KPATKA XAPAKTEPHCTHKA HA MPOAYKTA

' U3NLAHUTENRHA AFEHLAS NO NEKAPCTBATA
l. m HA JIEKAPCTBEHHH l]POI[yKT Kpﬂml'fa X8paKMEDLUCIAUKE Ha npagyxma - npwlo)KGHUE 1
Apxokcrs 60 mg ¢priMupans TabneTku Kbs Pea. Ne "\0050“:("{ ................... verere
Arcoxia 60 mg film-coated tablets - {
Paspewerue Ne 2% (HAD ™, JS7700 .
L1301 1
2. KAYECTBEH 4 KOJHYECTBEH CBCTAB | Ogotpemuis fe ....... o

Besaxa ¢rimepana Tabetka crappaa 60 mg eToprkokeH® (etoricoxib).

HDMOmgﬂ H) BemecTBO(a} ¢ M3IBECTHO ACHCTBHE

2,7 mg nakTo3a (kaTto MOHOXHAPAT)

3a ITB/IHKA CITHCHK Ha TOMOIIHHTE BEIleCTBAa BHKTE TouKa 6.1,

3. JEKAPCTBEHA ®0OPMA

OuMupana Tabnerka (Tabnetka)

TeMHO3e€HH, ABOHHO M3NBbKHAIM (HIMHpany TabneTkH ¢ rpasupad Haamue “200” o1 ennara cTpana
# ¢ Hammc “ARCOXIA 60” or npyrara.

4. KIHHHYHH JAHHH

4.1 TepaneRTHUHR NOKAZANEA

APKOKCHS € DOKA3aHA IIPH BB3PACTHH H IOHOINHA HA 16 rOHHH H MoBeYe 3a CHMIITOMATHYHO
obnekyeHne Ha ocreoaprput (QA), peemaronaeH aprpuT (PA), aHKWwiosHpai CIIOHIMIHT H Ha

Gonkara H BE3NATATETHATA CHMITTOMATHKA TP OCTHP NOAAIPO3EH aPTPHT.

ApKOKCHA € TIOKa3aHAa MIPH BL3pacTHA M FOHOUIN Ha 16 roJlMHH H IOBeYe 3a KpaTKOCPOYHO JICUCHHE Ha
yMepena 00JIKa, CBBp3aHa ¢ JSHTAIHA OTepaiHa.

Pemennero na ce npeamune cenekrneed COX-2 vHXHO6KTOp, TpAOBA N2 ce 6asypa Ha UANOCTHR
TIpelcHKa 32 FHIHBHAYAJTHUATE PHCKOBE 34 TalueHTa (B, Touk 4.3 u 4.4).

42 [03HPOBKA M HATHE HA NPAIOKERHE

0 BK&

TBi KaTO CHPAEIHO-CHIOBHTE PUCKOBE IIPH €TOPHKOKCHE MOTAT JIa € YBEITHYAT ¢ 103374 H
MPOTBDKHTENHOCTTA Ha TIPHIIOKECHHE, CASNBA Ja CE H3MOJI3BA MAKCHMAIHO HHCKS 033 M MAKCHMAIHO
KPaTBK NepHOJ Ha npHnoxenye. [lepuoaudso ciaeaea Aa ce MpaBH NPEOLECHKA HA HYKIHTE Ha
NaHHEATa OT CHMITTOMATHYHO O0/ICKIeHHe M OTFOBOP HA JICHEHHETO, 0COOSHO IPH NALHMEHTH ¢
ocTeoapTpHT (BXK. ToukH 4.3, 4.4, 4.8 u 5.1)

Ocmeocapmpum
IpenoprunTenHata n03a ¢ 30 mg BeaubxK AHeBHO. [IpH HAKOH NALMEHTH ¢ HEN
00JIcKIeHHe Ha CHMITOMATHKATA, NOBHINABAHE Ha J03aTa Ha 60 mg BeAHBX AH
eduxacHocTTa. [1px nurica Ha NoBHINABAHE HA TEpANeETHYHNA epekT TpabBa I
H3MO/I3BAHETO Ha JpYrH TEPANeBTHYHH BE3MOXHOCTH.




Peemamouden apmpum

HIpenopwrawrensara nosa e 60 mg seausk gHeBHO. [TpH HAKOH NALMEHTH, C HEZOCTATHYHO
obJieKYeHHe Ha CHMIITOMMHTE, IOBHINABAHE HA 03aTa Ha 90 mg Moxe Ja OBEAE JO MOBHINABAHE HA
e¢pHracrocTTa. CACH KATO NAIMEHTET € KTHHHYHO CTalHIH3HPaH, MOXKE /1A € NOAXOASIIO THTPHpaHe
Ha J1o3ata Ao 60 mg peHbX AHEBHO. [Tpu JIMIICa Ha NOBKINIABAHE Ha TePATICBTHUHHA edekT TpabGBa Ia
ce MPEICHH H3N0/I3BAHETO Ha APYTH TepaneBTHIHH Bb3MOKHOCTH.

Anxunozupawy cnonounum

IpenoprumTennara fo3a e 60 mg Beanbk JReBHO. [TpH HAKOM NalMeHTH, ¢ HeJOCTATHYHO
obseKdeHHe Ha CHMITTOMHITE, IOBHIIABaHe HA fio3aTa Ha 90 mg Moxke Aa IOBEAe O NOBHINABAHE HA
edHracHOCTTa. Cle/] KATO NALHEHTHT € KIIMHAYHO CTalHNM3MpaH, MOKE Ja € NOAXOHAALIO THTPHpaHe
Ha A03aTa Ao 60 mg BeaHbkK aHeBHO. [Tpu TMTIca Ha NoBMUIABAHE Ha TepanesTHIHHA edekT Tpabea Aa
ce NPELCHH H3N0I3BAHETO HA APYTH TCPANeBTHYHH RE3MOMKHOCTH.,

Cremoanus na ocmpa boaxa
Eroprkoxcut TpaORa a ce M3moONzpa CaMo MO BPeMe Ha OCTPHA CHMITTOMATHESH NEPHOA TIpK

CBCTOAHHA Ha CHIHA 00JIKa.

Ocnrep nooazposen apmpum
TpenoprunTenara go3a e 120 mg pennsx aHerHo. [lo Bpeme Ha KIMHWYHH H3IHTRAHHKS 34
TIeHEHHME Ha OCTHP TIO/IATPO3EH apTPHT ETOPHKOKCHO € NaBaH B IPOXRDKEHAE Ha 8 nHu.

Hocmonepamuena Gonxa cned OeHmaing onepayus

TlpenoprumTentara qosa ¢ 90 mg BeaHbXK JHEBHO, OTPAHHYEHO MaKcHMyM 10 3 JHE. Hakou
MALHEHTH MOKE A ¢& HYAIART OT APYTa NOCTONepaTHBHA AHANTC3HY B JOMEIHCHHUE KbM
ApKOKCHS TI0 BpeMe HA TPUIHEBHUSA NEPHOA Ha JICUESHHE,

J03H, HANXBRIIAIIH PENOPBHHTEIHATE 3a OTACTHHTE MHIAHKAIIMH HIH HE ¢a NMOKA3aJIH No-To1AMa
e(pHKACHOCT, HIH HE ¢a OHJIK rpoy4BaHy. 3aToBa:

Josara 3a OA He Tpa6pa ga HaapHIasa 60 mg AHEBHO.

Jozara 3a PA B aHKiiosnpaly CIIOHIWIHT He Tpa0Ba 23 HaABHIIaBa 90 mg QHEBHO.

Ho3ara 3a ocTp NOAArpo3eH apTPHT He TpaOBa fja Happmmara 120 mg AHEBHO, KATO JIEHCHHETO Ce
OrpaH:{4aBa MaKCHMYM X0 8 JHH.

Ho3aTa 3a nocroneparusaa cuHa 6omka ciiell ASRTATHA oTlepatHA He TPOBa na HaaskmIaea 90 mg
JHEBHO, OrpaHHYEHO MAKCHMYM JI0 3 J(HH.

Crenpanyy nonyJaaus

Hayuenmu ¢ cmapuecka ev3pacm

He ce Hanara kopHrupase Ha 403aTa IIpH IALMEHTH B cTapuecka BbapacT. Kakro npu Apyra
JICKapCTRa NPHIIOKESHHETO MPH NAIHEHTH B CTAPYECKa BBE3PACT CIIE/BA J1a CTaBa BHHMATENHO (BX.
Touka 4.4).

Hayuenmu c uepnodpotino yepesicoane

HezaBHCHMO oT MBAMKaUMATA NPH DAUKMEHTHTE C KA CTENEH Ha YepHOAPoOHO yepexaane (Child-
Pugh snnekc 5-6) He TpsGea na ce HagpHiuaBa 103a ot 60 mg Benmrx Ha AcH. [Ipy naumeHTHTE ©
yMepeHa cTeneH Ha 9epHoapobHo yepexaane (Child-Pugh uxnekc 7-9), HesaBucHMO OT
HHIAHKAUMATA, £03aTa oT 30 mg 6ednbvaic Oneeno He Tpabea 1a ce HAAXEBPIA.

KnviHHYHHAT ONAT € orpaHHueH, 0COOSHO MpY NALMEHTH ¢ YMEPEHA CTEMNEH HA HEPHOJ
VBpeXIaHe H 3aTOBA € Heo0xonuMo BHumanHe. Hama KiIHHIYEH oMt NpH nanme
uepHoapobra HepocTaThunocT (Child-Pugh nrnexc > 10), 3aToBa npUIaraHeTo Ha
TaKHBa CJTy4YaH € OPOTHBOMOKA3aHO (K. ToukH 4.3, 4.4 u 5.2).



TTayuenmu c 6s6peuno yepexcoane

He ce Hanara xopaTrpaHe Ha no3aTa IPH NAUHEHTH ¢ KPEaTHHHHOB KAMpBHC > 30 ml/MEHyTa (33X
T01Ka 3.2). H3anomssaHeTo HA eTOPHKOKCHG MPH IALMEHTH ¢ KPEATHHHHOB KIMPBHC < 30 mi/MuHyTa €
NIPOTHBOIIOKA3aHO (BK. ToukH 4.3 u 4.4).

Heouampuuna nonynayun

EropukokcH € npoTHBONOKazaH 3a ynorpeda npH feua ¥ IOHOIIH Ha Bb3pacT nox 16 romuny {Bxk.
Touka 4.3).

Ha=m 5a QIKCHHE

ApKOKCH3I ¢e IIpHEMa IIEPOPANHO H Moxe A3 Oblie iipreMaH Ha CRANHC HH MO BpEME Ha XpaHeHe.
EdexTsT Ha JIlekapcTBEHHA IPOAYKT MOXE A4 HACTHIHM N0-0BpP30, KOTaTo APKOKCHA ce MpHeMa Ha
rnagHo. Tora TpaGBa Aa ce HMa NpeABH, KOTATO € HeOGXOHUMO Ja ¢¢ NOCTHTHE OBP30 NORIHABAHE
Ha CHMIOTOMATHKATA.

43 Hpoeraronoxazanan

®  CBpBXYYBCTBHTEIHOCT KBM AKTHBHOTO BEIECTBO HJIH KBM HAKOE OT NIOMOIHUTE BElllecTEa,
u3bpoes B Touxa 6.1,

®  AKTHEHA NENTHYHA A3Ba WIH aKTHBHO KBPBEHE OT cTOMAUTHO-upeBHus (CH) Tpakr.

e [landenTd KOMTO Cllel NIpHEM Ha AlleTH/ICATHIIOBa KHcemuna wid HCTIBC, BxmounTeHO
COX-2 (uMKAOOKCHT€HA3a~2) HHXHOHTOPH, MPOABABAT GPOHXOCHIA3EM, OCTBP PHHHT, HOCHH
NOJMOH, AaHTHOHEBPOTHYCH CeM, YPTHKAPHA WM alepPriiHH peakilHH.

¢ bpemennoct # kbpMeHe (BxK. TOUKH 4.6 # 5.3).

®  Texka wepnoapobua wenocraThunocT (cepyMer anbymuH < 25 g/l wm Child-Pugh usaexc > 10).

e Hzcrenpan 6n0peden kpear#HMHOB KIHAPBHC < 30 ml/MuanyTa.

® Jleua H 1oHOIMH NOK 16-roaAIIHA BH3PACT.

¢  Busnanurennu 3a6ongpaHBA HA YepBaTa.

¢ 3acroiiHa crpaedHa HegocTaThusocT (NYHA 11-1V),

¢ TlaumeHTH ¢ XMIIEPTOHHA, YHETO KPBBHO HAMISTAHE € TpaiiHo ysenuveHo Hax 140/90 mmHg u He
€ aJIEKBATHO KOHTPOITHPAHO.

. YcranoseHa ucxeMirHa GONECT Ha CHPLETO, 3a00NABaHIA Ha nePHQEPHITE apTEPHATTHH
CHAOBE WK MOZBYHO-CHAOBG 3a00nTBaHe.

4.4 Coenuajny NpelynpexIcAHA B NPeANaIHE MepkH NpA ynorpeba

Cromamng-upeBnu edexra
VenoxHeHAs OT ropHATE OTIENA Ha CTOMAINHO-YPEBHMSA TPAKT (epdoparpin, 5384 HIH KbpBeHe
(PUBs), HAKou 0T KOKTO C daTaieH H3XO0/, A HACTHIHIIM TIPH NAIHEHTH JIEKYBaHH ¢ ETOPHKOKCHE.

