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Besaka ¢punMupana Tabnerka cpappia 90 mg eropuxokcut (etoricoxib).
[MoMorrHO BEmECTBO ¢ W3BECTHO AelicTBHe: 4,0 mg nakTo3a (KaT0O MOHOXUIPAT)

3a MBJIHUA CIACHK HA MOMOIIHHTE BElleCcTBA BHKTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA
OunMupana Tabnetka (rabnerka).

Benu, aBoiiHO u3mbKHANH (puiMUpaHu TabneTkn ¢ rpasupad Hagmuc “202” OT eAHaTa CTpaHa H ¢
Haanue “ARCOXIA 90” or apyrara.

4. KIMHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHK

APKOKCHSA € ITOKa3aHa NPHU BL3PACTHH W FHOHOWIH HA 16 rOWHH W NOBEUE 32 CHMITTOMATHYHO
obnexueHue Ha octeoapTpHT (OA), peBMaToraAeH aprput (PA), aHKMNO3Hpalll CIORAHNNUT U Ha
GonkaTa H BE3NATUTENHATA CHMITTOMATHKE JIPH OCTBP NOJArpo3eH apTpHT.

APKOKCHA € TIOKA3aHA NIPH BH3PACTHE 1 IOHOMIY Ha 16 roanyM ¥ IOBEUE 33 KPATKOCPOYHO JICUCHHE HA
yMepeHa 6onka, CBhp3aHa ¢ JCHTATHA oNlepaLya.

Pewernnero aa ce npennuue cenektueeH COX-2 unxuburop, Tpadsa aa ce 6asupa Ha HANOCTHA
NpelEHKa 32 WHAHBHAYATHHTE PHCKOBE 3a MAalMeHTa {BXK. TOUKH 4.3, 4.4).

4.2 lo3upoBKa 1 HAUHH HA NPUAOKEHHE

O3UPOBKA

Twi xaro ¢EPACYHO-CHAOBUTE PUCKOBE MPH €TOPUKOKCUO MOTaT [a ce YBEIMYAT ¢ N03aTa U
NPOALDKUTEAHOCTTA Ha MMPHICKEHHE, CNSABA Aa CE H3ITOJI3BA MAKCHMATHO HHCKA 1038 H MAKCHMAJIHO
KPaTeK EPUOA Ha NMpUoxKeHHS. [IepHoauYHO ¢ieaABa Aa ¢¢ MPABH NPEOLISHKA HA HY KAMTE Ha
MAlUEHTa OT CHMITOMATHYHO obNeKUYeHHe ¥ OTTOBOp Ha AeYeHHETo, 0co0eHO NpH NALHEHTH C
OCTeoapTpHT (BK. Toukw 4.3, 4.4, 4.8 u 5.1)

Ocmeoapmpum

ITpenopbyurennara noza e 30 mg BE,‘II,H‘BJI{ nHeBHO. [Ipy HAKOH NalHeHTH ¢ HEAOCTATEYHO
ofJeKueHHE HA CHMITTOMATHKATA, TOBMILABaHE Ha A03aTa Ha 60 mg BeAHBXK AHCBHO MOME
epukacHoctra. [TpH MKnca Ha MOBUILIABAHE HA TepaneBTHUYHKA edekT TpsOBa Ja ce npeueﬂ
M3NOM3BAHETO HA APYTH TEPaneBTHYHH BE3MOKHOCTH.




Peamamouden apmpum

[TpenoprunTenyaTa A03a ¢ 60 mg BeAHDK AHEBHO, [IpH HAKOH NALIMEHTH, C HEAOCTATBYHO
ofneKueHHE Ha CHMITTOMMTE, TIOBHILIABAHE HE. A03aTa Ha 90 mg MOXKe Aa JOBSAE A0 MOBHILIABAHE HA
epugacHocTTa. Ciea KaTo NauMeHThT € KAHHWYHO CTabHIH3HPaH, MOXe a € NOAXOAAIIO THTPHPaHE
Ha po3ata no 60 mg BeAHbX AHeBHO. [TpH MMIIca Ha NOBHINABAHE Ha TepaneBTHYHNs edekT Tpadsa aa
Ce NPeLEHH H3TION3BAHETO HAa APYTH TEPANCBTHYHH Bb3MOXHOCTH.

Aunrunosupawy cnonowrum

Ipenopbuurennara n03a e 60 mg peansA AHEBHO. [IpH HAKOX NALMEHTH, ¢ HEXOCTATHYHO
obNeKueHHEe Ha CHMITTOMUTE, NIOBHIIABAHE Ha Jo3aTa Ha 90 mg Moe fa fnosene no NOBUILABAHE HA
eukacHocTTa, Clell KaTo MalHeHTHT e KIMHHYHO CTa0unu3upaH, MOXKE Ja € MOAXONIMI0 THTPHpaHe
Ha jo3ata fo 60 mg BeaHbK AHeBHO. I1py JIUMCa HA MOBHILABAHE HA TEpaNeBTHHIHUA ehexT Tpabna na
Ce NPeNEHHN H3MOJ3BAHETO HA APYTH TepaneBTHYHH Bh3MOXKHOCTH.

Cucmonnus na ocmpa boaka
Etopuxoken® Tpadpa ja ¢e H3Mon3Ba caMo 10 BPEME Ha OCTPHA CHMIITOMAaTHYEH NIEPHOA MTPH

ChCTOSHMS Ha CHJTHA Oonka,

Ocmyp nodazposzen apmpum
ITpenopwuurenyara Ao3a ¢ 120 mg Beaask AHeBHO. [To BpeMe Ha KNMHUYHH H3NUTBAHHA 32 JICUCHHE
Ha OCTBP TNOAATPO3EH apTPUT €TOPUKOKCHOD € NaBaH B NPOABIKEHNE HA 8 AHM.

ITocmonepamuena bonka cred denmanna onepayus

[Ipenoprumrennara Ao3a ¢ 90 mg BeAHBXK AHEBHO, OTPaHHYESHO MAKCHUMYM 110 3 AHH. HAkoH
MALUECHTH MOXE 14 CC HYXKAAAT OT Apyra MTOCTONEPAaTUBHA QHAJITE3HA B JOMBIHCHHAE KbM APKOKCHA
M0 BpEME Ha TPHAHEBHKA [ICPHOJ Ha JIeUCHHE,

031, HAAXBHPJIALIH IPETIOPHUMTENHHTE 33 OTASTHUTE HHIMKALIMY WIH HE Ca NOKa3ajly Mo-rojigma
e(UKACHOCT, WK HE ca 6WK NpoyuBaHM. 3aTOBA;

Ho3ara 3a OA He Tpabsa aa Hagsuiasa 60 mg AHEBHO.

Ho3ara 3a PA u aHkuao3upalll CROHAWIKT He TpaOra aa HaaeMilana 90 mg AHEBHO.

Ao3ara 3a oCTBp OAArpPO3CH ApTPHT He TPAOBA Aa Haasuuasa 120 mg JHEBHO, KATO JIEYCHHETO Ce
OTpaHUuYaBa MakCUMyM 10 8 JHH.

Jlosara 3a nocronepaTHBHA CiiHA HoMKa clel AeHTaIHa onepalnd He TpAbsa fa Haasuwasa 90 mg
RHEBHO, OTPAaHMYEHO MAKCHMYM N0 3 AHH.

CrnienyanH ronynaiuuy

Hayueumu e cmapuecka ev3pacm

He ce nanara kopurupase Ha A03aTa NMpH TALUMEHTH B cTapuecka Bh3pacT. Kakto npH Apyru
JICKAPCTBA ITPIIIOKECHHETO NTPU MAIMEHTH B CTapYecka Bh3pacT CIAe/Ba Ja CTaBa BHUMATEIHO
(BX.TOUKa 4.4).

Iayuenmu ¢ weprnodpobno yepexcoane

He3aBHCHMO OT HHAMKALIMATA MPH MALMEHTHTE C JIeka cTenen Ha uepHoapoGHo yepexaane (Child-
Pugh ungekc 5-6) ve tpabBa na ce HaaBHIIARa J03a oT 60 mg BeAHBxK HAa AcH. [lpy natyerTUre ¢
YMEpeHa cTeneH Ha yepHoapoOHo yepexaaHe (Child-Pugh naaekc 7-9), HezaBHCHMO OT
HHAKALMATA, no3ara 0T 30 mg eednbyc Onesno He TpAGBa Ja ce HAAXBBPIIA.

KnuHuIuEaT onMT € orpaHHYeH, ocoGeHo IPH IALHMEHTH ¢ YMEPEHA CTENEH Ha UepHoApobHo
YBpPEXKIAaHE H 3aTOBA € HeOOX0AHMMO BHAMAHKE, HaMa KIIHHHYEH ONUT IIPH INalHeHTH ¢ TeXKa
4epHOoApoOHa RepocTaThyHocT (Child-Pugh uxaexc > 10), 3aTtoBa npuiaraHeTo Ha 1EKapCTBOTOB
TAKMBa CTYYaH € MPOTHBONOKA3aHO (B, Touku 4.3, 4.4. n 5.2). =

Hayuenmu ¢ 6vb6peuno yspesicoane



He ce Hanara kopHrupaHe Ha A03aTa [TpH NALMEHTH ¢ KPEATHHUHOB KIUMPBHC >30 mI/MHHYTa (B
Toyka 5.2). H3nonssaxneTo Ha eTOPHKOKCHG TIPH NALMEHTH ¢ KPEaTHHHHOB KIHPBHC <30 ml/MuHyTa ¢
MPOTHBONOKA33HO (BK. TOUKH 4.3 1 4.4).

Heduampuuna nonynayus

Etopukokcu6 ¢ npotusonokasau 3a ynorpeda npH fela ¥ ©oHOMM HA BE3PacT oA 16 roAHHy (Bx.
TOYKa 4.3).

HauuH Ha npuroxkeHHe

ADPKOKCHA ce npHeMa IepOpaTHO H Moke Aa 6bae npueMaH Ha rMaJHO MK N0 BpeME HA XpaHeHe.
EdexTsT Ha nexkapcTBEHHA IPOAYKT MOMKE Aa HACTHIH NO-OBpP30, KOraro ApKOKCHA C€ PHEMa Ha
rinaaHo. Toea Tpabsa fa ce uMa NpeABKl, KOTaTo e HeoOX0AUMO Aa € NOCTUrHe OBP30 NOBIHABAHE
H& CHMIITOMAaTHKATA.

4.3 IlporuBonoka3sanus

¢  CBpPBLXYYBCTBUTEIIHOCT KBM AKTHBHATA ChCTABKA HIIH HIKOE OT NIOMOLUHNATE BELLECTEA, Hsﬁpoem-r
B TO4YKa 6.1.

¢  AKTHUBHA [MeNTHYHA A3Ba HJIM aXTUBHO KBPBEHE OT CTOMALIHO-4ypeBHUA (CH) TpakT.

¢ [lauMeHTH KOUTO CNEeN NpUEM Ha aueTHIcanuimMnosa xucennHa Wi HCTIBC, BKIMOYHTETHO
COX-2 (imxnookcurenasa-2) HHXHOUTOPH, NposessaT HPOHX0CNa3IbM, OCTHD PHHHT, HOCHH
ITONTUITY, GHIHOHERPOTHUCH SASM, YPTHKAPUA WIH anepruyny peakim,

* DBpeMeHHOCT ¥ KbpMeHe (BX. TOYKH 4.6 U 5.3).

¢  Texka uepronpobHa HeAOCTATBUHOCT (cepyMeH anbymun <25 g/l wmi Child-Pugh vmaekc = 10).

 Hscneasan 6n6peUeH KpeaTHHUHOB KAMpBHC <30 ml/mMunyTa.

o [ena u ronomy oA 16-roguilAa BL3PAacT.

¢ Bw3nanurenHu 3a00NsABaHUA HA UepBAaTA.

¢  3acroiina ¢epaeuHa HegocTtarsuHOCT (NYHA IE-1V).

¢ [JlauMeHTH ¢ XHNIEPTOHHA, YHETO KPBEBHO HAJIAraHe e Tpaiino yeennieHo naxg 140/90 mmHg u ne
¢ aZICKBATHO KOHTPONHPAHO.

» YcraHOBeHA HCXEMHYHA GOJIECT Ha CHPLETO, 3afonaBaHusA Ha nepudepHUTE apTEPHATHH
CBHAOBE W/HITH MO3BYHO-CHAOBO 3a00/ABaHE,

4.4 CneuHanHu npeaynpexaeHus U APeAna3IHY MepKH NIpH ynoTpeba
Cmomawno-upesnu ehexmu
YCNOXHEHHA OT MNOPHUTE OTAEIH Ha CTOMAIHO-YPEBHNA TPakT (eppopaliii, 1381 HITH KbPBEHE

(PUBs), HAKOH OT KOMTO ¢ daTajieH H3Xo/, C& HACTHIIUNIM TIPH MANNEHTH fIEKYBaHH C ETOPHKOKCHO,

Buymarenno TpaGsa Aa ¢€ IOAX0XKAA NMPH NALHWEHTH ¢ PUCK OT Pa3sBUTHE Ha CTOMALIHO-YPCBHH
yenoxHeHHa oT HCIIBC: nanpedTH B cTapdecka Bh3pacT, NalMeHTH, NpUeMallii ¢THOBPEMEHHO H

Apyru HCTIBC unuy aueTHICAUTHIANIOBE KUCETMHAE, WM MaUHeHTH ¢ peKapaHu C‘I‘OM&I.IIHO-‘I]JGBHH J—

3a0ondABaHus, KaTO 2384 H KbPBEHE OT CTOMALLIHO-IPEEHHUA TPAKT,




MMa AOITBIHHUTETHO YBE/IHYaBaHe Ha pUCKA OT CTOMALHO-UYPEBHH HEXENAHH JIEKAPCTBECHH PeaKiHu
(cTOManHO-YpEBHA A3Ba WIH APYTH CTOMALIHO-YPEBHH YCIOKHEHUA), KOraTo eTOpHKOKCHO ce
NpHeM2a 32eAHO ¢ ALCTWICANHIIOBA KACENNHE (10PH H B HUCKH JO3H ), SHAYHTEIIHA Pa3inKa Mo
OTHOLISHUE Ha CTOMALHO-YpeBHaTa HesonacHocT Mexay cenekrapar COX-2 uaxuburopu +
ateTHIcATHUIIORA KHcenHHa cnnpaMo HCIIBC + aueTuncanHIiHioBa KHCETHHA, He € Ouna
AEMOHCTpHpaHa B ABJINOCPOYHH KNHHHYHHA Npoy4YBaHus (B, Touka 5.1).

