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HSﬂ’bIIHHTEfIHk AfEHI-.lWiI Mo HEKAPtTBATA |

KPATKA XAPAKTEPHCTHKA HA IPOAYKTA

1. UME HA JIEKAPCTBEHNA ITPOAYKT

APKOKCHA 60 mg punmMupaHu TabreTKu
ARCOXIA 60mg film coated tablet

2, KAYECTBEH U KOIMMECTBEH CHCTAB
Beaxa puiMupana tabnerka cpabpika 60mg eTopukokcuod.

[ToMOIHO BEMIECTRO:
60mg: nakto3a 2,8mg

3a MBJIHHA CIOMCHK HAa MOMOIIHHTE BEWECTBA BIKTE TOuKa 6.1.
3. JIEKAPCTBEHA ®OPMA
dunMupana Tabnerka.

60mg Tabnerku: TeMHO 3eneHM, ¢ HenpaBuiHa GopMa Ha 10baKa, OHKOHBEKCHH TaOJeTkM ¢ Haamue “200°
Ha egHaTta ctpaHa 1 ‘ARCOXIA 60° Ha npyrara cTpaHa>.

4. KJIMHHAYHU TAHHH
4.1 TepaneBTHYHH NOKAIAHHSA

3a CUMITTOMATHYHO JedeHue Ha octeoaprposa (OA), peeMaTonacH apTpuT (PA), aHKuito3upaii
CIIOHJHJIMT M Ha BonkaTta 1 BR3NAIUTE/IHATa CHMITFOMATHKA NPH OCTHP NMOAArPO3EH apTpuT.

PeitteHueTo Aa ce npeanuie cenektuseH COX-2 uaxuburop, Tpabea Aa ce 6a3upa Ha UATOCTHA
npetleHKa 3a HHANBUYATHUTE PUCKOBE 3a nalueHTa (Bxk Touku 4.3; 4.4).

4.2 o3npoOBKa H HAYHH HA HPRJIOKEHHE

ARCOXIA ce B3uMa npe3 ycTaTa U MOXKE 12 Obae B3eMaH Ha [NIAHO WM IO BpeME Ha XpaHeHe. EQexTnT
Ha ARCOXIA Moxe na HACTBIY NTO-OBP30, KOraTo ce B3eMe Ha riagHo. Tosa TpaOBa fa ce uMa peaBH,
KOTaTo € HeoOX0AMMO Aa ce NOCTHIHE Obp30 MOBIUABAHE HA CHMIITTOMATHKATA.

Toii KaTo CBPOEUYHO-CHAOBUTE PHCKOBE MPH €ETOPUKOKCUO MOraT Aa CC YBE/IHYAY
NPOABJLKATETHOCTTA Ha NMPHIOXKECHHE, ClIe/Ba 12 Ce U3II0I3Ba MAaKCHMAaIHO HIAOKE
KpaT:K NEepUoa Ha npuioxeHue. [lepuoanuno cneasa Aa ce npasy NPeOLICHK:

OT CHMIITOMAaTHYHO 00JIeKUeHHEe H OTTOBOP HA JICUEHUETO, OCODEHO NIPH ALk
Touxkm 4.3,4.4,48wus.1)
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Ocmeoapmpum:

[TpenopbyeaHata f03a € 30 mg BeHbX AHEBHO. [IpH HAKOW MALMEHTH ¢ HEIOCTAThYHO 0bJIEKYCHHE Ha
CHMITTOMATHKATa MOBMilaBaHe Ha J03aTa Ha 60 mg eauH NbT JHECBHO MOXKE J1a MOBUIIH €(HKACHOCTTA.
ITpn nurca Ha TeparneBTUYeH e(EeKT CileBa a Ce MPELEHN H3MNON3BaHeTO Ha APYTH TePareBTHIHH
BB3MOXKHOCTH.

