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1. ¥WIME HA JEKAPCTBEHHS IPOAYKT
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2. KAYECTBEH H KOJHYECTBEH ChCTAB | Ogotoorue e m.,wflm xa

Bcaka dumvmapata rabnetka ceabpka 120 mg eToprkokenb (etoricoxib).

Tlomommo(u) BemecTeo(a) c H3BSCTHO felicTRHE

5,3 mg AakTo3a (KaTO MOHOXMAPAT)

3a ITBJIHMA CHECHK KA FOMOIHHTE BellleCTBa BIDKTE TOuUKa 6.1,

3. JEKAPCTBEHA ®OPMA

DOuiMHpana Tabnerka (Tabnerka).

Ceetnoseneny, JBoiHO M3MBEKHATH (UTMHPaHH TablIeTkH ¢ rpasHpan Haamic “204” ot efHaTa
ctpaHa H ¢ Haanuce “ARCOXIA 1207 or apyrara.

4. KJHHHYHH JAHHH

4.1 TepaneBTH9YHHA NOKAZAHES

ApKOKCHA © NOKa3aHa NPy BB3PACTHH M IOHOMH Ha 16 FOIMHI M MOBEYE 38 CUMIITOMATHIHO
obnexdernne Ha ocTeoaptput (OA), peematonaeH aprput (PA), aHKIJIOZHpANT CIIOHAMIHT H HA

GoNKaTa H BL3NAIHTENHATA CHMITTOMATHKA [PK OCTHP MOAATPO3CH APTPHT.

APpKOKCHA € NOKa3aHa NPH Bh3pacTHH M IOHOIUM Ha 16 TOIWHE M IIOBEYE 32 KPATKOCPOMHO fieYeHHe Ha
yMepena 6071ka, CBBP3aHa ¢ ACHTAITHA OTICpAaLTHA.

Pemennero na ce npearmmre cenektuper COX-2 unxuGurop, Tpabea Aa ce 6aznpa Ha LAIOCTH:
TPeLeHKa 38 HHAWBHIYATHHTE pHACKOBE 3a narfeHTa (BK. Touku 4.3 u 4.4),

4.2 [lo3apoBka H HAYHH Ha NPAICKEHHE

o3 BKA

T'bil KaTO CHPACUHO-CHAOBUTE PHCKOBE [IPH ETOPHKOKCHG MOraT Aa ce YREW9AT C J03aTa B
NPOABIDKHTETHOCTTA Ha TIPHITOXKEHHE, CTISABA 14 C& H3MMOI3Ba MAKCHMATHO HHCKA 034 H MAKCHMAJIHO
KPaTLK NepHo/ Ha npHaoxeHue, [lepromuno cnegsa fa ce NpasBu npeolieHKa Ha HYKIHTE Ha
HalMEHTa 0T CHMITTOMATHIHO OGJCKHEHHE H OTTOBOP Ha JIEYCHHETO, 0COOEHO MPH NAIMEHTH C
0CTSOapTPHT (BK. Touku 4.3, 4.4, 4.8 u 5.1)

Ocmeoapmpum
IMpenoprumrennara zo3a e 30 mg Be/IKLK AHeBHO, [pH HAKCH NallHeHTH ¢ HEAOCTa
olleKyeHne Ha CHMITTOMATHMKATA, NOBHIRABAHE HA 403aTa HA 60 mg BeAHEX AHCBHO
edrkacrHocTTa. [Tpn NHNCa Ha NoRMIIABaHE Ha TepaneBTHYHHSA edexT TPAOBa 1a ce
U3NOJI3BAHETO Ha IPYTH TEPANeBTHIHH BE3MOXHOCTH,



Pesmamouden apmpum

IlpenopranTentara go3a ¢ 60 mg BenHEK AHCBHO. [IpH HAKOH NALMEHTH, ¢ HEAOCTATHYHO
obrekucHHe Ha CHMITTOMUTE, FIOBHILABAHE Ha Ho3aTa Ha 90 mg Moxe Aa AoBesie A0 MOBHMIABAHE Ha
eukacBocTTa. CAeH KaTO NALMENTHT € KAMHHYHO CTabKIM3BPaH, MOYKE Na & MOAXOAAI0 THTPHpaHe
Ha f103aTa Ao 60 mg BeHExk AHesHo. [Tpu unca Ha HOBHIIaRaHE HA TCPANCBTHYHHAS edeKT Tpaosa na
Ce IIPeLieHH M3MON3BAHETO Ha APYTH TEPATICETHIHH BH3MOXKHOCTH.

Anxunosupawy cnonowium

[Ipenopsuntentata no3a e 60 mg BenHbK AHeBHO. IIpH HAKOH MALHEHTH, ¢ HENOCTATHYHO
obnexdeHHe HA CHMIITOMHTE, TOBHIIABaHE Ha 03aTa Ha 90 mg Moxke 1a JOBe/e A0 IOBHIIABAHE HA
eukacHocTTa. Crles KaTo NANMEHTHLT € KIHHHYHO CTA0HIH3HPaH, MOXKE A4 € NOAXOAI0 THTpHpaHe
Ha Jo3ara Ao 60 mg Beaysxk AHeBHO. [TpH JIHNCA Ha NOBMINAaBaHe HA TepaneBTHYHHA edeKT TpaOBa na
e MPEIEHH H3MO/I3BaHeTO Ha APYTH TEPARCBTHYHH BE3MOXKHOCTH.

Covecmosuua na ocmpa 6oaxa
Eropuxokcuf TpROBA Aa CC W3NON3Ba CAMO N0 BpeMe Ha OCTPHS CHMITTOMATHYEH TIEPHOJ ITPH
CBCTOAHMA Ha CHIHA GoNKa.

Ocmwp nodazposen apmpum
Hpenoprasrensara noza e 120 mg seansx AHeaHO. [0 BpeMe Ha KAHMHMYHUA H3NHTBAHHA 3a
NleyeHHe Ha OCTB MOJArpo3eH apTPHT €TOPHKOKCHO € aBaH B MPOABIDKEHKE HA 8 Hu.

Hocmonepamuena b6oaka cied oenmanna onepayus

[IpenopruMTeHaTa 203a € 90 mg BeAHEAK AHEBHO, OTPAHHYEHO MakCHMyM 10 3 1nu. Hakon
NMalHeHTH MOXE 14 ¢& HyKAasT OT ApYyTa NOCTONCPaTHBHA AHANTE3HA B JOITEIIHCHHE KBM
APKOKCHA 110 BpeMe Ha TPHAHEBHUA NEPHOJ Ha NEYCHHE.

03H, HAAXBEPJIALTH NPETIOPEYHTEITHHTE 32 OTACAHUTE HHHKALAH HIH He ¢a MOKA3ATH N0-ToJsMa
P
ehHKaCHOCT, WIH He ca GHIIM Npoy4saHi. 3aToBa:

Hozara 3a OA He Tpa6ea 1a Hagsumasa 60 mg nHeBHO.

Hosara 3a PA 1 aHKHI03HpaIN CIIOHMUIAT He TpAGBa fja HagpHmaea 90 mg JHEBHO.

Jozara 3a oCTBp NOAArpo3eH apTpUT ke TpaGBa Ia HaBHIIaRa 120 mg JHERHO, KATO JIEYSHHETO Ce
OTpaHHYABA MAKCHMYM 10 8 mum,

Hosara 3a nocToneparHBHa cHiiHa GONKa Cliell ASHTANTHA ONepailis He Tpabpa Ja Haxsumasa 90 mg
AHEBHO, OTpaHHYeHO MakCHMYM 10 3 OHH.

CrielHAITHH TIONTY.JIAIHN

Ilayuenmu ¢ cmapuecka 6v3pacm

He ce Hanara kopHIEpane Ha J03aTa IIPH NAIHEHTH B crapdecka Bu3pact. Kakro npy apyry
JeKapCTEa MPHI0KEHHETO IIPH MANHEHTH B CTAPYECKA BE3PACT ClIe/iBa a CTARA BHHMATENHO (BiK.
TO4Ka 4.4),

Hayuenmu ¢ wepnodpobno yepescoane

He3asrcuMo 0T HHAMKAITIATA IPH NALUMEHTHTE C IEKa CTENEH Ha YepHoApobHo yepexpade (Child-
Pugh vHpnexc 5-6) He Tpabpa ma ce HaaBMmapa fo03a ot 60 mg BeaHsk Ha Aex. [Tpu naueHTHTE ©
YMepeHa CTeneH Ha YepHoApobHo yepexaaHe (Child-Pugh unpekc 7-9), HesaBHCHMO OT
HHIMKALMATA, Jo3aTta oT 30 mg eednvaie Oneeno He Tpabpa 1a ce HATXBBPIS.

KIHHHYHHST OTIHT € OrpaHHYeH, 0coGeHO NPH NALKEHTH C YMEPEHA CTETeH Ha YepPHOAPODHO
YBpeXIaHe H 3a10Ba € HeobxoauMo BHEMaHHe. HAMa KNMHUYEH ONMT NPH NALMEHTH C
4epHoapobHa megocTaTsyHOCT (Child-Pugh munexc > 10), 3arosa npuiaraseTo Ha Jie
TaKMBa CJTy9aH € NPOTHBOMOKa3aHo (BXK. Touki 4.3, 4.4 1 5.2).




Hayuenmu ¢ bvbpeuno yepeacoane

He ce Hanara xopATHpaHe Ha N03aTa NPH NALHEHTH ¢ KPEATHHWHOB KIMPBHC > 30 m/MuHYTa (BX
TOYKa 5.2). H3non3paHeTo Ha eTopukokcHG NpH MAlMEHTH ¢ KPEaTHHHHOE KIHPBHC < 30 ml/MuHyTa e
NIPOTHBOIIOKA3aHO (BXK. TOUKH 4.3 1 4.4),

Heovampuuna nonyrayus
Etopukokckb ¢ RpoTHBonokasan 3a ynorpeGa NMpH Aena | I0HOIH Ha BB3PACT MO 16 TOXHHH (B
TOuKa 4.3).

ﬂg‘iﬂ}l HA HPHITOKCHHE

ADKOKCHS Ce npPHEMa TEPOPANHO H MOXe A Gbe NPHEMAaH Ha TIIafHO WK NIC BPeME HA XPaHEHe,
EdexTsT Ha NeKapcTBEHHS NPOAYKT MOKE Ja HACTHIIH NO-GHP30, KOTATO APKOKCHA C€ NPHEMa HA
raanuo. Tosa Tpabea fa ce HMa NpeABHA, KOTATO € HeOBXOAHMO 1A Ce MOCTUTHE GBP30 MOBIIHABARE
HA CHMITTOMATHKATA.

4.3 IlporHBonoka3anmsd

¢ CBpBXYYBCTBHTEHAHOCT KbM AKTHBHOTO BELIECTBO HITH KbM HAKOE OT TIOMOKIHMTE BEIECTRA,
n30poenn 8 Touxa 6.1.

*  AKTHBHA NENTHYHA F3Ba WM AKTHBHO KBPBEHE OT cToMatmHo-1pesrus (CY) TpakT.

¢  IlawsenT KOHTO ClieA IPHEM Ha aUETHICARMITIOBA kucenuna win HCTIBC, BTIOYHTENHO
COX-2 (mHK100KCHreHa3a-2) HHXUOHTOPH, MPOSBIBAT OPOHXOCTIATEM, OCTHD PHHHT, HOCHH
TIONNH, AHIHOHEBPOTHYEH €IEM, YPTHKAPHA HITH allePrHYHH PEaKI{HH,

* bpemeHHOCT H KbpMmeHe (BXK. ToukH 4.6 H 5.3).

o  Texka yepHonpoOHa HeOCTATHUHOCT (cepyMeH anbymuH < 25 g/l unm Child-Pugh urpexe > 10).

¢ Hacnenpan 656peyen kpeaTHHHHOB KIHPBHC < 30 ml/MunyTa.

¢ Jlena u roHOmH noz;, 16-roaAmsa BB3pact.

¢  Buamanurennwm 3aGonssanns Ha yepsara.

¢ 3acroiina cepaeuna negocrarbaHoct (NYHA II-FV).

¢ llaumeHTH ¢ XHNepTOHHS, YHeTO KPBBHO HAIATaHe € TPaiHo ypeaudeHo Han 140/90 mmHg u ue
€ aJIeKBaTHO KOHTPOITHPaHO.

¢  VYcraHoBeHa HCXeMHYHA GONIECT Ha CHpLETO, 3a60ABaNHA Ha NepREPHNETE apTEPHAIHE CHAOBE
H/HH MO3BYHO-CBAOBO 3300 IABaHE,

4.4 Coenwa/Jnu npeIynpexaecHHs B PeIHAINE MEPKH HPH yHoTpeba
CromamHo-vpesHE edexTH

YcaoxHeHns OT rGpPHATE OTAEIM Ha CTOMAIHO-YPEBHHA TPakT (nepdoparmm, 381 Wik KbPBEHE
(PUBs), HAKOH OT KOHTO ¢ daTaneH H3XO0J, Ca HACTHIIIH NPH MALMEHTH JIEKYBAHH ¢ ETOPHKOKCHO.

BuumMarenso Tpabpa fa ce MOAX0xkAA TIPH [TALMEHTH ¢ PUCK OT PasBHTHE HA CTOM
yenoxsenus o1 HCTIBC: nampieHTH B CTapyYecKa Bb3pacT, [alMEHTH, MPUSMALIH €,
apyrd HCIIBC wnH aneTHacanMuuioBa KHCEIHHA, WIH HAEHEeHTH ¢ NPeKapany
3ab0JIsABaHKs, KATO A3BA H KbpBEHE OT CTOMAIIHO-YPEBHHS TPAKT.