Cupoeuno-cvooeu eghexmu

KnuHH4HY npoyuBaHHs NPeRnonaraT, 4é JeKapeTBEHUAT Ki1ac Ha ceflekTHeHHTe COX-2 HHXHOHTOPH
MOXe 1a OBle CBBP3aH ¢ PHCK OT TPOMGOTHYHH HHuHeHTY (0c0beHO MuokapaeH nHdapkT (MHA) u
HHCYAT), B cpaBHeHME ¢ ruianegdo u Hakou HCIIBC, CoupaeuHo-ChAOBHTE PHCKOBE NPH MPHNATAHETO
Ha eTOPHKOKCHO MOTAT Aa HAPACHAT ¢ YBEIMYABAHE HA 103aTa M NPOABIKUTEIHOCTTa HA IpHAaraHe,
Hopagu Koeto TpabBa 4a ¢ H3MOJI3BAT HAH-HUCKHTE e(pEKTHBHH A034 38 Hal-KpaThK NEPHOA OT
BpeMe. HeoGxonumocrTa Ha nanyMeHTa oT CHMIITOMATHYHO oOnexyaBaHe H OTFOROD CIPAMO
TepanuaTa TpAdBa Aa 6bae meproAHYHO NMPEOLICHABAHA, OCOOEHO IPH NALMEHTH ¢ OCTEOaPTPHT (BIK.
Toukn 4.2, 4.3, 4.8 u 3.1).

T1aMenTH ChC 3HAUTENHH PHCKOBH (DAKTOPH 38 ChPASHHO-ChAOBY HHIMAGHTH (HallpEMep
XHUNEPTOHUA, XUNePIHMUACMHs, AHabeT, TIOTIOHOMYIIeHe) TpAGBA Aa OBAAT IEKYBaHH C €TOPUKOKCHO
cien BHUMATENnHO oOMUCgHE (BX. Touka 5.1).

COX-2 cenekTHBHATE HHXHOHTOPH He 38MECTBAT alleTHIICATHLIUNOBATA KMCENUHA (aCTHPUH) NPH
npopunakTHKa Ha ChPACYHO-CRAOBH TpoMOoeMOomHuHH 3a00Na8aHus TIOPaNH JIUNICATa HA
aHTHarperanTeH edekt. ITopanu Tosa aHTHArperaHTHara Tepalnia He Tpabsa ja Obae NpeKkbeBaHa (BX.
TO4YkH 4.5 1 5.1),

-Echexmu evpxy 6vbpeyume

Bu6peunuTe npocTaraHAMHNA MOKE 1@ HMAT BaXKHa Pojis B MOATBPKaHETO Ha OhOpeyHaTa nepdysns.
3aToBa IpH HAUTHYHETO HA KOMApoMeTHpaHa Os0pedHa nepdy3us, NPUIAraHeTo HA eTOPHKOKCHO
MOX€ Aa NPEAU3BHKA BTOPHHHO, MOCPEACTBOM HaManABaHe Ha NIPOKM3BOACTBOTO Ha IIPOCTATTIaHAHHH,
peaylLupaHne Ha 6BOpeuns KPBBOTOK H yBpexkaane Ha Ox0pevyHara Gynkuua, [lanueHTuTe ¢ Hal-
BHCOK PHCK B TOBA OTHOILEHHE Ca TS3H, KOMUTO HMAT NPEAXOXKAALIO 3HAYHMO YBPEXKIaHe Ha
6u0peunara QyHKIMA, HEKOMIIEHCHpaHa ChpACYHA HEAOCTATHYHOCT WK LHpo3a. [1pn TakKBa
NalMeHTH CeARa Aa C¢ MMa MPEABKI MOHHTOpHparHeTo Ha 6n0peunara GyHKus,

3adpvoicka Ha MeyHOCMYU, OMOK U XUREPIMOHUA

KaxTo ¥ ¢ Apyru neKapCcTBEH# NPOIYKTH, 3@ KOHTO ¢ H3BECTHO, Y€ MOTHUCKAT NpocTariaHIHHOBaTa
CHHTe3a, ¢a OMMK HabIIaaBaHH 3a/IpBXKKa Ha TEYHOCTH, OTOK H XUNIEPTOHHUS NPH NAUHEHTH Ha
neveHHe ¢ eTOpHKOKeHO. BeHuky BecTeponaHK npoTHBopb3nanuTenyn cpeactsa (HCTIBC),
BKJIFOYHTETHO STOPUKOKCHG, MOraT 1a ¢€ CBHPKAT C HOBOMOABMIIA CC MM PSKYPSHTHA 3aCTOHHA
ChPAEYHA HEAOCTATBHHOCT. 3a HH(opMaLig OTHOCHO ONpefe/sH!d OT A03aTa OTTOBOP NpH
eTOpUKOKcHG BHKTE TOouka 5.1. BHHMaTendo tpabaa a ce noAXoXAa KBM MALHEHTHTE C aHAMHe3a 38
ChpACYHA HEAOCTATHBYHOCT, IEBOKaMepHA TUCHYHKUMSA, XUIISPTOHNA, KAKTO ¥ KbM MAIHEHTH ¢
Mpeaxoxaall OToK 1o APYry NPpUYHHA, AKO MMa KIMHHYHKM JAaHHM 32 BJIOlIaBaHe HA ChCTOAHHETO Ha
TE3H NALMEHTH, CNeABa Aa CE NPEATIPHEMAT NMOAXOAALIH MEPKH, B TOBA YHCIIO U IIPEKPATABAHE HA
JEUEHHETO C ETOPHKOKCHO.

ETopuxokcud Moxe na One CBhP3aH ¢ IPOABA Ha TI0-YECTa ¥ TEXKKA XMNEPTOHUS B CPaBHEHNUE ¢
apyru HCTIBC u cenektiBuu COX-2 uuxubutopy, ocobeHo 1pu BUCOKH a03H. ITopany ToBa
XHNEePTOHNATA TPpAOBa Ka b/ KOHTPOAHPaHA [PeaH JICYEHHETO ¢ ETOpHKOKeHO K TpabBa xa ce
00BpHE 0CcOGEHO BHUMaHKE Ha TIPocaeaaBaHe Ha KPBBHOTO HANATAHE MO BPEME Ha JIEYECHHETO ©
eroprikokcHO. KpeBHOTO Hansrane cnenpa Aa 0b4¢ KOHTPONHPAHO 10 ABE CEAMHULM OT 3aN0YBaHe Ha
NEYEHHETO ¥ NEPHOAMYHO CIIEA TOBA. AKO KPBBHOTO Ha/lAraHe 3HAUUTEIHO € MOBUIIHN TPAOBA fa ce
TIOMHCITH 38 ATTEPHATHBHO JICYCHHE,

Egbexmu avpxy vepnun dpob




[ToBumaBaHe Ha anaHHHaMuHoTpaHchepasara (ALT) w/nmm acnapraraMuHoTpaHcepasara (AST)
(npHOAH3HTEAHO TPH MK MOBEYE THTH HAJ I'OPHATA HOPMAIHA rPaHKLR) € 010 HaOAAaBaHO NpH
oK010 1% OT naLMeHTUTE B KIMHIYHNTE NPOYYBaHNA, KOATO ¢4 IEKYBaHH ¢ ETOPHKOKCHD 1o

1 roauHa nopu noza 30, 60 u 90 mg AHeBHO. |

TTauHeHTHTE CBC CHMITTOMH M/ NPU3HALM 33 YepHOAPoOHa IUCHYHKIHUA HITH Te3H, TTPH KOUTO €
HAJTHLIE NaTONOrHHEH TECT 3a OLCHKA Ha YepHOApoOHara PpyHKUMA, cneABa Aa ObaaT MOHHTOPHPAHH.
Axo ce HabmrogaBaT NpM3HaLK Ha YepHOAPOOHA HEAOCTATBYHOCT WM HNEPCHCTHPAT MATONOTHYHH
pE3YATaTH OT YepHOAPOOHUTE TECTOBE (TP MBTH HAA HOPMaNHAaTa [opHA MPAHHLA), JICUEHHETO C
eTopHKokcu TpabBa aa ce npekparu.

Obwu echexmu

AKO 10 BpeMe Ha NeUSHHUETO NMPH NALMEHTHTE C¢ BaowmaT PyHKLHHTE HA HAKOA OT NO-TOPE OTIHCAHKTE
CHCTEMH, TpsAOBa 13 ce B3eMaT NOAXOAAINN MEPKM M Aa ce IOMHCIH 33 MPEKbCBAHE HA TEpanuaTa ¢
eTopukokcHB. Tpatsa na ce ochUIECTBABA aJIEKBATHO MEMLMHCKO HalOIeHHE MO BpeMe Ha
NPOBEKAAHETO Ha JICUSHHE ¢ eTOPHKOKCHO HA MALHeHTH B CTApYeCKa BB3PAcT H TAKHMBA ¢ HATHYHA
Oubpeuna, yepHOAPOOHA WK ChpAcHHA AMChHYHKUMA,

JleweHueTo ¢ eropukokcuO TpadBa aa ¢ oChILUECTBARA BHHMATENHO NIPY AEXHAPATHPAHH [TALHEHTH.
[IpenopnuBa ce npeABapUTESIHA PEXHAPATALMS HA TAKHBA [ALHCHTH NMPESAH Ja 3alI0YHE TEPANHATa C
ETOPUKOKCHOE.

CepHO3HN KOXXHH PEAKLHY, HAKOR OT TAX (aTalnHH, KaTo ¢KCPONHATHBEH ASPMATHT, CHHIAPOM Ha
Stevens-Johnson ¥ TOKCHYHA eMHAEpMaHA HEKPOJIH3a, ca 01y JoknaaBaHN MHOTO PANKO BBB Bpb3Ka
¢ nanon3eaneTo Ha HCIIBC u Haxou cenexTHBHH COX-2 HHXHOHTOPH NPe3 NOCTMApPKETHHIOBOTO
HaOmroaeHUe (Bx. To4ka 4.8). [TauHeHTHTE ca U3N0KEHK HA HAN-TOIAM PHCK 32 MOABATA HA TAaKHBA
peaKlMH B HAYANIOTO HA TEPANUATA, KATO NEPBATA PSAKIIUA Ce& NOABABA B NOBEYETO CITY4aH Npes
GPBUS Mecel] OT JleueHrero, CEpHO3HM peaklIii Ha CBPBXSMYBCTBHTEITHOCT (KaTo aHA(WIaKcHA U
aHrnoenieM) ca GuH crobIasaHi Py ITAIMEHTH, NPHeMAllH eTOpHKOKCUD (BXK. Touka 4.8). Hakou
cenekTUBHE COX-2 nHxHOHUTOPH ¢a CBhp3aHH C NOBHMILIEH PHCK OT KOXKHH PEaKi[Hi MPH NAllMeHTH,
KOHTO Ca HMAJIH @HaMHe3a 3a JICKapeTBeHa aneprud. [TpHeMsT Ha eTopUKOKCHO TpabBa na Obae
IPEKPaTeH NPH TEPBETA MPOABRA HA KOXKEH OOPHB, JIe3Ha HA JIMraBHLaTa WiIH JPYrd CHMITOMM Ha
CBPBXYYBCTBUTETHOCT.

EToprrokcHO Moke Ia 3amackipa GpeGpunurer v Apyru NPHU3HALHM HA BEINANHTENHH 3200/14BaHHy,

BHuMarenHo TpafBa Aa ce MoAxokaa NPH eXHOBPEMEHHO NpHIaraHe Ha CTOPHKOKCHO ¢ BapdapHH

MM APYTH NEPOPAIHH aHTHUKOAryJIaHTH (BX. TOHKAa 4.5).

H3non3paHeTo Ha €TOPHKOKCHO, TON0OHO Ha APYTH NEKAPCTBECHH MPOAYKTH, KOHTO NOTHCKAT
LUMKJI00KCUTeHA3HATA/ TIPOCTArNAHANHOBATA CHHTE34, HE CE IPETIOPRUBA NPH KEHH, KOUTO C¢ OIMHTBAT
aa 3abpemerent (BkK. Toux# 4.6, 5.1 1 5.3). |
TaGneTkuTe ApKOKCHA CHABPKAT JIaxkTo3a, ITauMeHTH ¢ psAKO cpelllaHa HaclaeCTBeHA HETIOHOCHMOCT
K'BbM TJIaKT034, TAKTa3HA HEAOCTATHYHOCT WM TITIOK030-ranakTo3sHa Manabcopbuus, He TpiaOBa aa
NpUeMaT TOBA JIEKAPCTBO,

4.5 BsaumopeiicTBHe ¢ APYTH JIEKAPCTBEHH POAYKTH M APYTH GopMHE HA B3aHMOIeHCTBHE

DapmakCOUHAMUYHY 83aUMOOCUHCMBUS.