Peaemamouoen apmpum:
[Ipenopbusanara no3a € 90 mg BeAHBXK Ha JIEH. -

Ocmrop nodazposen apmpum:
[IpemopruBanarta no3a € 120 mg Beaubk Ha JeH. Eterocoxib B ao3a 120 mg TpsaOBa aa B3uMa caMo 3a

OBNaJsABaHe Ha ocTpaTa 00JKOBa CHMATOMATUKA. [lo BpeMe Ha KTHHHUHM NPOYYBAHHS 34 JICYEHHE HA OCTHP
nojarpo3eH aptpur, Etoricoxib e Onn naBas B npoib/kKeHHE Ha 8 JHH.

Anxunosupauwy cnonowium
IIpenopbpuBanaTa n03a ¢ 90mg BeAHBXK JTHEBHO

031, HaAXBBPJIALIM IPENOPHYBAHUTE 32 OTACIIHUTE HHAUKAIIAK MW HE Ca MOKAa3ajM Mo-roiaMa
e(pMKaCHOCT, WJIX HE ca OUIIK Mpoy4YBaHU. 3aTOBA:

Hosarta 3a OA, He TpabBa na HaasuiuaBa 60 mg AHEBHO.
Jlo3arta 3a PA ¥ aHkuo3upan] CIIOHAKRAUT He TpsAOBa Aa HaaBHLIuAaBa 90 mg AHEBHO.

Jlo3ara 3a OCTBp MOJArpo3eH apTpUT He TpaOBa Aa HaaBHIaBa 120 mg AHEBHO, KaTO JICUEHHETO CC
OrpaHUYaBa MakKCHMYM L0 8 IHH.

Hayuenmu ¢ nanpeoxnana eb3pacm.

He ce Hanmara Kopurapase Ha x03ara [pH NallMeHTH B HaNpeAHaka Bp3pacT. KakTo npH ApYrd AeKapcTaa
TIPHICKEHHETO TIPH MALMEHTH B HAlIpeAHA/IA Bb3pacT CleABa A4 CTABa BHUMATENHO (BX.TouKa 4.4)

Yeproopobra nedocmamovynocm:

Hezasucumo om unouxayusama NIpH NALIMEHTHTE € JIeKa cTeneH Ha yepHoapoOHo yepexxaane (Child-Pugh
HHAEKC 5-6) He TpabBa Aa ce HaaBuinasa Jo3a oT 60 mg BeAHEXK Ha AcH. [Ipu manmenTHre ¢ yMepeHa
crerted Ha yepHOoApoOHO yepexaaHe {Child-Pugh uagexc 7-9) He3aBHCHMO OT HHAMKALIMATA A03aTa OT

60 mg npez den He TpadbBa ga Oblie HAOXBBP/IAHA;, MOXKE Ja Ce IIPELIECHH U MpWIoKeHUE Ha 30mg euH
IIBT JHEBHO

KNHHAYHHAT OMKT € orpaHudeH, ocobeHo NpH MalUeHTHTE ¢ YMEPEHa CTeNeH Ha YepHOoApOoOHO
YBpEKIaHE U 3aTOBA € HeoOX0OUMO BHUMaHHe. HsaMa KIMHUYEH ONUT NPH MaLHEHTH ¢ TeXKKa 110 CTETEH

yepHOoApobHa HepocTaTbuHOCT (Child-Pugh-unaekc > 10 ); 3aToBa npunaraseTo Ha JIEKAPpCTBOTO B TAKHBA
CIIy4aH € MPOTUBOMNOKAa3aHo (B ToukH 4.3, 4.4. 1 5.2).

bvbpeyna nedocmamvunocm:

He ce Hanara kopurMpase Ha A03aTa NPH NALHUEHTH ¢ KPeaTHHHHOB KIHPBHC >30 ml/min (BX Touka 5.2).

H3nonzeanero Ha Etoricoxib npu manueHTH ¢ KpeaTHHUHOB KNMPBHC <30 ml/min e nporusomokasaHo (Bx
Touku 4.3 u44). - -

Ileouampuunu nayuenmu.
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Etoricoxib e nmpoTHBOMOKAa3aH 3a ynoTpeda npH AeLa U MOAPACTBALIM HA Bb3pacT o 16 roguHn (Bx.
Touka 4.3).