HFimMa ROMBIHETENHO YBeIHMYaBaHe Ha PHCKA OT CTOMAINHO-YPEBHH HEXKEMAHH JICKAPCTECHH PEAKIIHH
(cToManiHO-4YpEeBHA A3Ba WK APYTH CTOMAIIHO-YPEBHH YCIOKHEHHS ), KOTATO €TOPHKOKCHO ce
NpHeMa 38eHO ¢ AN THACATHIIORA KACCIHAA (ZOPH H B HHCKH [031). 3HAUHTEIHA pa3iHKa 110
OTHOLIECHHE Ha CTOMAINHO-UpeBHATa Oe3onacHocT Mexay cenektHeHH COX-2 nnxuburopu +
aueTHRCANIUIHNOEA KHceanHa cnpamMo HCTIBC + anernncanuuunopa KHCeNMHa, He e Grta
ACMOHCTPHPAHA B JBNTOCPOYHH KITHHHYHH NMPOYYBaHHA (BXK. TOMKa 5.1).

CopaeyHo-chIOBH edexTH

KnHeuHY npoy4BaHus HPEATIONArar, Y€ ICKAPCTBEHHAT Knac Ha cenekTHBrnTe COX-2 Haxubutopu,
MOXKe 1a Objie CBBP3aH ¢ PHCK OT TPOMOOTHYHE MHUHAEHTH (0cobeHo MEoKapeH uadapkt (MH) u
HHCYJIT), B cpaBHeHEE ¢ WianieGo u wixon HCTIBC. CrprevHO-CHAOBHTE PHCKOBE [IPH TIPHJIATAHETO
Ha €TOPHKOKCHO MOTAT la HAPACHAT ¢ YBelTHYARAHE HA 103aTa H IIPOTh/LKHTEIHOCTTA Ha TIPAJIArane,
HOpajiH KoeTo TPAGBA a Ce H3No3RaT Half-HACKHTe e)eKTHBHH O3M 3a Hall-KPaThbK NIEPHOA OT
speme. HeoGxonmuMocTTa Ha naienTa oT CHMIITOMATHYIHO 00JIEK44BAHE H OTIOBOP CLPAMO
TepamiaTa TpabBa na 6b1e nepHoANYHO NpeoLieHABaHa, 0COOEHO NMPH NAIMEHTH ¢ OCTEOapTPHT (BiK.
Touxn 4.2,4.3,4.8u5.1).

MauwenTs Che 3HAYHTEHM PHCKOBH (GAKTODH 32 ChPAEHHO-CHIOBH HHITHICHTH (HanpuMep
XHIICPTOHHA, XHTICPIHIHACMHA, THabeT, TIOTIOHONYIteHe) TpabBa qa GeaaT neKyBaHH ¢ eTOPHKOKCHO
CJ1e/l BHHMATETHO 0OMHCIIAHE (BK. TouKa 5.1).

COX-2 cenexTuBHITE HHXHOWTOPH HE 3AMECTBAT AHETHICANHIBUIOBATA KHCE/IHHA (ACITHPHH) TpH
MPODHIAKTHKA HA CHPASUHO-CHAOBH TPOMGOeMGOMITHM 3a0014BAHMS IOPaH JIMTICATA HA
aHTHarperatTeH ediexr. [lopann ToBa aHTHArperaHTHaTa Tepantias He TpAbBa Aa 6bae NpeKbCBaHa (BiK.
Touke 4.5 u 5.1).

Edexru prpxy 66penmre

B30peunsTe nmpocTarnaHaMHEY MOXe 112 WMAT BROKHA PONIA B HOUIBPKAHETO Ha H10peunara nephysus.
3aroBa NIpH HANHMUMETO HA KOMIPOMeTHpaHa Gx0peura Nepdy3Hd, MPAAArAHETO HA ETOPHKOKCHE
MOJKE [1a NPEH3BHKA BTOPHIHO, NOCPEACTBOM HAMAIABAHE HA NPOM3BOICTBOTO Ha MPOCTANNIAHAHHH,
pexyumpane Ha GBOpeTHHA KPHBOTOK H YBpekaaHe Ha Gu6peunara Gyukups. TlanpenTture ¢ Haii-
BHCOK PDHCK B TOBA OTHOIHCHHE Ca T€3H, KOHTO HMAT MpeaXCKIAIINO SHAUYNMO YBPCAKNAHS Ha
GB6peunara GyHKIHS, HEKOMICHCHPaHA CHPACHHA HOAOCTATHUHOCT WM 1ipo3a. [Ipu Takusa
HAlMEeHTH CJIe[[Ba A ¢¢ HMAa MpPEIBH] MOHHTOpHpaHeTo Ha OhOpeanara GpyHKums.

3aapiKKa HA TEYHOCTH, OTOK H XHIJEPTOHHS

KakTo ¥ ¢ ApyrH NeKapcTBEHH APOAYKTH, 32 KOMTO € H3BECTHO, Y€ MOTHCKAT IIPOCTATARIHHOBATS
cHHTe3a, ¢a Ol Hab/MonaBaHK 3aPHKKA HA TEYHOCTH, OTOK H XHIICPTOHAS TIpH AALHEHTH Ha
NeYeHHE ¢ eTOPHKOKCHD. BeHuky HecTepoMAHH NPOTHEORB3NANUTeNHH cpeactsa (HCIIBC),
BKJIIOMHTEIHO €TOPUKOKCHO, MOTAT 1 ce CBBDIKAT ¢ HOBOTIOSIBH/IA C€ WJIH PEKYPEHTHA 3acToiHa
ChpAEYHA HEAOCTATEIHOCT. 32 HHOOPMAIHA OTHOCHO OINPENEIIHHS OT A03aTa OTTOROP MpPH
ETOPHKOKCHG BIKTe TO'Ka 5.1. BHuMaTenHo Tps6Ba 1a ce MOIX0KHA KbM MMALHEHTHTE ¢ aHAMHE3a 33
CBpAeiHa HEAOCTATHYHOCT, ICBOKAMEPHA THCHYHKINS, XUIIEPTOHMS, KAKTO H KbM NALHEHTH ¢
NPEAXOXKAALN OTOK IO JPYrH NPHYHHHA. AKC HMA KJIMHHYHY JAHHH 33 BJIOLIABAaHE Ha ChCTOMHHETO Ha
TE3H NALMEHTH, CNe/IBa A ¢e MpeANpHeMaT MOAXOANIH MEPKH, B TOBA YHCAO ¥ MPeKpaTaBpaHe HA
JISYEHHETO ¢ CTOPHKOKCHO,

Eropukokcut moxe ma Ghzie CBBP3aH ¢ MPOABA HA MO-4E€CTA H TEKKA XHIIEPTOHHSA B CPABHEHHE C
apyru HCIIBC u cenexreprn COX-2 nHxuGutopH, ocofeno npu sucoku nosu. [lopams Tosa
XHIePTOHKATA TPAOBA Na Gble KOHTPONMPAHA NPe/il TEIEHHETO C ETOPHKOKCHO M TpAGBa 1a ce
o0spHe ocobeHo BHUMARHE Ha NPOCIEAABAHE HA KPHBHOTO HAJIATAHE N0 BPEME HA JICUEHHETO
eTopHKkokcHO. KpsaHoTo Hansarase cneasa za 664€ KOHTPOJIHPAHO IO [BE CEIMHIMH OT
ACUCHHETO H HEPHOIMYHO Clie]] TORA. AKO KPHBHOTO HAJIATAHE 3HAYHTENHO CE [IOBHLI
TIOMHCJTH 33 &ITTEPHATHBHO ACYCHHE,




Edexru Pbpxy uepHHg

IMopuinasane Ha ananrHamuHOTpaHcepasara (ALT) w/nnn acnapratamuHoTpaschepasara (AST)
(puOIH3HTENHO TPM WIH TIOBeYe TBTH HAJl FOPHATA HOPMAJTHA IPAaHMEA) € 6uno HabmonaBano npu
0K0510 1 % OT NALMEHTHTE B KIMHIYHHTE POYYBAHHS, KOMTO ¢4 JIEKYBAHH ¢ ETOPHKOKCHE 10

| ropuna npu xo3a 30, 60 1 90 mg aHEBHO.

[TamyenTHTe CHC CHMITTOMH B/FUIH NPH3HALM 33 YepROAPOGHA qUCYHKINAS WIH Te3H, IIPH KOHTO €
HAJHIIE T1ATOJOTHYCH TECT 3a OHEHKa Ha YepHONpoGHaTa DYHKIHMS, CleRBa Ja OBIAT MORHTOPHPAHH.
Axko ce HabmoaaBaT NPH3HAIM HA YEPHOAPOOHA HEFOCTATHYHOCT WM NIEPCHCTHPAT HATONIOTMYHU
pe3yAaTaTH OT YCpHOAPOOHHTE TecTOBE (TPH NHTH HaJi HOPMAITHATA F'OPHA MPAHKLA), TEYEHHETO C
€TOPHKOKCHO Tps6Ba fa ce MpeKkpaTH.

O6mn edexTH

AKo 110 BpeMe Ha NIEYEHHETO [PH NAUHEHTHTE Ce BIOmAT (GYHKIAHTE HA HAKOS OT NO-TOPE OIHCAHHTE
CHCTeMH, TPAGBa 1a ce B3EMAT HOAXOMAH MEPKH H 1A c€ NIOMKCITH 38 IPeKbCBaHe Ha TeParisTa ¢
eroprkokcib. Tpabsa fa ce ochinecTBABA A1EKBATHO MEIHITHACKO HABMIONICHNE 1O BpEMe HA
TPOBE&KAAHETC Ha JIEYCHHe ¢ ETOPHKOKCHO HA MALIMEHTH B CTpYeCKa BE3PAacT H TAKHBA ¢ H/THIHA
61.6peyHa, 4epHOAPOOHa WITH ChpacyYHA NHCHYHKLA.

Jleuennero ¢ eTopHKokcHG TpAOBa 212 Ce OCHIIECTBABA BHHMATETHO PH JEXHIPATHPAHH TIAIIHEHTH.
IlpencpwyBa ce npeaBapHTeTHA peXUAPATAlIMA HA TAKHUBA MALMEHTH IIPEIH Ja 3aNOYHE TEPalHiTa C
ETOPHKOKCHD.

Cepio3ns KOXKHH PEAKIHH, HAKON OT TAX (HATANEH, KaTo eKcHONHATHBEH ACPMBATHT, CHHAPOM Ha
Stevens-Johnson ¥ TokcHHA enMIepMAaTHA HEKPONK3A, ca GHITH AOKIABAHH MHOTO PAAKO BB BPb3Ka
¢ n3nonseatero Ha HCIIBC u naxou cenexrupan COX-2 uHXuOHTOPH NPe3 NOCT-MAPKETHHIOBOTO
rabmonenme (Bxk. Touka 4.8). I[TauneHTHTE ca H3TOKEHH HA HAM-romnaM PHCK 3a TIOABATa Ha TAKHUBa
peaKiiMi B HAYan0TO Ha TEPAIHATA, K4TO [TbPBATA PEaKLUA Ce MOABABA B MOBEYUESTO CIIYYaH 1pe3
ITBpPBHA MECEL| OT NeveHHeT0. Cepro3HH Peakuli Ha CBPEXYYBCTBHTENHOCT (KaTo anaduiakcHa U
aHTHOETEM) Ca OHIH cHOOINaBaHY NpH NALMEHTH, NPHEMAIIH eTOPHKOKCHG (Bk. Touka 4.8). Hakou
cenekrHBHA COX-2 HEXUOHTOPH ¢a CBHP3aHH C TIOBMIIEH PHCK OT KOXKHH PeaKIHH NPH NALMEHTH,
KOHTO Ca HMAJIH aHAMHe3a 34 JiekapcTBeHa aneprud. [IpuemsT Ha eropukokcHb Tpadea aa 6b1e
NpeKpated MPH [THPBATa IPOABA Ha KOMEH OOPHB, Ie3Hd HA AMTABHIIATA HITH IPYTH CHMIITOMA Ha
CBPBXYYRCTBHTEIHOCT,

EtopukokcnG Moxe ia 3aMackupa eSpuiuTter H ApyTd MPU3HALM Ha BB3MATHTEHE 3a001BaHHA.

Brumaresaso TpaGea fa ce NoaxoxkAa BPH eAHOBPEMEHHO NpHIAraHe Ha eTOPHKOKCHG ¢ BapdapuH
HIIH APYTH NEPOPATHH aHTHKOATYJIAHTH (BX. To4Ka 4.5).

HanonzeaHeTo Ha eTOPHKOKCHO, NoaoGHO Ha APYT#H NEKapCTBEHH MPOAYKTH, KOMTO IIOTHCKAT
LHKIOOKCHT€HA3HATA/ IPOCTArTaHIMHOBATA CHHTE3a, HE C& NMPENOPHYBE [PH JKEHHM, KOHTO CE OIATBAT
Aa 3abpemenedr (Bxk. Touku 4.6, 5.1 w 5.3).

Jlakrosa
IMaureHTH ¢ peRKE HacAENCTBeHN NpobieMH Ha HEMOHOCHMOCT KbM MJIAKTO38, MHJICH JIAKTA3EH
AeULHT WIH IMIOKO30-TANaKTO3HE MATabcopbia He TpsOBa Na NPHEMAT TO3H AEKAPCTBEH MPOAYKT.

Harpwii
To3M nexapcTBeH NPOAYKT ChABPKA M10-MAIKo 0T 1 mmol natpwii (23 mg) na dunmupana Tabnerka,
T.€. MOXe A C€ KaKe, 4¢ IPaKTHYECKH HE ChIbPXKA HATPHI.