Iepopannu anmuxoaeyaanmu: TTpH nauuenT!, cTaGUIH3HPaHH HA XPOHHYHO JIeUeHHE C BapdapHH,
NPHIATAHETO Ha eTOpUKoKcHO 120 mg nHeBHO € CBbp3aHo ¢ Npubiu3ATenHo 13 % yBenHYeHHe HA
INR (International Normalized Ratio = MexayHapoJHO HOPMATHIHPAHO OTHOIIEHHE) HA o




0COOEHO B IMbPBHTE HAKOJIKO JIHHM, KOTATO JICUCHHETO C ETOPUKOKCHO 3anouBa Uy ¢ IPOMEHHA 103aTa
Ha JIEKAPCTBOTO {BXK, TOUKA 4.4),

Huypemuyu, AIIA u ACE unxubumopu: HCIIBC Moxe na HaManaT eexra Ha AUYPETHIIHTE H
APYTHTE aHTUXUNEPTCH3UBHY Niekapera. [Ipu HAKOM nauueHT! ¢ yBpenesa 6n6peuna GyHkuwms
(Hanp. nexuApaTHPAHHW NALMEHTH WIM NALHEHTH B Crapdecka BB3PacT ¢ yBpeaeHa 6r0peyHa
¢YHKLHS) eAHOBPEMEHHOTO H3niosBaHe Ha ACE-HHXHOHTOpH Wiz aHrnoTeH3uH I aHTArOHKCTH U
CPEACTBA, KOUTO HHXHOHPAT UMKIOOKCHICHA3ATA MOXE A3 NIpeIU3BHKA JONBIHUTENHO BlloltaBaHe Ha
OpOpeunara GpyHKIMA, BRKAOYKUTEARO PAIBUTUE HA CTPa OBHOpEUHA HEAOCTATHEUHOCT, KOCTO
001KkHOBEHO € oOpatumo. To3u dakT cieaBa Aa ¢ HMa NpeRBUI MIPH NALMEHTH, KOUTO B3WMAT
enHoBpeMeHHO eTopHuKOKCHO 1 ACE unxubutopy unn aHruores3ud (I anrarouncry. Ilopand ToBa,
Ta3H koMOuHanua TpaGea Ia ce mpHara BHUMATENHO, 0co0eH0 IPH Mo-Bh3pacTHH, [JalMeHTHTe
Tpabea Aa GbAT aREKBATHO XHApATUpaHU M Tpabsa na ce 00chan MoHHTOpUpaHe Ha OBOpetuHarta
(hYHKLIHA cnen 3a04YBaHe Ha KOMOMHUpPaHaTa Tepalbs W NepHORMYHO CIIEH TOBA,

Avemuncanuynosa xucenuna: Ilpu npoy4saHe Ha 3apaBy JOOPOBOJILM € IOCTHIHATO PABHOBECHO
cecronHue (steady state) eropuxoxcud B 8o3a 120 mg BeAHDXK HA ACH HE € OB
aHTHarperaHTHaTa aKTMBHOCT Ha aUETHICANHLIAIOBATa KHCeNHHa (103a 81 mg BeAHBX Ha JeH).
Eropuxoxcu® Moke Oa ce U3N0N3Ba €IHOBPEMEHHO ¢ aUSTIICATHLIIIOBA KHCeNHHA JaAeHa B 4034 34
npodIaKTHKA H& ChPACYHO-ChAOBY HHUMASHTH (HHCKA 1032 Ha ALIETUACATHLIMIOBA KHCETHHA,
(acnupuH)). Bee Nak e1HOBPEMEHHOTO TPUIAraHe Ha alleTHICATHLMIOBA KUCENHHA (HUCKa 103a) ©
CTOPHKOKCHO MOKe 13 YBEITHYH YECTOTATA Ha yalepauunTe i Apyrute CH ycnoxHeHHA B CPABHEHHE
ChC CAYYAHUTE, KOTaTO ETOPUKOKCHO ce M3non3Ba camocToaTenHo. He ce npenopeusa
CIAHOBPEMEHHOTO NPHUIIAaraHe Ha €TOPHKOKCHO ¢ TIO-BHCOKH OT NOCOYEHHTE 3a NpoQIakTHKa Ha
CHPASUHO-CHAOBK HHUMACHTH A03M ALCTHACANHIIMNOBA KHCeNMHA, KakTo U ¢ Apyrd HCIIBC (Bx.
ToukH 5.1 1 4.4). |

L{uxnocnopun u maxponumyc. Benpeku 4e T0Ba B3aHMOACHCTBHE C ETOPHKOKCHO HE € HPOY4BaHO, C&
3HAE, Y€ eMHOBPEeMEHHOTO NpUIaraHe Ha LUHknocnopuH wid takponumyc ¢ HCIIBC mMoxe aa ypeyHuH
HedpoTokcHUHKA edekT Ha fBeTe NeKapeTBa - MKNOCTOPHH WM TakponiMyc, BeOpeuHara GyHkups
cienra aAa Onae MOHHTOPHPAHA, KOTATO CE NMPHIATa €TOPHKOKCHO B KOMOMHALNA ¢ HAKOH OT T€3M ABE
JIeKapcCTRa.

DapMaAKGKUHEMUUHY 83AUMOOETICMEUR
Edexm na emopuroxcub evpxy dhapmaxoxunemuxama na opyzu rexapemsa

JTumuti: HCIIBC HaManasaT 650peqHara eKCKpels Ha THTHMN, [TOpaxy KOETO Ce yRearnyana
1a3MeHaTa My XOHIeHTpauus. [Ipn HeoOXoauMocT TpabBa ga C€ MORHTOPHPA CTPHUKTHO
KOHUECHTpALHATA Ha JIHTHH B KPBBTA M A4 CE aAalTHpa 103aTa Ha JINTHA, JOKaTO ce NpHeMa TasH
ACKapcTReHA KoMOMHaNMA, KakTo B npu cuupanero va HCIIBC.

Memompexcam: [{pe npoy4BaHns ca MPOBEKAAHH 34 H3CAEABAHE HA e(eKTa H2 ETOPHKOKCHD B /1032
60, 90 uny 120 mg BeAHEK AHEBHO B NPOAB/DKEHUE HA 7 AHM TIPH NAWMEHTH HA JICUYEHHE C
METOTpeKcarT B 1038 OT 7,3 A0 20 mg BeAHBX CCAMHUHO 32 JIEYSHHE Ha PEBMATOMIEH apTPHT.
Eropukokcub npu ao3a or 60 u 90 mg He € oKasan edekT BhpXY Ma3MeHaTa KOHIEHTPALHA Ha
METOTpEKCAT Wik OROpedHus My KnHMpBHC. B eano npoyusane eropukoxcut B aoza or 120 mg e e
uMman edexT, HO B APYro MPpOoy9IBaHEe NPH TA3H 1034 € YBEIUYWI NJIa3MEHaTa KOHLICHTpalla Ha
MeToTpeKcaT ¢ 28% u & namanan GROpeHNa KNIAPBHC HA METOTpEKeaT ¢ 13%. Ilpenopnyba ce
MOHUTOPHpaHE 338 TOKCHYHH e()eKTH Ha METOTPEKCAT, KOraro TOH ce npuiara B KoMOuHanus ¢
eTOPHKOKCHO,

KOHTPALIENTHBH, c'hnbpmaum 35 Mukporpama ernaunecrpagaon (EE) u 0,5 no 1 mg Hope'mun
MPOABLIIKEHHE Ha 21 JHY, € YBENHMHIIO IUTOIITA [I0] KPUBATA PH CTALHOHAPHO CBCTOAHHE A
3a EE ¢ 37 % Ipunaradero Ha Apkokcua 120 mg ¢b¢ ChLMA NEPOPAIEH KOHTPALIENTHB,
€NHOBPEMEHHO WK C HETEpBai OT 12 Yaca, € YBeNHYHIIO UTOIETA 10 KPHBATA [IPH CTALLHOH;
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cectosiHie AUC.244 32 EE o1 50 mo 60 %. ToBa ypenuueHne Ha KOHUeHTpanuaTa Ha EE ciensa aa ce
HMa NpEaBH, KOTaTo ¢¢ H30Hpa nepopaneH KOHTPALETITHB, KOHTO f1a ¢ H3M0JI2Ba 110 BpEME Ha
NPUAAraHeTo Ha eTOPAKOKCHD. YRenuieHoTo Br3neicTBre Ha EE MOske Na moBHINK YecTOTaTa Ha
HEXKETAHUTE PEAKLIMKA, CBBP3aHH C IIEPOPATIHHTE KOHTPALIENTTHBH (HaMp. NMpoABY Ha BEHO3HA
TpoMboeMBOTUA ITPH PHCKOBH KEHH).

Xopmonozamecmumenna mepanus (X37): Ilpunaradero Ha eTopuxokcHb 120 mg 3aenHo ¢
XOPMOHO3aMECTHTENHA TEpanus, CheTaReHa 0T kKoHorupann ecrporenn (0,625 mg [IpeMapun) B
npoabKeHue Ha 28 THH, € YBEIMYMI0 IIONITA MO KpHBaTa npH craupoHapHo cberoaHBEe AUCp 4,
Ha HEKOHIOTUpaHHA ecTpoH (41 %), exBuikH (76 %), u 17-B-ecrpanuon (22 %). E¢exkTsT Ha
NPENOPBYHTENHHTE XPOHHYHH J03H eTOpHKokcHG (30, 60 u 90 mg) He ¢ 6un npoy4eH. [1noiure noa
kpHBaTa AUC 24, H& TE€3H €CTPOTeHHHU CbCTaBKH HA [IpeMapHH NMPH €AHOBPEMEHHOTO MY TIPHAaraHe ¢
eTopukokcu® 120 mg ca Oy r10-Manko OT MOJIOBHHATA, B CPARHEHHE C TE3U IPH CAMOCTOATEIHOTO
npunarade Ha [IpeMapHH ¥ yBeMuaBaHe Ha Jo3ara My ot 0,625 mg Ha 1,25 mg. KnuHuIHOTO
3HAYSHUE HA TE3M YBENIMUESHUA HE € H3BECTHO M 1I0-BUCOKH N03H Ha [lpemapuH He ca OWiIH HpoyyBaHU
B KoMOHHALIMA C €TopHKOKCHG. Te3H MOBHIICHHA HA ECTPOr¢HHATA KOHLEGHTPALHA TpAOBa Ja ce UMaT
IpeABMA Npy w3Gopa Ha XOPMOHATTHA TEPANTNA CNISA MEHOTIAY3aTa, ITPH NpIIaraHe 3ae/Ho ¢
CTOPHKOKCHE, 3a11I0T0 eKCIMO3UIMATA HA YBEMTUYEHH HMBA Ha €CTPOIeH MOTaT /1a YBEIHYAT PHCKA OT
HEeXeNaHW peakuwy, cebp3adu ¢ X3T,

lIpedruson/npeonusonon: Criope TaHHUTE OT NPOBEISHATE KIMHHYHH MTPOYYBAHHA 33 OLICHKa Ha
NEKAPCTBEHH B3aAHMOACHCTBHA, CTOPHKOKCHUD HE € OKa3al KIHHHYHO 3HAYHMO Bb3ICHCTBHE BRPXY
(papMakOKHHETHKATA Ha NPEIHUIOH/ MIPEAHN3IONO0H,

Juzoxcun. eropukokcu® B A03a 120 mg BeIHBK Ha IeH B IPOIbIKEHHE Ha 10 1HK NpH 3paBU
AOOPOBOJILH HE € TPOMEHNI IAOMITA MO KPUBATa NPH CTaMOHAPHO CheTOAHME AUC 4y HITH
6Bu6peuHOTO eNMMUHHpaHe Ha auroxckH. Habnonapano e ysenuueHue Ha Cpey (MAKCHMATTHA
KOHLEHTpAaLks) 38 ZUTOKCHH (npubnu3uTenno 33 %). Tosa yReIHUEHHE HE € OT CHIIECTBEHO
JHAUCHHE 34 ITOBEYETO NMAlNEHTH, Bee nak NauHeHTHTE, KOMTO €4 ¢ NOBHILEH PHCK 34 RMTOKCHHOBA
HHTOKCHKaLMA, Tpa6Ba na 6baar NPpocacaABaHy 3a NPOABUTE HA TAKABa HHTOKCHKaLKA, KOTATo ABETe
JIEKapCTBa, ETOPHKOKCHE U IMMOKCHH, ¢€ IIPUIAraT €1HOBPEMEHHO.

Edpexm na emopuxorxcub aupxy rexapcmeama, Koumo ce memabonuzupam upes cynpompancgepasu

Eropukokcul e vHxuGuTOp Ha cyndoTpancidepa3aTa B YOBEIIKHA OPraHHIbM, NO-CNCLUAIHO
SULTIE! 1 e ycTaHOBEHO, Y€ BOAM [0 OBHIIABAHE KA CEPYMHATA KOHUEHTPALHA Ha
etnnunecrpaanona (EE). Joxonkoro no3HaHuero 3a edpekTure BbpXy MHOXKECTBOTO
cyndoTpardpepasd Ha HACTOAIIMA €TaN € OTPAHHYEHO H KNMHHYHUTE TIOCASAHIIH OT NEHCTBHETO Ha
MHOMECTBO JIEKAPCTBA ¢4 HEI'BJINK M NPOABJIKaBaT Aa ObaaT o6eKT Ha H3CcAeABaHe, Tpa0Ba Aa ce
BHHMAaBa, KOraTo €TOPHUKOKCHO ce mpunara éAHOBPEMEHHO ¢ IPYTH JEKapCTBa, KOHTO C¢
MeTaboMH3MpaT FaBHo oT cyndoTpancdepasure (Hanp. nepopainy canbyTaMon H MHHOKCHAR).

Epexm na emopuxoxcub evpxy nexapcmeama, xoumo ce memabonusupam om CYP usoensumume
B33 ocHOBA Ha U3CIICABAHHA in Vifro, ETOPUKOKCHO He ce 09akpa Aa HHXuOupa uutoxpoMuTe P450
(CYP) 1A2, 2C9, 2C19, 2D6, 2E1 unu 3A4. B npoyupaHe mp# 34paBH Xopa, NpHiaaraHeTo Ha
eTOPHKOKCHE B 21032 120 mg AHEBHO He € AOBENO /10 NMPOMAHA B AKTHBHOCTTA Ha 9epHOAPOOHHA
CYP3A4, oueHeHa vype3 epUTPOMHIIMHOBHA IMXATEIICH TECT.