BHuMaTenHO Tpabra Aa ce MOAXO0KAA NpH NMAIHEHTH C PUCK OT PA3BHTHE Ha CTOM:
yenoxxenns or HCIIBC: nanwmeHTs B cTapyecka Bb3pact, MAHEHTH, TIPHEMALIH ©,
apyrs HCTIBC nnu aneTwicanuIiNoBa KHCENRHA, HH IALMEHTH ¢ NPeKapaHH ¢
3a60/I9BAHMA, KaTO 4384 H KbPBEHE OT CTOMAINHO~YPEBHHA TPAKT.



Hma DombiHHTeNHO YBENHIABRHE HA PHCKA OT CTOMALTHO-YPERHH HEKETAHH JIEKAPCTBEHH peakiH
(cTomaniHo-9YpeBHa A38a WIA APYIrH CTOMAUIHO-YPEBHH YCIOXKHEHHA ), KOraTo €TOPHKOKCHE ce
MpHEMa 3a60HO ¢ ALETHICATHIIUIOBA KACEIHHA (JOpH M B HUCKH AO3H). 3HAYHTENHA PA3IHKE [0
OTHOIIEHHE Ha CTOMAIlHO-IpeBHATa GezomacHocT Mexay cenekrisui COX-2 uuxuOnTOpA +
aleTHRCATHIINOB2 Kucemuta cipsmo HCTIBC + auernacanvuuioBa kuceliHa, He € Ouna
JEMOHCTPHpaHa B TbIATOCPOUHH KJIHHHYHH 1poydBaHud (BX. Touka 5.1).

Cepneqno-coaop edextn

KyMHMYHA NpoyyBaHHA MPEATIONAraT, ue IeKapCTBEHHAT Ki1ac Ha cenektupuure COX-2 HHXHOHTOpH
MoxKe J1a ObJe CBbP3aH ¢ pHCK OT TPOMOOTHYHH HHUHAEHTH (ocobeno MuoKapaeH uadapkt (MH) n
HHCYIT), B CpapHerne ¢ manebo u nakon HCTIBC. Crpiieuno-chaoBHTE PHCKOBE NIPH NPHIATaHETO
HA eTOPHKOKCHG MOraT [ja HAPacHAT ¢ YBeJIM4ABaHe Ha J03aTa W NPONHLKHTEAHOCTTA HA TIpHIarame,
nopajH KoeTo TpAOBa Aa ce U3NO3BAT Hali-HHCKHTE eEKTHBHH KO3H 32 HAl-KpaThK NepHON OT
Bpeme, HeoOxomumMocTTa Ha NMauuenTa OT CHMNTOMATHUHO 06IexyaBaHe ¥ OTTOBOP CIPAMO
TepanuiTa Tpabea na 6b4e NEPHOTHMHO NpeolieHABaHA, OCOOSHO MPH NALMEHTH C OCTE0APTPHT (BIK.
Toukk 4.2, 4.3,4.81 5.1),

IlanMeHTH CBC 3HAYHTENHH PHCKOBH (aKTOPH 3a CHPACYHO-CHAOBH HHITHAECHTH (HATPHMEp
XHMIEPTOHHA, XHIIEPITHIMAEMHA, THaleT, TIOTIOHONMYIIEAe) TpaOBa qa GBAAT JIEKYBAHH C ETOPHKOKCHG
cJiell BHHMATe/IHO o0MucIaHe (BXK. Touka 5.1).

COX-2 cenekTHBHKTE HHXHOHTOPH HE 3aMECTBAT alIETHICATMI[HIOBATA KHCEJIHHA (2CTIMPHH) TIPH
NpodHNaKTAKA HA CHPAEHHO-CHA0BY TpOMGoeMOOIHUHH 3a001IBaHHS MOPATH JHIICATA HE
anTHarperanTes edekT. [lopaazn Tora auTHarperauTHaTa Tepamvs He Tpadsa Aa Gbac npexbesana (BK.
Touky 4.5 1 5.1).

Edexrn BpXY OROpermre

brbpeunuTe mpocTarnaHauHE MOXKe 1a MMAT BKHA POJIs B [IOJbpXaHeTo Ha 6n6peuHara nepdysus.
3aTopa NpH HATHYHETO HA KOMMpPOMeTHpaHa Gu0peuna nepdysus, MPHIAraHeTo Ha CTOPHKOKCHG
MOXE 18 OPEAH3BAKA BTOPHHHO, NIOCPEACTBOM HAMAIMBAHE HA MPOM3BOACTBOTO Ha IPOCTAINAHAHHH,
peayumpare Ha GxOpeuHI KPBBOTOK H yBpexkAaHe Ha 60peunara pynkuua. [arpenture ¢ Hali-
BHCOK PHCK B TOBA OTHOINIEHHE Ca Te3H, KOUTO HMAT MPEX0MIANI0 3HaYAMO YBPE:K/IaHe Ha
6u0peunarTa GyHKIMA, HeKOMIIEHCHPaHA ChPACYHA HEAOCTATHYHOCT HAH po3a. [IpH TakuBa
TRITHEHTH CNIEABa 1A C€ ¥MA MPe/IBUIl MOHUTOPHpaHeTo HA OnOpeuniaTa dyHKuMs.

3anpeikka Ha TEYHOCTH, OTOK M XMIIEPTOHAS

Kakro u ¢ apyrH SeKkapcTBEHH OPOLYKTH, 34 KOHTO € M3BECTHO, 4¢ MOTHCKAT MPOCTaraHAKHOBATA *
CHHTE3a, ca OWIH HabMOAaBaHK 3aIPHKKA HA TETHOCTH, OTOK H XHIECPTOHHA fPH NaLMEHTH HA
Jie9eHne ¢ eTOPHKOKCHO. Benaku HecTeponand npotueosb3namutent cpeactsa (HCIIBC),
BKIIIOYHTENHO ETOPHKOKCHD, MOTAT J1a e CBBPKAT ¢ HOBONOABIIA C€ HITH PEKYPEHTHA 3aCTOHHA
Chpaeuna HeOCTATEIHOCT. 3a HHOPMALHa OTHOCHO ONMpPeAE/IHAA OT J03ATa OTrOBOP TPH
eTOpPHKOKCHO BIDKTE TOUKA 5.1. BasiMarenro 1pa6ea fa ce NOaXoXKAa KbM MALHEHTHTE ¢ aHAMHE3a 32
CBHPAeYHA HEJOCTATHYHOCT, JIEBOKAMEPHA AHCHYHKUMA, XHNEPTOHHA, KAKTO M KbM NALMEHTH C
MpeIXoKIall OTOK HO APYTH NPHIHEW. AKO AMa KNHHIYHK JAHHH 33 BIOMABAHE HA CHCTOAHMETO Ha
Te3U MALMEHTH, C/ICABA A4 C€ NPSANPHEMAT NOAXOMAINA MEPKH, B TOBA YHC/IO H [IPEKPaTIBaHe HA
JICUEHHETO C CTOPHKOKCHE.

Eropuxoxcib Moxe na Gbae cBBP3aH C MPOSBa HA N10-YeCTa H TeXKA XHIIEPTOHUA B CPABHCHHE C
apyru HCIIBC u cenexrusrn COX-2 uuxuburops, ocodeno npu Bucoku no3u. opanu Tosa
XHIIEPTOHHATA TpsOBa na 6bie KORTPONTMpaHa MPENK JedeHHETO ¢ €TOPHKOKCHG M TpAbBa na ce
o0bpHe 0cobeno BHEMaHue Ha NPOC/easBaHe HA KPBBHOTO HAJIATAHE 110 BPEME Ha JIEYECHHETO C

JICUCHHCTO H nepno,um-mo clel Tosa. AKO KpPBBHOTO HANATAHE 3HATHTEIIHO CC OB
MIOMHACITH 33 aTTePHATHBHO JICYCHHE,



Edextn Bopxy yepnus apoG

[osMmasaHe Ha anannHamMuHoTpaHchepaszata (ALT) w/unu acapratamunoTpatcoepasata (AST)
(mpubM3HTENHO TPH WIH NOBeYe MHTH HAZY FOPHATA HOPMAJIHA rpaHMNa) e 6uno Habmozasano npy
0K0J0 1 % OT NAIHEHTHTE B KITHHATHATE NPOYUBAHAS, KOHTO €4 A€KYBAHH ¢ eTOPHKOKCHO no

| roguea mpy xo3a 30, 60 1 90 mg nEeBHO.

INameHTHTe CHC CHMITOMM H/HITH NPH3HALIA 38 YEPHOAPOOHA AACHYHKIHA HIH TE3H, IIPH KOUTO €
HAJTHUE MATONOTHYEH TECT 33 OLSHKA Ha Yepuonpobuara GyHKIMY, cieasa 1a OLAAT MOHHTOPUPARY.
AKO ce HabmONaRAT MPH3HALM Ha YEPHOAPOOHA HETOCTATEYHOCT HIH NEPCHCTHPAT NATONOTHYHHE
pe3yATaTH oT 4epHOAPOOHHTE TecTOBE (TPH WBTH HaJl HOPMAIHATA FOPHA IPaHHLIA), IEYEHHETO C
eTopHKkokcul TpaGaa na ce mpexpaTy.

Obum edexrn

AKO 110 BpeMe Ha ISYEHHETO NIPH NALHEHTHTE CE BIIOIAT QYHKIHUTE Ha HAKOA OT [0-Tope ONMHCaHHTE
CHCTEMH, TPAOBA 1a Ce B3EMAT NOAXOAIUH MEPKH U J1a C& MOMHCIIH 38 NIPeKhCBAHE HA TEPAITHATA C
eropukokcnd. Tpabsa 1a ce ochIECTBABE ANEKBATHO MEANLMHCKO HADMOAeHHe IO BpeMe Ha
NPOBEKIAHETO HA JICHEHHE C ETOPHKOKCHO Ha MALIHEHTH B CTapYecKa Bh3PacT H TAKHBA ¢ HATHYHA
OB0peyHa, uepHOAPOGHA WK CHpAEYHA TUCHYHKIIHS,

JleuenHeTo ¢ eTopHKOKCHO TpAGBa Ja ce OCHINECTBABA BHHMATEIHO [PH ACXHAPATHPAHH MALHEHTH.
IIpenops4sa ce IpeBapHTEHA peXHAPATAHA HA TAKMBA NAlHEHTH HMpellH Xa 3aNo4¥He TePalkaTa C
eTOPHKOKCHO.

CepHO3HH KOKHH PeaKiMu, HIKOH OT TAX (haTamHH, KaTo eKC(OIHATHESH JepPMATHT, CHHIPOM Ha
Stevens-Johnson 1 ToxcHYHa enpaepMaiHa HEKPOJIH3a, ca OWIH AOKIABAHY MHOTO PAIKO BbB BPB3KA
¢ msnoxseanero Ha HCIIBC u Hakon cenexrusa COX-2 HHXHOHTOPH Mpe3s NOCT-MapKETHHTOBOTO
nHabmonerue (Bx. Touka 4.8). [TanpeHTHTE Ca H3MOKEHW HA HAK-TOMAM PHCK 34 MOABATA HA TAKUBA
PEAKLMH B HAYANOTO Ha TEPAITHATA, KATO BPBATA PEaKL{MA CE MOABABA B [IOBEYETO CIIydad npes
[TbPBUR MeceLl OT JieueHHeTo. CepHO3HHA PeaKlHH Ha CBPBXYYBCTBHTETHOCT (KaTo aHAQUIAKCHS H
aHTHOE/IeM) ¢a GuTH cHo0TIaBany PH TauHeHTH, IPHEMALIH eTOPHKOKCHO (BK. Touka 4.8). Hakon
cenexrusHY COX-2 uHXMOHTOPH ca CBBbp3akH ¢ NOBMHICH PHCK OT KOKHH PEaKiAM TIpHA DalAeHTH,
KOHTO ¢a HMAITH aHaMHEe3a 34 JlekapcTeeHa anepris. IlpueMbT Ha eTopHkokcHO TpaGea aa 6b1e
[peKpaTeH OpH IrLPBAaTa NPOABA Ha KOXKEH OOPHER, Je3uns HA JINMaBMIaTa WIH APYTH CHMITOMH Ha
CBPBLXYYBCTBHTETHOCT.

Ertopuxoxcuf Moxe ma 3aMackupa GeGpuauTeT # Apyrd OPH3HALM HA BB3NATHTENHN 3260 TABaHH.

Brumatenno TpaGpa Na ce noaxoxaa NpH eAHOBPEMEHHO NPWIATAHE HA €TOPHUKOKCHO ¢ Bapdapuu
HIH APYTH NEPOPANHH aHTHKOATYHAHTH (B, TO9Ka 4.5).

H3nionsBaHeTo Ha €TOpHKOKCHO, NONOOHO HA APYTH NEKAPCTBEHH NPOAYKTH, KOHTO MOTHCKAT
LMKJI00KCHI¢HA3HATA/IIPOCTAIIAHAMHOBATA CHHTE3a, HE Ce NPETIOPHYBA IIPH KEHH, KOHTO C€ OIMTBAT
na 3abpemenear (Bx. Touxu 4.6, 5.1 1 5.3).

JlakTo3a
[TaiMenTH ¢ peAKH HaCACHCTBEHH NPOGIEMH Ha HEMOHOCHMOCT KbM TAJIaKT034, [IbJICH JIAKTa3eH
AeHIIT HIH FII0K030-TATAKTOZHA ManabcopOums He Tpa6Ba ia NPHEMAT TO3H JIEKAPCTBCH MPOIYKT.

Harpuit
To3H NekapcTeH MPOYKT CHABPKA Mo-Manko oT | mmol Hatpwii (23 mg) va punmupana Tabnerka,
T.€. MOXKE Aia C€ KaXe, 4e NPAKTHICCKH He ChABPKA HaTpHil.




