dnnmupanu tabneTku

bancrep (OPA/AI/PVC, Al donuo): 5, 7, 14, 20, 28, 30, 50, 56, 60, 84, 98 waun 100 puamupann
TabMIETKH, B KyTu1.

He BcuukH BUAOBE ONMaKOBKH MOraT aAa Obaar nycHaTH Ha nasapa.

6.6 CoenHanHH NpeANA3HA MEPKH NPH H3XBLPJISHE H paboTa

Hama cneuyanHn H3UCKBAHHA.

Heusnon3BaHUAT NPOAYKT HAM OTNAABUHUTE MATEPHAIH OT HETO TPAOBA Aa CE€ U3XBBHPIIAT B
CLOTBETCTBHE C MECTHHTE H3HCKBAHMA.

7. NPUTEXATEJI HA PABPEILIEHHETO 3A YIIOTPEBA

KRKA, d.d.. Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CnoseHus




8. HOMEP(A) HA PABPEILEHHUETO 3A YIIOTPEBA

Per. Ne: 20170066 — Porukoke 30 mg
Per. No: 20170067 — PoTtukokc 60 mg
Per. No: 20170068 — Porukoke 90 mg
Per. No: 20170069 — Porukokce 120 mg

9. JATA HA ITBbPBO PABPEIIABAHE/INMO/JHOBSABAHE HA PASPEHIEHETO 3A
YIIOTPEBA

Jlata na nbpBo paszpewasane: 14.02.2017
Jlata na nocaeHo noaHossaBaue: 11.02.2022

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
01 Anyapu 2024

[ToapoGua uudopmaLMs 3a TO3M JIEKAPCTBEH NPOAYKT € npeaocTaBeHa Ha yebcaitra Ha U3nbiiHuTenHa
Arenums no Jlekapcreara (MAJI) http://www.bda.bg.