4.3 IIpoTRBONOKAZAHHA

CBpBXUYBCTBUTENHOCT KbM aKTHBHATA ChCTABKA WM HAKOA OT [TOMOILHATE ChCTABKUTE (Bk pasfen 6.1)
AXTHBHA NNeNTHYHA 1384 WM aKTUBHO KbpBE€HE OT CTOMAIIHO-YpeBHUsa (CYH) TpakT
[TaneHTH, C IMPOABYU Ha OPOHXOCHA3bM, OCThP PHHUT, HOCHH MOJUNH, AaHTHOHEBPOTHUEH e/IeM, YPTHKapHA

HIJIM aflepruyHy peakiyu cliel IpHeM Ha auetuncanuiunosa kucenuua und HCIIBC sxmoyutenno COX-2
(LIHKTOOKCHIeHa3a-2) NHXHOUTOPH.
bpeMeHHOCT ¥ KbpMeHe (B To4kH 4.6 H 5.3 ).

Texka yepHoApoOHa HegocTaThYHOCT (cepyMen andymun <25 g/l unu Child-Pugh nanexc >10).
H3cnensaH 6p0peyeH KpeaTHHHHOB KIHPBHC <30 mi/min.

Heua v moapacTBalliy o 16 roguinHa Bs3pacT.

Bo3nannTtenrnu 3ab019BaHKA Ha YepBarTa.

3acToiiHa cepaeuHa HegocTarbuHOCT (NYHA II-1V).

[TalMeHTH ¢ XHIEPTOHHA, YHETO KPHBHO HAIAIaHe e TpaitHo yeennueHo Han 140/90 mmHg u He e dbuno
afeKBaTHO KOHTPOIUPAHO.

YcTaHoBEeHA HCXEMHUHA O0JIECT Ha ChpIETO, 3a00IABaHHA HA MepUMEPHUTE APTEPHAIHN ChAOBE W/ UK
MO3BYHOCBAOBO 3a00IBaHE,

4.4 CrienpaJTHM NIpeAynpexIeHHsl ¥ NpeAna3sHH MepKH HpH ynorpeda

Egexmu evpxy cacmpourmecmuraiHama cucmema
YcnoxHeHUs OT TOPHUTE OT/AEIH Ha CTOMAITHO YpeBHUS TpaxT (nepdopauumn, 1384 WK kppsene (PUBs),
HAKOH OT KOHTO ¢ daTalleH H3X0/, ca HACTHIIIH NPHU MTALMEHTH JIEKYBaHH ¢ etoricoxib.

BHuMareTHO TpAOBa Ja ce OAX0K/1a MPH MalMEeHTH ¢ PUCK OT pa3BHTHE HA CTOMANIHO-YPEBHH YC/IOKHEHHUA
ot HCIIBC: manyeHTH B HAIpeIHANA Bb3PAcT, NallMeHTH npueMaiy eadospeMento U apyru HCIIBC unu
are THICAMALIANIOBA KUCENMHA, UITH TAllMeHTH C NIPeKapaHi CTOMaIIHO-YpeBHH 3a00iABanud, kaTo f38a U CY
KbpBEHE.

MMa DONMBIHHTENHO YBEIHYABAHE HA PUCKA OT CTOMAIUHO-YPEBHH HeXKeNaHH JICKAPCTBEHH PeaKIIHK
(cTOMAIIHO-YPEBHA A3Ba WM APYT'H CTOMAIIHO-YPEBHH YCIIOKHEHHS), KOTATO €toricoxib ce npueMa 3aeqHo ¢
alleTHJICATHIIMIIOBA KHCENMHA (JOpH A B HUCKH A03H). JHAYATE/IHA Pa3NKKa 0 OTHOMICHHE HA CTOMALITHO-
ypeBHaTa 0e30macHoCT, MexIy ceneKTHBHUTE COX-2 MHXMOUTOPH + aneTr/ CAIHIHIOBATA KHCENMHA CIIPAMO
HCIIBC + aueTuncaiMuiIoBaTa KUCeIuHda, He ¢ Om1a AeMOHCTPUPaAHA B ABJINOCPOUHH KIMHHYHU MPOYYBaHNA
(B TO4Ka 3.1).