4.5 BsanmopelicTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH B APYTH GopmMu Ha BigEMOAelicTBHE

DapMakONHHAMMYHH B3aHMONEHCTBHA

Ilepopannu anmuxoazynanwmuy: TIpu nanpenTy, cTaCHNH3HPaHA Ha XPOHHYHO JIGYSHHE C BapapHH,
NPHIAraHeTo HAa eTOpHKOKCHO 120 mg AHeBHO € cBBp3ano ¢ npubmusaTemHO 13 % yBeauyeHHe Ha
INR (International Normalized Ratio = MexayHapoaHO HOPMAaNH3HPaHO OTHOMICHHE) HA
npoTpoMbHHOBOTO BpeMe. 3aT0Ba NAMEHTH, KOHTO ce ACKYBAT C ICPOPAIHH aHTHKOAI'YIaHTH,
crre/iBa CTPEKTHO 1a GbaaT MOHHTOpHpPaHH nio orHomeH#ie Ha INR Ha mpoTpoMOHHOBOTO Bpeme —
0COHEHO B ITbPBHTE HAKONKO AHH, KOTATO JEYEHHETO ¢ ETOPHKOKCHO 3a1104Ba HIH ¢€ MPOMEHA 103aTa
HA AeKAPCTBOTO (BXK. TOUKa 4.4),

Huypemuyu, AIIA u ACE unxubumopu: HCIIBC Moxe na HaManaT edpekra Ha JUYPETHLIATE H
APYTHTE aHTHXHAEPTEHIUBHY nexapcTea. [IpH HAKOM nALMeHTH ¢ yBpenena Op0pedna dyHKIMA
(Hanp. nexwapaTHpaHH NAIMEHTH Wi TALHMEHTH B CTAPYECcKa BB3PAcT ¢ yBpeaeHa 650peuna
$yHKUNA) eqHOBpeMeHHOTO H3nonsBaHe Ha ACE-unxuburopu win aurnorersuH 11 aHTaroHHCTH 1
CpeACTBa, KOHTO HHXHOHPAT LHKJIOOKCHI€HA3ATa MOYe /1 TIpeAH3BHKa AOTRIHHTENHO BIOIIABANE Ha
OB0peunaTa QyHKUNA, BRIIOUHTENHO pa3BUTHE Ha ocTpa Op0peyHa HEAOCTATHUHOCT, KOETO
obuxHoBeHO € 0GpaTumMo. Tozd daxT clienpa fa ce uMa TIpeBU IIPH MALHEHTH, KOKTO B3UMaT
eHOBpeMeHHO eTopHKokcHO #H ACE MHXHOHTOPH Wi anrHoTensHH 11 anraroamery. [Topagn ToBa,
Ta3M koMOuHaims TpaGea 4a ce npunara BHAMATENIHO, 0co0eHo NpH No-pp3pacTH. larmentaTe
Tpabna na OBAaT anexBaTHO XHApaTHpaHH H TPAGBa Aa ce oOchH MOHHTOpHpaHe Ha OnOpeunara
¢yHKumA cnen 3ano4BaHe Ha KOMGHHHPAHATA TEPANMs # TEPHOAHYHO 6] TOBA.

Avemuncanuyuosa xucenuna: YIpu npoyusane Ha 31papy JOOPOBONIM € HOCTHIHATO PABHOBECHO
cecTosHHe (steady state) eroprakokcHG B 103a 120 mg BEIHEXK HAa HEH HE € TOBAHSI
AHTHATPETaHTHATA AKTHBHOCT Ha AllCTHICATHIIMIOBATa KMcennHaa (Ao3a 81 mg BeaHBXK Ha JICH).
Etoprkokchb Moxke Ja ce H3MO3Ba €THOBPEMEHHO ¢ alETIHICATHIIANOBA KHCSITHHA, AafeHa B 1034 33
npodHnakTHKa Ha CHPASYHO-CHAOBH HHIHACHTH (HHCK2 1032 HA ALCTIICATHITIOBA KHCEIHHA
(acnupuH)). Bee nax eAHOBPEMEHHOTO IPHIAraHe Ha alleTHICANMIIANIOBA KHCETHHA (HHCKA 11033) ¢
ETOPHKOKCHO MOXKE /1a YBE/THYH YeCTOTaTa Ha yuuepanuuTe u gpyrute CY ycaoxHeHHS B CPABHEHHE
CBC CIYJaHTe, KOTaTO eTOPHKOKCHG ce u3nonssa camocrosrenno. He ce npenoprusa
eQHOBPEMEHHOTO IPHJIaraHe Ha €TOPHKOKCHO C MO-BHCOKH OT MOCOYEHHTE 38 NPOQUIAKTHKA Ha
ChLPASTHO-CHACEH HHIMACHTH [I031 aUCTHACAIHIMIORA KHCenKHa, XxakTo ¥ ¢ Apyru HCIIBC (exc
To4kH 5.1 1 4.4).

Luxnocnopun u maxponumyc: BHIPEKH Ye TOBA B3aMMOAEHCTBHE C ETOPHKOKCHD He € IPOyHBaHo, ce
3Hae, 4¢ SAHOBPEMEHHOTO MPWIAraHe Ha IMKIocopuH WK TakpomaMyc ¢ HCTIBC Moxe Nia yBemHun
He(POTOKCHIHHMS IeKT Ha JBeTe JIeKapCTRa - LHKJIOCHOPHH WK TakpomaMyc. BrOpeunaTa ¢yHKims
cneapa na 6bae MOHHTOPHpPaHA, KOraTo ce IpWIara eTOPUKOKCHO B KOMOHHALA ¢ HAKOH OT TE3H JIBE

neKapeTBa.

DapMaKOKHHETHYHE B3RUMOAEHCTRHA

Egexm na emopuxoxcut evpxy gapmaroxunemuxama na opy2u sexapemea

Jlumuni: HCTIBC Hamanssar 650peunarta eKCKpEIHs Ha JIHTHIL, NOPAIH KOETO CE YBEIN4ABa
IUIA3MEHATA My KOHUeHTpauMi. [1pi HeobxomaMocT TpabBa 1a ce MOHHTOPHPA CTPHKTHO

KOHUEHTPALMATA HA TATHH B KPBBTA H 113 Ce afiallTHpa J034Ta Ha JIHTH, JOKATO Ce IPHEMA Ta3H
NeKapCTBEHA KOMOHHAITHA, KaKTo ¥ npy crmpatero Ha HCIIBC.

Memompexcam: Jipe npoyuBaHus ca NPOBEXKJAHH 38 HICIEABAHE HA eeKTa HA eTOPHK ),-«-'i':‘:'--; i
60, 90 mna 120 mg BenHbk JHEBHO B MPOTWDKEHHE HA 7 HU [IPH MALHEHTH Ha J1eUcHy S
METOTPEKCAT B 032 0T 7,5 10 20 mg BeNHbAK CEAMHYHO 32 JIEYeHHE HA pEBMATOHIZH
Etopuxokcut npu Ao3a ot 60 u 90 mg He e oxasai edexT BBPXY IUIA3MEHATA KOH
METOTpeKcaT Wi 650peunns My KnHpbHC. B ea0 npoyuBane eTopuKkokcHD B A03H



metoTpekcar ¢ 28 % u e Hamamul 6u6peunms KWiHpbHe Ha MeToTpekcar ¢ 13 %. [Ipenoppysa ce
MOHHMTOPHPAHE 33 TOKCHYHH ¢()eKTH Ha METOTPEKCAT, KOraTo ToH ce npuiara B KoMOHHaIms ¢
€TOPHKOKCHO.

llepopannu konmpayenmusy: TIpunaranero Ha 60 mg eTopAKOKCHO eHOBPEMEHHO C NEPOPAITHH
KOHTpALIENTHBY, ChABpKANIH 35 MuKporpama eTrisuiectpaauon (EE) u 0,5 no 1 mg HOpeTHHAPOH B
NIPOTBIDKEHHE Ha 2] /MM, € YBEeTHUKIO IUIOLITA 0K KPHBATa fpH cTaumonapHo cheTosHie AUCa4y
3a EE ¢ 37 %, Ilpunaranero Ha Apkokcus 120 mg ¢ue chinMe NepopalieH KOHTPAlCITHB,
€THOBPEMEHHO HJTH ¢ HHTepBa oT 12 yaca, € yBeTHIWIO IUIOINTa TI0/ KPHBATA MPH CTAIIHOHAPHO
cuerosare AUCo24q, 33 EE ot 50 10 60 %. Tora yenuuenue Ha koHueHTpaunsTa Ha EE ciiensa na ce
HMa MIpeaBUj], KOTaTo ce H30Hpa mepopaneR KOHTPALENTTHER, KOHTO /1a ce H3no/I3Ba 10 BPEMe Ha
MPHNIATaHEeTO Ha €TOPHKOKCHO. YBennuenoTo Bh3feHcrane Ha EE MOoXe Jja NOBHIIM YecToTaTa Ha
HEXEIaHWTE PEaKi{iH, CEbP3aHH C NEepOpaHUTe KOHTPALIEITTHEH (HAMp. MPOABY Ha BEeHO3HA
TpoMG0eMOOTHS IPH PUCKOBH 3KEHH).

Xopmonosamecmumenna mepanus (X3T): Hlpanaranero Ha eropukokcent 120 mg 3aeado ¢
XOPMOHO3AMECTHTEHA TEPANH, CHCTABEHA OT KOHIornpasH ectporery (0,625 mg [pemapui) B
NpOALDKSHHE Ha 28 1HH, € YBEIHYWIO [UIOLXTA NIOf KPHBATA NPH CTAIHOHAPHO cheToaHHe AUC) 24
Ha HEKOHIOrHpaHua ecTpod (41 %), exswtuH (76 %), u 17-f-ectpanmon (22 %). EdexrsT Ha
NPEnOpPBURTETHATE XPOHHIHE J03H eTopukokcHG (30, 60 1 90 mg) ve ¢ 6mn npoyuen. IInowpTe nox
Kkpupata AUCo.244 Ha TE3H €CTPOTeHHH CHCTABKH Ha [IpeMapHH NpH efHOBPEMEHHOTO My NPHIATaHe ¢
eTopuKoKcHO 120 mg ca GIIH NO-MAIKO OT ONOBHHATA, B CPAaBHEHHE C TE3H JIPH CAMOCTOATEAROTO
npunarage Ha IlpemaprH ¥ yBemmuasase Ha no3aTa My ot 0,625 mg Ha 1,25 mg. Kmuauunoto
3HAYEHHE HAa Te3H YBEIWYCHHA HE € H3BECTHO M MO-BHCOKH A03H Ha [TpemaphH He ca Giim npoyviBaHu
B KOMOHHAIHA ¢ €TOPUKOKCHO. Tesn MOBMIEHHA HA ECTPOreHHATA KOHLEHTpaUHA TpAOBa 1a c& HMAT
npeaBHA NpH H360pa Ha XOPMOHATHA TeparnuA cleJ MeHONAY3ATa, TIPH PWIATAHE 3ae/1HO C
€TOPHKOKCHO, 3aIIOTO €KCIIO3HUMATA HA YBETHYEHH HEBA HA €CTPOreH MOTAT Ja YBe/IHJIaT PHCKa OT
HEXKEITAHH PEeaKildH, chbp3anH ¢ X3T.

IIpeonuzon/npednusonon: Criopes faHHMTE OT NPOBEJCHHUTE KIHHKYHY IPOYIBAHHS 32 OLICHKA Ha
JIeKapCTBEHH B3aUMOACHCTEHA, €TOPHKOKCHD HE € OKaszayl KIHHHYHO 3HAYMMO BB3JeHCTRHE BhPXY
thapMaKOKMHETHKATA HA NPEAHA30H/ TIPSIHA300H.

Auzoxcun. eropukokchnt B no3a 120 mg eaHbx Ha AcH B NpoAwDKkenHe Ha 10 1HU npu 3apasu
NOOPOBONLM HE € APOMEHH IUIOINTA MO KPHBATA NPH CratHoHapHO CheToAHHE AUC).24, HIH
616peunoTO eMAMHHMpane Ha aurokcus. Habmonasano e yBemmenne Ha Cnax (MaKCHMATHA
KOHUCHTPALlHA) 32 JUrOKCHH (mpubimanrenHo 33 %). Tosa yBeTHYCHHE HE € OT CBHIIECTBEHC
3HAYeHWe 33 MOBEYETO NauHeHTH. Bee mak NauHEeHTHTE, KOHTO ¢4 ¢ MOBHIEH PUCK 33 JHTOKCHHOBA
HHTOKCHKALIHA, TpAGBa ma 6bAAT TIpOCesBaHH 3a MPOABHTE HA TAKaBA HHTOKCHKAITHA, KOTaTO ABETE
NEKAPCTBA, ETOPHKOKCHO M IHTOKCHH, € TIPWIATaT €JHOBPEMEHHO.

Eghexm na emopuxoxcub svpxy aexapcmeama, xoumo ce memabonuzupam upes cyagompancgepasu

Eropukokcub ¢ naxubutop Ha cyndorpascepasata 8 JOBCIIKHA OPraHUIbM, NO-CHELHATHO
SULTIEI s e ycTaBOBeHO, 4e BOJH 10 MOBHHIABAHE HA CEPYMHATA KOHICHTPALHA HA
erununectpagHona (EE). Jlokonkoro no3sHaHHETO 32 ed)eKTHTE BEPXY MHOXKECTBOTO
cyndoTpandepasu Ha HACTOSHIHS €TAIl € OTPAHHYEHO H KIMHHYHHTE MOCIEAHIA OT ASHCTBHETO HA
MHOXECTBO JIEKAPCTBA ca HEITLIHM H POAWDKABAT fia GBAAT 0OeKkT Ha M3cnensaHe, TpAbaa na ce
BHHMMABa, KOraTo €TOPHKOKCHO C& NpHlara ¢THOBPEMEHHO ¢ JIPYTH JIEKapCTBa, KOHTO e
meTabomM3HpaT rmapHo or cyndorpaucdepasute (Hanp. nepopansu canGyTaMol H MHHOKCHITHI).