4.5 BsammogelicTBEe ¢ APYrH JNeKAPCTEEHA UPOIYKTH H APYrH JOPMH Ha B3aEMOAeHCTBHE

DapMaxoHHAMHYNK B3aUMOAEHCTBAS

Hepoparnu anmuxoazynanmu: TIpu natiHenT!, cTaGIIH3HPAHH HA XPOHHYHO JIUEHHE ¢ BaphapuH,
NPHIAraHeTo Ha eTopukoxcHO 120 mg fHeBHO € CBBp3aHo ¢ NpubNH3MTENHO 13 % yBenHucHHe Ha
INR {International Normalized Ratio = Mex/XyHapoIHO HOPMATHZHPAHO OTHOHICHHE) HA
IPOTPOMOHHOBOTO BpeMe. 38TOBA MALMEHTH, KOHTO Ce JIEKYBAT C IEPOPAIHA AHTHKOAIY/IaHTH,
clieiBa CTPMKTHO J1a ObAaT MOHHTOPHpPaHH [0 oTHoIneHKHe Ha INR Ha mpoTpoMGHHOBOTO BpeMe —
0c06eHO B MEPBUTE HAKOIKO JHH, KOFATO JICYCHHETO ¢ €TOPHKOKCHD 3aT0uBa I ce POMeHA 103aTa
Ha& JIEKAPCTBOTO (BXK. TOYKa 4.4).

Huypemuyu, All4 u ACE wnxubumopu: HCTIBC moxe 2 Hamanat eexTa Ha JUYPETHLIATE H
JApPYFHATE aHTHXHTIEPTCH3HBHHM JicKapeTea. IIpe HAKOM nauseHTd ¢ yepeneHa Os0pedna QyHkums
(Harp. NexXMAPATHPAHH NALHMEHTH WM MALHEeHTH B CTAPYEcKa Bb3pacT ¢ yepeaeHa 656peuna
$yHrims) exHOBpeMeEHOTO H3N0N3BaHe Ha ACE-aaxuburopy wiv anraotensuH 11 aHTaronscTa u
CPEACTBA, KOHTO MHXHOMPAT LIUKIIOOKCHIeHA3aTa MOYKE Aa NPEeAH3BHKA JOTIBLIHATEHO BIOIIABAHE HA
6p6peunara GyHKIMA, BRIIOYMTENHO Pa3BHTHE HA OCTpa 61L6pedHa HEAOCTATEIHOCT, KOETO
obuxHOBeHO ¢ 0OpaTMo. Toswn dakT cnenBa Aa ce MMa TIPEABHMA TIPH NIALHEHTH, KOMTO B3AMAT
€JHOBPEMEHHO eTopHkokcHO H ACE uuxuOuTops wiM anrnotensuH II anraronucry. Iopaau Tora,
Ta3¥ KOMOHHAIMA TpAGBa a ce MPHIAra BHUMATENHO, OCOOEHO fpM no-Be3pacTH. [aumenrire
Tpa6Ba fa ObaaT aneKBaTHO XMAPATHPAHH M Tpa6Ba Aa ce 06CHAN MOHATOPUpPaHE Ha GBGpeunaTa
dyukius cien 3anoysaHe Ha KOMOMHHMPAHATA TEPAITMA H IIEPHOAMIHO ClIe] TOBA.

Ayemuicanuyuosa xucenuna: TIpy npoyusane Ha 31papy AOGPOBOAIM C IIOCTHIHATO PABHOBECHO
cheTosHHe (steady state) eropukokcs6 B 103a 120 mg BeAHEXA Ha NEH HE € TOBIAA
aHTHArperaHTHAaTa AaKTHBHOCT Ha ALETWICATHITHIOBATA KHCETHHA (1034 81 mg BeAHBK Ha IeH).
Etopakokcib Moxe Aa ce H3NON3Ba SAHOBPEMEHHO C ANETHICATMITHIOBA KHCETHHA, JAleHa B 103a 32
npoHNaKTHKA Ha CHPAEYHO-CHAOBK HHIMACHTH (HHCKA /034 Ha alleTHICA/THIAROBA KHCEIHHA,
(acrapun)). Bee nak eqHOBpEMEHHOTO NpHIATaHe HA ANCTHICATHIIANIOBA KHCENTMHA (HHCKA [1033) C
CTOPHKOKCHO MOJMe Aa YBEIMYH YeCTOTATa Ha Yitepaupmte u Apyrure CU yCIoXKHEHHs B CPaBHEHHE
CBC CYYanTe, KOraTo eTOpHKOKCHO ce Hanon3ea camoctoarento. He ce npenopsusa
¢IHOBPEMEHHOTO MpHaraHe Ha €TOPHKOKCHEG ¢ [O-BUCOKH OT HOCOYEHHTE 32 NPOodHITAKTHKA Ha
CBPACTHO-CBHIOBH WHLIHACHTH /103M ALETHICATTHLIMIOBA KHCeTHHA, KakTo H ¢ apyrs HCTIBC (Bx.
toukH 5.1 u 4.4).

Huxnocnopur u maxpoaumyc: Brupeku ue TOBA B3aMMOCHCTBHE ¢ ETOPHKOKCHD He € MPOyYBaHo, Ce
3Hae, Y€ ¢IHOBPEMEHHOTO NpWIaraHe Ha HMknocriopaH win TakponuMyc ¢ HCIIBC moxe na ysenwan
HedpoTokcHINMA eheKT HA BETE NIeKAPCTBa - LMKJIOCTIOPHH MK Takponumyc. Br6peunata dyHxups
cneapa fa Oble MOHHTOPHpPaHA, KOTATO Ce MPIIATa ETOPHKOKCHD B KOMOHHALMAA C HAKOH OT TE3H [BE

JIEKapeTRa.
DapMaKOKHHETHYHH BIaUMOACHCTBHS
Edpexm na emopuxoxcub evpxy dapmaroxunemurama na Opyey nexapcmsd

Jlumudi: HCTIBC mamanspar 656peuHaTa eKCKpelis Ha JMTHI, IOPaIH KOSTO Ce YBelHYaBa
IUTa3MEHAaTa My KOHIeHTpaiusa. [Ipa seodxommmocT TpabBa a ce MOHHTOpHpA CTPHKTHO
KOHIIEHTPAIMATA Ha JIKTHH B KPHBTA H Jla C¢ a/jalTHpa JO3aTa Ha JIMTHA, IOKATO CE NpHeMa TasH
NeKapcTBeHA koMOMHAIN, KAKTO H IipH coMpanero Ha HCIBC.

METOTPEKCaT B 4032 0T 7,5 1o 20 mg BeRHBK CeAMMYHO 32 IeYeHNEe Ha PEBMATORBMICH af
Etopuxoxcn6 npu go3a or 60 1 90 mg He e oxasan edexT BEPXyY IUIa3MEHATa KOHIICHTaitiy
MeTOTpeKcaT i Op0peunns My xupsHe. B efio npoyusane etopuxoxcut 8 xoaa of 1
HMal eeKT, HO B APYTO NPOyYBAHE NPH TA3M 1034 € YBEIHYMI [Ia3MEHATA KOHIEHTPALEES
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MeToTpekcar ¢ 28 % u e namaman 6s6peunns KIHpBHC Ha MeToTpekcar ¢ 13 %. Ilpenopsusa ce
MOHHTOPHPAHE 33 TOKCHIHH e(eXTH Ha METOTPEKCAT, KOTaTo TOH ce Tipwiara B xombusnanma ¢
ETOPHKOKCHO.

Hepopannu xonmpayenmusy: Tlpunaranero Ha 60 mg eTopukokcut eqHOBPEMEHHO C IEPOPAIHHA
KOHTPAIICNTHEH, CHAbPKAINH 35 Mukporpama eTuHunectpazuon (EE) u 0,5 xo 1 mg HopeTHHAPOH B
NpoAb/DKeHHE Ha 21 1A, € YBEHYHAO IIOIITa 0] KPHBATA NPH cTauHOHapHO cheToanre AUC244
3a EE ¢ 37 % Ilpunarasero na Apkoxcus 120 mg ch¢ ChINga nepopaneH KOHTPaLEiTTHE,
€IHOBPEMEHHO WIH ¢ HHTEpBAI OT 12 yaca, ¢ yBeSMIHITO TUIOIITA ITOA KPHBATa NPH CTALHOHAPHO
cuerogune AUCo4q 32 EE ot 50 10 60 %. ToBa yeenugenne Ha xoHuerTpaipiara Ha EE cneapa na ce
HMa Tpe/IBK/I, KOTAaTo ce¢ M30Hpa NepopaneH KOHTPALENTHR, KOHTO 13 C& H3NO0N3Ba NO BpeMe Ha
MPHIATAHETO Ha eTOpHKOKCHD. YBenuuenoto praaeiicrere na EE Moxe 1a MOBHINM YECTOTATA HA
HEXeNaHUTe PeaKiHy, CBBP3aHH C MePOPaTHNATE KOHTPALICTITHEH (HANp. IPOABH HA BEHO3HA
TPoMBOEMOOINs 1IPH PHCKOBH KEHH),

Xopmonoszamecmumenna mepanus (X37): ITpunarasero Ha etopuxokcut 120 mg 3aeaso ¢
XOPMOHO3aMeCTHTE/IHA Tepanusl, ¢hCTaBeHa OT KOHIOTHpaHw ectporenH (0,625 mg IIpemapun) B
npoaL/bkeHHe Ha 28 JHY, € YBEMYHIO [UIOLNTa 110/ KPHBATa NpH cTarEoHapHo cheTosHue AUCouy
Ha HeKOHIOrupanus ecTpoH (41 %), exsunus (76 %), u 17-B-ecrpamuon (22 %). EdexrsT Ha
NIPENOPBYNHTEAHATS XPOHHYHE NO3H eTopukokedd (30, 60 u 20 mg) ne ¢ 6mn npoyscH. 1Ltomure nox
kprBaTa AUCo24s Ha TE3H €CTPOreHHHA CHCTABKH Ha [Ipemapus npH eAHOBPEMEHHOTO My NPHIAAraHe ¢
eTopukokcud 120 mg ca 6MIM NO-MATKO OT NOJOBHHATA, B CPABHEHHE ¢ TE3H IPH CAMOCTOSTENHOTO
npunarane Ha [Ipemapus M yBenHuaBane Ha Jo3ata my ot 0,625 mg na 1,25 mg. KmaamaHoTto
3HAYESHME HA TE3H YBEJIHHYCHHA HE € M3BECTHO H NO-BHCOKH J03H Ha [TpeMapui He ca 6WIH npoy4BaHH
B KOMOHHALHA ¢ €TOPHKOKCHO. Tean NoBUINeHHMS Ha ecTPOreHHaTa KOHLEHTPALMS TPAGBA [a ce HMaT
npeneua npx W36opa Ha XOPMOHAITHA TEPANHA C/IeH MEHOTIAY3aTa, IPH NPUAATAHE 386THO ©
€TOPHKOKCHD, 3aI0T0 €KCHO3HIMATA HA YBE/IMYEHH HHBA Ha €CTPOrSH MOTAT A4 YBEIHYAT PHCKA OT

HEXEMAHH PeakluH, ceep3anH ¢ X3T,

1Ipeonuson/npednusonon: Cniopen RAHHUTE OT NPOBEACHHTE KIMHKYHH IPOyYBaHHA 33 OLICHKA Ha
JEKAPCTREHH B3aMMOJEHCTBHSA, €TOPHKOKCHO He € OKa3a)l KIMHHYHO 3HAYHMO Bb3AeHCTBHE BBPXY
¢apMaKkOKMHETHKATA Ha (PEXHAZ0H/NPEHH30IOH.

Huzoxcun. eropuxokcn® B Jo3a 120 mg BeiHbX Ha fieH B NPOAWDKSHEE Ha 10 AHK npu 3apasu
AoGpOBONIH He € MPOMEHHT IUIOIITA [HOX KPHUBATA NIPH CTAIHOHAPHO chetoanue AUCq.24q MM
Gp0pednoTo enEMBHUpare Ha aurokchd. HabmonasaHo ¢ yemmenne Ha Cupax (MAKCHMATHA
KOHLEHTPauHA) 3a RUrokcHH (mpubausurendo 33 %). Tosa yBenHueHHe He € OT CHHIECTBEHO
3HAYEHHE 3a [IOBSUETO MANMEHTH. Bee nak naumeHTHTe, KOWTO ¢a ¢ NOBRINEH PUCK 33 IHTOKCHHOBA
HHTOKCHKAITHS, TpOBa Ia 6B1aT Npoc/ieAMBaHH 32 [IPOSBHTE HA TaKaBa HHTOKCHKALMA, KOTaTo JBETE
NeKapCTBa, ETOPHKOKCHO H IMIOKCHH, Ce NPHIATaT ¢IHOBPEMEHHO.

Edexm na emopuxoxcub 6bpxy nexapcmeama, xoumo ce Memabonusupam upes cyagompancdepasu

Eropurokcut ¢ maxuburop Ba cynporpaHcdepasara B HOBEIIKHS OPradM3bM, MO-CIEIHANIHO
SULTIE! u e ycraHoBeHo, Y€ BOAM A0 NOBHINABAHE HA CEPYMHATA KOHLIEHTDALHS HA
eTHHWIecTpaauona (EE). JlokonkoTo no3HanHeTo 3a epeKTHTE BBpXY MHOXKECTBOTO
cyadotpaHdepasy Ha HACTOALIHS €TAIl € OrPAHMYCHO H KITHHWYHHMTE NOCASIHIHE OT AeHCTBHETO Ha
MHOMECTBO IEKAPCTBA Ca HEITBJIHK H IPOIKTKABaT Aa ObAaT o0eKT Ha uscnenBaHe, Tpabea aa ce
BHHMABA, KOTaTO ETOPHKOKCHO CE MpHIAra IHOBPEMEHHO C APYTH JIEKAPCTRA, KOMTO Ce
Metabonu3upar riaBHo ot cyndorpanchepasure (Hamp. nepopaiay canbyTaMoN H MEHOKCHITA).