Edbexm na dpyau nekapemsa avpxy (papMaKoKUHEMUKAMo HG eMOPUKOKCUG

OCHOBHUAT ITET Ha MeTabonu3Hpade Ha eTOPpHKOKCHG e 3aBuckM 0T CYP ensumute, CYP3A4

HICJISKAA BIUAEC BEPXY MeTabonu3Ma Ha STOpUKOKCHE in vivo. In vitro NpoyYBasus MOKA3BarT, 4e i,

CYP2D6, CYP2CY, CYP1AZ u CYP2C19 cbio Morar Jia KaraH3upaT OCHOBHHTE ITPOLIECH, HO
TOYHA KOJIMYECTBEHA OLIEHKA Ha ChYUacTHETO UM He € NPOoBeXIaHa B YCIIOBHA i Vivo.




Kemoxonason: KerokoHazonsT € MomeH uHxuburop Ha CYP3A4, B no3a 400 mg BeaH®X HA ACH B
IPOABTKEHHE Ha 11 AHK npy 31paBH A00POBOALM HE NPOMEHA KIMHHYHO 3HAYHMO
(hapMakoKHHETHKATA HA ETOPUKOKCUG TIpH eIHOKpaTHA 1034 oT 60 mg (43 % yeenuuenue na AUC).

Bopuronazon u muxonaszon: EXHOBPEMEHHOTO MPUNOKEHHUE HA MTepopaneH BOPHKOHA30M HIIH JIOKAICH
MUKOHA30I NepopaneH re (Mo uHxuburopn Ha CYP3A4) ¢ eTopHkoxcrd BOAH A0 NEKO
MOBHIIABAHE HA EKCIIO3NLMATA Ha €TOPUKOKCHE, Oe3 ToBa a ce cuuTa 33 KIHHHYHO 3HaYMMO Ha Gasa
Ha MYOIMKYBaHHTE NAHHH, -

Pugpamnuyun: EXHOBPEMEHHOTO NPWIATaHe HE €TOPUKOKCHO 1 pudaMIMUKH (MOLIEH HHAYKTOP Ha
CYP enzumure) Boau 10 HAMAIABAHE HA UTA3MEHHTE KOHUEHTPAILMK HA €TOPHKOKCHO ¢ 65 %. Topa
MOXM(E 12 AOBEAE A0 PELHAMBUPAHE HA CUMITTOMATHKATA, 33 KOATO ¢¢ NpHJIara eropHKkoxcu6. Tl karo
TOBA IIPENONara yBe/IHuaBane Ha A034Ta Ha AeKapCTBOTO, CIeBa Aa Ce OTOeNeKH, Ye He ca
MPOYYEHH JJO3H HAa ETOPHKOKCHE, TTO-BHCOKH OT IIOCOYEHHTE 33 BCAKA HRAWKAIMA, KOraTo ¢ NpHiIara
eAHOBpEeMEHHO ¢ pudamrmiy, [1o Ta3u nIpHuKMHA He ¢ U NPenopbYuBaT NO-BHCOKHM JIO03H (BX.

TO4KA 4.2).

Anmuayudu: AHTHALMIHTE HE BNUAAT BLPXY GapMaKOKHHETHKATa HA ETOPUKOKCHO B KIHHHYHO
3HAYMMA CTEIICH.

4.6 ®epTnaurer, 6peMeHHOCT H KbPMEHE
bpemennocm

HsMa kNTMHUYHY JaHHY 38 BIUAHHE Ha €TOPUKOKCHO BBPXY NMPOTHUAHETO Ha OPEMEHHOCTTA.
[IpoyuBaHHMATA NPH JKUBOTHH Ca YCTAHOBAIM TOKCHYEH eleKT BBPXY PENpPOAYKTUBHATA PYHKIHA (BXK.
To4Ka 5.3). [ToTeHIManHUAT pUcK Ipu GpeMEHEN XKeHH He € n3BecTeH. ETOpMKOKCHO, KakTo ApyruTe
JICKAPCTBEHH TIPOAYKTH, MHXUOHPAIIM CHHTE3aTA Ha NPOCTarJaHIHHUATE, MOXE 1a IPCAH3BHKA
MaTOYHa c1abocT U NPEeKICBPEMEHHO 3aTBapaHe Ha boTaoBHA NPOTOK B NOCASAHUA TPHMECTRP.
EtopukokcHG e MpoTHBOIOKA3aH 3a NPWIaraHe Imo Bpeme Ha GpeMeHHOCT (BK. Touka 4.3). Axo eaHa
#eHa 3abpeMeHee Mo BpeMe Ha JEMSHUETO ¢ eTOpUKOKCHG, Tolt Tpsadea Aa ObAe CIpaH.

Kvpmene
He e H3BE€CTHO AN eTOpHKOKCHD c€ OTAENA B 4OBEIIKATA KBpMa, ETOPHKOKCHO ce OTAenA B KbpMara
Ha TUTBX0Be. JKEeHHTe, KOMTO MOISBAT €ETOPHKOKCHE, He TpabBa Ja kuPMAT (B, Touku 4.3 u 5.3),

Depmunumem

YnotpebaTa Ha eTOPUKOKCHE, KaKTO H Ha BCAKO JPYTo BELLECTBO, 33 KOETO € U3BECTHO, Y€ HHXHOHpa
COX-2, He ce npenopbuBa NPH KEHHU, ONMHUTBALLH ¢¢ A2 3a0peMeHenT.
4,7 EdexTH BLpXY cniocofnocTTa 32 modupane 4 pabora ¢ MAHIHHH

[TanmeHTHTE, KOMTO YYBCTBAT 3aMASHOCT, CBETOBBPTEK MM CEHIMBOCT NpH YIOoTpeba Ha
eTopukokcud, Tpadea na u3GArear Aa wiodHpar K aa paboTaT ¢ MallIMHH.

4,8 HexkenaHn JekapcTBeHH peaKLHH

Pesiome va npoguna na esonacsocm

B KJIHHUYHH NpoyuBaHMaA, Ge30NacHOCTTa OT NPUIIaraHeTo Ha eTopukokcud ¢ Ouna oleHeHa mpH
295 gy, BrnrountesnHo 757 nauueHTH ¢ OA, PA, xpoanuHa 60ika B KPBCTa WIH GHKHI03Hpalll
cnonauaut (npubnusurentHo 600 namenTH ¢ QA wan PA ca 6unu neKkyBaHH B IPOABIIKCHAE Ha
MHHUMYM €[1Ha FOJAWHA). |

[Mpy KAHHIHMHHTE NPOYYBAHMA, NPOPUNET HA HEKENAHUTES TEKAPCTBEHU peaklyH € 611 CXo
nauyeHTH ¢ OA win PA, IeKyBasY ¢ STOPHKOKCHO B IIPOAB/KECHUE HA €1HA FOAKHA HIH H)




Fpy KMTHHKWYHO NPOYUBaHEe 3a OCTBP NMOJAArPO3EH apTPHT, MAMEHTUTE ca OUnH nekysaHn ¢sC 120 mg
IOHEBHA 0034, B MPOABKEHHE Ha oceM JHH. [IpodmabT Ha HexeIaHUTE AEKAPCTBEHH pEaKIHi NPH
TOBA NpoyusaHe ¢ Oun B oM JMHHUKM GAU3BK A0 TO3H, HaO/onaBaH Npu KOMOMHHPAHHTE
npoyusanus 3a OA, PA 1 xpoHuusa 60/ika B KPBCTa.

B niporpama 3a ripociieAsBaRe Ha ChPACYHO-ChA0BATA Ge30nacHoCT ¢ 0bo6LIeHH JaHHY OT TPH
KNUHHYHA W3MMTBAHUA CIIPIMO AKTHBEH KOMNOHENHT, 17 412 naumentu ¢ OA wiH PA ca IeKyBaHH C
eTopukokcub (60 mg wnn 90 mg) npH cpeAHa NPOABIIKHTETHOCT Ha leueHueTo 18 mMecela. JlavHuTe
3a 6€30MacHOCT H MoApoOHOCTHTE 3a Ta3H NPOrpaMa ca peACTapeHH B ToyKa S.1.

[Tpo¢puireT HA HEXKENAHH JICKAPCTBCHH PEaKUUH IIpH XJIMHHYHH NPOYYBaHHA 34 oCTpa
NOCTONEPATHBHA IEGHTATHA 6OJIKa CJIe, OTepala, BKIIOYBAIH 614 maLHeHTH, ISKyBaHH ¢
eropuxoxcub (90 mg u 120 mg), xato uaso ¢ monobeH Ha To3H, choOLWIEH Npu npoy4ysaHui 3a OA, PA
1 XpoHHYHa 00JIKa B JOJIHATA YacT Ha repha.

Tabnuvuer CRUCEK HA HEJICEACKUME PEaKYUN

ITo BpeMe Ha KNMHUYHHUTE U3TIMTBAHUA CA YCTAHOBEHH CJICAHHMTE HEeXeNaHH JICKapCTBEHH PEeakiliy ¢
YECTOTA [10-rOJIAMA OT TA3H NPH TPWIAraHEeTO Ha rwranebo npu naumeHTH ¢ OA, PA, xpornuHa fonka
B KPbCTA HUIH 8HKWIO3HPALl CIIOHIIIHT IEKYBaHH ¢ eTopukokcnb 30 mg, 60 mg win 90 mg ao
MIPENOPBHUKTEIHAT 032 34 CPOK Ha JICUEeHHE 10 12 ceaMUIH, B MPOYUBAHKATA 110 IporpaMara
MEDAL 3a cpoK Ha JeueHHe 10 3% rof¥Hy, B KpaTKOCPOYHH NPOYYBaHUA 3a CPOK Ha JIEUeHHE a0 7
JHH 33 ocTpa GoNKa MK B nepHona ciled MyckaHe Ha nasapa (Bx. Tabnuua 1).

Tabauua 1:

CHcreMo-opraHen Kiaac Hexenanu peakumn Kareropust yecTora®

Hudexuuu v unpecmayuu | anBeonapeH OCTEUT Yectu
racTPOCHTEPHT, MHpeKMH Ha ropHuTe | HesuecTH
IUXATENHH ITbTHILA, YPHHAPHH
MHOEKUMH

Hapywenus na kporéma u AHEMHA (IpeAHMHEO CBBP3aHA ChC Heuectu

aumprama cucmema CTOMAIIHO-YPEBHO KBPBEHE),

| NIEBKOTMIEHHUA, TPOMOOLHTONCHUA

Hapywienun na umynsama ch'bquBc‘erenHocT‘_E Hewectn

cucmema :
aHrnoeneM/aHadUNAKTHIHH/ Penku

aHadTAKTOMAHY PEaKiivH,
BKJTIOYHTENHO [IOK

Hapywenus na eneM/3aIphKKa Ha TEYHOCTH YecTn
Memaboau3Ma U Xpanenemo

YBENHUESHHE UIH HAMAICHUE Ha Heuectn
aneTuTa, yBelHueHHe Ha TENIOTOo
Teuxuvunu napywenua TPEBOXHOCT, ASNIPECHs, HAMAICHA Heuectn
BB3MOXHOCT 34 YMCTBEHa paboTa,
XANFOIMHALH *
Oﬁ’bpl{aHOCT:, 6e3noKoNCTBOY Penxu
Hapywienusn na nepsnama 3aMafsHOCT, rnasobosue Yectu
cucmema
nucreysud, 6e3csHueE, HeuectH
NapecTe3Us/XHNECTE3NA, CHHIMBOCT
Hapywienus na ovume 3aMBIJIEHO 3peHHE, KOHIOHKTHBHT Heuectu
Hapyuwienua na yxomo u LIYM B YUIUTE, CBETOBBPTEXK Heuecrn
Aqbupunma
Copoeunu napyuwienus NAVINHTALNY, APHTMHS Yecru
NPEACHPIHO MBXACHE, TAXMKAPIHUST, Heuectu

3aCTOHA CBpASYHA HEAOCTATBHHOCT,
HeceuupuaHd npoMeHH B EKI,
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CHcTeMo-0pranen Kaac

Hexenlauu peaxknuyu

Kareropus yecrora®

CTEHOKapaAuA®, MHOKAPACH HH(]}apl{Tg

Cvoosu napywenus

XHIICDTOHHA

YHectu

334epBsBaHe, MObHHO-ChIOBH
HHLACHTH®, pexo/iHa HCXEMHYHA
aTaKa, XMNEpPTOHHYHA KpH3a,
BaCKYJIUT®

HeuectH

Pecnupamopnu, zpvonu u
MeOUACMUHANHY
HAPYWERUR

6poHXOCIIazEM®

Yecru

RallUTHQa, JUCHHCH, CTIMCTAKCHC

Heuecrn

Cmomamuno-upesnu
HAPYIICHUR

kopemHa Honka

MHoro yecti

3anex, GpraTyneHuMsA, TaCTPHT,
KHCENUHU/ pedyKe, AHapHA,

AUCTIENCHS/ enuracTpaneH TUCKOMGOpT,
rajgeHe, NOBpbllaHe, €30(daruT, 1384 B

cTara

Yectu

IOAYBAHE Ha KOpeMa, NPOMEHH B
NEPHCTANTHKATA, CYXOTA B YCTATA,
racTpOnyOJcHaHa A3Ba, NENTUYHH
A3BY BKIIOUBALLHK riepdopaiiui U
kbpBeHe oT CH TpakT, CHHAPOM Ha
pa3ipa3sHEHOTO YepBO, MAHKpEa

Hedecrn

Xenamobunuapnu
HApywienun

yeenudeHHe Ha ALT, ysenuyense Ha

YecTu

AST
:

Penxu

XCIMaTUT
‘IﬁpHOIlpOGHa HEDOCT aT'b"-IHOCTI,
mrcnnua*

Penxu'

Hapywenus na koycama u
HOOKONCHAMA MYbKaH

CKXHMO3H

YecTH

OTOK Ha NULIETO, ChpOex, obpun,
G]JHTﬁMﬂ:, }’pTHKapHHI

HevuectTn

CHHIPOM Ha Stevens-] ohnson?®,
TOKCHYHA SMHASPMATHA HEKPOIH3aY,
HEMporpecHpall JIEKapCTBEH 06pus*

Penxu'

Hapywenus na Mycxyano-
CKenemnama cucmema u
CHEeOUHUMENHAMA NMTOKAN

MYCKYJIHH KPaMN{/CIia3zMu,
OonKa/pUrHIHOCT HA MyCKYNaTypaTa

Heuectn

Hapywenua na 6vbpeyume
U HUKOMHUME ROMUUA

MPOTEUHYPHSA, [TOBHIIGHHE HA
CEPYMHHA KpEaTHHHH, 6nOpeuHo
HapyIIeHHE/HENOCTATBYHOCT F(BiK.
TOvYKa 4.4)

Heuectn

Obuqu napyuwenua u
epexmu Ra MRCIMOMO HA
npUaoMcesite

aCTeHUA/yMOpa, IPHIIONOACOHO
ChCTOAHHE

YectH

rpbhaHa 6onka

HedecTn

Hicnedsanun

YBCAHYCHHC Ha YpPCATa B KPBBTA,

YBEHYEHHE HA KpeaTHHGocdoKHHA3a,

XHIICPKANHCMHSA, YBCITHHYCHHE Ha
NMHKOYHATa KHCENHNHA

Hevectn

NOHHXKABAHE HHBATA HA HATPUI B

Penxu

KPBBTA i

*Kareropus 4ectota: AedUHIAPaHA 32 BCEKU TEPMUH HA HEXKETIaHA PEaKIHA MO YECTOTATa, / »

chobuieHa B Ga3ara JaHHU HA KIHHAYHETE NPOYHYBaHMA: MHOTO uecTH (>1/10), yecty (3_*1!'5
Ao <1/10), Hewectr (=>1/1000 no <1/100), peaxu (>1/10 000 no <1/1000), MHOTO PEIKH §
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CucremMo-opraHes Kaac Hexenann peaxkuuu KaTeropus 1ecTora®
(<1/10,000).

* Tasu HexenaHa peaxuus ¢ UASHTHGHUIMPAHE IPE3 MOCTMAPKETHHIOBOTO HaG/IOACHHUE.
Yecrorara Ha HEHHOTO CROOLIABAHE € OlieHEeHa Ha Oa3aTa Ha Hali-BHCOKAaTa YeCToTa,
HabNoAaBaHA B AAHHUTE OT KIHHHYHH H3IHTBaHHA, 0606IUeHH Mo HHOMKALUMA W oAo0peHa
no3a.

'Kareropusta uecrora ,,Penku® ¢ onpenenena cnopen pbKOBOACTBOTO 32 KpaTka
xapakTepHcTrKa Ha nipoaykTa (KXII) (pes. 2, cerrreMppy 2009) Ha 6a3a Ha onpeaeneHaTa
ropHAa rpasuua Ha 95% noseputenen unTepsai 3a 0 crOHTHA, KATO C¢ UMa Mpeasua opos
yJacTHHLH, JICKYBAaHM ¢ APKOKCHA, B aHanH3a Ha JaHHure oT da3a 111, o6obmernu no no3a v
uHukamus (n=15 470).

. CepbXYYBCTBWTEIIHOCT BKJIKMBA TEPMMHUTE , JIEPrusa®, , ICKApCTBEHa aneprus’™,
»J1€KAPCTBEHA CBPLXYYBCTBHTENIHOCT", ,,CBPBEXYYBCTBHTEIHOCT, ,,HEYTOUHEHA
CBPBXYYBCTBHMTETHOCT", ,,peakiiiil Ha CBPBXUYYBCTBHTENHOCT U , HecniemmMuHa anepria”.

‘Ha 6a3a Ha aHANH3H HA JBITOCPOYHN KIHHHYHHI H3MHTBAHHA ¢ Niauefo 1 aKTHBHA KOHTPOIA,
cenektABHATE COX-2 HHXHOUTOPH Ca CBEP3BAHM C NOBHINEH PHCK OT CEPHO3HE TPOMOOTHYHY
apTepHANHU CHOUTHS, BKIOUMTEAHO MUOKAPACH HHGAPKT U MHCYNT. [loBHNIaBaHeTo HA
aGCOMIOTHUA PUCK 33 TaKMBa CHOMTHI € MAJIKO BEpPOSTHO Ja HanBunmM 1% 3a roanHa Ha Gasara
Ha ChIUCCTBYBAIM AAHHH (HEYECTH),

ChieqHuTe CEPHO3HH HEXEJTaHH NIeKapCTBeHH peakuiH ca Oy HaGmoaasaHH mpH ynotpebara Ha
HCIIBC u nopaau Tosa HE MOTaT Ja € H3KMI0UaT U 3a €TOPHKOKCHO: HEPPOTOKCHUHOCT
BKIIOYMTENHO HHTEPCTHUHANEH HEPHUT H He(POTHUECH CHHAPOM.

Crolniagate Ha NOAO3IUPAHH HEKETAHH PEAKIINHU

Crofuasadero Ha NOAO3IHPAHN HEXKENZHH PEaKLMH CJIeA paspemaBane 3a YnoTpeda Ha NeKapCTBCHHA
MPOAYKT € BaxkHo. TOBa 1103B0JIABA A4 NPOABIKHA HAGIIOACHHETO HA CHOTHOIISHHETO MON3a/PHCK 32
eKapcTBeHRA NPOAYKT. OT MEAHIIMHCKUTE CIELIMAIMCTH e H3UCKBa 14 ChOOIIaBaT BCAKA
MOA03KApaHa HeXxenaHa peakums upes U3nuiHUTeIHA areHIMsA [0 AeKapcTBara, yi. ,,Jlaman I'pyep”
Ne 8, 1303 Codpus, Ten.: +35 928903417, yebGcaiiT: www.bda.bg. |

4.9 Ilpeao3upane

[To Bpeme Ha KMMHAYHM NPOYUBAHUA AHOKPATHOTO Npunarase Ha go3a 1o 500 mg eTopHKOKCHO 1
HAKONKO No3H Ao 150 mg/neH B npoabikeHne Ha 21 JHH HE ¢a NPHYMHIIIE ToKcH4eH edekr. Mma
ChOGIIEHHS 332 OCTPO MPEA03MpaHe HA ETOPHKOKCHD, Makap 4e B [OBEYETO Cy4aH He ce choOllaBpa 3a
HexenaHM peakiyy. Hafi-qecro HabmonaBanHTe HeXXeNaHN peakl¥i ChOTBETCTBAT Ha NPoGHIa Ha
0e30NacHOCT Ha eTOPUKOKCHE (Hanp. CTOMAIIHO-YPEBHH NPOABH, KAPAHOPEHATHY MPOABH).

B ciyuati Ha npeao3HpaHe € JJOruHHO Ha ¢ NPHAOKAT 0OHYaliHUTE NOANBPXKALIH MEPKH, HAIID.

 OTCTpaHsBaHe HA HepesopbupanaTa 9acT or CH TpaxT, KIHHUYHO NPOCICIABaHE, CUMITOMATHYHA

TepanuA ¥ Apyra, axo € Heobxoauma,
ETopukoxcHO He ce OTCTpaHABA YPe3 XeMOAHANN3a; He C¢ 3Hae AaIH eTOPHKOKCHO Moxke Aa Obae
OTCTpPaHEH 4pes NePHTOHCATRA THANM3A.

5. ®APMAKOJIOrHYHH CBOHCTBA
3.1 ®apMaKoNAHHAMHUYIHH CBOHCTBA

DapmaxomepanesmuyHa zpyna. npmaoawnanmenﬂﬁ 1 NPOTHROPEBMATHYHH npo;[ym,
HECTEPOHIHH CpeacTRa, KOkCHOH, ATC koa: MO1 AHOS
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MexaHnssM Ha AelicTaHe

Etoprkokcub € nepopaieH, CeeKTHBEH LHKI0OKCHTeHasa-2 (COX-2) UHXUGHTOp B PAMKHTE Ha
KJIHHHYHO W3MNOJ3BAHUA A030B HHTEpBAIl.

[To BpeMe Ha KIMHUYHATE (papMaKOJOrHUHY NPOYYBAHUA € G1t OTHETEH 10303aBHCHM €(PEKT Ha
APKOKCHA 110 OTHOLIEHHKE Ha uHXKHOupanero na COX-2, 6es ga ce uaxubupa COX-1 npu aozu go
150 mg rHeBHO. ETOpHKOKCHO HE € HHXHOHpaN CHATE3aTa Ha IIPOCTAITIAHAHHY B CTOMAIIHATA
JIMraBULIA ¥ HE € NIOBNNAT PYHKUHATA HA TPOMOOLUTHTE,

LIkn100KCHI€HA3ATA € OTTOROPHE 33 NPOH3BEKAAHETO HAa NpocTarnanAHHy. TlosHaTh ca ase
nsoeH3uMAN dopMu COX-1 n COX-2. COX-2 e usodopmara Ha €H3UMA, KOATO C& HHIYLMPA OT
MPOBB3INANUTEHH CTUMYJIH H C€ CHHT4, Y€ ¢ OCHOBHO OTTOBOPHA 32 CHHTE3a Ha MPOCTaHOWAHH
MeauaTopH Ha fonkara, Bh3NaICHUETO U Temneparypara. COX-2 ¢bio Taka y9acTBa B OBYNIALMATE,
3AKPENSHETO W 3aTBapaHeTo Ha BoTanoBHa NpoToK, peryaaumsTa Ha GpOpeuHara pyHKIHS U
GbYHKUMHTE Ha LIEHTPANHATA HEPBHE CHCTEMa (I0ABATA HA TEMIIEpaTypa, YCeIlaHeTo 3a 60nka 1
npoueca Ha pasno3Hasane), Moske ChIIO TaKa Ja Urpac poJid B Ipoueca Ha 3a34paBaBaHe Ha 4384,
COX-2 ¢ yCTaHOBEH B ThKAHUTE OKOJIO CTOMAIIHM S3BH Y XOPa, HO BPh3KaTa My C H3JICKYBAHETO HA
A3BATa HE € YCTAHOBEHO.,

Knunuuna edbuxacHoct ¢ 6e301acHOCT

Eduxactocr

ITpu maienTu ¢ ocreoaptpHt (OQA), eTopukokcub B f103a 60 mg BEHBXK JHEBHO SHAMHTETHO
ofnekuapa 6o/KaTa U NOBHLIABA OLEHKATA Ha NaUMESHT2 33 CHCTOAHUETO Ha 3abonasaxeTo. Tein
OaronpuATHH eekTH ce HaOIIONABAT OT BTOPUA JCH Ha IEUCHUETO U CE 3aMa3Bar Jo 52 CeAMMLIM,
[TpoyuBaHuATa BEPXY eTopHKOKCHO 30 mg BenHEXK THEBHO NOKA3BaT SPHKACHOCT NPEBHIX0OKAALA
rutanebo 3a 12-ceaMuueH nepros Ha jieueHne (IIpH CXOAHA CHCTEMA 3a OLIEHK3 KaTo NpoydYBAHUATA
no-rope). Ilpu npoyuraHe ¢ pazIHYHH 103H eTOPHKOKCHO 60 mg 1aBa 3HAUHTEIHO [IO-H3Pa3eHO
noaobpenne ot 30 mg Mo OTHOICHHE HA BCHYKH 3 IThPBHYHH KpaliHH TOYKH 32 TIEPHOA HA JICYCHHUE OT
6 cenmuu, fo3ata ot 30 mg He € 6H/1a npoyYBaHa NPy OCTEOAPTPUT HA PBLETE.

[Tpu naumenTHTe ¢ peBMaronacH apTput (PA), etopukoxcut 1 60 mg, H 90 mg BEAHBXK AHCBHO
OCHT'YPABAT 3HAYNTENHO N0ZOOPEHHE MO OTHOILEHHE HA GOJKA, BE3MAISHHUE U NOJABIXKHOCT. B
NPOYUBAHHKSA, OLieHABALHN Ao3uTE OT 60 mg 1 90 mg, Te3u GraronpuUATHH ehEeKTH Cce 3ara3Bar 3a
nenus 12-ceaAMHMYEH Nepuos Ha ieueHHe, B npoyyBaHe, olleHgBalIo Ao3ara oT 60 mg B CpaBHEHHE ¢
Ta3u oT 90 mg, ¥ eropHkokcHb 60 mg BeaAHBXK AHEBHO H 90 Mg BeAHBX NHEBHO, Ca NO-e(PEKTHBHH OT
nnauebo. Jozata ot 90 mg npeps3xoxaa aozata o1 60 mg cnopen obuiara olieHka Ha SoKara NpH
naipentute (0-100 mm Bu3yanna aHATOroBa CKana), Cbe cpenro nogodpenue ot -2,71 mm (95 % CI:
-4,98 mm, -0,45 mm).