B33 ocHOBa Ha M3CNeABaHMA N Vifro, ETOPUKOKCHO He ce OMAKBA A MHXHOUpa
(CYP) 1A2, 2C9, 2C19, 2D6, 2E1 unu 3A4. B npoyusare npu 33paBy xopa, 1p

CYP3 A4, olleHeHa upe3 epHTPOMHIMHOBHS JHXATENIEH TECT.
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Egpexm na dpyzu nexapcmesa ebpxy apmaxoxunenmuxama Ha emopuxoxcud

OCHOBHMAT ITET HA MeTAbOMM3HpaHe Ha eTOpHKOKCHE e 3asucHM 0T CYP emsumure. CYP3A4
H3ITICKAA BIHAC BEPXY MeTabonn3Ma Ha €TOPHKOKCHO i vive. In vifro npoydBaHHA IOKA3BAT, Ye
CYP2D6, CYP2C9, CYP1A2 r CYP2C19 caiiio Morar Aa KaTaNM3HpaT OCHOBHHTE IIPOLIECH, HO
TOMHA KOJIHHECTBEHA OLIEHKA HAa CHYYACTHETO HM He e NIPOBEkaHa B YCJIOBHSA in vivo.

Kemoxonazon: KetoxonasonsT e Mouen HHXHOHTOp Ha CYP3A4. B no3a 400 mg BEAHEXK HA O¢H B
NpOABIDKEHHE Ha 11 IHH NpH 31pasd KoGPOBONIH He NPOMEHA KJIMHHYHO 3HAUMMO
tapMaKOKHHETHKATA Ha €TOPHKOKCHG npH eAHOKpaTHa ac3a oT 60 mg (43 % ysenmuenne na AUC).

Bopuxonazon u muxonazon: EIROBpeMEHHOTO NIPHIOKEHHE Ha NEPOPAICH BOPHKOHA30/ HIIH JIOKAJIeH
MMKOHA30]I Iepopaned Iejt (MolHH uHxuouTopH Ha CYP3A4) ¢ eTopuxokcnb BOOH 10 NIEKO
NOBHIIIABAHE HA EKCTIO3HIMATA HA eTOPHKOKCHD, Ge3 ToBa 14 Ce CUHTA 33 KITHHHYHO 3HAYMMO Ha 6a3a
Ha My0NHMKYBaHHTE JaHHH.

Pucpavmuyun: EnpoBpeMeHHOTO NPHIAraHe HAa €TOPHKOKCHO M pH$aMITHINE (MOUICH HHIYKTOP Ha
CYP eH3uMuUTE) BOAM AC HAMANKBAHE HA TUIA3MEHWTE KOHUEHTPALMH Ha eTopuKokend © 65 %. Topa
MOJKE Jia IOBENS JO PEeLHIMBHpPAHE HA CHMITTOMATHKATA, 38 KOATO ce ApHiara eropukokcHb. Trii kaTo
TOBa MpPEANo/ara yse/lM4aBaHe Ha J03aTa Ha JIEKAPCTBOTO, CIEABA a C¢ OTOeNeKH, Ue He ca
MPOYYEHH Z03H HA CTOPHKOKCHO, NO-BHCOKH OT NTOCOYEHHTE 33 BCAKA HHOHKALIHA, KOraTo Ce IpHiara
€XHOBPEMEHHO ¢ pudaMruuH. 1o Ta3u NpHYMHA He Ce H MPENopPEHBAT NO-BUCOKH 103K (BXK.

Touka 4.2).

Anmuayuou: ARTHAIMANTE HE BAMAAT BEPXY PapMakOKHHETHKATA HA €TOPHKOKCHO B KIHHHYHO
IHAYMMA CTeNEH.

4.6 PeprraATeT, GPEMEHHAOCT H KhpMEHE

Epemensoct
HsMa KIHHHYHM JaHHH 38 BIHSHHE Ha €TOPAKOKCHO BHPXY MPOTHIAHETO HA OPEMEHHOCTTA.

Ipoy9YsaHuaTa pH HKABOTHH €3 YCTAHOBAIHM TOKCHYEH e()eKT BEPXY PEMPOAYKTHBHATA QYHKITHA (BXK.
To4Ka 5.3). [lorenumanausT pHcK npu GpeMeHHH XeHH He € H3BecteH. ETopHKoxcHD, kakTo apyrure
JIEKapCTBEHH NMPOJYKTH, HHXHOHpamy cHATe3aTa Ha IpoCTariaiAHHATE, MOXKE Ja MPCIH3BHKA
MaToYHa CaboCT H IPEXIEBPEMEHHO 3aTBapAHe Ha BOTaOBHA MPOTOK B HOCACIHHEA TPHMECTEP.
ETopHKokcH e NIpoTHBOIIOKA3aH 3a npuyaraHe 1o Bpeme Ha GpeMeHHOCT (BK. TOUKa 4.3). AKo enHa
AKeHa 3a0peMeHee o BpeMe Ha IEICHHETO ¢ ETOPHKOKCHG, Toi TpabBa 1a Gble crpaH.

KspMmene
He e n3BecTHO NanM €rOPHKOKCHO ce oTZENs B YoBemKaTa KbpMa. ETopkokcHb ce 01/ei14 B kbpMaTa
Ha IUTbX0Be. JKeHuTe, KOHTO NONA3BAT €TOPHKOKCHO, He TpsbBa Na KbpMaT (BX. TO9kH 4.3 1 5.3).

DepTHIHTET

VYrnorpebara Ha €TOPHKOKCHO, KAKTO H Ha BCAKO APYro BEIECTBO, 38 KOETO € H3BECTHO, 46 HHXHOHpa
COX-2, He ce npenopb4Ba NPH XKEHH, ONHTRALNY Ce 1a 3a6peMeHenT.

4.7 EdjekTH Brpxy cnecobuocrra 3a modHpane H paboTa ¢ MANIMAH

IanMeHTHTE, KOHTO YYBCTBAT 3aMasHOCT, CEBETORBPTEK HIH CHIIMBOCT IPH YNoTpe6a Ha
€TOPHKOKCHO, TpaGBa fa H30srBaT Aa imodHpaT H A2 paboTAT C MALIHHH.




48 Hewxenand JeKaAPCTBEHH peakiHA

Peztome Ha K Ha 6e30macHocT

B knuavaHE npoyusanHi, 6e30macHoCTTa OT MPUIIATAHETO Ha €TOPUKOKCHO e O1la OLeHeHa TIPH

9 295 pymmu, pxmouHTeNHO 6 757 naupentH ¢ OA, PA, xposwdHa GoNKa B KPBCTE HIY aHKHIIO3Wpa,
croHIuMT (mpudmusuTenHo 600 namuerTn ¢ OA WM PA ca 6unm nexypaHy B MPOABL/LKEHHE Ha
MEHHMYM €IHA TOJHHA).

ITpH KAHHAYHATE TPOYYBaHNA, TPO(pHIHT HA HEKEIAHHTE JIEKApCTBEHH peakiyH e OHIT CXOAeH NpH
naweHTd ¢ OA w PA, nexyBaHH ¢ eTOPHKOKCHO B MpOIE/DKEHHE Ha eJHA rOAHHa WIH NoBeye.

Tlpu KNMEMYHO NpOyUBAHE 22 OCTHP NORATPO3CH APTPHT, NANHEHTHTS ca OHMH HeKyBany cbe 120 mg
IOHEBHA 71033, B IPOAWLKEHHE Ha oceM AHH. [IpodunbT Ha HexeNaHHuTe JISKapCTBCHH PEaKLHH NPH
TOBa IIpoyqBaHe ¢ Oun B 061y AuHHK OAH3BK A0 TO3H, HabmoJaBaH MpH KOMOUHHPAHHTE
npoy4dsanms 3a OA, PA u xpornuna Goka B KpheTa.

B mporpama 3a npocneAsBaHe Ha CHPASYHO-CRAOBaTa Ge3onacHocT ¢ 08o0LIeHH NaHHH OT TPH
KJIHHHYHH H3IUTBAHHA CIPSIMO aKTHRSH KoMIoHeHT, 17 412 nanmenta ¢ OA wiH PA ca nmexysanu ¢
eTopukokcHO (60 mg wiH 90 mg) npu cpeliHa MPOABDKHTENHOCT Ha NedeHuero 18 Meceua. JJannure
3a Oe3onacHocT U NOAPOGHOCTHTE 3a Ta3H NPOTPaMa ca NpeACTaBeHHA B Touka 5.1.

TTpodMiTsT Ha HexkeNlaHH TeKAPCTBEHH PEAKIHYE IPH KITHHWYIHH MPOYYBAHHA 33 OCTpa
nocTornepaTssHa AeHranHa 6olka creq onepalid, BKnodsamy 614 mamHeHTH, IEKYBaHH ©
eTopukokcHb (90 mg B 120 mg), xato uano e nogobeH Ha To3u, croOLeH npu mpoyuBanud 3a OA, PA
H XporryHa 60/Tka B IONTHATA YacT Ha rapba.

Tabmrien cACHK Ha HeMXENIAHHTE PEAKIHE
IIo BpeMe Ha KTMHHIHHTE W3NMHTBAHKA Cd YCTAHOBEHH CJIEJHHTE HEXXEJIAHH IEKAPCTBEHH PEaKiHHU C

4ecTOoTa Mo-ro/IAMa OT TasH ApPH NpHIaraHeTo Ha mwiane0o npu nauueHTH ¢ OA, PA, XpoHuuHa 60nka
B KPBCTA HIM aHKHJIO3HPAI CTIOH/ITHT JIEKYBaHH ¢ eTopukokenb 30 mg, 60 mg 1w 90 mg no
NpenopsYNTENHATA J034 33 CPOK Ha IeucHHe 10 12 ceamuy, B Mpoy4BaHusITa 110 MporpaMara
MEDAL 3a cpok Ha neueHse 1o 3'% roauHy, B KpaTKOCPOYHH [POYYBAaHHA 33 CPOK Ha JieUeHHe JIo

7 aHH 32 octpa Gonka WiM B IEpHOAa clie/] IfycKaHe Ha nasapa (k. Tabmuia 1):

Tabauna 1:
CHCTEMO-OpTanen KIAC Hexenann peaknnH Kareropna gecrora*
Hugpexyuu u unghecmanun | AnseonapeH octeur Yectu
FactpoenTepur, undekyy Ha ropaute | Henectr
AWXaTeNHH TETHIRA, YPUHADHY
HH(EKLHH
Hapywenun na xpvema u AHemus (TIpETHMHO CBBP3aHA CHC HeuecTH
aumdnama cucmema CTOMAIITHO-UPEBHO KEPBEHE),
JICBKOIEHHA, TPOMOOLIHTOIICHHA
Hapywenus na umprnama | CBppXdyBCTBHTETHOCT: © Heuectn
cucmemMa
Anrnoeaem/aHaHraK THUHI/ Penxu
aHa(WIAKTOHIHH PeaKIiH,
BKJTIOUHMTENHO 1Mok
Hapywienus na Enem/zanprxka Ha Te4HOCTH Yecrn
MemabonuiMa u Xpamenemo
YaemueHie HIH HaMalIcHHE Ha Heqectn
aneTuTa, YBEJHYCHHE Ha TerNoTo m
Heuxuunu napywenun TpeBoxKHOCT, AenpecHs, HaMaNeHa - %
BBIMOXKHOCT 32 YMCTBeHa pabora, é\a
XATOLHHALMH } =h
O6sprasoct, GezmokolicTeo! ] |
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CacremMo-oprasen xiac

Hexenann peaknsn

Kareropna secrora*

Hapyuienus na nepsnama
cucmena

3amaswHocT, rnmasobonye

YectH

Hucreyszus, Geschuue, Heuectu
NapecTe3ns/ XHIECTe3MA, CHHIHBOCT
Hapywenun na ouume 3aMBITIEHO 3PEHHE, KOHIOHKTHBHT Hewectn
Hapywenun na yxomo u HIyM B yIIHTE, CBETOBBPTEXK Heuectu
Jaabupurima
CopOeunu HapyueHun TannyTaimy, apHTMua? YecTH
TIpeacspAHO MEXIEHE, TAXHKAPIHS', Heuectn
3aCTOHHA CBpAEYHA HEAOCTATHUHOCT,
wecneunguaHy npomeny B EKT,
CTEHOKAPAHAS, MHOKAPAEH HHbapKT?
Cvooeu napyuwienun XHIICPTOHHA Yectu
3auepsspane, MO3BUHO-CHIOBH HeyvecTn
HHLMICHTH, IpexojiHa HCXEeMHUHA
aTaKa, XMIIEPTOHHYHA Kpi3ar,
BACKY/IHT}
Pecnupamopnu, zpvonu u Bponxocnazbm? Yectr
MEOUACMUNATHE
HAPYHEHUR
Kannmuiza, fncnnes, enucTakcHe - HeuectH
Cmomaiuno-upecnu Kopemua Gomka MHoro yecTH
Hapylienun
3amnek, natyaeHIyA, racTpHT, Yectn
KHCEeIMHW/ pedryke, nuapud,
IHCTIETICHA/ETIHTACTPAIeH JUCKOMQOPT,
rajicHe, IOBPEHILAHE, €30()aruT, 4384 B
ycTara
TNonysase Ha Kopema, MPOMEHK B Heuectu
TICPHCTAITHKATAE, CYXOTa B YCTATA,
TACTPOYOACHAITHA %384, [IEMTHHHH
A3BH BKIIIOMBAIIH Nephopatid H
kbpeeHe ot CU TpakT, CHHAPOM Ha
PA3APASHEHOTO MEPBO, MAHKPEa
Xenamobunuapnu Veemmuenne Ha ALT, yperauerne Ha Yectnt
HApYyenun AST
Xenatur Pemxu
YepHonpoGHa HEAOCTATHHHOCTY, Pepxu'
JKBIITEHHIA!
Hapywuernun na xodxcama u Exxamozu Yectn
ROOKONCHAamMA HIvKaK
OTOK Ha JIHNETO, CHpOes, o6puB, Hegectn
epHTeMa’, ypTHKapust
Cunzpom Ha Stevens-Johnson?, Pexu’
TOKCHYHA eNMIEpMATHA HEKPOTH3a?,
HETIPOTPECHPAIIL JIeKapcTBed obpuB
Hapywenun na mycxynno- MyckynHan Kpami/cria3smH, Heuectn