B3 0cHOBA Ha HICIE/IBAHHA in Vifro, €TOPHKOKCHG He ce 0YaKpa /ja HHXHOHpa LIMTOX
(CYP) 1A2, 2C9, 2C19, 2D6, 2E1 nmi 3A4. B npoy4saHe npy 3ApaBH XOpa, TIPHII
eTOpHKOKCHO B 71032 120 mg AHEBHO He € JOBENO 40 NPOMAHZ B aKTHBHOCTTA HA Yep
CYP3A4, oneHeHa upe3 epHTPOMHMIMHOBHSA IMXATE/EH TECT.
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Edpexm na dpyeu nexapcmaa evpxy GapMakokuremuxama Ra emopuxoxcut;

OCHOBHHAT N'BT HA META0ONM3HpaHe Ha eTOpHKOKCHE € 3aBicHM oT CYP ensumure. CYP3A4
H3rNeXAa BIHAe BEPXy MeTabom3Ma Ha eTOPHKOKCHO in vivo. In vitre mpoyusanms 110Ka3Bar, ye
CYP2D6, CYP2C9, CYP1A2 u CYP2C19 chine MOrar Ja KaTATH3HPAT OCHOBHHTE TIPOLIECH, HO
TOYHA KOJIHISCTReHA OIICHKA Ha CHYHacTHETC HM He € MPOBEKAAaHA B YCIOBMA in vivo.

Kemornonazon: Ketoxonazomst e Momen HHxu6uTOp Ha CYP3A4. B 1032 400 mg BeAHEK HA JIeH B
ApoALmkeHHe Ha 11 jun npw 3apay KoGpoBONIYM He MPOMEHS KITMHHYHO 3HAYHMO
dapmakokHHETHRATA HA €TOPHKOKCHO TIPH €IHOKPaTHA 1034 or 60 mg (43 % yeenuyenue Ha AUC).

Bopuxonazon u muxonazon: ENHOBPEMEHHOTO TPUIOKESHHE HA MEPOPAIICH BOPHKOHA30/ WITH TOKAIEH
MHKOHA301 NepopaneH ren (MoraH uHxuGHTOpY Ha CYP3A4) ¢ eropukokcub Boan Ao neko
NOBHIIIABAHE HA EKCHO3HIIHATA Ha eTOPHKOKCHO, Oe3 ToBa ia ce cUHTa 3a KIHHAYHO 3HAYMMO Ha 06asa
Ha IMyONHKYBAHHTE JAHHH.

Pugamnuyun. EAHOBPeMEHHOTO NPUIAraHe Ha €TOPHKOKCHS U pH(AMITHIIAH (MOLIEH HHIYKTOD Ha
CYP eH3uMKTE) BOAHW A0 HAMAIIABAHE Ha IUTA3MEHHUTE KOHIICHTPAIAH Ha €TOPHKOKCHG ¢ 65 %. Tosa
MOXE Aa IOBENIC A0 PELHMAMBHPAHE HA CHMITTOMATHKATA, 3 KOATO CE NpHiara eropHKokcHO. Thit kaTo
TOBa IIPEAFIONara YB¢NHIaBaHe HA 103aTa Ha JISKAPCTBOTO, CIIeIBA /1a ce OTOeNexH, 9¢ He ¢a
npoytlemz[ JAO3H Ha mpnxoxcnﬁ, MO-BHCOKH OT MOCOYMEHHWTE 34 BCAKA HHAHKALIHA, KOraTo C¢ npiiara
eTHOBpeMeHHO ¢ pudammuiuA. Flo Ta3u npyunHa He ce M NPEeNOPHYBAT NO-BMCOKH JO3H (BXK.

TouKa 4.2).

Anmuayuou: AHTHAIHTE He BIMSAT BBPXY (aPMaKOKHHETUKATA Ha €ETOPHKOKCHS B KIIHHHIHO
3Ha4YHMA CTeleH.

4.6 @epTHAHTET, (PEMEHHOCT H KhpMeHe

LpeMennocT
HiMa KIHHHYIHHA JaHHH 33 BIHAHHME Ha ETOPHKOKCHG BLPXY IPOTHUAHETO Ha GpeMeHHOCTTa.

[IpoyuBaHHATS NPH KMBOTHY Ca YCTAHOBIIHM TOKCHYECH (IOKT BEPXY PEnpPOAYKTHEHATA QYHKLMA (BK.
TouKa 5.3). [oTeHIManHIAT prck npu SpeMEHHE sXeHH He € H3BecTeH. ETopHKOKCHO, KaKTo ApyruTe
JIeKapCTBCHH NMPOAYKTH, HHXMOUpaIH CHHTE3aTa Ha MPOCTATNAHAHHHTE, MOXKE JIa IPeAH3BHKA
MaTOYHa cNaboCT H MpeXIeBPEMEHHO 3aTBapsHe Ha BoTanoBKs NPOTOK B MOCAEHHA TPHMECTBP.
EtopHkokcH6 € MpOTHBONOKa3aH 3a NPHIAraHe 1o Bpeme Ha GpeMeHHOCT (BXK. Touka 4.3). Ako eana
#eHa 3a0peMeHee 10 BpeMe Ha JIEYEHHETO ¢ ETOPHKOKCHO, Toli TpaGra na 6u/1e cnpaw.

Kspmene
He e u3BecTso manu eToprKokcHb ce oTIeNd B yoBewkaTa kbpMa. ETopuxokc6 ce oTaens B kbpmara

Ha nrbXoBe. JKeHHTe, KOUTO MON3BAT eTOPUKOKCHE, He TpabBa Ja KEpMAT (BXk. Toukd 4.3 1 5.3).

DeprunuTeT
Vnorpebara Ha €TOPHKOKCHG, KaKTO H Ha BCAKO JIPYTO BEIECTBO, 32 KOSTO € HIBECTHO, ue MHXHOHpa

COX-2, He ce npenopbYRa NIPH >KECHH, ONETBAIIH CE 13 3a0peMEeHEsT.
4.7 EdexTH BLpIy cnocobHOCTTA 32 modupane  paboTa ¢ MAINHAH

[laimeHTHTE, KOHTO YYBCTBAT 3aMASHOCT, CBETOBBPTEXK HIH CHIJIHBOCT MPH yrnoTpeGa Ha
eTopHKOkcHO, TpAGBA Aa u3b4ATBaT Aa modupar 1 na paboTAT ¢ MAIDMHH.




483 Hexenan JeKapCTBEHHE PEAKNHE

Peziome H HIa Ha GesonacHocT

B xnHHHYHH DpoyYBaHus, 6€30NaCHOCTTA OT MPHIAraHETo Ha eTOPHKOKCHO e 61aa oLieHeHa IpH

9 295 mymH, BsmouHTeNHO 6 757 maumentr ¢ OA, PA, xpouruna 6onKa B KPLCTa HIIM 8HKHITOIHPAII
croHTWAT (MpubmasurenHo 600 mammenty ¢ OA uan PA ca 61H neKyBaHH B IPOIB/DKCHHE HA
MHHHMYM EHA FOJIHHA).

Ipu KTHHUMHWTE IPOYYBaHIA, NPOQITET Ha HeXXEIAHKTE JIEKAPCTBEHH PeaKiyil € OUI1 CXOeH PH
nauuenTH ¢ OA wiM PA, nexyBaHu ¢ eTOpHKOKCHG B Npoas/Dkedye Ha eIHa MOMHA WM MOBede.

[IpH KNMHHYHO POYUBaHE 32 OCTHP NONAIPO3EH APTPHT, MAUHEHTHTE ca GWIH neKysadH cue 120 mg
AHEBHA 21033, B IPOABDKEHNE Ha oceM AHH. [IpoduntT Ha HexesmaHMTE IEKapCTBEHH peakiMH [IpH
TOBA poy4BaHe € O B 00IiH IMHWH OTHIBK A0 TO3H, HabmoaaBaH NpH KOMOHHUpAHKTE
npoyusanus 38 OA, PA 1 xpoHHuHa 6onka B kpeeTa.

B nporpama 3a npocneassaHe Ha ChpAeHHO-CHA0OBATA §E30MACHOCT ¢ 0G06IMEHH JaHHH OT TPH
KITHHAYHH H3NHTBAHMA COPAMO AKTHBEH KOMITOHEHT, 17 412 nammentu ¢ OA wm PA ca 1eKyBaHH
eTopukokcH6 (60 mg umi 90 mg) npu cpexHa MPOXBDKUTEIHOCT Ha ledeHueTo 18 Mecenta. JlaHHuTe
3a 6e30nacHOCT H NOAPOGHOCTHTE 3a TA3H HPOrpaMa ca IPEACTABEHH B TouKa 5.1,

Ipodwret Ha HexeNTaHHM TEKAPCTBEHH PEAKIMH [IPH KTHHWIHE MPOYHYBAHHA 33 OCTPa
[OCTONEpATHEHA ieHTanHa OolKa cliefi onepauys, BKIoYBamiH 614 naumesTs, JeKyBaHH ¢
etopukokcub (90 mg 1 120 mg), kato uaAno e NoaoGeH Ha To3H, chobImeH npH npoyyBanns 3a OA, PA
H Xponu4Ha 60/1Kka B MonHaTa 4act Ha repoa.

Tabavuen cHCHK HA HEXKENAHHTE PeakiiHK
[lo BpemMe Ha KIMHMYHHTE MINHTBAHKHA ¢4 YCTAHOBEHH CJIEJHHTE HEXKEJIaHH IEKAPCTBEHH PEaKLIFH ¢

9€CTOTa NIO-ro/IAMa OT Ta3H NPH NPUIAraseTo Ha maiebo npu nameHTd ¢ OA, PA, xporsura 6omka
B KPBCTA HIH AHKHIIO3HPALl CIIOHIHIHMT JICKYBaHH ¢ eTopuxokcat 30 mg, 60 mg wm 90 mg no
TIPETIOPBUMTEITHATA 1034 33 CPOK Ha JIeueHue Ao 12 ceaMuiid, B mpoyIBaHHATA 110 pOrpaMaTa
MEDAL 3a cpok Ha fiegerre no 3% roquHu, B KpaTKOCPOYHH MPOYUBAHKA 33 CPOK HA JIYEHHE 10

7 AaHH 3a ocTpa GONKa KITH B TIEPHOAA CIeA ITyCKaHe Ha nasapa (BK. Tabmuug 1):

Tabaama 1:
Cucremo-oprafnen xiac Hexenann peakuun Karteropnaa 1ectora*
Hudexyuu n unpecmayuu | Anseonapen octent YecTn
TacrpoenTepur, uadexmm Ha ropaure | Heuectn
JMXATENTHH IThTHINA, YPHHAPHH
WHOEKIHE
Hapywienun na kpvema u Anemus (NpeAMMHO CBBP3aHA CBC Heuectn
Aumipnama cucmema CTOMALIHO-IPEBHO KEPBEHE),
JIEBKONEHHA, TPOMOOLATONCHHS
Hapywenus na umynnama | CBprXxdyscTsUTEnHOCT: b Heuectu
CUCTEMA
AHrHoeaem/aHapuNaKTHIAA/ Penxu
aHaQUIAKTONIHN PeaKLiHy,
BKJIOUHTEJTHO IHOK®
Hapywienun na Enem/3anpeiika Ha TeqHOCTH Yecrn
MEMaboIuzMa U XpaHenemo
VBenuueHue WIH HaManeHHe Ha
aTNeTHTa, YBEIIMYEHHE Ha TErToTO
Hcuxuynu napywenun TpeBokHOCT, NENpecHS, HAMAJICHA
BB3MOKHOCT 32 YMCTBEHa pabora,
XamouAHaiy ¢
O6Bpranoct?, 6e3nokoficTeot
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CacreMo-oprafmen KJIac

Hexenans peaknan

Kareropus 9ecrora*

Hapywmenun na neperiama
cucmema

3amansocT, rmapobonne

YecTH

Jlucreysus, Oe3ctHue,
TIAPECTE3MA/ XHIIECTESHA, CHHINBOCT

HewecTn

Hapyiuenus na ouume

3aMBIIeHO 3peHNe, KOHIOHKTHBHT

Hegectu

Hapywenua na yxomo u
aabupurnma

LliyM B yimuTe, CRETORBPTEK

Heuecrn

Copdeunn napyuienun

INamuranuy, apHTMHES

Yectu

[IpeAcHPAHO MEBXKAEHE, TAXAKAPANS?,
3aCTOHHA chpe4HA HeIOCTATHYHOCT,
HecnenHguyunH npomenH B EKT,

CTEHOKAPAHAS, MHOKApACH HEDapKTS

HeuecTn

Cvdosu napyrienun

XunepToHHs

YecTH

3avepeaBaHe, MOIBYHO-ChIOBH
HHLMAEHTH, PEX0/IHA HCXEMHYHA
aTaKa, XMIepTOHHYHA KpH3al,
BACKYJIHTS

Heuectn

Pecnupamopnu, 2peonu u
Meduacmunanru
Hapywenus

Bporxocnasem?

Yecrst

Kamnnia, nucnHes, enucTakcHe

Heuectr

Cmomawno-upesnn
HaApywieHuR

Kopemna Gonka

MHuoro uectn

3anex, duraTyneHuna, racTpHr,
KHCeTMHK/ pedyKe, auapus,
JHCIENCHA/CTIMTacTpaneH ARCKOMpOpT,
rajicHe, NOBpBINaHe, e30tharuT, 1384 B
yCcTara

Yectn

ITonypane Ha KopeMa, NPOMEHH B
TIEPUCTANTHKATA, CYXOTA B yCTaTa,
racTpoayoieHallHA A3Ba, IIENTHYHH
A3BH BKIIOYBAIIH Nepdopauuy U
kbpeere ot CY TpaxT, CHHOpoM Ha
PasIpasHEHOTO YEPBO, TAHKPEaTHT

Hevectn

Xenamobunuapnu
HAPYIEHUR

Veemmaenne na ALT, yRemiuenne Ha
AST

Yectr

Xenatur?