IMpy naLHeHTHTE ¢ MPHCTEN Ha OCTHP NOAArpO3eH apTpuT, eTopuKokcHO 120 mg senHBkK AHEBHO 32
TIEPUOJ Ha JIEUEHHE OT 0CeM JIHHU, MIOTHUCKA YMepeHa 10 ciTHa 60Mka U BL3NAICHHE Taka, KakTo
HHIoMeraurH 50 mg Tpu meTH AHEBHO. [loTHCKaHe HA DONKaTa UMa Ha YETBBPTHA Yac OT 3alI0YBaHE
Ha JIEHESHHETO. -

ITpH nauMenTH ¢ aHKUTO3Hpall CIOHAHANT, eTOpHKOKCHO 90 mg BeNHEBXK AHCBHO 1aBa 3HAYHTC/IHO
nonobpenue nNo OTHOLIEHKE Ha 6oaKa B rppOHaKa, Bh3naANCHIHE, CKOBAHOCT ¥ HYHKIIHOHATHOCT.
KnNHHRYHUAT edekT OT MPUIoXeHHETO Ha eTOPHKOKCHO ce Habnroasa O1IE Ha BTOPHA ACH OT
3AM0YBAHE HA JICYEHHETO U CE 32Na3Ba Npe3 HeAnd Neprod Ha JeUeHHue OT 52 CeNMULIH. BER BTOPO
Ipoy4BaHe, OLSHABAILO N03aTa OT 60 mg B cpaBHeHHe ¢ Ta3H oT 90 mg, eToprkokcHO 60 mg AHEBHO

KOHTO HAMA AOGBP OTroBop kbM 60 mg IHEBHO 3a 6 CCAMULM, YBEITHYEHHETO Ha 1034Ta ,uo 90 mgﬂ'?‘if?hi: 4/1
NHEBHO NOoXO6PABA CKOPa Ha HHTEH3MBHOCT Ha CIHHAIHATa 6onka (0-100 mm BusyanHa an@ﬁ" ' %
CKalia) B CPABHCHME ¢ TE3H, KOUTO NpoAskaBar ¢ 60 mg JHEBHO, ChC CPENHO nnﬂoﬁpeﬂna
2,70 mm (95 % CI: -4,88 mm, -0,52 mm). | ok
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[IpH KNHHMYHE MPOYUBaHHA OLEHABAIIM IOCTONEpaTHBHA AcHTATHA 6o/Kka, eTopHKokcHD 90 mg ¢
MpUIAaraH BEIHEX OHERHO 33 TTEPUOA A0 TPH AHM. B noArpynara Ha naiieHTH ¢ yMepeHa 6onka B
HAYAIOTO, eTOPHKOKCHE 90 mg MoKa3Ba CXOASH aHanreTH4eH edekT ¢ To3u Ha H6ynpoden 600 mg
(16,11 cpenry 16,39; P=0,722), u no-cujieH OT TO3H Ha napaueraMoi/koaeuH 600 mg/60 mg (11,00,
P<0,001) u nnauebo (6,84; P<0,001), n3MepeHo xaTo o010 00ackuecHHE Ha BOIKATA 33 IThPBHTE

6 yaca (TOPARG®G). Yactra nauuesTy, chobuiy 3a ynorpedara Ha AOMBJIHHTEIHO JEKapCTBO M0
BpeMe Ha ITbpBUTE 24 yaca OT A03UpaHeTo, ca 40,8 % 3a eropukokcul 90 mg, 25,5 % 3a nbynpodeH
600 mg Q6h u 46,7 % 3a napaueramoi/kogenH 600 mg/60 mg Q6h B cpasHeHHe CbC 76,2 % 32
wraneo. B Topa npoyusaHe MeHaHaTa Ha HAMATOTO Ha AelicTreTo (oce3aeMo ofieKYaBaHe Ha
6onkara) Ha 90 mg eropuxokcud ¢ 6una 28 MUHYTH Citen NPUIOKEHUETO.

bezonacHoCT

[Iporpama Mutltinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAIL )
(MHOroHAUHOHAIHA IPOrpaMa. 32 NPOABIKHTENTHO NPHIATAHH €TOPHKOKCHD W AUKIoGhEeHAK)

[TIporpamara MEDAL e npocnekTHBHA [IporpaMa 3a MpocacasBaHe Ha Pe3YATATHTE, CEBP3aHH ChC
cepacuHo-cuaoBara (CC) GezonacHoct, or 0600meHH JaHHN OT TPH paHIOMH3MpaHH, ABOHHO-CIIEIH,
cpelly akTHBH& ChCTABKA KOHTPOAMPaHH M3NMHTBaHuA, npoyusaneTo MEDAL, EDGE II n EDGE.

[Ipoyusanero MEDAL e npoyuBaHe ¢ kpaiiza Touka, onpeaeneHa ot CC pe3yATaTHTE TpH

17 804 maumentn ¢ QA 1 5 700 ¢ PA, nexypanu ¢ eropukokcud 60 mg (OA) uan 90 mg (OA u PA)
wnH auKnodeHak 150 mg nHeBHO 32 nepuoa cpenHo ot 20,3 Mecena (MaKCHMYM 42,3 Mecena,
meanana 21,3 meceua). B ToBa H3MUTBaHE ce OTYUTAT CAMO CEPHO3HM HEKENAHH PeaKIMH U
NpeycraHOBABAHE HA YHaCTHETO NOPaIK KAKBATO M J1a € HeXeNaHa peakiua.,

INpoyusauusta EDGE v EDGE Il cpaBrABaT cTOMalHO-YpeBHATA TOHOCKMOCT HA ETOPHKOKCHO H
nukiodeHak, [Mpoyusanero EDGE Bxmousa 7 111 nauuents ¢ OA, ISKYBaHH ¢ 1032 ETOPUKOKCHO OT
90 mg nuesHo (1,5 nbTH Ho3aTa npenopbunTenHa 3a QA) win auodenax 150 mg AHEBHO 32 MEPHON
cpenHo 9,1 mecena (MakcumyM 16,6 Mecenia, meauana 11,4 mecenta). [Ipoyusanero EDGE Il pxmiotBa
4 086 nauuenTH ¢ PA, nexysaty ¢ eTopukoxcHb 90 mg nnesHo wnu quxnodenak 150 mg AHEBHO 32
nepuoa cpenHo 19,2 Meceua (MakcumMyM 33,1 Meceua, Mepuana 24 Mecena).

B o6o6menara nporpaMa MEDAL 34 701 nauuent ¢ OA unu PA ca 1eKyBaHH 33 NEPHOA CPEAHO
17,9 mecena (MakcumyMm 42,3 Mecella, Meanana 16,3 Mecena) karo npubnusureano 12 800 nauxueHTH
NPOBEKAAT NCHEHHE NO-NPOABIDKHTEHO OT 24 Mecela. [TanueHTyTe, y4acTBally B [IporpaMara uMar
KaTO WIXOMHO CHCTOAHHE PA3AHYHU ChPACHHO-ChIOBH M CTOMALIHO-YPEBHH PHCKOBH QAaKTOPH.
VTanmenTtire ¢ aHaMHe3a 33 HCOTAABHALICH HHQAPKT Ha MUOKapaa, 6alinac Ha KOpOHapHa apTepus ¢
NpHCAIKa WIN NePKYTAHHA KOPOHAPHA HHTEPBEHLHA B IPEAXONHHTE 6 MEcella MPEeaH BIUIFOYBAHETO
HE C€ JOIIYCKAT A0 yqacTHe. B NpOoyYBaHHATA € pazpellcHO H3MON3BAHETO HAa raCTPOMPOTCKTUBHH
NPOAYKTH M HACKA 1034 aCMHMPHH.

O6a 6e3omacHOCT:

HsMa 3HaYHUTENHY Paz/IHKY MEXKIY CTOPHKOKCHO H AMKNOQEHAK B 4eCTOTATa HA ChPRCYHOCHAOBHTE
TPOMOOTHYHHM NMpoABH. KapIHOpeHATHH HEXKETAHM PEaKLMK ce HabN0AaRaT NMO-4ECTO NPH
ETOPUKOKCHD, OTKONIKOTO NpH AHKNO(EHAK U Te3u edekTH ca A0303aBHCHMH (BIDKTE ClIeLHHYHHTE
pesynTaty no-aoiny). CToMalliHO-YPEeBHHTE H YEPHOAPOOHH HEXKEIZHH PeaKLiMH ce Habmonasar
3HAYHUTEIHO NO-YECTO NpH ANKI0PEHAK OTKOJIKOTO [IPH CTOPUKOKCHD. HecToTaTa Ha HOXKETARHUTE
peaxiyy 1ipy EDGE s EDGE Il ¥ Ha HekenaHHTe peakLiy, NPELEeHEHH KaTO CEPHO3HH K BOACIIH
IO NpeKpaTABaHe yyacTe B ipoyusaneTo MEDAL e no-BHCOKa NpH €TOPHKOKCHO B CPABHEHHE C
AUKIIOpEHaK,

CnpaevyHo-chAOBH pe3ynTaTH 3a 6e3onacHocTTA:
YecToraTa Ha NOTBBPACHHTE TPOMOOTHYHH CHPAEHHO-ChA0OBH CEPHO3HA HEXENAHH PeakLMH

(BKMIOYBAINHA CBPOSYHH, MO3BUHO-CHAOBH H NepH(pepHO-CHIOBH NPOABH) € CPaBHHMA 34 errqpmféjc y

' b1 i

U auknodenak, karo pesynrarure ca obobmenu B Tabnuuara no-gony. HaMa CTaTHGTHlIEQR%@a
PA3NKMKH B YECTOTATA H3 TPOMOOTHYHUTE CHOUTHA MEXIY ETOPUKOKCHD U AMKIOPEHAK TIPS
AHATM3MPAHH NOATPYNH, BKIIOYHTENHO PA3IHYHY KATETOPHM MALMEHTH B LAATA raMa }
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CbpPAEYHO-CBHIOB PHCK. KoraTo ce pasrnexaar MoOTASIHO, OTHOCHTENIHMAT PUCK 38 IOTBbPAECHH
TPOMOOTHYHH CHPASHHO-CHA0OBY HEXKENAHH peakLiuy NIpH eTopHKOKeHO 60 mg uinu 90 mg B
cpasnenue ¢ puxnodenax 150 mg ¢ Oun cxonen.

Ta6anna 2: YecToTa Ha noTBLpAeHH TpoMGoTHunn CC nposeu (o6o6umena nporpama

MEDAL)
ETopnkokcubd JAuxnodenax Cpasnenne mexa1y
(N=16 819) (N=16 483) JIeYeHHs
25 836 nannenT- 24 766 nanuenT-
rOANHH roJHHH
Yecrora' (95% CI) Yecrora' (95% CI) | OtnocnTenen puck (95%
)

[loTBbpAcHy TPOMGOTHIHY CHPIEYHO-CHAOBH CEPUOIHH HEXEIGHH Peak Iy

0.95 (0,81 1,1

[To nporoxon 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)
neyeHne

TloTsbpeHy CHPACIHH NPOSBH

Ilo npoTokon

0,71 (0,61, 0,82)

10,78 (0,68, 0.90)

0.90(0.74, 1.10)

Hamepenue 3a
NEeYeHNE

0,69 (0,61, 0,78)

0,70 (0,62, 0,79)

0,99 (0,84 1,17)

[ToTBBPACHH MOYBLUHO-CBIOBH POSBY =" -

Ilo npoTokon

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

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

1,08 (0,80, 1,46)

HamepeHue 3a
NICUeHHE

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

0,29 (0,24, 0,35)

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

Tlorssppeny nepubepHu CHIORM NPOABH.

Ilo IPOTOKOJI

0,20 (0,15, 0,27)

0.22 (0,17, 0,29)

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

HamepeHnue 3a
neyeHue

0,24 (0,20, 0,30)

0,23 (0,18, 0,28)

1,08 (0,81, 1,44)

"Cp6uTns Ha 100 nanuentoroquun; CI=noBepuTeneH UHTEpRaN
N=o00611 OpoH MalHEHTH, BKIIOYEHH B MOIYIAlHATA TI0 [TPOTOKON

1o npoTOKOA: BCUYKK NPOSBH [IPH NPIIOKEHHETO Ha NIPOYUBAHOTO JICUEHHE HIH A0 14 nuHu cnieA
HpeKpaTABAHETO MY (M3KIOUSHH: NAUNCHTH, npueil < 75% o1 H3NMHTBAHOTO JIEYCHHE MK
IpueMatH HeBknodeHo B npoy4saHeTo HCIIBC >10% ot Bpemero).

HamepeHHe 3a NeveHHe: BCHYKH NOTBBPACHH NPOABHU JI0 Kpasi Ha H3ITHTBAHETO ( BKINOYHTEIHO

MALMEHTH, MOTSHLIHATHO M3I0XKEHH Ha HEBKIIOYEHH B NPOYYBAaHETO HHTEPBEHIIHH ClIe]
MpeYCTAHOBABAHE HA M3NUTBAHOTO JieueHue). Q011 Gpoit paHTOMU3MpaHy NauKeHTH, = 17 412 Ha
eropukokcul u 17 289 na miknodenak.

CC cMBPTHOCT, KaKTO H 00111aTa CMBPTROCT, Ca CXOXHH MPH JEKYBaHHTE IPYIH ¢ ETOPHKOKCHO H
AMKNOPpeHaxK.