CKeAemRama cucmema u Gonka/pATHIHOCT HA MyCKYRaTypata

COEOURUMEHAMA MHKAN

Hapywenun na 6vbpeyume | [IporerHypHs, MOBHINEHHE HA

u RUKOYHUME MomuLia CepYMHHI KPeaTHHHH, 6L0pedHo
HapylLleHHe/HeAOCTaTHYHOCT (BakK.
ToKa 4.4)

Obwu napywenun u Acresns/yMopa, rpunonogoGHo

egexmu Ha MACMOMO Ha CBCTONHHE
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CHcTeMo-opranen Knac HexeIAHE peaAKIIHA Kateropug yecrora®
npuloNcenue

T'ppana Gonka HeuectH
H3cnedsanun YBenuueHHe HA ypesATa B KPbBTa, HeuectH
yBenM4eHHE Ha KpeaTHH(pochokHHa3E,
XHMICPKATHEMHA, YBETHUCHHE Ha
NHKOYHATA KHCETHHA

IMonwxaBaHe HUBATA HA HATPHIA B Pesku
KPBBTa
*Kareropns uectora: federmpana 3a BeKH TEPMHEH HA HOKENAHA PEAKIMA 1O 4ectorara, chobmena B
GasaTa JaHHM HA KIMHWIHHTE OPOYYBAHMA: MEOTO decTh (> 1/10), wect (2 1/100 a0 < 1/10), HewecTH
(= 171 000 mo < 1/100), pemxa (> 1/10 000 a0 < 1/1 000), MBoro pemxa (< 1/10 000),

! Ta3u HeXeNaHA peaxius ¢ HACHTHOMIMpaHA Npe3 NOCTMAPKETHHTOBOTO Habmoaerne. YecroTata Ha
HeiiHoTO ChO0IaBale e oncHeHa Ha 0azaTa Ha Hall-BACOKATa YecToTa, HAbMONaBana B JAHHUTE OT
KIMHAYHH F3NHTBaHAA, 0000Ime s N0 ARAYMKAIHA H 0J0OpeHa A03a.

YKareropmsta gectora ,,Peku® e onpesienicna cniope 1 pEKOBOACTS0TO 32 KpaTka XapakTepBCTHKA Ha
rponykra (KXIT) (pes. 2, cerrremspu 2009) Ha 6a3a Ha onpenencHara ropHa rpafHiia Ha 95 %
nosepwreney vaTepBan 3a 0 chGHTHA, KATO ¢e HMa TPeRBHL GpPod YIACTHHIUM, NEKYBAHH ¢ APKOKCHA, B
aHanM3a Ha gaAmEnTe OT dasa I1I, obobmenn no fo3a u uHaHKauEa (n = 15 470).

3 CBPBXIyBCTBHTENHOCT BKIIOYBA TEPMHHUTE ,,ANEPrHA, ,,TEKAPCTBEHA ANSPIHL”, ., IeKapCTBeHa
CBPLXIYBCTBHTENHOCT,  CHPBXIYBCTRUTENHOCTS, ,,HEYTOUHEHA CBPBXIYBCTBATEROCT, ,,DeakilHd Ha
CBPBLXYYBCTBHTETHOCT” H ,,HecnICTA(AIHA aneprus”,

$Ha 6aza Ha aHAIM3H Ha ABLArOCPOYHH KTHHMYHH H3MHTBAHAA ¢ IWANE60 M aKTHBHA KOHTPOJIA,
cenexTHeHETe COX-2 MHXHGHTOPH ca CBHP3IBAHK ¢ HOBHMINEH PHCK OT CEPHO3HH TPOMOGOTHIHY
ApTEPHANHH CHOHTHS, BYTIOYHTENHO MBOKapIeH nudapkT u HHCynT. [IOBHIIABAHETO HA a6COMOTHIHA
PHCK 3a TaKHBa CHOHTHS € MaiKo BepOSTHO Ja Haxsumy 1 % 3a roguna Ha Gazarta Ha CBHINECTBYBAINM
JAAHHEH {HEYEeCTH).

CrenHuTe CEpHOZHH HEKENaHH JIEKAPCTBEHH peakimH ca 6uwiH Habmonaeany npu ynorpebGara Ha
HCTIBC u mopangy ToBa He MOTaT JIa C€ H3KIIIOUAT H 3a ETOPHKOKCHG: He()pOTOKCHYHOCT
BK/IKO9IHTEIHO HHTEPCTHIMANEH HEDPHT H HeQPOTHUESH CHHAPOM.

Crofmarane Ha HONO3MPAHY HENENANH PSAKIINF
CrolimasaHeTo Ha HON03MPaHH HEXKelTAHH PeaKIHH ClIeH pa3pellaBaHe 3a ynorpe6a Ha JeKapcTBeHHs

HPOAYKT € BakHO. ToBa NosBossgBa Aa NPOARILKH HAOIIOAEHHETO Ha CHOTHOIIEHHETO MOJT3a/PHCK 33
JIeKapcTBEHHA MPOAYKT, OT MeAKIBTHCKHTE CHICHAMCTH C¢ H3MCKBa J1a ChoOINaRaT Beaxka
MOZI03HpaHa HeXeaHa peakum upe3 MamenanTenHa areHIMs No A€KApCTBaTa, Y. ,,Jlaman ['pyes”
Ne 8, 1303 Codpma, Tem.: +35 928903417, yeGeaifr: www.bda.bg.

4.9 Ilpenosmpane

Ilo BpeMe Ha KITMHKYHH OPOYYBAHNA €IHOKPATHOTO NpHiaraHe Ha Ao3a ao 500 mg eropukokcnt U
HAKOJIKO A03H 110 150 mg/neH B mpoaw/DkeHHe HAa 21 IHH He ca IPHIHHHIIH TOKCHYeH edekT. Mma
¢H00IEHMA 33 OCTPO NPENO3BPAHE Ha ETOPHKOKCHO, MaKap Ye B NOBEYETO CAydau He ce chobmara 3a
HeKenaHH peakipad. Hatdi-uecto HabmozapandTe HexXellaHy peakiiy ChOTBETCTBAT Ha poduna Ha
6e30MaCHOCT HAa ETOPHKOKCHD (Hanp. CTOMAITHO-YPEBHH [IPOSBH, KAPAHOPSHAIHH NPOSBH).

B cayuaii 5a npenozupane € NOrMdHO Aa Ce NPHIOKAT OOHYAHHTE MONTBPXKAIH MEPKH, Hamp.
OTCTpaHsiBaHe Ha HepesopOupaHara 4acT o1 CY TpaKT, KIHHHYHO NpociIefaBaHe, CHMOTOMATHYHA
TepanH: H ApyTa, aKko € HeoOXonma.

Eropukokcub He ce oTcTpaHAsa upe3 XeMOUANIN3A; HE Ce 3HAe JAaIH eTOPHKOKC
OTCTPAHCH 4pe3 NEPHTOHSANHA JHATIIA.
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5. @®APMAKOJIOTHYHM CBOMUCTBA
5.1 @apmakoARHAMHEYHE cBoHcTBA

(dapMakoTepaneBTHYHA rpyna: IPOTHBOBL3NATHTEIHH H IPOTHBOPEBMATHYHHA TPOTYKTH,
HECTEepOHHU cpeacTra, KOKCHOH, ATC xon: M01 AHOS

Mexanu3bMm Ha peiicTeHe

Eropuxokcub e nepopanen, ceneKTHBSH IEKIOOKCHTIeHasa-2 (COX-2) HHXHOHTOp B paMKiTe Ha
KITHHAYHO H3IIO/I3BAHHSA JO30B HHTEPBAJl.

[To Bpeme Ha KTHHWYHHUTE GAPMAKONOTHYHH POYYBaHHA € OHM OTYETEH A0303aBHCHM €DEKT Ha
APKOKCHA II0 OTHOIEHHE Ha WixHOHpanero Ha COX-2, 6e3 aa ce maxubupa COX-1 nmpy ao3u 1o
150 mg muesHo. EToprkokeHb He ¢ HHXMOHpaJl CHHTe3aTa Ha NpocTarJaHIHHH B CTOMALIHATA
JIMraBHIA H HE € MOBIHAT QYHKIHATA Ha TPOMOOUMTHTE.

[IHKXI00KCHI¢HA3aTA € OTTOBOPHA 3a POH3BEXKAAHETO Ha NpocTarnanuHH. IToaHaTH ca nee
m3ocu3HMHE Qopmu COX-1 1 COX-2. COX-2 e n3odopmata Ha eH3UMA, KOATO C€ HEIYLHPa OT
NPOBB3NATTHTENHH CTHMYJIH H C& CUHTA, Ye € OCHOBHO OTTOBOPHA 34 CHHTE34 HA IMPOCTAHOMIHE
MEOHATOPH Ha (oMKaTa, BE3naneHHeTO H TeMnepatypara. COX-2 ¢bIo Taka yJacTBa B OBY1aLMATa,
3aKperHeTO H 3aTRAPAHETO HA boTanoBus npoTok, perynanuara Ha OpOpeunara QyHKIHs U
YHKIHHTE Ha IEHTPANHATA HEPBHA CHCTeMa (NOABATA HA TEMIIEPATYPA, YCEIaHeTO 3a Honka 1
npoueca Ha pasnossaeaxe). Moxe CbIo Taka ia Hrpae po/ia B NIPOLIeca Ha 3a3ApaBABaHE HA A3BA.
COX-2 e ycraHOBEH B THKaHHTE OKOJIO CTOMALTHH A3BH Y XOpa, HO BPB3KATA My C H3IEKYBAHETO Ha
A3BATa HE € YCTAHOBEHO.

Kimnnaya eHkacHoCT H 0e30acHOCT

EdmuxacHocT

Ipn naiyent# ¢ ocrecaprput (OA), eropukokcHG B Ao3a 60 mg BeAHBK JIHEBHO 3HAUHTEITHO
obnex4aba Goixara H MOBHINABA OLECHKATA HA MALMENTA 3a CHCTOAHMETO Ha 3abonapanero. Tesn
OnaronpusTHu edext ce HAGMOAABAT OT BTOPHA A€H HA JIEYEHHETO H CE 3ama3Bat A0 52 CeAMMUIIH.
[poyusanmaTa BepxXy eTopHKOKcHO 30 mg BeOHBXK AHEBHO NOKA3BaT SPHKACHOCT MIPEBL3X0KAAINA
wianebo 3a 12-ceamuden nepuon Ha nekcHue (IPH CXONHA CHCTEMA 33 OLISHKA KaTO NPOYyUBAHKATA
no-rope). IIpn npoyuBane ¢ paanH4Hy 1038 eropukokcu’ 60 mg Aasa 3HAYHTETHO NO-H3PA3EHO
noaoGpenne or 30 mg No OTHOLIEHHE Ha BCHYKH 3 [T5PBHYUNM KpaitHH TOYKH 3a TIEPHOZ HA JIEIEHHME OT
6 cegpmmupi. Josata o1 30 mg He e 6ina npoy4Bana NpH OCTEOSPTPHT HA PHLETE.

[1pu naupenTATe ¢ peBMatonnen apTput (PA), eropukokcut u 60 mg, H 90 mg BeAHEK AHEBHO
OCHIYpPABAT 3HAYHTENHO IOZOOPEHAE N0 OTHOIIeHHE Ha 60MKa, Bh3najJeHHe # [IOABIXHOCT. B
NpOYHBaHHS, OLIEHABALIM no3uTe oT 60 mg u1 90 mg Te3n SnaronpUATHH ePEKTH Ce 3a1a3BaT 3a NeHA
12-cenMudeH nepHo, Ha nevense. B npoyuBane, oueHspamo fo03ata or 60 mg B cpaBHEHHE C Ta3H OT
90 mg, u eTopuxokcHS 60 mg seAHDK AHEBHO H 90 mg BeAHEXK AHEBHO, ¢a NO-e(eKTHBHE OT
nnauebo. Jozata ot 90 mg npeps3xokaa Ao3ata ot 60 mg cropex of1zaTa oleHKa Ha GonKara IIpH
naugentrre (0-100 mm BusyanHa aHANOroBa cKana), Che cpeAHo mogobpenue or -2,71 mm (95 % CL:
-4,98 mm, -0,45 mm).

Ilpu naupeHTHTE C MPHCTHII HA OCTEP NOJATPO3EH apTPHT, eTopHKoKeHO 120 mg BeIHBK NHEBHO 33
NEPHOA Ha JICUEHHE OT OCEM JIHH, NOTHCKA YMepeHa 10 cHiTHA 60JIKa ¥ Bh3NANCHHE TAKa, KAKTO

HHAoMeTapH 50 mg TpH ThTH AxerHO. [ToTHcKaHe Ha Go/IKaTa AMA HA YETBHPTHA Yac 0T340
Ha ICYCHHETO.