Pemcan

Yepronpobna HegocTaTsYHOCT?,
HBITeHHTIAb

Pemiu’

Hapywenun na xoxcama u
ROOKONCHAMA ML KAN

ExxumMo3u

Yectn

‘OTOK Ha THUETO, CEpbeXK, obpHB,

epuremal, ypTHKapHs®

HewecTH

Cunzpom Ha Stevens-Johnson?,
TOKCHMHA eMICPMAIIHA Hekposuzal,
HeNpOrpecHpall JeKapeTReH 0OpHE?

Pepkn'!

Hapyuenun na Mycxyno-
CKEJIEMmuama cucmend u
CHEOUHUMETTHAMA NLKAN

MycKyIHE KpaMIH/CriasMH,
CONKa/PHrHAHOCT Ha MYCKYIaTypaTa

Heuectnt

Hapywenun na 6vbpeyume
# nuKouRumMEe nomina

Hpotennypud, noBHIICHUE HA
CepPYMHHA KpeaTHHUH, ObGpedHo
HapYLICHHE/HEOCTATHYHOCT *(BXK.
1ouka 4.4)

Heuectn

Obuju napywenus u
edhexmu Ha MACMOMO Ha

AcTeHHS/yMOopa, rpHnonoaosHo
CBCTOAHME

YecTH
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CHCTEMO-OpPTanen KAac Hexenann peaxknus Kareropus 9ecrora*
nprAGHceHue

I'psana 6omka Heuectn
Hicredsanun YBenuueHue Ha ypeaTa B KPHBTa, Heuectn
VBE/IHYCHHE Ha KpeaTHHGOCHOKHHA3A,
XHIIepKajIHeMHus, YEelIMYeHHe Ha
MHKOIHATA KHCEIHA

TonwxaBaHe HUBATA HA HATPHI B Peaxu
KpBBTa
*Kateropus 1ectoTa: edEHEpana 3a BCEKH TEPMHE Ha HEXKENAHA PEaxiis 0 YECTOTaTa, CHofmeHa B
Gazara naHEM HA KIIMHHYHATE NPOYYBAHHSA: MHOIO gecTH (> 1/10), gectn  1/100 mo < 1/10), Hevectn
(= /1 000 o < 1/100), pexxn (> 1/10 000 o < 1/1 000), muoro peaxa (< 1/10 000).

* Tasu HeReNaHA PEAKLEA ¢ MICSHTHHIHMPAHA NP3 TIOCTMAPKETHRTOROTO Habmoaerne, YecTorata HA
HeHHOTO cho0masane e oneHeHa Ha Gasata Ha Hali-BACOKATA YECTOTA, HaGMOAABaHA B JAHHHTE OT
KTMHWYHH H3MHTBAHEA, 0600menn 1o HHAMKALHEA M o1006pena a03a.

'Kareropasra gectora , Peaxu® e OnpeaecieHa CHopel PEKOBOACTBOTO 3a KpaTka XapakTepHCTHKA Ha
mpoaykra (KXII) {pes. 2, cenremppn 2009) ua 6a3a Ha onpegeneHaTa ropHa rpaHHAna Ha 95 %
HMOBEPHTENICH HHTepBan 33 0 ¢hOUTHA, KaTo ce HMa Npeasun OPos YHACTHHIN, NCKYBaHH ¢ APKOKCHS, B
AHaNK3a HA JaHANTE OT dasa I11, oGobdmenn mo Ko3a u mHHKauE (n = 15 470).

8 CaprxayscTeHTENHOCT BXMOYRA TEPMHHHTE ,, ATICPTHA", ,, ICKAPCTBEHA ANEPrHa”, , ICKAPCTBEHA
CBPBXYYBCTBHTENHOCT, ,,CEPBXIYBCTBHTEIHOCT, ,,HEYTOUHEHA CEPBXUYBCTBHTCIHOCT, , PEAKLMA HA
CBPBXUYRCTBATENHOCT" H , HecemuhTHA anepran”,

SHa Ga3a HA aHATNAH HA ABATOCPOYHH KIMHUYRH H3MHTRAHES ¢ INAUe50 X aKTHBHA KOHTPONA,
cenekrBruTe COX-2 HEXHOMTOPH Cca CRHP3BAHH ¢ HOBHIIEH PHCK OT CEPHO3HM TPOMOOTHIHH
apTepHANHM CHOHTHA, BRIIOTHTE/IHO MUOKApieH HH(apKT ¥ HECYNT. [IoRHIIaRAHETO HA A0COMOTHASA
PHCK 32 TAKHBA CHOUTHA € MANIKO BEPOATHO Aa HaaBumH 1 % 3a roayHa Ha 623aTa Ha CHINECTBYBALH
JaHAH (He9eCTH).

CrexnuTe CepHO3HE HeXe/TaHH JIEKAPCTBEHH PEaKiiH ca GHIH HabMoapanu TipH ynorpebara Ha
HCHBC u nopaam ToBa He MOraT 1a ce H3KIIIOUaT K 33 €TOPHKOKCHO: He()pOTOKCHUHOCT
BITIOMHTETHO HHTEPCTHIIHAIEH HEDPHT H He(DPOTHUYESH CHHAPOM.

Cro6manane Ha MONO3HPAHK HEXKEIAHH PEAKITHH

CnofmasaHeTo Ha NOJO3HPAHH HEKENAHK PEaKI[HH IS paspenIaBane 3a yIoTpeDa Ha JIeKapCTBeHHA
TIPONYKT € BaxHO. Toa N03B0/ABA A8 MPOXBIDKHA HAGMONEHHETO HA CHOTHOIIEHHETO MOJ13a/PHCK 32
NEKapCTRCHUA NPOAYKT. OT MeAHIMHCKHTE CIIEHHATHCTH C¢ H3HCKBA J1a cH00111aBaT BCAKA
N003HpaHA HeXeNlaHa peakid ypes MameaHATENHA areHIHA 00 IeKapeTsara, yi. ,,Jaman [pyes”
Ne 8, 1303 Codms, Ten.: +35 928903417, yeBeaiir: www.bda.bg.

4.9 TIpegozupane

Ilo Bpeme Ha KTMHUYHH NPOYYBAHMSA eAHOKPATHOTO NPHJIATAHE Ha 1033 10 500 mg eTopHKOKCHE |
HAKOIKO 03H 10 150 mg/nen B npoasoKkeHne Ka 21 [HH He ca NPHYHHWIA TOKCHYEH edext. Hma
CBHOOINEHHA 32 OCTPO NPENO3HPaHe HA ETOPHKOKCHD, Makap ue B [OBEUETO CITyuaH He ce chobmiara 3a
Hexxenanu peakuy. Hall-uecto HabmomaBaHKTe HexcenaHy peaki#y CHOTBETCTBAT Ha npodunia Ha
BesonacHoCT Ha eTOPHKOKCHO (HAMP. CTOMALIHO-YPEBHH TIPOSBH, KapAHOPEHATHH TIPOABH).

B ciy4ait Ha npegoanpane e JIOTHYHO i ce NPAIIOKAT OOHYANHITE NOIHPKAIIE MEPKHM, HarIp.

OTCTpaHsABaHe Ha HepezopOupanaTa qacT oT CU TpakT, KIHHHYHO MPOCIEASBAHE, CHMITTOMATHYHS, - .

TepaIsA ¥ Apyra, ako ¢ HeobXouma. //// << ‘:\\ hviie .79\
N ;

Etopukokcu6 ne ce o1cTpanaBa ype3 xeMoAHATHIA, HE CE 3HAE JIATH ETOPHKOKCHE MO ’;{ :
OTCTpaHeH Ypes NepHTOHEANHa UATRA, f:
l ey

—
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5. ®APMAKOJIOIHMHH CBOMCTBA
5.1 <PapMakoIEHAMATHH CBOHCTBA

PapMakoTEpPANEBTHYHE IPYTIA: MPOTHBORBINAIHTENHH U IPOTHBOPEBMATHYEH [POAYKTH,
HECTCPOHIHHE CPeACTBa, kokcHOu, ATC xox: MO AHOS

MexanuzpM Ha JeicTBHE

Eropukokcud ¢ nepopaien, ceflekTHBeH IHKIOOKCHreHasa-2 (COX-2) MEXHOHTOp B PAMKHTE Ha
KIMHHYHO H3MOASBAHHA JO30B HHTEPBAIL.

Ho Bpeme Ha KTMHMIHITE (HaPMAKONOTHYHK NPOyYBaHHs € GHI OTYETEH A0303aBHCHM edext Ha
ApPKOKCEA IO OTHOIIEHHe HA HHXAGHpaHeTo Ha COX-2, Ges ma ce muxubupa COX-1 npu A03H 10
150 mg nuepHo. ETopuKkokcHb He e MHXHUOHpaN CHHTE3aTa Ha NPOCTArIIAHIHHH B CTOMALHHATA
NATABKLIA B HE € [OBIKAT (DYHKIMATA Ha TpoMOOLHTHTE,

IuknooKkcHreRasaTa € OTTOBOPHA 3a NPOH3BEXAAHETO Ha npoctarnanauaH. [TosHaTH ca Be
n3oeH3umMEE popma COX-1 u COX-2. COX-2 e u3odopmaTa Ha eH3MMA, KOATO ¢ MHAYLIMpA OT
NPOBL3MANMTESAHA CTHMYIIH H CE CUMT4, Y€ &€ OCHOBHO OTIOBOPHA 3a CHHTE3a Ha NPOCTAaHOKAHH
meauaTopu Ha Gonkara, BR3naseHHeTo M Temnepatypara. COX-2 ¢hINO TaKa YYaCTBA B OBY/IALMSTA,
3aKpeNsHeTO H 3aTRapAreTo Ha boranopna npoTok, perynamusra Ha Os0peunara yHKIHA H
byHKuMNTe Ha NEHTPANHATA HEPBHA CHCTEMA (1I0SBATA HA TEMIIEPATyYpa, YeemaneTo 3a 6oka 1
IpoLieca Ha pa3no3HaBane). Moske ChHIO Taka ia MTpae pojla B NPOLEca Ha 3a3/paBABaHe Ha A3Ba.
COX-2 e ycTaHOBEH B TEKAHHTE OKOJIO CTOMALIHK A3BH Y XOpa, HO BPB3KATa My ¢ H3JIEKYBAHETO Ha
A3BATA HE € YCTAHOBEHO.

KimuHyna edmkacHocT ¥ 6e300acHOCT

Eduxacuoct

Ipwu naumenrn ¢ ocreoaprpur (OA), eTopuxokcub B 1o3a 60 mg BeHbK JHEBHO 3HAUMTEITHO
obnexyasa GonKaTa 4 NOBHIIARA OLICHKATA Ha ALHEHTA 3a CHCTOAHMETO Ha 3aGonsBaneTo. Tezn
6naronpusTaM eeKTH Ce HAGFOAABAT OT BTOPHA JICH HA JIEYSHHETO M CE 3aNa3BaT 10 52 CeMHLM.
IlpoyuBanmsTa BEpXY eTopHKOKCHG 30 Mg BeAHBX AHEBHO MOKA3BAT CPHMKACHOCT NPEBBLIXOAKAAILA
wiaueto 3a 12-ceMHYeH NepHOJ Ha JiedeHue (MPU CXOHA CHCTEMA 34 OLICHKA KATO MPOYy4BaHHUATA
no-rope). IIpu npoy4sane ¢ paznu4HH 1031 eTopHKOKCHD 60 mg AaBa 3HAYMTEITHO NO-H3Pa3eHo
rofobpenue o1 30 Mg 110 OTHOIICHHE Ha BCHYKH 3 THPBHYHHM KPAiHA TOYKH 3a EPHOJ Ha JIeHeHYE OT
6 ceammmm. Jlozara or 30 mg ne e 6Hna mpoydBaHa IpH OCTEOAPTPHT Ha PHIETE.

Ilpu naumenTHTe ¢ pesMatonseH apTput (PA), etoprkokcut B 60 mg, H 90 mg BesHEXK JHEBHO
OCHTYpABAT 3HAYHTEIHO NOAOOPEHHE IO OTHOIEHME Ha GONKa, BR3MANCHUE H MOABHKHOCT. B
NpoyYBaHKA, OLICHABAIIM Ao3HTe OT 60 mg 1 90 mg, Tesd Gnaronpusaran edekTu ce 3ana3sat 3a
ueind 12-ceMHUeH NepHoJ Ha JieucHHe. B npoyusarie, OlEHsBamIo £03aTa OT 60 mg B CpaBHEHHE ¢
Ta3# ot 90 mg, 1 eToprkokcHO 60 mg Beabx AHeBHO U 90 Mg BeIHBK AHEBHO, Ca MO-SPEKTHBHH OT
mwrauebo. Mozara or 90 mg npers3xoxa ao3ara ot 60 mg cnopex o6maTa OleHKA Ha GonkaTa npH
narpentare (0-100 mm susyansa aHantorosa ckara), csc cpenHo nogobperwe ot -2,71 mm (95 % Ch:
-4,98 mm, -0,45 mm).