KapzuopeHanuy nposey:;

IMpubnusurenao 50 % or naunueHTHTE, BKIKOYEHH B npoyyBaHero MEDAL, ca ¢ aHaMHe3a 3a HIXoAHa
XHIIEPTOHHA. B ToBa NpoyuBaHe YecTOTATa Ha IPEKpaTABaHe Ha YYACTHETO, IOPaJH CBBHP3aHH C
XHIIEPTOHHSA HEXKENAHN PEaKIUH, € CTATUCTHYECKH 3HAMUMO 110-BHCOKA 33 ETOPUKOKCHO B CpaBHEHHE

¢ avknodenak. Yecrorara Ha 3acToMHAT2 ChpACYHA HEAOCTATHYHOCT KAaTO HEXENAHA peakiis
(NpexpaTABaHMS M CEPHO3HH PERKLIMM) CC NPOABABA €HAKBO NPH €TOPUKOKCHO 60 mg B CPaBHEHHE ¢

auxnodeHak 150 mg, HO € NO-BHCOKA NPH eTOPHKOKCHG 90 mg B cpaBHEHHE ¢ AMKIOodeHak W

(craTHcTHUHECKH 3HAUMMA 33 90 mg eTopukokeHO cnpamo 150 mg AMKIoQeHaK NIpH rPynara, @OS\ TEm'M e

MEDAL ¢ OA). Yectotara Ha NOTEBPACHATE IIPOABH Ha& HEKENAHH PCAKIHH, CBBP3IAHM C '
CbpAeYHa HEOCTATHLYHOCT (TIPOSBH, KOHTO C& CEPHO3HM H BOAAT 0 XOCTIMTATH3ALMA K
B CMICLIHO OTACNCHHE) € He3HAYUMO [10-BUCOKA [IPH CTOPHKOKCHD B CPABHEHHE C ,zmlmoqll

14



KaTo TO3H eeKT € A0303aBHCHM, HecToTaTa Ha MpeKpaTaBaHUATA NOPaJH CEBP3aHH C OTOK HEXENaHH
PEAKIIHH € [T0-BHCOKA MTPH eTOPHKOKCHD, OTKOIKOTO NpH Auknodenak 150 mg, n To3u edexr e
I03038BUCHM (CTATHCTHYECKN 3HAYHM 3a eTopikokcHO 90 mg, Ho He 338 eTopuKkoxcHO 60 mg).

Kapaunopenanuure pesyaraty npu EDGE u EDGE Il ¢hoTBETCTBAT HA ONHUCAHUTE IPH IPOYUBAHETO
MEDAL.

B otnenHuTe npoyusaHus oT nporpaMara MEDAL Bbpxy etopukokcu® (60 mg unu 90 mg),
abCONMIOTHATE YECTOTa Ha NPCKPATABAHHATA B KOATO H [1a € OT IpynuTe € 10 2,6 % 32 Xuneproyus, 10
1,9 % 3a oTok M 1o 1,1 % 3a 3acToiiHa CHpACHHA HEAOCTATHYHOCT, KATO MO-BHCOKA 9€CT0Ta Ha
NpeKpaTaBaHuA EMa NpK eTOpMKOKCcHSG 90 mg, oTKoNKOTO MpH eToprkokcnd 60 mg.

[Tporpama MEDAL — pe3ynTaTd 3a CTOMalIHO-YPeBHA O€30MACHOCT:

3HAYHTENTHO [TO-HUCKA YECTOTa Ha NPEKPaTABAHE Ha NEYESHUETO TIOPaay KaKBaTo M A3 € KIIHHAYHE
(Hanp, aucnencus, kopeMua Gonka, s38a) CU HexenaHa peakuus ce Habo1aBa NPy eTOPUKOKCHD B
CPaBHECHHUE ¢ AUKIO(EHAK BBB BCAKO OT TPUTE MPOYYRaHUA CheTaBngBamy nporpamata MEDAL.
Yectorara Ha npekparasane nopagy Hexenana CY peakiiusg Ha CTO NMALMESHTOTOIWHH 3 LieNUA
NEPHOJ Ha MPOYYBAHE € KaKTO cneara; 3,23 3a eTopukokcnt v 4,96 3a AMKIOPEHaK B NPOYYBAHETO
MEDAL; 9,12 3a etopuxokcnf 1 12,28 3a auknodenax s npoyusavero EDGE; u 3,71 2a eropukokcu®
u 4,81 3a auknodenak B npoyusanero EDGE 1.

[Iporpama MEDAL — pe3yntaru 3a cToMalHo-4peBHa 6€30MacHOCT:

O6wute ropuu CY nposasy ce onpenensT Karo nepdopaunn, 1381 u kbpeeHe. [Toarpynara obumm
ropud CY nposiBn, ONpeaesieHl KaTo YCI0KHEHH, BKIIOYRA Nepdopaiyy, 06CTPYKIHY ¥ YCI0KHEHO
KBbpBEHE; NOArpynara obmm ropuu CH nposeu, onpeaciaeHu KaTo HEYCH0KHEHH, BKITIOYRA
HEYCIIOXKHEHO KBPREHE B HEYC/IOHEHH A3BH. SHAMHTETHO MO-HHUCKA YecToTa Ha obmu ropuy CY
NpOoABH ce HabaaBa Npu eTOPUKOKCHO B cpaBHeHHE ¢ AUKIodeHak. HaMa 3HaUuUMa pasnuka MexXAY
ETOPUKOKCHO U TUKNTO(eHAK B 9eCTOTATA HA YCIOKHEHUTE [IPOABH. 3a NOArpynara Ha KpbBOHINHBH
oT ropaua CH TpakT (ycnoXHEHH U HEYCIIOXKHEHH KOMOHHHpann), HAMa 3HaYAMa pasjIuka Mexay
eropuxokcud 1 gutodenak, [Toizara OT MPHAOKEHHETO O OTHOLICHHE HA ropHus CH TpakT Ha
ETOPHUKOKCHO B CpaBHEHHES ¢ AMKIOPEHAK HE € CTATHCTHYCCKH 3HAYMMA 33 MALHMCHTH, MPUEeMalllH
€IHOBPEMEHHO HUCKA No3a acnupHH (Mpubnusurenno 33 % oT mauueHTUTe).

YecroTara 3a cm MTALHEHTOTOAWHEH HA NMOTBBPAEHH YCIIOKHEHH M HEYCIOKHEHU KIIHHHYHH NPOABH OT
ropama CY tpakt (nepopanni, 1381 1 kbpeere (PUB)) e 0,67 (95 % CI1 0,57, 0,77) 3a eTopakokcHO
1 0,97 (95 % C1 0,85, 1,10) 3a auxnodenax, qaBaio oTHocHTeNeH prck oT 0,69 (95 % CI 0,57, 0,83).

OnpeaeneHa e yecrorara Ha NOTBbpACHUTE ropHU CY nposBH 1pi NaUMEHTH B HANpeAHANa BH3PacT
KaTo Haii-ronaMo HaMaaexue ce Habmonapa NPy MAKUERTH Ha Bb3pact 2> 75 roauny (1,35 [95 % CI
0,94, 1,87] cpeury 2,78 [95 % CI 2,14, 3,56] nposiey 3a ¢T0 NALUMEHTOrO/IUHE CHOTBETHO 38
€TOPHKOKCHO M AMKNOodeHaK).

Yecrorara Ha NOTBBPACHHTE NPOABK OT nosHug CY TpakT (nepdopawns Ha TBHKH M fefeNo YepBo,
ofcTpyxius 1y Kpbeousnus (POB)) He mokaipa 3HaYHTENHA PA3THKA MeKIAY ETOPHKOKCHO H
BUKNOQEHAK.

[TIporpama MEDAL -~ pe3ynTaTti 3a 4YepHoApoOHa 0€30nacHOCT:

ETopukokxcul ce CBBp3Ba ChC CTATHCTHHECKH 3HAYHMO [IO-HUCKA YECTOTA HA TIPEKPATABAHE Nopaau
4epHOAPOGHO CBEP3aHH HEKEaHN PeakLiMH B cpaBHEHHE ¢ JuKnodeHax, B obobiueHarta mporpama
MEDAL, 0,3 % oT naiueHTHTe Ha eToprkokens u 2,7 % oT Te3M Ha AUKIO(hEHaK NpeKpaTABaT nopaiy
CBBp3aHa ¢ YepHHA Apol HexxenaHa peakiys. Yectorara 3a cto nauuenToroauny e 0,22 3a
eropuxokcub u 1,84 3a auknodenak (p-croitroct < 0,001 3a eTopukokcHO cnpsamo AukIodeHak). B

CBIIOTO BpEME [TOBEYETO OT HEXSIAHUTE YEPHOAPOOHO NPOABEHH peakuiy B IparpamMara MEDALM

€a CEpHO3HH. e e

HOnbIHUTEIHY JAHHH 38 TPOMOOTHYHA CHPAEUHO-ChA0BA Oe30NacHOCT
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B kn1HHWYHE NpoyYBaHHA W3BBH T¢3M 0T nporpaMata MEDAL, npuGnusurento 3 100 nanuesTH ca
JieKyBaHH ¢ eTopHKkokcul > 60 mg nHesHO 3a 12 uan noeeue cenmuu. He ce Hanwaaea suguma
pa3yiuKa B YECTOTATa HA NOTBBPACHUTE CePHO3HH TPOMOOTHYHU ChpACYHO-CHAOBH [TPOSIBH MEXKIY
naugeHTHTE HA eTopukokcHO = 60 mg, mnaueGo unu HeHanpokceHox HCTIBC, B crmoro speme
YECTOTATA Ha TE3H IPOSBH € M0-BHCOKA NPH MALMEHTHTE, NOJYYaBall eTOPHKOKCHO B CPABHEHHE ¢
Te3y, NONTyYaBaiy HanpokceH 500 mg Ara HTH HeBHO, Pasnukara B aHTUTPOMOOLINTHATA aKTHBHOCT
Mexny Hakou COX-1 moruckaim HCTIBC u cenektuBHH COX-2 HHXHOMTOPH MOXE 14 € OT
KJIHHHYHO 3HAYEHKE MTPH ALUMEHTH, pUCKOBH 3a TpoMGoemGonuyny npoasu., CenekrusHuTe COX-2
HHXHUGUTOPH HamanaBat ¢GOpMHPAHETO Ha CUCTeMEH (1 NOpaay TOBA Bh3MOKHO €HAOTEIEH)
NpOCTALMKNHUH, Oe3 1a 3acaraT TpoMmbokcana Ha TpoMGouuTuTe, KITMHAYHOTO 3HAYEHNE Ha TE3H
HaOMIOCHUA HE € YCTAHOBEHO,

HONBIHWTENHH JGHHH 33 CTOMAUTHO-YpEBHA 6E30MACHOCT

B nBe 12-ceaMuyHM, ABOHHOCIIENY SHAOCKONCKY NPOYYBAHHA KyMY/IATHBHATA Y€CTOTA Ha CTOMAIIHO-
YPEBHUTE YJTUEPALHH € 3HAUUTEAHO MO-HUCKA IPH NALMEHTHTE, IEKyBaH! ¢ eTopukokcud 120 mg
BEIHBK JHEBHO, OTKOJIKOTO NMPHU MALMEHTHTE, TeKYBaHH ¢ HanpokceH 500 mg nBa MbTH AHEBHO MM
nbynpogeH 800 mg Tpu neTH AHEBHO. ETOpHKOKCHO ¢ 61 ¢ 1o-BHCOKa YECTOTA HA YIILEPalHHTE B
CpaBHEHHE ¢ T1anedo.

[Ipovysase Ha 6u6peunara QYHKIMA NpH NALKMEHTH B CTapYecka BBIPACT:

PaznoMu3upaHo, QBOMHOCIANO, IApANEIHOTPYNOBO, IWIANe00-KOHTPOMMPAHO [TPOYIRAHE OUSHNRA edekTa
oT 15 nHEeBHO NeueHHe ¢ eToprkokeHO (90 mg), uenexokcub (200 mg nBa ITHTH IHEBHO), HANPOKCCH

(500 mg aBa ETH THEBHO) U IUIALE00, BRPXY eKCKPEIMATa Ha HATPHI B ypHHATa, KPBBHOTO HAISMTaHe H
Apyry napamerpd Ha On0peuHaTa GyHKLMA, IPH MALMEHTH Ha BE3pacT 60 u 85 roMHHN Ha AueTa OT

200 mEq/neH narpuit. ETopuxokcud, uenekoxcu® 0 HanpoxkceH HMaT Omi3bk €eKT BbPXY YPHHAPHATA
EKCKpELMA Ha HaTpHif 3a ABYCCAMMYHHA NEPHUOA Ha nedeHne. BCHUKH NPOAYKTH 38 aKTHBHO CPaBHEHHE
MOoKa3BaT HOBHIICHHE B CPaBHEHIE C IUTANeH0 Ha CHCTOMMHOTO KPBBHO Ha/IAraHe, eTOPHKOKCHO obage ce
CBBP3BA ChC CTATHCTHYECKH 3HAYMMO noeuIeHne Ha JleH 14 B cpaBHeHHE ¢ LENEKOKCHD H HAITPOKCEH
(cpeaHara NPOMAHA CIPAMO H3XOAHOTO HHBO 33 CHCTOIMYHOTO apTEPHATTHO HAIATAHE: €TOPHKOKCHO

7,7 mmHg, nenexokch6 2,4 mmHg, nanpokcen 3,6 mmHg).

5.2 ®apmMakoKHHETHYHH CBOHCTBRA

Abcopbyun

[Mepopanto npunoxeH eTopukokcHO ce abcopbipa nodpe. AGconoTHaTa OHOHATHIHOCT €
npubnuzurenso 100 %. Cnen 120 mg Beansk Ha ASH A0 [IOCTUrAHE HA YCTOHYHBO PABHOBECHE
(steady state), mMxoBa 11asMeHa KoHLieHTpauns (cpefHa Cu.x = 3,6 pg/ml) e Habnonasana
npubansuTenHo | 9ac (Ty.y) cNea NPHIOKEHNETO NPH Bh3PACTHY NALMEHTH Ha TTIaHO.
CpennoreomerpuyaaTa AUCp. 4 € 37,8 pgehr/ml. QapMmaxoknHeTHKaTa HA CTOPHKOKCHO € THHEHHA B
PaMKHTE Ha KIMHMYHKA 0308 HHTEPBAJL.

[TpueMsBT ¢ XpaHa, Gorata Ha Ma3HUHH, HAMA eeXT BEPXY CTENEHTa Ha abcopOuya Ha eTOPHKOKCHO
ClIeA NpUIoKeHHE Ha Jo3a or 120 mg, Crkopoctra Ha abcopbuuara ¢ Ouna NOBIMAHRA B CICIHUTE
rpaHuiiy: 36 % Hamanenve Ha Cpay H YBETHIEHHE HAT g, ¢ 2 yaca. Tesn AaHHH HE ca OMIIM CHETEHH 3a
KAHHAYHO 3HAYUMH. B KITHHHUHUTE M3CTCABAHUA STOPUKOKCHO e O1NT B3UMAH HE3aBHUCHMO OT IPHEMA
Ha XpaHa.