3
[.\
Tlpu manmenTH ¢ aHKHNO3MpALl CIIOHIWINT, ETOPHKOKCHE 90 mg BeIHBK JHEBHO :--u: '
noaobpeHue no oTHOmEHNE Ha GoJika B rpb0HAKa, PRINAICHHE, CKOBAHOCT H PyHI 1!: '
KIHHHYHEAT €heKT OT MPHIOKEHHETO HA ETOPHKOKCHE ce HabmoaBa OIle Ha BTOPHES




3arioYBaHe Ha JICICHHETO K Ce 3ala3Ba Mpe3 LelTHA TiepHo/ Ha iedeHHe ot 52 ceamulla. Brs BTOpO
npoyuBaHe, OLEHABAINO Jo3aTa OT 60 mg B cpasHenke ¢ Ta3x o1 90 mg, eropHkokcHO 60 mg AHEBHO
H 90 mg AHeBHO ca rnokaslanu cxofeH edext B cpapHenne ¢ HanpokceH 1 000 mg arero. Cpen Te3H,
KOHMTO HAMA J0OBP 0TroBop KuM 60 mg JHEBHO 33 6 CEZIMHIIA, YBEIMICHHETO HA A03aTa 0o 90 mg
JHEBHO MOROGPABA CKOpA HA MHTEH3MBHOCT Ha criHamHaTa Gonka (0-100 mm BH3yanHa aHAIOrosa
CKANA) B CPABHEHKME ¢ TE3H, KOHTO NPOABIKABAT ¢ 60 mg AHEBHO, CBC CpeAHO noAo0penye OT

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

Ipe KIMHHYHKM NPOYYRAHHSR OLCHABAINH MOCTONICPATHBHA XEHTasHA $OJIKa, eTOpHKOKeHO 90 mg e
MpHIArad BeAHBX AHEBHO 32 MEPHOA SO TPH JHH. B moarpymnara Ha maiMeHTH ¢ yMepeHa 0o/Ka B
Ha4anoro, eTopukokcut 90 mg nokassa cxozeH aHanreTwdeH edekT ¢ To3u Ha H6ynpoden 600 mg
(16,11 cpemy 16,39; P =0,722), u mo-cineH or 1031 Ha napaueramon/koners 600 mg/60 mg (11,00;
P <0,001) 1 nnane6o (6,84; P < 0,001), usmepeHo kato 06mo obiekdeHHe Ha 6oIKaTa 3a TbpBHTE

6 uaca (TOPARSG). Yactra naryenTy, cho0MIHIH 32 ynoTpebaTa Ha JONBIHHTETHO JIEKapCTBO [0
BpEME Ha ITLPBHTE 24 Haca OT AozHpaHeTo, ca 40,8 % 3a eropukokcnt 90 mg, 25,5 % 3a ubynpoden
600 mg Q6h 1 46,7 % 3a napanetamon/kogenH 600 mg/60 mg Q6h B cparrenne cue 76,2 % 3a
nnanebo. B ToBa mpoydBaHe MEIHAHATA HA HAYANIOTO Ha AeiicTereTo (Oce3aeMo obnexyaBane Ha
Gonkara) Ha 90 mg eTopHKOKCHO € 61na 28 MHHYTH Clle] IPHIOKEHHETO.

BesonacuHocT
Ipo! a Multinational Etoricoxib and Diclofenac Arthritis Eong-term AL
MHoroHalHOHAIHA NporpaMa 1s THQ MPHIAFAHH eTOPUKOKCHE 51 odeHax

IMporpamMata MEDAL e npocnekTHBHa NporpamMa 3a npoclieiBase Ha pe3ylITaTHTE, CBbP3aHH ChC
cbpAeuHo-cpaosara (CC) bezonacrocT, oT 06001eHN JaHHH OT TPH PaAHIOMM3HPAHH, TBOIHO-CIIEIH,
cpelly aKTHBHA CLCTaBKa KORTPOJIMPaHH H3nuTBams, npoyusaneto MEDAL, EDGE 11 u EDGE.

ITpoy4yeanero MEDAL e npoyusase ¢ KpatiHa Touka, onpezeiena ot CC pesynraTire npu

17 804 nanwenTs ¢ OA u 5 700 ¢ PA, nexysans ¢ eroprakokcut 60 mg (OA) uns 90 mg (OA u PA)
W auKnoderak 150 mg auesHo 3a nepuon cpeaHo ot 20,3 Mecena (MakcHMyM 42,3 Mecena,
menuaHa 21,3 mecena). B ToBa M3nuTBake ce OTYMTAT CAMO CEPHO3ZHM HEXEIAHH Peakiiiy ¢
[MpeyCTaHOBABAHE Ha YIACTHETO MOPAIH KaKBATO M [1a € HeJKeJiaHa peakiHa.

Ipoygsanmsra EDGE u EDGE 11 cpasHsBaT cTOMAIIHO-YpPERHATAa IOHOCHMOCT HA €TOPHKOKCHG H
muisiogenak. [poyusanero EDGE pkmousa 7 111 nansent ¢ OA, NieKyBaHH ¢ 1032 €TOPHKOKCHO OT
90 mg nuerHo (1,5 meTH A03aTa MpenopbumnTenHa 3a OA) wm auknodpeHak 150 mg tHeBHO 3a IepHON
cpenso 9,1 mecena (MakcaMyM 16,6 mecena, meauana 11,4 mecena). ITpoyusanero EDGE 11 ekmiousa
4 086 mauuenTH ¢ PA, nexyBanw ¢ eToptkokcn6 90 mg quesHo wim qaxnodeHak 150 mg nuepHo 3a
nepuon cpeaHo 19,2 mecena (MakcuMymM 33,1 Mecena, meanana 24 Mecena).

B o6o6menara nporpama MEDAL 34 701 nausenty ¢ OA W PA ca feKyBaHH 3a IEPHO/ CPEIHO
17,9 mecena (MakcuMym 42,3 Mecelia, Meauana 16,3 Mecena) karo npubmmsarento 12 800 nauuenTH
MPOBEXKIAT JIEYCHUE NO-NPOABDKHMTENHO 0T 24 Mecenia. [TaineHTHTe, YYacTBAIH B IPOIPAMaTa HMaT
KATO M3XOJHO CHCTOAHME PAIHYHH ChPAEYHO-CHIOBH M CTOMRITHO-YPEBHH PHCKOBH (aKTopH.
TlaumenTre ¢ anampesa 3a HeoTAaBHaten HHGAPKT Ha MHOKapaa, Galinac Ha kopoHapHa apTepHs ¢
(PHCAJIKa HIIM [EPKyTaHHA KOPOHAPHA HHTEPBEHIMA B IPEIXOHHTe 6 Mecela NpeH BITIOYBAHETO
He ce JOMyCKaT Jio y4acTHe. B npoydYBaHusTa e pa3spelieHo H3N0I3BaHETO Ha FACTPOTIPOTEKTHBHH
IIPOAYKTH H HACKA 1033 ACITHPHH.

0O6ma Ge3onacHocT:
Hsma 3HATHTEIHY PasIMKH MEXKY eTOPHKOKCHO H AHKIodeHaK B 9eCTOTaTa Ha CBPAeUHO-ChIOBHTE
TPOMOOTHYHH IposBH. KapIHOpeHAITHH HeXeNAHH PeakiliH ¢¢ HaGMIOAABAT NO-4ECTO,

eTOPHKOKCHOG, OTKONKOTO NpH AHKIOGeHaK ¥ Te3H edeKTH ca J03032BHCHMH (B
Pe3yATaTH No-A0Jy). CTOMAHIHO-UYPEBHHTE H YePHOAPOOHH HexeNnaHH PeakiluH
3HAYMTENHO MO-YECTO NpH NHKACPEHAK OTKONKOTO NPH eTopHKoKcHD. YecToTa
peaxiyi 1pd EDGE u EDGE 11 1 Ha He)xenaHHTe peakumH, NpereHeHH KaTo ce
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A0 npeKpaTaBane yuacTHe B npoyuBaHeTo MEDAL e no-sHcoka npu eTopHxokcHO B CpaBHEHHE ¢
JHITO(EHAK.

Crpaedro-chA0BH pe3yTaTh 3a GesonacHocTra:

YecToTaTa Ha NOTBEPAEHATE TPOMOOTHIHH CHPAEIHO-CBAOBH CEPHO3HH HEIKETAHH PEAKITHH
(BKITIOIBANH CHPAEYHH, MO3BYHO-CHAOBH H NICPHEPHO-CHAOBH NPOEH) € CPaBHAMA 32 ETOPHKOKCHO
H JuKnodeHaK, KaTo pe3yaTaTuTe ¢a ofobuwens B TabnHuara no-noy. HaMa cTaTHCTHYECKH SHAYMMH
PazTHKH B 4ECTOTATA HA TPOMOOTHUHHTE CHOHTHA MEXAY €TOPHKOKCHO H AMKIO(pEHAK IPH BCHYKH
aHaMM3UPAHH MOAFPYIH, BKIIOYKHTEIHO pa3IWiHM KaTeropy# NAlHEHTH B [1aTa raMa Ha H3XOJHHA
CBPAEYHO-CH0B pHCK. KoraTo ce pasrnexaaT nooTAeNHO, OTHOCHTE/IHUSAT PHCK 34 IIOTBBPACHH
TPOMOOTHYHH CHPAECYHO-CHAOBH HEXENAHM PEAKIMH NPH eTopuKokcHG 60 mg unk 90 mg B
cpaBHeHHe ¢ guknodeHak 150 mg ¢ Gun cxoseH.

Tabamna 2: Yecrora na norespaenu tpomGoraunn CC upousn (oGoémena nporpama MEDAL)

Eropaxoxcu Aaxaodenax CpaBBenHe MeKAY
(N=16819) (N =16 483) JeCHHH
25 836 nangaenT- 24 766 nanuenT-
rojHA" TOAHHH
Yecrora' (95 % CI) Yecrora' (95 % CI) | Orsocarenen puck (95 %

HoTsEpaeHn TPOMGOTHYIHH CEPACHHO-CHAOBH COPHOSHH HeXEIANH PeaKITiH

L) -

0,95 (0,81 1,11)

Tlo npoTokoxn 1,24(1,11 1,38) 1,36 (1,17 1,45)
Hamepetie 3a 1,25(1,14 1,36) 1,19 (1,08 1,30) 1,05 (0,93 1,19)
.T_Ie‘-leHHB

TToTBEp/ICHH CHPACYHHE NPOIBH

70.90 (0,74, 1,10)

Tlo mpoToron 0,71 (0,61, 0.82) 0,78 (0,68, 0.90)
Hamepenue 3a 0.69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84 1,17)
neqeHHe

TloTBBPAEHH MOTFYHO-CHIOBH NIPOABH . T e e
Ilo mporoxon 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
Hamepenuesa | 0,33 (0,28, 0.39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
JedeHHe

| TIoTeEpAeHN nepH(epHN CHIOBH MPOBRH

1022(0.17,029)

10,92 (0,63, 1,35)

Tlo poToKon 0,20 (0,15, 0,27)
Hamepenne 3a 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
JICHCHHC

tCr6uTRa Ha 100 HamUeHTOTOWMHY, Cl=noBepHTener HHTEPBAI
N=06m 6poii manMenTH, BKIIOYEHH B IOMYIALALTA N0 MPOTOKO

Tlo mpoTOKON: BCHYKE NPOSEBH NPH NPHICKEHHETO HA MPOYYBAHOTO NICUSHHAE WK A0 14 AHA ciel
IpeXpaTABaHeTO MY (M3KDOYCHN: TAHHEHTH, IPHEIH < 75 % OT HIINTRAHOTO JCUEHHE HIH HPHEMAITH
HeBKmo4YeHo B npoyusanero HCIIBC > 10 % ot BpeMeTo).

Hamepenne 3a nedeHHe: BCHIKH NOTBBPICHH NPOABH [0 Kpas Ha HINHTBaHETO (BKIOTHTENHO NALMEHTH,
DOTCHIMAITHO H3TIOMEHH Ha HEBKIHOYEHH B MPOYYBAHETC HHTEPBCHIINH clIek HpeyCTAHOBABAHE Ha H3NMTBAHOTO
negenue). OFm Gpolt panaoMu3MpaHK manuerTH, n = 17 412 Ha eTopukokeH6 1 17 289 Ha AuknodeHak.

CC cMBpTHOCT, KAKTO M 06IIATA CMBEPTHOCT, Ca CXOZHH IIPH JIEKYBAHWTE [PYIIH € ETOPHKOKCHO H

ournodeHax.