[Ipy nauenTHTE ¢ NPHCTHN Ha OCTHP NOJATPO3EH APTPHT, €TOPHKOKCHO 120 mg BeIHEX AHEBHO 32
HEPHOR HA JICUCHHE OT OCeM JHH, NOTHCKA YMepeHa Jo CHIHa O0/IKa ¥ BE3NAJIeHKE TaKa, KakTo
nHAOMeTaiaH 50 mg Tpu meTH AHeBHo. IToTHckake Ha Go/IKaTa HMa Ha YETBLPTHA Yac OT 3aro
HA JISYEHHETO.

lpy nanpenT! ¢ aHKHIO3HpaLUT CIIOHAWINT, ETOPHKOKCHD 90 mg elMH BT JHEBHO AABA 3
noo0pente No oTHOMICHNE Ha GONKA B rpLHAKA, Bh3NANeHk e, CKOBAHOCT H (PYHKUHMOH:
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3anoypaHe Ha ICYEHHETO M CS 3aM1a3Ba Nnpe3 LEJHA NepHoj Ha NedeHHe oT 52 ceamuiiv, Bs BTOpO
Npoy4BaHe, OLeHABAINO Ao3aTa 0T 60 mg B cpaBHEHHe ¢ Ta3# oT 90 mg, eTopukokcHb6 60 mg 1HEBHO
H 90 mg AHEBHO ca NMOKA3ANH ¢X0/eH eeKT B cpaeHeHHe ¢ HanpokceH 1 000 mg anesno. Cpen Te3n,
KOHTO HAMa 100Bp OTroROp KEM 60 mg QHERHO 34 6 ceAMMIM, YBeJIMUCHHAETO Ha 103aTa Ao 90 mg
JHEBHO NofoGpsARa cKopa Ha MHTEH3HBHOCT Ha cnMHaHaTa Gonka (0-100 mm Bu3yaiHa aHAIOTORa
CKaJla) B CPABHEHHWE C TE3H, KOHTO NpoAB/LKaBar ¢ 60 mg 1HEBHO, ChC CPeAHO NOROGperHe oT

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

Hpy xIHHHYHH MPOYYBAHHA OLIEHABAKIM [I0CTONEpATHBHA AeHTaNHA Gonka, eTopukokcHO 90 mg e
HpHAArad BeIHEXK JHEBHO 3a fiepHon A0 TpH OHH. B noarpymnara Ha naumenTH ¢ ymMepeHa 60sika B
HAa4aIoTo, eTOpHKOKCHO 90 mg nokasea cX0/eH aHAIreTH4YeH edekT ¢ TozH Ha Hbynpoder 600 mg
(16,11 cpeury 16,39; P = 0,722), u no-cuneH of To3u Ha napaneramon/kogeud 600 mg/60 mg (11,00;
P < 0,001} u mnane6o (6,84; P < 0,001), usmepeHo karo obmo obiekverne Ha Gonkara 3a IbpBUTE

6 aaca (TOPARS®). YacrTa naumenTH, coo0nyam 3a ynorpebara Ha JOMBIHHTENHO JEKAPCTBO 110
BpeMe Ha ITLPBHTE 24 yaca OT JO3HpaHeTo, ca 40,8 % 3a eropuxokcub 90 mg, 25,5 % 3a ubynpoden
600 mg Q6h u 46,7 % 3a mapaneramon/koaeun 600 mg/60 mg Q6h B cpasHenwe cre 76,2 % 3a
nnanebo. B Toa npoyusaHe MemHaHaTa Ha HA4AJ0TO Ha AeficTBHETO (Oce3aeMO 0BNEKYABAHE HA
Gonkara) Ha 90 mg eTopaKokcHO e GHna 28 MHHYTH chef| IPHACKEHHETO.

besonacnocT

[Iporpama Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL)
MHOrOHAUKHOHARHA PO 33 HO MIPHJIaraid eTOPUKOKCHO H ofeHak
IporpamMara MEDAL € npocniekTHBH2 NporpaMa 3a OpoclIefABaHE HA PE3YITATHTe, CEBP3aHH ChC
cbpaeuHo-ceaoBara (CC) GesonacHocT, or 0000IIeHH JaHHU OT TPH PaHAOMHAIHPAHY, JBOHHO-CIIENH,
Cpeilly aKTHBHA CHLCTABKA KOHTPONHpaHH H3NHTBaHAs, npoyysaneto MEDAL, EDGE II n EDGE.

ITpoyasanero MEDAL e npoyusasie ¢ kpaiiHa Touka, onpeaeniera or CC pesynraTire npu

17 804 naumenTu ¢ OA u 5 700 ¢ PA, nexypanu ¢ eropukokend 60 mg (OA) wim 90 mg (OA u PA)
HH apkinodenak 150 mg mHeBHO 32 nepuon cpeaso ot 20,3 Meceua (MakcaMyM 42,3 Mecera,
meauaHa 21,3 Mecena). B T0B2 U3MiTBAHE CE OTUHTAT CAMO CEPHOZHH HEXKENAHH PEAKIHH H
MPEYCTAHORARAHE HA YYACTHRTO NOPAAK KAKBATO 1 Ja € HEMKeIaHa Peaxiini.

I[Ipoyusanuara EDGE u EDGE II cpaBuaBaT CTOMAIIHO-4peRHATA IOHOCHMOCT Ha €TOPHKOKCHO 1
aukinodenax. [poygsanero EDGE sxmouea 7 111 naunentu ¢ OA, nekyBanm ¢ 1032 €TOPHKOKCHO 0T
90 mg axerno (1,5 meTH no3aTa NpenopryHTENHA 23a OA) win quknodeHak 150 mg AHeBHO 3a nEpHOA
cpeano 9,1 Mecena (MakcuMyM 16,6 mecenia, Mennana 11,4 meceua). [Ipoyusasero EDGE 11 siniousa
4 086 naupmenTu ¢ PA, nexyBaHu ¢ etopuxokcul 90 mg nHepHo Wi auknodenax 150 mg aneeHo 3a
MepHOA ¢pedHo 19,2 Mecena (MakcHmMym 33,1 Mecella, meauada 24 Mecena).

B o6o06menara nporpama MEDAL 34 701 nammentu ¢ QA win PA ca nexysaHH 3a [iepuoz cpeiHoO
17,9 meceua {(Makcumym 42,3 Mecenia, Memuana 16,3 Mecena) kato npubmzurenHo 12 800 naimentu
NPOBEHKIAT JICHUEHHE MO-TIPOABINHTENHO OT 24 Mecena. ITanpeHTHTe, YUACTBAEH B NpOTrpaMara HMar
KaTo M3XOHO CHCTORAHHE PasfiHYHH ChPASTHO-CBIOBH H CTOMALIHO-UPEBHH PHCKOBH (DaKTOpH.
TaiueHTHTe ¢ aHAMHE3a 33 HEOTAaBHAIEH HH$APKT Ha MHOKapAa, Gailriac Ha KOpOHapHa apTepHs ¢
[pHcaika WiH epKyTaHHA KOPOHAPHA HHTEPECHIIHA B NPEAXOAHHTE 6 Mecena MPeAH BKINOYBAHETO
HE C¢ JOMYCKAT 10 yyacTHe. B npoy4saHHATa € paspeilleHo H3NON3BAHETO Ha MaCTPONPOTEKTHEHH
MPOAYKTH H HHCKA JI034 aCTHPHH.

O61na GezonacHoOCT:

HrMa 3HAYHTETHH Pa3THKH MEXAY eTOPHKOKCHE H AHKNo(eHaK B YeCTOTaTa Ha C'Lpneqﬂo-cwomge_m

TPOMGOTHIHY NposBH. KapimopeHaHy HelkeNaHH peakiyy ce Habmonasar no-4ecTo npn =~

€TOPHKOKCHO, OTKOJIKOTO IIPH JUKIO(HEHAK M Te3H eEKTH ¢a A0303aBHCHMH (BIDKTE CTICL W - ”«; N

pesyTaTH mo-n0.y). CroMalIHO-YpeBHUTE H YePHOAPOOHH HeXKelaH! peakuuH ce Hab. N

3HAYHTEJHO MO-4ECTO MPH AHKIO(EHAK OTKOIKOTO MPH eTOpHKoKeHO. YecToTaTa Ha He

peaxup npe EDGE 1 EDGE II 1 Ha HexkenanwTe peakipiu, NpeLieHEHH KATO CEPHO3HH ! 'ga%meum R
Wa T e
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J0 NpexpaTaBaHe yqacTHe B npoyusasero MEDAL e no-BEcoka OpH €TOPEKOKCHO B CPABHEHHE C
AHKNOheHaK.

CupaeqyHo-ChAOBH Pe3yATaTH 3a 6e30MacHOCTTA:

YecroTaTa Ha MOTEBPACHATE TPOMOOTHYHN CHPAEYHO-CHAOBH CEPHO3HH HEXKEIAHH PEaKIHH
(BKMOYBAMM CHPAETHH, MO3BUHO-CHAOBH H NepH(pEPHO-CHAOBH IPOABH) € CPaBHHMA 33 ETOPHKOKCHE
4 AuKodeHak, kaTo pe3ynTaTtiTe ca obobmenH B TaGnunaTa no-gony. HaMa cTaTHeTHYeCKH 3JHAYMMH
pasiHKH B HECTOTATa Ha TPOMOOTHUHHATE CHOMTH MEXDY ETOPHKOKCHG H AMKIodEHaK IIPH BCHUKH
aHAJTH3HPaHH NOAIPYNH, BKIIOMHTEIHO PR3THIHH KATErOPHH AIMEHTH B I1aTa IaMa Ha H3XOIHHS
CHPAEIHO-CBAOB pHCK. KoraTo ce pasriexaaT nooTAeHO, OTHOCHTEHHAT PHCK 3a OTBEPIACHH
TPOMOOTHYHH CHPACTHO-CHIOBH HEXKEAHH PEaKIMH [IPH eTOPHKOkCHO 60 mg wm 90 mg B

cpaBHeHHe ¢ auiUiodenak 150 mg e OmI cxonen.

Tabnana 2: Yecrora Ha noTebpienn Tpomborasing CC npous (06obmena nporpama

MEDAL)
Etopaxoxcnb Jaxnodpenar CpaBHeHHE MEXKTY
(N=16819) (N =16 483) JIeIcHARA
25 836 nanment- 24 766 nannedT-
TOAHHH roAREY
Yecrora' (95 % CI) Yecrora' (95 % CI) | OTHOCHTeJeH pHCK

(95 % CT)

TIOTBBLpAGHN TPOMOOTHHHY CHP/EUHO-CHIOBH CSPHOIHM HEIKSNAHM PEAKIIAH -

T0,95 (0,81 1,11)

Ilo nporokosn 1,24 (1,11 1,38) 1,30 (1,17 1,45)
Hamepenue 3a 1,25 (1,14 1,36) 1,19 (1,08 1,30) 1,05 (0,93 1,19)
JICYCHHE

TToTBEpACHH CHPASUHH POSBH

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

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

Tlo mpoTokon 0,71 (0,61, 0.82)

Hameperme3a | 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84 1.17)
JeYeHHE

' TToTBBPASHH MOTEHHO-CHI0OBH FIPOSBH ; L

ITo mpoToxon 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
Hamepenue 3a 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
JIeYeHHe

Tlorebpaens NepHbEPHE CHIORH TIPOSBH. s T

o npotokon 0,20 (0,15, 0,27) 0,22 (0,17, 0.29) 0,92 (0,63, 1,35)
Hamepenue 3a 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
JIeUEHHE

tC6uTns Ha 100 nansenToromany, Cl=noBepHTeNCH MHTEPBAT
N=o0m Opoii HalMeHTH, BKIKYCHH B TIONYJIALEATA 0 OPOTOKON

ITo npoTokoN: BCHYKH IEPOABH NP NPHICKEHHETO HA HPOYIBAHOTO AeueHHe WK 10 14 mHH cren
OpeKpaTABAHSTO My {H3KMIOYEHH: IALHEHTH, IPHEIA < 75 % OT H3MKTBAHOTO ISHEHHAE FITH HPHEMATH
HeREMOYeHO B mpoydsaHero HCITBC > 10 % ot BpemMeTo).

Hamepenne 3a JicueHHE: BCHIKH NOTELPASHH NPOABH KO Kpad HA HIMHTBAHETO (BKIOIHTENHO NAUMEHTH,
TOTEHIHATIHO H3I0KEHH Ha HEBR/EOYSHH B NPOYIRAHETO HHTEPBEHIHN CNEH NPEYCTaHOBABAaHE HA
H3OMTBaHOTO nedenne). O6m Gpoif panaoMuIupany naukeHTH, n = 17 412 \a etopuxoxcnt n 17 289 na

IAKAodeHaK.

CC cMBpTHOCT, KakTO K 06IIaTa CMBEPTHOCT, C& CXOMHH NPH JIEKYBAHWTE IPYIH C eropnxoxcnﬁ H_m‘:l

Juxnodenax.

KapnuopeHanau npossu:
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XHITEPTOHHA HEKEJIAHH PEaKLHM, € CTATHCTHYECKH 3HaYHMO TO-BHCOKA 32 CTOPHKOKCHO B CpaBHEHHE
¢ auknoderak. YecToTata Ha 3aCTOHHATA CHPAEYHA HEAOCTATBYHOCT KATO HEXKEJIAHA peaKiys
(mpexpaTABaHHA M CCPHO3HH PEaKiH) ce MpoABABA €IHAKBO MpH eTopHKokcHO 60 mg B cpaBHeHHE C
nuxsiodenak 150 mg, Ho € no-BACOKa MPH eTOPHKOKCHO 90 mg B cpasxenue ¢ muKiogenax 150 mg
(cTaTHcTHYeCKH 3HAaUNMa 32 90 mg eTopukokcub cnpamo 150 mg auknodeHak MpH rpymnara B
MEDAL ¢ OA). YecToTara Ha NOTBLpPAEHHTE MPOSBH HA HEXE/IAHA PEAKIIHH, CEBP3AHK ChC 38CTOHHA
CBHpACYHA HEHOCTATEYHOCT (NIPOABH, KOHTO €4 CEPHO3HH H BOAST A0 XOCTIMTANH3AUMSA HIH NOCENICHHE
B CIICIIHO OTHAC/IEHHE) € HE3HAYHMO TTO-BHCOKA MNpPH €TOPHKOKCHO B cpapHeHne ¢ guiodenak 150 mg,
KaTO TO3H ¢EKT € R0303a8HCHM. YeCTOTaTa Ha PEKPATABAHHATA MOPaIH CELP3aHH C OTOK HesKeIaHH
PeaKilHH ¢ MO-BHCOKA MPH ETOPAKOKCHG, OTKONKOTO pH Auknoherak 150 mg, v To3u edekr e
NO303aBHCHM (CTATHCTHMECKH 3HAYHM 3a eropurokcut 90 mg, Ho He 3a eTopHKOoKcHD 60 mg).