Pasnpedenenue

Eropukokcu ce CBBp3Ra C ILTA3MEHUTE IPOTCHHH B NpHOMM3HTEHO 92 % NPH KOHIIEKETpaly OT
0,05 no 5 pg/ml. O6eMBT Ha pasnpeacieH:e B PABHOBECHO ChCTOAHUE (Vggs) € 61 mpubausuTento
120 1 npu xopara.
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buompanncpopmayus

Eropuxoxcu® ce Merabonuzupa HansnHo kato < 1 % ot mo3ara ce yCTAHOBABA B YPHUHATA MO/
topMaTa Ha W3X0AHOTO NekapeTBO. OCHOBHHAT ITHT Ha MeTaboNH3Mpane ¢ GopMupaHe Ha 6’-
XHPOKCHMETHA AepHBar ce kaTanusupa oT CYP ensumure. CYP3A4 BepoATHO AOTIPHHACH 34
MeTaboIM3HpaHEeTO HA €TOPHKOKCHE in vivo. In vitro npoyuBanusaTa ycraHosasat, ye CYP2DS6,
CYP2C9, CYP1A2 u CYP2C19 chiio Moxe Ja KaTain3upaT 0CHOBHATA META00IHTHA BEPUTa, HO
TEXHHTE KOJHUYECTBEHN OTHOIICHMA in vivo HE Ca NPOYUBaH.

WnenTHouLmpanu ca net MetabonnTa rpu doBeka. OcHOBHUAT MeTabonuTen NpodykT e 6°-kapBokcH
KHCEIMHHO TIPOH3BOAHO Ha €TOPHKOKCHD, 00pasyBaHO Hpe3 NMo-HATATHUIHO OKHCICHHE Ha

6’ -XHAPOKCHMETH/T IIPOU3BOXHOTO. Te3H OCHOBHM METAOONKUTHY IPOAYKTH HIH HAMAT H3MEPHMAE
AKTUBHOCT, WIH ¢a ¢nabo akTHeHEY Karo COX-2 uaxuburopu. Huto eIMH OT Te3H MeTabONHTH HE
naxubupa COX-1,

Enumunupane

Cnen npunaraHeTo Ha eAHOKpaTHA, MAPKHPAHA ¢ PAAMOM3OTON 1032 OT 25 mg eTOPHKOKCHO
MHTPAREHO3HO Ha 3ApasH Ana, 70 % oT pagHoakTHBHOCTTA ¢ O1na ycraHoseHa B ypuHara 1 20 %
BHB (eKanuuTe, FIaBHO Noj GopMaTa Ha MerabonuTi. [To-manko ot 2 % e ycranoBeHa mox popMara
Ha HEIIPOMEHEHO NIEKAPCTBO.

EnuMHHMpaHETO Ha eTOPHKOKCHO CTaBa MpeAMMHO Ype3 MeTaloMH3MpaHe U NocIeABallla peHalHa
ekckpenHa. ¥ croluuBH paBHOBECHU KOHLSHTPALUHN HA STOPUKOKCHE ¢€ YCTAHOBABAT B PAMKUTS Ha
CEeM IHH NPH eHOKPATHO npuiaraH€e Ha 703a ot 120 mg, npy OTHOLUEHHE HA KYMY/IHpaHe
NPHOMH3UTENHO 2, OTMOBAPAILO HA BPEME Ha NONYKHBOT OT npubnuzutento 22 yaca. IlnasMeHuaT
KIMUPBHC CTell KHTPaBeHO3HA 103a OT 25 mg ¢ npubauzutento 50 ml/mMuHyTa,

Crneyuannu epynu nayuenmu

Hayuenmu 8 cmapyecra gvspacm. DapMaKOKUHETHKATA NIPH NALHEHTH B CTapyecka BE3PACT (BB3pacT
> 65 roanHm) ¢ Hin3ka 10 Tasy NpH MAanuTe.

fTon: He ce ycTaHOBABA pasiuKa BbB (papMaKOKHHETHKATA NPH MBXKE H XKEHH.

Yeproopobro yepexcoane: [Ipyu NaLKEHTH ¢ IEKa CTeneH Ha uepHoapobHo yBpexaare (Child-Pugh
HHAEKC 5-6), npHnaratHeTo Ha eTOPHKOKCHO B f03a 60 mg BeAHDBXK Ha ACH © JOBEIIO 10
nipuGnnsuTenHo 16 % no-ronamMa cpenHa AUC B cpaBHeHHE CBC 3ApaBH JKLA Ha ChLIMA A030B
pexcuM, [TpH RauMeHTHTE ¢ YMEpEHa CTeneH Ha YepHoApoGHO yBpexnaHe (Child-Pugh uanexe 7-9),
TIPUJIAraHeTO Ha ETOPHKOKCHD B 1032 60 mg Mpe3 den e poseno no cpeasa AUC, 6mmuska 10 Taid Ha
3paBUTE NNLLA ITPH JO30B pekuM 0T 60 mg AHeBHO; eTopUKOKCHD 30 mg BEAHEK NHCBHO HE €
NPOYYBAEH B Ta3y nomynanusa, HaMa KIMHEYHE U GapMakKOKHHETUMHE JAHHH 33 NALHCHTH C TEXKKA
CTeNeH Ha uYepHoapoGHo yepexaane (Child-Pugh unnekc > 10) (Bx. Touku 4.2 u 4.3).

Bvbpeuro yepesicoane: GapMakOKHHETHKATA NP €MHOKPATHA 1032 oT 120 mg eTopHKOKCHO,
NPUIICKEHA HA NALHEHTH ¢ YMEPEHa 0 TeXka GhOpeyHa HeloCTaThUHOCT ¥ TAKKBA C Kpalina dasa Ha
On0peuHo 3abonaBaHe HA XeMOTHATN3E, He Ce € pa3iiyaBana 3HavUMO CIPAMO Ta3H MPH 3[paBH
nvna. XeMOAHATH3aTa € UMana MATBK IPHHOC 10 OTHOLIEHHE Ha ¢THMMHHPAHETO (AHAIM3EH KIHPBHC
npubnusurenso 50 ml/MuHyTa) (BK. Touku 4.3 1 4.4),

ITeduampuuna nonysayua: OapMakOKHHETHKATA Ha €TOPMKOKCHG IPU NEAUATPIMHN NAHEHTY
(Bb3pacT < 12 roaunHH) He ¢ U3cneaABaHa.

BEJIHBK HA JICH M NIPH 10HOWMTe ¢ Tero >60 kg (1032 Ha etopukokcu® 90 mg BEAHBK Ha JIEH) ¢
6IM3Ka A0 TA3H HA Bb3PACTHH, [IONYHWIN €TOPHKOKCHD B 103a 90 mg BeAHbXK Ha AeH, besonac
1 €EKTHBHOCTTA Ha ETOPHKOKCHO MPH NENHATPHYHM TALHEHTH He ca H3CICABaHN (BX. To4Ka 4. 2
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5.3 HpeaxkauHuuUAH JAHHH 32 §e30NacHOCT

B npeaxnuHuYHATE NPOYYBaHHA ¢ eTOPUKOKCHE He ¢ Omna yCTaHOBEHA IM'eHHA TOKCHYHOCT.
ETopukokcu® He ¢ 61n KaHLieporeHeH rpu MUIIKH, [InsXxoBeTe ca paspuily XenaroueaynapeH v
TApeoUACH QOMUKYIONENyNapeH afeHOM NPH JO3HPOBKA > 2 ITETH AHEBHATA 103a IpH Xopa [90 mg] u
CHCTEMHA SXEAHEBHA €KCIIO3UUHA B NPOIbIKEHHE Ha NPHOAH3HTENIHO 2 NOJHHH,
XenaTouenynapHUsIT U THPEOUAHHUAT GONMUKYIOLETyNaper afeHOM, HabMIoAaBaHH NPH TIBX0BETE, €2
OW/IM CHETEHH 3a PE3YATAT Ha CIeHdHYEH 3a TTBXOBETE MEXAHHIBM, CBBP3aH ¢ MHAYKIHA Ha
gqepHonpobuure CYP ensumu. He ¢ ycTraHOBEHO eTOpHKOKCHD A MPeAH3BUKBA HHAYKLHA Ha
yepHoApoOHHa CYP3A eH3uM IpH xoparTa.

["acTpOHHTECTHHATHATA TOKCUYHOCT Ha ETOPHKOKCHO MPR IUrbXOBETE C¢ YBENH4aBa ¢ 403ara U
BPEMETO HA EKCIO3HIINA. B nmpoyusane 3a TOKCHYHOCTTA HA €TOPHKOKCHO NPOABIIKIIIO 14 CenMHLM,
yiuepauuu Ha CH Tpakt ca 6win HaGmoAaBaHH MPY eKCNO3NLHA, HAAXBBPAAIA TA3K NPH UYOBEK ¢
MpUIAraHeTo Ha TEpaneBTHYHATA 1034, [IpH APOyYBaHKATA 33 TOKCHUHOCT B NIPOTBDKEHHE HA 53 H
106 ceamuum, s34 B CY TpaxT ca 6unu HabmogaBaHH ChINO TAKA MPH SKCITO3UITHNA, CPABHHMH C T€3H
MpPH X0pa ¢ NpUIaraHe Ha TeparieBTHYHATA 1034, [TpH kyuera ObOpeYHM W racCTPOUHTECTHHANHE
aHoOManuu ca 6wt HabMOA3BaHK IPU BUCOKA A0308a SKCIIOINIUSA,

ETopukokcHG He € noKasal TepaToreHHOCT NpY IPOoYYBaHHA 34 PENPOJYKTHBHA TOKCHUHOCT,
NpOBEeHH BHpXY MABX0BE ¢ 033 15 mg/kg/nHesHo (ToBa ¢ npubnusurento 1,5 0bTH HAI JHEBHATA
Io3a 3a xopa [90 mg] npu cucreMHa excnoanuy). Fipu salion € HabmonasaHo CBHP3aHO C ICYCHHETO
NOBUILCHKE Ha CBPACUHO-CBAOBUTE MaNGOPMALIKH NPH HUBA HA CKCNO3ULMSA 1O KITMHHYHATA
€KCIIO3ULIMA NP JIHEBHATA 034 3a Xopara (90 mg). Benpeku ToBa, He ca HabMONABAHH CBBP3aHM C
ACUEHHETO BHHIUHN MaAIGOPMALIMM WIH IPOMEHH BBB deranHua ckenet. [lpu nrbxoBere ¥ 3alUTe €
HabI100aBaHO 10303aBUCHMO YBETHICHHE HA NIOCTHMITIAHTALIHOHHA 3ary0a NpH eKCIIO3H1A,
eKBHBJICHTHA Ha WIH 1,5 TETH NO-ToMAMA OT Ta3H NpH xopara (B, To4kK 4.3 1 4.6).

Eropuxokcu® ce eKCKpeTHpa B MISKOTO HA TUIBXOBETE MPH TAKTALMA, KaTO KOHLEHTPAUHHUTE ca
NpHOIHIUTEAHO ABa TBTH HAJ TE3H B ru1asMata. TernoTo Ha MATKUTE € HAMAJIANO [IPH 3aXPAHBAHETO
¢ MJIAKO OT XEHCKH MIHX0BE, KOATO ¢a MOAYYaBaiH eTOPHKOKCHD N0 BpeMe Ha JIaKTallks,

6. PAPMAHEBTHYHH JAHHHU
6.1 Cnuebk Ha NOMOIHHTE BEIEeCTBA

Cypyesuna na mabnemkama:
Kanimes xuaporengocdar, 6e3soaeH
Kpockapmenosa narpwit

Maruesues creapar
MHKpOKpHCTaIHA LESTy103a

Qbsuska Ha mabremxkama.
KapuayOcku BoCHK
JlakTo3a MOHOXHAPAT

Xurpomenosa
Turanves auokcun (E171)
Tpuauerun
6.2 HecnBMecTHMOCTH e 3
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6.4 CnenHajHN YC/I0BHA HA ChXpaHeHHe

CoXpaHsaBaiiTe NEKAPCTBOTO B OPHTHHANIHATA My ONAKOBKA, 32 AA MpeAnasHTe oT Biard.
6.5 Bm H ¢CBABPKAHHE HA ONAKOBKATA |

Anymunuero GOnuo (i[aoﬁﬂn), GnucTepH B OMAaKoBKa cue 7, 14, 28 Tabnerku,

He BcHUYKM BHOOBE ONMakoBKH Morar Aa 6BAaT nycHaTH B ripoaak6a.

6.6 Cnenuajyv npeanas’Hi MepKH NpH H3XBLpaaHe H paboTa

Hsima crieliManHu W3HCKBaHHA.

HeH3noa3saHuaAT NPOAYKT HIH OTIaILUYHHTE MaTepHAIH OT Hero TpAGBa fa ce U3XBBP/AT B
CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. HPHTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

Mepk llapn 1 Hoym beiarapus EOOJ

oyn, "Huxona Banuapos" NeS5, EKCITO 2000, er.1
H3rouno kpuno, Cektopu Bl u B2

patioH JioseHell

rp. Codun 1407, brarapus

Ten, 02/819 3737

bakc: 02/862 5196

umMeiin: info-msdbg@merck.com

8. HOMEP(A) HA PASPELLEHHMETO 3A YIIOTPEBA

20030175

9. JATA HA ITBPBO PABPEINABAHE/NNOAHOBABAHE HA PA3PEINEHETO 3A
YIIOTPEBA

Hara 3a nepBo paspemapane: 10.03.2003 r.
Hara Ha mocaeaHo nogHoeasane: (09.10.2008 r.

10. TATA HA AKTYANIUIUPAHE HA TEKCTA
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