Kapauopenanum nposeu:

TprGauzsTento 50 % ot naumenTHTe, BKIOUEHM 8 npoyusarero MEDAL, ca ¢
XHIEPTOHHA, B TOBa NpoyyBaHe 4eCTOTATA Ha IPSKPATABAKE HA YYACTHETO, N0
XHIICPTOHHSA HEKEAHH PEaKIH, € CTATHCTHYECKH 3HAYMMO NO-BHCOKA 3a €ToP
¢ RHKNOGeHaK. YecToTata Ha 3aCTORHATA ChpAEYHA HEOCTATHYHOCT KATO HEX
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(pekpaTdBaHHsa M CEPHO3HH PEAKITHH) CE NPOABARA €AHAKBO [IPH €TOPHKOKCHG 60 mg B CpaBHEHHE C
maxnodenax 150 mg, Ho e mo-BHCOKA npH eTopuKokcHE 90 mg B cpaBHenue ¢ gukioderax 150 mg
(cTaTucTHICCKH 3HaYAMa 3a 90 mg eToprkokcub cnpamo 150 mg auxnodenax npu rpynara B
MEDAL ¢ OA). YecTorata Ha HOTEBPACHHUTE NPOABH HA HEXE/IAHH PeaKIMH, CBBP3aHH ChC 3acTOHHA
ChpAgYHA HEAOCTATHIHOCT (MIPOABH, KOWTO CA CEPHO3HH H BOJAT N0 XOCTIMTRIHAAIMA HIH NOCSIeHHE
B CMELIHO OTAENICHHE) € HE3HAYMMO NO-BHCOKA MPH eTOpHKokcub B cpaBReHne ¢ amiodenak 150 mg,
K4TO TO3H edexT e A0303aBHCHM. YecToTaTa Ha MPEKPATABAHKATA JIOPAH CBBP3aHH ¢ OTOK HEXKEJIaHH
PEAKIIHH € N0-BACOKA NPH ETOPHKOKCHD, OTKOMKOTO npw nukiodenak 150 mg, ¥ TO3H edekT e
N0303aBHCHM (CTATHCTHYECKH 3HATHM 34 €TOpHKOKcHG 90 mg, HO He 3a eTopUKOKcHO 60 mg).

Kapnuopenanmire pesynrati mpd EDGE u EDGE 11 choTBeTCTBAT Ha ONIHCAHWTE MPH NPOYYBAHETO
MEDAL.

B ornennure npoyusanna ot nporpamara MEDAL ewpxy eropukokcn6 (60 mg niau 99 mg),
abcooTHaTa YeCcTOTa HA PEKPATABAHUATA B KOATO U A2 € OT rPpyMIHTe € A0 2,6 % 33 XHNepTOHus, A0
1,9 % 3a orok 1 a0 1,1 % 3a 3acToliHa ChpaeYHA HEAOCTATBYHOCT, KATO MO-BHCOKA YECTOTa Ha
NIPEKPATABAHHA HMa NPH eropukokcHb 90 mg, oTkonkoTo npu eTopukoxcud 60 mg.

[porpama MEDAL — peayirraTs 3a CTOMBIUHO-9PEBHA MTOHOCHUMOCT:

3HRYMTETHO TO-HACKA YECTOTA HA IIPEKPATABAHE HA JICICHHETO MOPaaH KAKBATO H Ja € KIHHWJIHA
(Hanp. AMcnencud, KopeMua Oonka, a3ea) CU Hexxenana peakiys ce HaG/moAaBa IIPH €TOPHKOKCKO B
CpaBHeHMe ¢ AHKIC(EHAK BB BCAKO OT TPHTE HPOYYBAHHA CHCTABIABAIM nporpamMata MEDAL.
Yecrorara Ha npekparsaBane nopazy Hexenana CY peaknis Ha CTO MAIKEHTOTOJHHH 38 LETHs
NepHO/ Ha IIpoy4BaHe € KakTo cleasa: 3,23 3a eTopukokcds u 4,96 3a nuKIodeHaK B IPCYIBAHETO
MEDAL,; 9,12 3a eTopukokcub 1 12,28 3a auxiodenak B npoyusanero EDGE; u 3,71 3a eTopukokcHo
# 4,81 3a mmnogenax B npoyusanero EDGE 11

Ilporpama MEDAL — peaynratn 3a cToMaImHo-4perHa 6e30nacHoCT:

O6inure ropax CU nposiBu ce onpenendar karo nepdopaliuu, a38H H kbpeeHe. [lonrpynara oSimu
ropad CH nposeH, OnpeNeieHH KATO YCIOKHEHH, BRIIOUBa fiepdopamiy, o6CTPYKIHH H YCII0KHEHO
KbpBeHe; noarpynara obmu ropas CYU nposeu, onpefencHy KaTO HEYCAOKHEHH, BKIIOTBA
HEYC/IOKHEHO KBPBEHE H HEYCIOKHEHH A38H, JHAUHTENHO [T0-HHCKA decToTa Ha oo ropay C4
IposBy C¢ Hab/ONaBa IPH eTOpHKOKCHO B cpaBHeHMe ¢ Auxodenak. Hama 3raunMa pasiHKa Mex1y
€TOPHKOKCHO H AMKIOQEHAK B 9eCTOTATa Ha YCIOKHEHHTE IIPoABH. 3a NOATPYNATa Ha KPBBOH3IHBH
ot ropHua CY TpakT (ycnokseHn i HeyCIOKHeHH KOMOHHHPAHM), HAMA 3HAMHMA PaTHKA MEXKIY
eTopHKoKcHb H auknodenak. ITonsara oT NMpunokeHnero No oTHoweHAe Ha ropars CY TpakT Ha
€TOPHKOKCHD B CpaBHEHHE ¢ QUKIO(EHAK HE € CTATHCTHYECKH 3HAYMMA 34 NAIHEHTH, IIPHEMAIH
€ZHOBPEMEHHO HHCKA A03a aciupsH (mpuOnusarenHo 33 % or manuenTHTe),

YecToTaTa 38 CTO NAMEHTOTOANHH HA NOTBLPACHH YCIOKHEHN B HEYCIOKHEHH KITHHWIHH MPOSBH OT
ropuas CY tpakt (nepdoparmm, 1381 4 kbpeede (PUB)) ¢ 0,67 (95 % CI1 0,57, 0,77) 3a eropuxokcu®
1 0,97 (95 % CI 0,85, 1,10) 3a quxnodenak, naramo oraocHreneH puck ot 0,69 (95 % C1 0,57, 0,83).

Onpenenena ¢ 4ecToTaTa Ha NOTBEpACEHTe ropay CU NposAsx npu NAlAEATH B HATIPETHANA BH3pacT
KaTo Hak-rolgMo HamaleHHe ce Ha0/oaRa IpH TTALMENTH Ha BB3pact = 75 romusu (1,35 [95 % CI
0,94, 1,87] cpemyy 2,78 [95 % CI 2,14, 3,56] nposiBu 3a CTO NaLMEHTOIOAHHH CHOTBETHO 32
€TOPHKOKCHO H AUKROdEHaK).

YecToTara Ha NOTEBp/ACHHUTE Npossy oT gomHuA CU TpaxT (nepdopauns Ba TBHKH H Ae6eno yepso,
obcTpyknws win kpeeouse (POB)) He mokassa 3HaYHTENHA PATHKA MEKIY TOPHKOKCHD H
aHKIoheHax.

[porpama MEDAL — pesynrrath 3a 9epHonpobHa GesomacHoCT:

ETopuxokcHO ce CBBP3Ba ChC CTATHCTHYECKH 3HAYHMO M0-HHCKA YeCTOTa Ha IIpe
HEPHOAPOOHO CHHP3aHH HEXNEGTAHH PEAKLMY B CpaBHEHHE ¢ auknodeHak. B o606
MEDAL, 0,3 % ot naumenruTe Ha eTOpHKOKCHO 1 2,7 % OT Te3d Ha auknodenak
CBbP3aHa ¢ yepHHs Apol Hexenana peakuus, YecTorara 3a CTO NAMEHTOrOHHH
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erTopuxokcHb 4 1,84 3a muxnogenax (p-crodinoct < 0,001 3a eropukokenb cnipamo munodeHak). B
CHIIOTO BpeMe HOBEYETO OT HEXKeNaHHUTe YepHOAPOOHO nposseny peakuHH B nporpamara MEDAL He
€a CepHO3HH.

JOILIHATeTHA JAHHH 38 TPOMGOTHYHA CEPIEYHO-CHA0BA GE30MACHOCT

B xnuHWYHE NpOyYBaHKA H3BBH Te3H oT nporpamara MEDAL, npubnmsurenso 3 100 maupientn ca
NIeKYBaHH ¢ eTOpHKOKeHb > 60 mg AneBHO 3a 12 wim noseue ceqmuim, He ce nabnionasa suauMa
Pa371HKA B 9ECTOTATA Ha NIOTBHPACHHTE CEPHO3HH TPOMOOTHYHH CHPASHHO-CHIOBH NIPOABH MEXIY
NalHEHTHTE Ha €TOPHKOKCHO > 60 mg, mraue6o win nenanpokcenosu HCIIBC., B ¢cpmoTo Bpeme
YECTOTATA HA Te3H NPOSBH € NO-BHCOKA MPH HALMEHTHTE, IOMyYaABANH €TOPHKOKCHD B CPaBHEHHE C
TE3M, ONy4YaBany HanpokceH 500 mg apa mbTH aHeHo. Pauiyxara B aHTHTpoMOOLIMTHATA AKTHBHOCT
mexay Hakon COX-1 nomuckamu HCIIBC u cenexrusan COX-2 HHXAGHTOPH MOKe fa € OT
KTHHKYHO 3HaYeHHe NPH MAlMeHTH, PHCKOBK 38 TpoMGoemGonuwany nposed. Cenextupiute COX-2
HHXHOMTOpH HaMaJfBaT GOPMHUPAHETO HA CHCTEMEH (M MOPaAH TOBA Bb3MOXKHO CHIOTENCH)
TPOCTAIHKIHH, 63 Aa 3acaraT TpoMOOKcaHa Ha TpoMOoLMTHTe, KNHHAYHOTO 3HAYCHHUE Ha TE3H
Habmoneuns He € YCTaHOBEHO.

OOBJIHHTENHH JAHHY 33 CTOMAIOHO-IpeRHa Ge30MacHOCT
B nBe 12-cenmuann, ABOHHOCSH €HAOCKONCKY MPOYUBAKMS KyMY/IATHBHATA YECTOTA HA CTOMALIHO-
YPeBHHTE YIHCPALHHA € 3HAYMTENIHO HO-HHCKA NPU NAIHEHTHTE, IEKyBaHH ¢ eTopukokcHd 120 mg
BEJHEXK JHEBHO, OTKQIKOTO NPH NALMEHTHTE, IEKYBaHH ¢ HanpokceH 500 mg ABa mbTH AHEBHO HITH
uOynpoden 800 mg Tpu weTH AHEBHO. ETOpHKOKCHE € GHII ¢ N0-8HCOKA 9eCTOTa HA YIILEpallduTe B
cpaBHeHHe ¢ ruanebo,

Hpoyqpasic Ha 650peyuHaTa dryHKINIA IPH DAIMEHTH B CTAPYECKa BEIPACT:

Parnomispano, ABORHOCIANO, NAPAIEAHOTPYTIOBO, ILTALIEG0-KOHTPOAKPAHO NPOYIBaHE OLEHNRA e(eKTa
ot 15 mmeBHO stedenue ¢ eTopakokcHO (90 mg), nenexokcut (200 mg ABa ITETH JHEBHO), HATIPOKCEH

(500 mg npa ITETH IHEBHO) H IUIANE00, BHPXY SKCKPELMATA HA HATPHIL B YPHAATA, KPBBHOTO HAJATAHE H
EpyTH napaMeTpH Ha 6B0peunara GyHKIMA, nMpy NAUHEHTM Ha BrapacT 60 u 85 roawsm Ha miera or

200 mEq/nen natpnii. ETopakokcu6, nienekokcHO H HAPOKCeH MMaT GAu3hk eeKT BhpXy ypHHApHaTa
€KCKPELtHs Ha HATPHii 3a IBYCEIMHYHMA TIEPHON Ha JIeYeHHe. BCHUKH MPOSYKTH 32 aKTHBHO CPABHEHHE
TOKA3BAT NOBHILICHHE B CPaBHEHNE C IUTALE50 HA CHCTOAMYHOTO KPBBHO HAMSTAaHE, ETOPHKOKCHO obate ce
CBBP3BA ChC CTATHCTHYSCKH 3HAYHMO NoBHINeHHe Ha JIeH 14 B cpaBHeHNe C LeJIeKOKCHO M HANIPOKCEH
(cpemmaTa NpoMsAHA COPAMO M3XOIHOTO HUBO 33 CUCTONIMYHOTO APTEPHATHO HANMTaHe: eTOPHKOKCHG

1,7 mmHg, nenrexokcnt 2,4 mmHg, nanpokcen 3,6 mmHg).

5.2 @PapMakoKHHETHYHM CBOHCTBA

AbcopOims
[Tepopanno nprnoxen eTopukokcHG ce abecopbupa aoGpe. AGcomoTHATE GHOHANHYHOCT €

npubasaTenso 100 %. Cnex 120 mg BeqHsK Ha JeH 4O MOCTHIAHE HA YCTOWYHBO PaBHOBECHE
(steady state), mukoBa rurazmera KonnenTpaiHs (cpeana Cua = 3,6 pg/ml) e HaGmozxasana
npubamusaTenHo | gac (Tms) CeA MPHNOXEHHETO NPH BH3PACTHH TAIHEHTH HA TIIA/IHO.
CpennoreomerprunaTa AUCo 24, € 37,8 pgehr/ml. ®dapMaxokuHETHKATA HA €TOPHKOKCHG € NuHeiiHa B
PAMKMTE Ha KWHHYHMS J030B HHTEPBAIL.

IlpuemsT ¢ XpaHa, Gorara Ha Ma3HHHH, HaMa edeKT BEPXY cTereHTa Ha abcopOIMA HA ETOPHKOKCHO
chep mpunoxeHne Ha no3a ot 120 mg. Ckopoctra Ha abcopbunaTa ¢ GHna NOB/IHIHA B CE/HHTE
rpasuiH: 36 % HamaneHue Ha Crox # YBeMHUSHHE Ha Tonax © 2 vaca. Tesn JaHAM He ca GHITH cHETEHH
3a KIHHHYHO 3HAUMH. B KIIMHWYHKTE H3cHeABAHHA €TOPUKOKCHO € GHIT B3HMaH He3aBHCHMO OT

TIpHeMa Ha XPaHa.