Kapauopenannure pesynrati npu EDGE u EDGE 11 choTBeTCTBAT Ha OrMCAHHTE IIPH NPOYYBAHETO
MEDAL.

B oraennure npoyusanus or nporpamMata MEDAL Brpxy etopukokent (60 mg win 90 mg),
abcomoTHaTa YeCTOTa Ha MPEKPATABAHMATA B KOATO M Ja € OT rpynHTe e 1o 2,6 % 3a xuneproHus, Ao
1,9 % 3a ook 1 A0 1,1 % 3a 3acTo#HA CHPACYHA HEJIOCTATEIHOCT, KATO IC-BHCOKA HECTOTa Ha
NpeKpaTiABaHHA HMa NpH eTopukokcnt 90 mg, oTKoNKoTO NpH eTopHKokcHE 60 mg.

IporpamMa MEDAL — pe3ynTaTH 3a CTOMAIIHO-YPEBHA IOHOCHMOCT:

3HayMTENHO NO-HACKA YeCTOTA Ha BPEKPAaTABAHE HA JIeHEHHETO NOPaJM KaKBATO H 713 € KIHHHYHA
(nanp. oHcrniencH, kopemHa 6omKa, a38a) CU HexkenaHa peakumA ¢¢ HADMIOAABA IPH ETOPHKOKCHO B
CpaBHEHKE C AMKROpEHAK PLB BCAKO OT TPHTE NPOY4BaHHSA ChCTaBIABamu nporpamata MEDAL.
YecroTara Ha npekparaBaHe nopagu Hexenana CU peakuns Ha ¢TO NALHEHTOTOAMHH 32 (1ETTHA
TIEPHOJ Ha AIPOYYBAHE ¢ KaKTo cneapa: 3,23 za eTopHKokcHO U 4,96 3a mHKNO(EHAK B TPOYUBAHETO
MEDAL; 9,12 3a eropukokeut u 12,28 3a guxnodenak B npoyqsanero EDGE; 1 3,71 3a eTopHKokcHO
1 4,81 3a nuknodenak B npoyusanero EDGE I1.

Iporpama MEDAL — pezynaTy 3a cTOManIHO-upeBHa G€30NacHOCT:

O6mute ropun CU npossH ce onpeaenst karo nepdopauun, 1384 H kKbpere. [loarpynara o6mu
ropad CY nposBH, onpeseneHd KATO YCAOKHEHH, BKIIOYBA IepdopaLmn, 0OCTPYKIHMH M YCIIOKHEHO
KbpBeHe; noarpynara ocomm ropan CH rposs, ocnpeniefieHd KaTo HEYCAOKHEHH, BKJII0YBA
HEYCTIOKHEHO KBPBEHE M HEYCIIOKHEHH A3BH. JHAYHTEIHO MO-HICKA 9ecTOoTa Ha obmu ropun CY
TIpOSBE Ce Ha0MmO1aRa TIPH STOPHKOKCHO B cpaBHEHHe ¢ AHKTodeHak. HaMa 3HaYMMa paznuka MeKIy
€TOPHKOKCHO K IHIIO(EHAK B 4ECTOTATA Ha YCIOKHOHHTE NPOABH. 33 HOATPYNATA HA KPHBOHAIHEH
ot ropuua CU TpaxT (YCNOXKHEHH M HEYCIOKHEHH KOMOMHUpPAHM), HAMA JHAYHMA PA3/HKa MEXIY
€TOpHKOKCHO ¥ Auutodenak. [Tomsara oT NpUIokeHHETO MO OTHOMIEHHE HA ropHuA CY TpakT Ha
CTOPHKOKCHO B CpaBHeHHe ¢ AUKNOPEHAK HE € CTATHCTHYSCKH 3HATHMA 38 MIAIHEHTH IPHEMAIH
©HOBPEMEHHO HECKa 1032 acTpiH (nmpubmmsurenHo 33 % or manueHTHTE).

YecTorara 3a CTO NALMEHTOrOHHM HA TIOTBLPACHH YC/IOKHEHH H HEYCIIOXKHEHH KIHHUYHH NPOSBH OT
ropuis CH tpakt (nepdopairin, s3sH H xspeere (PUB)) € 0,67 (95 % C1 0,57, 0,77) 3a eropuxoxcb
1 0,97 (95 % CI 0,85, 1,10) 3a guxnodenak, aasamo ortHocureaeH puck ot 0,69 (95 % CI 0,57, 0,83).

Onpenenera e gectorara Ha NOTBBpAcHKTE ropEd CU NpOSRH MPH NALMEHTH B HAPEIHATA BB3pacT
KaTo Hal-rofIiMO HaManeHHe ce Ha0moAaBa MpH NAIMEHTH Ha BB3pacT > 75 roguan (1,35 [95 % CI
0,94, 1,87] cpemy 2,78 [95 % CI 2,14, 3,56] nposBH 3a CTO NALMEHTOTOJMHH CHOTSETHO 3a
eTOpHKOKCHO H Muriodenax).

Yecrorara Ha noTeepaenute nposes ot Aonaus CY tpakr (mepdopaliud Ha THHKH 1 gebeno HepBy
ofcTpyxigs M kpeeoramMe (POB)) He MoKa3sBa 3HAYMTETHA PAXIHKA MEKIY €TOPHKOKCHG
Auxnodenak.

ITporpama MEDAL — peaynrats 3a ueproapoGHa 6e30nacHOCT:
ETopHKoKcHO ce CREp3Ba ChC CTATHCTHYECKH 3HAUMMO MO-HHCKA YECTOTA Ha MIPEKPATAR
uepHOAPOOHO CBBP3aHA HEXEAHK PeaKIHH B CpapHeHre ¢ quknoderak. B o6obinenara
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MEDAL, 0,3 % oT naupeHTHTe Ha €TOPHKOKCHS H 2,7 % OT Te3H Ha AHKIO(EeHaK NPEKPATABAT Mopaju
CBE5P3aHA C YepHHA Apod HeskelaHa peakums. YectotaTa 3a ¢To Nauuentoroawny ¢ 0,22 3a
eTopuKokcHO u 1,84 3a nuknodenak (p-croitnoct < 0,001 32 eToprxokcHG cnpaMo auknodeHax). B
CBHIOTO BPEME NIOBEYETO OT HexkeSIAHHTE HePHOAPOOHO MposBeH: peakuuy B nporpamata MEDAL ne
€a CEpHO3HH.

HOI!BJ'I.I{HTGJIHH JaHHH 38 [p_O_MﬁOTH‘!H& CEPACIHO-CBACEA Oesomachoct

B x/MHHYHH fipoy4BaHud H3BBH Te3K oT nporpamata MEDAL, npuGamsurento 3 100 naumenTs ca
JeKyBaHH ¢ €TOPHKOKCHO > 60 mg nHerHO 3a 12 wim nosede ceqmuum. He ce Habmoxasa BHauMa
pasiiMKa B 4€CTOTaTa Ha IOTRBPACHATE CEpHO3HH TPOMOOTHYHH CHPACTHO-CHAOBH MPOSBH MEKLY
DalMeHTHTe Ha eTopHKOKCHD > 60 mg, nnaue6o wiu HeHanpokcenosu HCTIBC. B cpmoro epeme
YeCTOTaTa Ha Te3H MPOABH € NO-BHCOKA NPH NALMEHTHTE, NOIYYaBAIH ETOPHKOKCHO B CPaBHEHHE ©
Te3H, MoAydYapamH HanpokceH 500 mg npa meTv JHeBHO. Pasnukara B aHTHTPOMOOLIMTHATE AKTHBHOCT
mexay Hakod COX-1 notuckamy HCIIBC i cenextisHA COX-2 HHXUOWTOPH MOXE Ja € OT
KJIHHMMHO 3HadeHHE IIPH NAHEHTH, PUCKOBH 3a TpoMboemGonmunn nposex. Cenektasaute COX-2
HHXHMOHTOPH BaManABaT GOPMUPAHETO HA CHCTEMEH (M [I0paJH TORA BB3MOMKHO SHIAOTEIeH)
TPOCTAUHKIINH, Ge3 na 3acarat TpoMOokcaHa Ha TpoMGoLmHTHTe. KIIMHHYHOTO 3HAYCHME HA TE3H
Hab/IONCHHS HE € YCTAHOBCHO.

JOrpiHMTeJHH JAHHH 33 CTOMAIHO-YpeBRHa He30nacHocT

B gBe 12-cenmudsn, QBOMHOCTENH eHACCKONCKH NPOYIBAHKA KyMyNaTHBHATA YeCTOTA HA CTOMAIIHO-
YpEBHHTE YNIEPALMH € 3HAYUTEITHO NO-HUCKA NPH MAIMEHTHTE, JIEKYBaHH C €TOPHKOKCHO 120 mg
BEAHEX JHEBHO, OTKOJIKOTO IPH NAMEHTHTE, TEKyBaHH ¢ Hanpokced 500 mg ABa ITHTH IHEBHO KITH
ubynpoden 800 mg Tpn mHTH HHeBHO. ETOpHKOKCHG € B1l ¢ TI0-BHCOKA YECTOTa Ha Y/LEDAUMATE B
cpasHeHHE ¢ mianebo.

[ipoyuBare Ha 650peyunara GyHKUMS NPH TAUMEHTY B CTAPYECKA BE3PACT:

PanpoMusHpano, NBOHHOCATIO, TEAPATETHONPYIORO, IU1aleG0-KORTPOIHPaHO TIPOYIBaHE OLICHABA eeKTa
oT 15 mHeBHO NeueHne ¢ eTopuxokcut (90 mg), menexokent (200 mg aBa IMETH AHEBHO), HAIPOKCEH

(500 mg apa rETH THEBRO) H [U111¢60, BEPXY €KCKPELMATA HA HATPHI B YPHHATA, KPBBHOTO HALATAHE H
ApYTH rapameTpy Ha 6u0peunara GyHKIMA, NPH NAUHEHTH Ha BB3pacT 60 v 85 romuuK Ha JHeTa oT

200 mEq/nen Hatpuii. ETopuKOKCcHG, lenekoKcHO H HANPOKCEeH UMaT Gisbx eeKT BBPXY YPHHApHATA
€XCKPEL{HA Ha HATPHH 34 ABYCEAMHYHEA TIEPHO Ha JICYCHHAES, BCHUKH NPOAYKTH 38 aKTHBHO CPaBHEHHE
NIOKA3BAT MOBHINICHAE B CPaBHEHHE ¢ TUaneb0 Ha CUCTONHYHOTO KPBBHO HAJIraHe, ETOPHKOKCHE obate ce
CBBP3BA ChC CTATHCTHYECKH 3HAMHMO NOBHIICHAE Ha JIeH 14 B CpaBHEHHE ¢ HEMEKOKCHO M HAITPOKCEH
(cpenmara npoMaHa COPAMO H3XONHOTO HHBO 33 CHCTONMYHOTO APTEPHANHO HATIMTAHE: ETOPHKOKCHD

7,7 mmHg, uenexoxent 2,4 mmHg, nanpokcen 3,6 mmHg).

5.2 ®apmMakoKHEHETHIHH CBOHCTBA

AGcopbuus

[lepopanso npunoxkes eTopukoxcut ce abecopbupa fobpe. AGcomorHaTa GHOHAIHYHOCT €
npubnusurenso 100 %. Cnex 120 mg penunxk Ha AeH A0 NOCTHraHE HA YCTOHYHBO PaBHOBECHE
(steady state), mikoBa ma3MeHa KOHNeHTpars (cpeHa Cumax = 3,6 pg/ml) e Habmozasana
ApuOmsETenHo 1 yac (Tnax) cHex OPUNOKEHHETO IIPH BE3PACTHY MALMEHTH Ha [IAJHO.
Cpennoreomerprarata AUCo.za € 37,8 pgehr/ml. ®apmakokimernkaTa Ha eTOPHKOKCHO e JiMHElHHa B
PaMKHTE Ha KNHHHYMHHA N030B HHTCPBAJL.

IipueMbT ¢ xpana, GoraTa Ha Ma3HAHKM HAMa edeKT BEPXY cTemenTa Ka abcopOuMa HA ETOPHKOKCHO
crieq npuioxeHne Ha no3a ot 120 mg. Cropoctra Ha aGcopOimara e Oniia NOBIHARA B CICHHUTE
rpaHuuy: 36 % HamaneHHe Ha Cuax H yBeHYEHHE HA Tua © 2 Yaca. Tesu JaHHM He ca OHIIH cUETeHH

32 KIMHHYHO 3HATHMH. B KIHHHYHATE u3cne(BaHusa eTOPHKOKCHG € 61T B3MMaH HE3ABHCHMO ’:?ffﬁf:;\
TpHeMa Ha Xpasa. A B
Q;" /_.— =
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Paznpepenenue
Etopukokcu ce cBBp3Ba ¢ IazMeHKTe NpoTenHH B Npubamsutento 92 % npu KoHUEHTpau|y OT

0,05 no 5 pg/ml. OGeMbT Ha pasnipeseneHHe B PABHOBECHO CheTOSHHE (Vags) € 61T mpHOTUIHTENHO
120 I npu xopara.