Paznpenenenne
‘
b

120 1 mpu xopa'ra
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Etopuxokcu§ npeMusaga nialeHTapHaTa GapHepa NpH IUTHX0BE H 3aiilH H XeMaToeHedamHaTa
6apuepa npH MITBEXO0BE.

BrorparchopM:

Eropukokcub ce Metabonmsupa HameiHo kato < 1 % ot Ro3aTa ¢¢ yCT2HOBABA B YPHHATA NIOA
dopMaTa Ha H3XOAHOTO NleKapcTBO. OCHOBHMAT ITET Ha MeTalonH3Hpase ¢ GopMHpane Ha 6'-
XMAPOKCHMETHA AepHBaT ce Katamsnapa o CYP ensumure. CYP3 A4 BepoaTHO NlonpHHACA 32
MeTaboM3UpaHeTo Ha eTOPHKOKCHD in vivo. In vitro npoydpanuata ycraHoessar, 4e CYP2D6,
CYP2C9, CYP1A2 1 CYP2C19 ¢bimo MOXe Ja KATAMH3HPAT OCHOBHATA METaBONHTHA BepHTa, HO
TeXHHTE KOMHYECTBCHH OTHOWEHHS iR Vivo He Ca IPOYYBaHH.

Haenrnduuppanu ca ner MeraGonuTa npH YoseKa. OCHOBHHAT MeTa(O/IMTEH NPOAYKT ¢ 6’ -KapbokcH
KHCEJTHHHO NPOH3BOAHO Ha €TOPHKOKCHO, 06pa3zyBaHo upes Mo-HATATHITHO OKHCIIEHHS Ha

6’ -XM/IPOKCHMETHII MPOH3BOAHOTO. Te3H OCHOBHY METAGONHTHH NIPONYKTH WIH HAMAT H3MEPUMa
aKTHBHOCT, WIH ca cnabo aktuern karo COX-2 waxuburopH. Huro €MH o T€3u MeTabOIHTH He
unxuoupa COX-1.

EnvuMurnpane

Cinex npriaraHeTo Ha SANOKpPATHA, MAPKHPaHa C PaAgHOH3OTON 1032 0T 25 mg eTOpHKOKcHD
HHTpPaBeHO3HO HA 3ApaRH jmma, 70 % OT palHOaKTHBHOCTTA € OMiIa ycTaHOoBeHa B ypusarta 4 20 %
BB (heKaJHHTE, IMaBHO nof ¢opmara Ha Merabonurn. [lo-Manko ot 2 % e ycTaHoBeHa noJ dopmara
Ha HeTMPOMEHEHO JICKAPCTBO.

EnumunmpaneTo Ha eTOpukokcHb cTaBa NpeaHMHO dpe3 MeTafoNH3HpaHe | NocaeJBala peHalHa
eKCKpeHs. Y CTOHIMBH paBHOBECHH KOHLIEHTPALHH HA €TOPHKOKCHO Ce YCTAHOBABAT B PAMKHTE Ha
CC/IeM IHH TIPH €IHOKPATHO NpHarase Ha 1o03a oT 120 mg, npH oTHOMIEHHE Ha KyMy/THpaHe
NpHOJH3ATETHO 2, OTrOBApPSIIO Ha BPEME Ha NOAYXXHBOT OT NpuOIH3nTenHo 22 yaca. IltasmeHuaT
KIHPBHC CCN MHTPaBEHOHA £03a 0T 25 mg e npubmmsntento 50 ml/MuHyTS.

Creyuannu 2pynu nayuenmu

Ilayuenmu 8 cmapuecka evapacm: DapMakOKHHETHKAT2 IPH IAIMEHTH B CTAPUECKa BL3PacT (BE3pacT
2 635 roqHHK) ¢ 6MM3Ka A0 TA3H MPH MIATHTE.

{Ioa: He ce ycTaHOBABA pa3nuka BB (apMakOKHHETHKATA NPH MBKE M JKEHH.

Yeproopobno yspexcdane: 1IpH NanienTH ¢ ieka CTeNied Ha uepHoApoGHO ypexaane (Child-Pugh
HHAEKC 5-6), NpHaraeTo Ha €TOPHKOKCHEG B 034 60 mg BeAHBK Ha JIEH € A0BEO 20
npubnusurento 16 % mo-romima cperra AUC B cpaBHeHHE ChC 3APABH JHI@ Ha CHIIHA 1030B
pexxamM. [lpy manHeHTHTE ¢ yMepeHa cTenel Ha 9epHoapobHo yepexxmane (Child-Pugh nrnexc 7-9),
MPHIAraHeTO Ha ETOPHKOKCHO B 103a 60 mg npe3 den e noseno xo cpenHa AUC, 6nu3ka 10 Ta3sH Ha
30paBUTE JIHLA [IPU JO30B PeXKM OT 60 mg nHeBHO; eTopHkokcuG 30 mg BeAHBK JHEBHO HE €
TIPOYYBaH B TA3M OMynami. Hama KIMANYHY M GapMakoKHHETHUHA JaHHH 33 NaIMEHTH ¢ TEXKA
creneH Ha YeproapoliHo yspexaane (Child-Pugh wanekc > 10) (Bx. Touku 4.2 u 4.3).

Bvbpeuno yepesicdane: GapMakoKWHETHKATA IIPH eIHOKPATHA 1033 oT 120 mg eTtopuxokceud,
NPUICIKEHA HA MAIHEHTH ¢ YMEpPeHa 0 Tekka Gp0pevHa HeoCTATEYHOCT U TaKuBa ¢ kpaiiHa daza Ha
OBOpeqno 3abonaeane Ha XeMOAHAIIM3A, HE CE € PAINHUABAIA 3HAYMMO CIIPAMO TA3H [IPH 3/1paBH

MEHa. XeMOIHATIH3ATA € HMaNa MATbK TIPHHOC 110 OTHOIMCHHE HA eTHMHHHAPAHETO (HANM3CH KIHPBHC
npabmusurenno 50 ml/MunyTa) (BK. Touku 4.3 u 4.4).

leouampuuna nonyrayun: DapMaKOKHHETHKATA HA ETOPHKOKCHS NPH NeMATPHIHH
(pBapact < 12 roqMHH) He e MU3CAeABaHA.

Tlpn gapmaxoxHEeTHYHO MpoyHBaHe (n = 16) POBEAEHO CPe/ IOHOMIH (BH3pacT
dapMaxOKMHETHKATa NPH IOHOLKTe ¢ Tero oT 40 to 60 kg npH K032 HA ETOPHKO "@‘1 :
BeJINbK HA JIEH M IIPH IOHOMIHTE ¢ Terno > 60 kg (103a Ha eTopukokcHb 90 mg peyFpX ]
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Gniska [0 Ta3H HA BE3PacTHH, NOMYSHIH €TOPHKOKCHO B K033 90 mg Bemubk Ha ieH. besomacHocTTa
H e()EKTHBHOCTTA Ha €TOPHKOKCHE MpH NeIHATPUIHN NALMEHTH HE Ca H3cae/BaHM (BXK. Touka 4.2).

53 IlpeaxsHHAYHH J3HBH 33 Ge30nacHOCT

B npeaxiHHAYHHTE BPOYYRAHAS ¢ €TOPHKOKCHO He e Giia ycTaHOBEHa MeHHA TOKCHYHOCT.
Eropukokch He € 61 kaHneporened npua MumkH. [Lrsxosere ¢a pa3BruiM XenaToleayiaped H
THPEOHAEH (POJTHKYIIOLIETY/IAPEH aeHOM IIPH JO3HPOBKA > 2 ITHTH JHEBHATA A03a rpu xopa [90 mg] u
CHCTEMHA €XKE/[HEBHA EKCIIOZHIHA B MPONBDKSHKE HA MPHOIM3HTENHO 2 TOAHHH.
XenaroLeayTapHHAT ¥ THPEOHAHHAT GOTHKYAOIETyIapeH alieHoM, HaBronaBaHH Ipy ILTBXOBETE, Ca
OTH CYETEHH 32 Pe3yNITAT Ha ClieUHQHICH 33 ILTEXOBETE MEXAHW3EM, CBBP3aH ¢ HHAYKIMA Ha
uepHOoapobHuTe CYP enznmu. He e yerasoBeHO eTOPHKOKCHG Aa TIPEM3BAKBA HHAYKLIHA Ha
uepHoApoOHHA CYP3A ensuM npu xopara.

lacTpoMHTECTHHARATA TOKCHYHOCT HA €TOPHKOKCHO NPH IUTEXOBETE C¢ YBEJIHYABa ¢ /1034aTa K
BPEMETO HA eKCIIO3HIMA. B npoyasane 3a TOKCHYHOCTTA HA €TOPHMKOKCHO NpoALDKHIo 14 ceaMuLm,
yauepanuy Ba CY tpakt ca 6Hnu HabmozaBaHu NPH eKCTIOIHIMHA, HAAXBBPAAINA TA3H [IPH YOBEK C
NPAIATaHETO HA TepaleBTHUHATa A03a. [Ipd npoy4saHnATa 38 TOKCHUHOCT B IPOALDKCHKE Ha 53 H
106 ceamuum, s381 B CY TpakT ca GHTH HAOMONABAHM CHLIO TAKA NPH eKCTIOIHLMH, CPAaBHHMHE C Te3H
OpH# Xopa ¢ MpUiarale Ha TepaneBTHYHATa A03a. IIpy KyueTa GEOpeq HH B racTPOHHTECTHHATIHM
aHOManvH ca GHIKM HaOMOJABAHH TIPH BHCOKA JO30BA CKCMO3HMIHA.

EropuxokcHb He € mokazan TepaToreHHOCT NPH MPOYYRAHHA 38 PETPOAYKTHBHA TOKCHYHOCT,
MPOBeicHH BLPXY IUIBXOBE ¢ o3a 15 mg/kg/nuesHo (ToBa e mpubnusHTenHo 1,5 MbTH Haj AHEBHATA
no3a 3a xopa [90 mg)] npu cucTemHa ekcnosruw). IpH 3aiiun e Ha0monapaHO CRBEP3aHO ¢ NEUEHHETO
MOBHIICHHE Ha CHPAECTHO-CHAOBHTE MAIGOPMALIAH IPH HHBA HA €KCHOIHIIMA MO/, KIHHHYHATA
SKCTIO3HIIHA NIPH AHEBHATA 1034 2a Xopata (90 mg). Benpeku ToBa, He ca HAOMOJABAHH CBBP3aHY C
JIEYEHHETO BLHIIHH MarkpopMalmy Wik NPpoMeHH BB deTanuus ckener. IIpH IUThXoBeTe H 3ailKTe e
HabmoaasaHo J03038BUCHMO YREIMIEHHE Ha [IOCTHMILIAHTALMOHHA 3ary6a IpH eKCIIO3HLINS,
€KBHBaJICHTHA HAa WM 1,5 ITbTH mo-romnsaMa OT Ta3u npu Xopata (Bx. ToukH 4.3 U 4.6).

Etopukokcnb ce eKcKpeTHpa B MISKOTO HA IUTBXOBETE NPH JIAKTALHA, KATO KOHLUECHTPAIMHTE Ca
NpHONHIKTENHO ABA TETH HAJl T€3H B IUTa3MaTa. Ternioro Ha MANKHTE € HAMATIANO IIPH 3aXPaHBaHETO
¢ MJIIKO OT JKSHCKH ILTBXOBE, KOMTO ¢a MOAYYaBAIH €TOPHKOKCHO IO BpeMe Ha JaKTaLHs,

6. @®APMAIIEBTHYYHH JAHHH

6.1 CnHcBEK HA DOMOIHBATE BEIECTRBA

Crpresnna Ha TabneTxara:

Kamuues xunporeadocdar, 6e3sonen
Kpockapmenosa Harpui

MarHesHes creapar
MHMKpOKpHCTAIHA LETyI03a

O6Bupka Ha TabnerTkaTa:

KaphayGceku Bocek

JlakTo3a MOHOXHOpaAT

Xumnpomenosa

Turanoz anokena (E171)

Tpuauerun

Hunurokapmun (E132) u e xkenesen okcun (E172)
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6.2 HecHEMECTHMOCTH

Henpunoxumo.

6.3 Cpox 85a rogaocT

3 ronuHE

6.4 CnenuanuH YCAOBEN HA ChbXpaneHue

CexpandsaiiTe JICKapcTBOTO B OPHTHHAJIHATA ONTAKOBKA, 34 /12 C¢ NMpeiia3y OT Biara.

6.5 BuanchaALpXAREE HA ONAKOBKATA

Anymuaneso (osno (nsoiiHo), 6nucTepu B onakoBka cke 7, 14, 28 Tabnetkn.

He BcHdKH BHIOBE OMAKOBKH MOTAT Aa GBAAT MyCHATH Ha Nazapa.

6.6 CoenHanHH DpeANa3HH MEPKH NPH H3XBH]WIARE B paGoTa

Hsama cneigHaiig H3UCKBAHHA.

Hemanon3saHHAT NPOMYKT HWIH OTHAXEIHATE MATEPHAH OT HETo TPAOBa Aa ¢e H3XBBPIAT B

CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHS.

7.  HTPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

N.V. Organon

Kloosterstraat 6

5349 AB Oss

Hupepnannns

8. HOMEP(A) HA PASPEINIEHAETO 3A YIIOTPEBA

20030174

9. JIATA HA ITLPBO PASPEIMABAHE/TIOJHOBSBAHE HA PASPEHIEHETO 3A
Y¥IOTPEBA

Jata Ha wepBo paspemasane: 10 Mapr 2003 .

Jata Ha nocieqHo noaxosasaxe: 09 oxromepy 2008 r.

10. JATA HA AKTYA/IH3UPAHE HA TEKCTA
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