Etopsxokcu§ npeMuHaBa niaueHTapHara Gaprepa NpH IWTLXOBE H 3aiilIH M XeMaToeHedaHara
fapHepa IPH [TBXOBE.

Buotpat M:

Eroprkokcst ce MeTaGommsnpa HamrsaHo Kato < 1 % ot 103aTa ce YCTAHOBSBA B YPHHATA 1O/
¢opmara Ha H3XOTHOTO NekapeTeO. OCHOBHMAT [THT Ha MeTaGonusupane ¢ GopMupaHe Ha 6
XHMAPOKCHMETHN ACPHBAT c¢ Katamusupa oT CYP emsumure. CYP3A4 BepoATHO ZOTIPHHACS 32
MeTalOo/IM3HpaHeTo Ha ETOPHKOKCHG in vivo. In vitro npoyusasnsTa yctaHosssar, ue CYP2D6,
CYP2C9, CYP1AZ u CYP2C19 chino MoXe Na KATaIM3HPaT OCHOBHATA MeTaGOIMTHA BEPUTa, HO
TEXHHTE KOJIMMECTBSHH OTHOHICHHA i71 Vivo He ca MPOYYBaHH.

Hpenruduumparn ca ner MetaGonura npu gosexa. OCHOBHHST MeTabOIHTEH NPOAYKT € 6’ -kapGokcu
KHCETMHHO NPOH3BOAHO HA ETOPHKOKCHO, 00pasyBaHO dped MO-HATATHIIHO OKHCICHHE Ha

6’ -XHAPOXCHMETHII IPOU3BOAHOTO. T€3H OCHOBHM METAGONMTHH MPOLYKTH MM HAMAT H3MEPHMA
8KTHBHOCT, WK ¢a c1abo akruBau kare COX-2 uuxuGuropu. Huro eMH o1 Te3H MeTabOnNTH He
HHxHOHpa COX-1.

Enumusupane

Cnen npunaraneTo Ha eHOKpaTHa, MAPKHPAHA C PAJMOM30TON 032 OT 25 mg eTOPHKOKCHE
HHTPaBEHO3HO Ha 3/IpaBH nHa, 70 % 0T panuoakTHBHOCTTa € OMna ycTaHoBeHa B ypHHata 4 20 %
BBB (exanuure, r1asHo nog dopmara Ha Metabomuri. [o-Manko ot 2 % e yeranoBeHa nog gopmara
Ha HETPOMEHEHO JIEKAPCTRO.

EnuMHHHpaHeTO Ha €TOPHKOKCHO CTaBa MPEHMHO 9pe3 MeTaboNM3HpaHe H NOCIeABAIA PEHATHA
SKCKpeLtHs. YCTOHYHBH paBHOBECHH KOHLEHTPALY HA €TOPHKOKCHO Ce YCTAHOBABAT B PAMKHTE HA
ceneM NHH MMpH eZHOKPATHO mpKnaraHe Ha ao3a ot [20 mg, npH oTHOMEeHHe Ha KyMYJIHpaHe
NpUGIH3KNTENHO 2, OTTOBAPAINO HA BpEME Ha NOMYXHBOT OT NpHbH3nTeNHo 22 gaca. [Inasmennsr
KIHPBHC CJleJ] HHTPaBeHO3Ha 1033 OT 25 mg e npubamsutento 50 mi/munyTa.

Creyuannu 2pynu nayuenmu

Hayuenmu 6 cmapuyecxa svspacm: GapMakoKHHETHKATA TPk MALMEHTH B CTAPUECKA BB3PacT (BE3PacT
2 65 ropgunm) e 6/H3Ka IO Ta3H IIPH MNaHTe.

Ilon: He ce ycranoBaBa padinka BbB (apMakOKMHETHKATA [IPH MEXE H KEHH.

Yeproopobro yepexcoane: TIpH naumHeHTH ¢ JieKa CTENEH Ha 4epHoApobHO yspexaane (Child-Pugh
HHJCKC 5-6), pHIArasHeTo Ha eTopHkokcnb B 1032 60 mg BeAHBK Ha JIEH € JOBEJO A0
nipHbnusHTENHO 16 % no-ronaMa cpeana AUC B cpaBHeHHe CHC 3APABH JTMIIA Ha CHLIMA A030B
pexuM. [ipi manpenTHTe ¢ YMepeHa creneH na yepHoapobuo yspexnane (Child-Pugh urpexc 7-9),
TIPHJIATAHETO HA ETOPHKOKCHG B noza 60 mg npe3 den ¢ goseno no cpeana AUC, 61H3Ka 10 Ta3H Ha
3[paBHTE JIMLA [IPH JO30B PeXUM OT 60 mg NHeBHO; eTOopHKOKCHG 30 mg BeIHEXK JHEBHO HE €
Npoy4BaH B Ta3d MOMytais. Hama knuHHYHA H GapMAKOKHEETHYHH JAHHH 32 NALHEHTH ¢ TeXKa
CTeneH Ha JepHoapobHo yBpesxaane (Child-Pugh unnekc > 10) (Bk. Touku 4.2 u 4.3).

T

P,

buvbpeuno yepexcoane: GapmakoknHeTHKATA IPH €THOKPATHA 1034 OT 120 mg eTOPHKOKCHE, - TR
NPHIOKCHA Ha NALMEHTH C YMEPEHa 10 Texkka OB0peuna HeoCTATSYHOCT H TAXHBA ¢ KD, %’_W%‘]’ai)r.ﬁ?\

Tt e
6u6peuno sabonssane Ha XeMOIMANK3A, HE CE € PATTMYABANIA HAYMMO CIIPAMO TA3H i S To,
nuua. XeMOAHaH3aTa € MMala MK MPHHOC 110 OTHOLICHHE Ha EJIMMHHMPEHETO (. H KIHDB: \ A

npubmuzETeNHo 50 ml/MunyTa) (BXK. TOUKE 4.3 M 4.4).
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lleduampuuna nonyaayus: DapMaKOKHHETHKATA HA €TOPHKOKCHUO TIPH TeHATPHYHH NALHEHTH
{BL3pacT < 12 roJHHKM) He & HICICABAHA.

[Ipn dapmakoxHHEeTHYHO Npoyusane (n = 16) nposexeHo cpej 1oHOWH (Bb3pact ot 12 no 17 roguHyu)
dapMakokHHETHKATa NpH IoHOWHTE ¢ Terio oT 40 to 60 kg npu 103a Ha eTOPHKOKCHG OT 60 mg
BEJIHEX Ha JEH M FIPH IoHoLIKTE ¢ Tero > 60 kg (103a Ha eTopukokcHb 90 mg BeAHLX Ha JieH) e Owia
GH3Kka 10 Ta3M Ha BE3PACTHH, MOJAYYHIH ETOPHKOKCHO B No3a 90 mg Beansx Ha JeH. BesomacRoctTa
H e)eKTHBHOCTTA Ha €TOPHKOKCHS NPH NEAMATPUYHHN MALMEHTH He Ca 3CICABaHH (BX. Touka 4.2).

5.3 [IIpeaxanuBTHH JaNHY 33 Ge30nacHoCT

B npeaxiMHEIYHETE NMPOYYBaHKS ¢ €TOPHKOKCHO He € Hjla YCTAHOBEHA NeHHA TOKCHYHOCT.
Etopukokcub ne e 6un karneporener npu Muxu. IDTsxoBere ca passuns xenarolenyiapeH i
THPEOHACH QONMKYIONENYAapEH aAEHOM NIPH A0O3HPOBKA > 2 ITHTH JHEBHATA /1034 1py xopa [90 mg] u
CHCTEMHE €KEeIHEBHA CKCTIO3HIHA B MPOIB/DKEHHe Ha NPHOTH3HTENHO 2 NOMEH.
XenaToueryIapHUAT H THPEOMIHHUAT PONMMKYIOLE Y FapeH aAcHOM, HaOMIONABAHH [IPH ILTEXOBETE, Ca
G1H CUETCHH 3a pe3yNITaT HA CrelM(pHYECH 3d TUTFXOBETE MEXAHHTEM, CBEP3aH ¢ HHAYKIMS Ha
gepHoApodHuTe CYP erzumvu. He e yecraHOBEHO €TOPHKOKCHO [a TIpeIM3BUKBA MHIYKIHA HA
gepHonpobHUA CYP3A enzum npu xopara.

FacTpoHHTeCTHHANHATA TOKCHYHOCT Ha €TOPHKOKCHG NPH IUTEXOBETE CE YBENHYARa € JO3aTa H
BPEMETO Ha eKCIIO3HIMA. B npoyyuBane 3a TOKCHYHOCTTA Ha eTOPHKOXCHO MpombmkHno 14 ceaMHIM,
ynuepauus Ha CY TpakT ca 6uin HaGmoaaBaHH NPH EKCNOIHIMA, HAXXBHPIALLNA TA3H PH YOBEK C
ApHIIAraHeTO HAa TePANEBTHYHATA No3a. [IpH npoyvsaHHATA 38 TOKCHYHOCT B MPOJBJLKCHHE HA 53 H
106 cemvmmu, a381 B CU TpakT ca Guan Habmogasaku cCHUIO TaKa MPH eKCIO3HLIMH, CPABHHMH C TE3H
NpH XOpa C MpHIaraHe Ha TepaneBTHMHaTa 103a. [Ipu Kydera 050pedHy U raCTpOHHTECTHHAIHH
AHOMAJTHH & OMNIH HaGmoAaBaHH TMIPH BHCOKA J030BA €KCHO3MIIM,

Eroprkoxch6 He e moxa3an TepaToreHHOCT NPH HPOYYBAHMA 34 PENPOAYKTHBHA TOKCHYHOCT,
TIpOBEJICHH BHPXY MIbX0Be ¢ J03a 15 mg/kg/nHesHo (ToBa € MpHONM3HTENHO 1,5 TFTH HaX AHCBHATA
Ao3a 3a xopa [90 mg] mpH crcremua excriosuus). [pu 3aiiim e HAGMOJABAHO CBEP3aHO ¢ IEYEHHETO
TIOBHIIIEHHE HA CHPACYHO-CHAOBHTE Man(opMalliy IPH HHBA HA €KCTIO3HIHA IO KIIMHHYHATA
eKCIO3NIIMA IPH JHEBHATA 1034 3a XopaTa (90 mg). BrnpekH ToBa, He ¢a HaOMOAABAHH CBBP3aHH €
NI€YEHHETO BRHLIHH Ma(popMalHK HIH IPOMeHH BB deranuus ckener. [Ipd msxoBete u 3aiiunTe €
HabI0aBaHO JO303aBHCHMO YBeJIMYEHHEe Ha IOCTHMIUIAHTALHOHNA 3ary6a NP eKCIIO3HLWA,
¢KBHBANICHTHA Ha HITH 1,5 ThTH N0-rojisiMa OT Ta3H NMpH XopaTa (BX. Touky 4.3 1 4.6).

ETopHKoKCcH ce eKcKpeTHpa B MJIAKOTO HA IUTEXOBETE MPH JIAKTALMA, KATO KOHLCHTPALMATE ca
NpuGTM3HTETHO /1B ITLTH Haj Te3M B riasmMaTa. Ternoro Ha MANKHTe € HAMAIO TPH 3aXPaHBaHETO
¢ MJIIKO OT JKEHCKH IUTBXOBE, KOHTO ¢a NOTy44Bal eTOPUKOKCHO N0 BpeMe Ha NaKTauus.

6. PAPMAIEBTHYHH JAHHH

6.1 CoEcbk 52 NOMOIMHATE BEemIeCTBA

Crpuesina Ha Tabnerxara;

Kamues xupporengocdar, Ge3posen
KpockapMenosa Hatpuit

MarHeaues cTeapat

OKPHCTAIHA I

Muxpoxp LTy no3a Sy
/’?%\"‘\UMFI o
-\:}}‘?,_/'rh"" =

e

O6Buska na TabneTkara:

Kapray6cku Bockk JlakTo3a MOHOXHADAT
Xunpomenosa

Turanoe muokenn (E171)

TpnaueTn
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Hupuroxapmun (E132) u kbt skeneszen oxeng (E172)

6.2 HecbeMecramocTH

HenpHinomxuEMo.

6.3 Cpox sa ropmoct

3 roapHn

6.4 CoensajaHH YCIOBHS HA CHXPAHEHHE

Coxpanspaiite 1ekapcTBOTO B OPHTHHANHATA ONAKOBKA, 34 Ja Ce MPEANasy OT Blara.

6.5 Bua b coappXKaHse Ha ONSKOBKATA

AsymHHHMeBO donHo (aBoFHO), GITHCTEPH B OTIAKOBKA ¢b¢ 7 B 14 tabneTku.

He BCcH4KH BHOBE ONAKOBKH MOTaT 1a GbIaT MyCHATH Ha nasapa.

6.6 CoennanHA NpeANa3HH MepKH NPH HIXBELP/IZHE B paboTa

HsiMa crielMaey A3HCKBars.

Hensnon3paHuAT MPOAYKT MM OTIATBYHHTE MATEPHATH OT Hero TpsA0Ba 1a ce H3XBBPIIAT B

CHOTBETCTBHE ¢ MCCTHHMTE H3HCKBAHHA.

7. TIPHATEXATEJ HA PASPEIEHHETO 3A YIIOTPEBA

N.V. Organon

Kloosterstraat 6

5349 AB Oss

Hupepnannus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEEBA

20030176

9. JIATA HA IIbPBO PA3ZPEINABAHE/MIOTHOBABAHE HA PASPENIEHETO 3A
YIIOTPEBA

Hara Ha mepBo paspemasane: 10 mapt 2003 1.

Jlata Ha nocnenno noaHoeaBane: 09 oxromepu 2008 1.

10. JAATA HA AKTYAJIM3HPAHE HA TEKCTA
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