Eghexmu evpxy cvpoeynocvoosama cucmema
KnuHUYHY IpoyYBaHns Npeno/iarar, 4e JIEKapCTBeHUAT Knac Ha cenekTusHuTe COX-2 HHXHOHTOPH, MOXE JIa

Ob/ie CRBP3aH ¢ PHUCK OT TPOMOOTHYHH HHLKAEHTH (ocobeno MuokapaeH HHapkT (MH) u uncynr), B
cpasHeHHe ¢ nane6o 1 Hakon HCTIBC. ChpedHOChA0BHTE PHCKOBE TIPH NPUIIaraHeTQ HAESTOraX]b
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[TalHeHTH CbC 3HAYUTENHH PUCKOBK (GaKTOPH 32 CHPACYHOCHIOBH HHINACHTH (HallpUMEDP XHIIEPTOHHH,
XUIIEepIUIHAeMHs, quaber, TIoTIOHOMyLLeHe), TpAOBa Ja ObaT lekyBaHM ¢ etoricoxib cnes BHUMAaTENHO
obMHCIAHE (BX pasaen 5.1).

COX-2 celeKTHBHITE MEXHORTOPH HE 3aMECTBAT ALCTWICAIMLMOBATA KUCETHHA (aCIIMPHHA) NPH
nmpodrITaKTHKA Ha ChPAEYHOCHI0BH TpoMOoeMbondHy 3a00NsBalus, IOPaJH JIMIICATA HA aHTHArperaHTeH
edekt. [Topany ToBa aHTHArperaHTHaTa Tepanus He Tpabsa na Obae npekbeBata (BXK pazfiend 4.5 u 5.1).

Edhexmu svpxy 6vbpeyume:

BrOpeuHnTe NpocTarjaiIuHA MOXe a MMaT BaKHA POINA B MOAXbpXKaHeTO Ha ObOpeyHaTa nepdysus. 3arosa
MpH HAIMYHETO HA KOMIIpOMeTHpaHa Ob0peuna nepdysus, npuiaradeto Ha Etoricoxib Moxe aa npeayd3BuKa
BTOPHUYHO, TIOCPEACTBOM HaMaJisBaHe Ha IPOM3BOACTBOTO HA MPOCTArNMAHAHHH pellyliMpane Ha ObOpeyHus
KpPBBOTOK ¥ YBpexaaHe Ha 6b0peuHara ¢pyukups. [lanpesTure ¢ Hall-BUCOK PUCK B TOBA OTHOIIIEHHE €A TE3H,
KOHWTO MMaT MpeAxorkjalla 3HaYuMo yBpexKaare Ha Op0peyHaTa QyHKIHA, HEKOMIIEHCHPaHa ChbpAeYHa

HeIOCTATHYHOCT HIIM LMpo3a. [Ipu TakuBa MaliMEHTH CNeABa Ja € ¥Ma MpeJIBHR MOHHTOPHPAHETO Ha
ObOpeuHaTa PyHKIHUA.

3a0pbHCKA HA MEYHOCMU, OMOK U XUNEPMOHUA

3agpbiKKa Ha TEYHOCTH, OTOK M XMIIEPTOHHUA ca OunKM HabMoaaBaHM [IPH MaIMEHTHTE Ha neyeHue ¢ Etoricoxib
NMOACOHO HA CIYYAHTE TIPH JISYEHKE C APYTH JEKapCTBa, 3a KOUTO CE 3HAe, 4e NMOTUCKAT NpocTarjiaHIHHOBaTa
cuHTe3a. Bcuuxm HecTepouaHM npotHBopb3nannTeNHu cpeactea (HCIIBC), Bxmodutenno Etoricoxib, Morar
1a Ce CEBPKAT ¢ HOBONOABUIIA C& HIIH PEKYpPEHTHA 3aCTOHHA ChpJeYHA HEIOCTATBYHOCT. 3a HH(pOpMaLHs
OTHOCHO ONpelieITHuA OT fo3aTa oTrosop npH Etoricoxib Bxk. Touka 5.1. BHuMaTenHo TpsabBa aa ce noaxoxaa
KBM NAIHEHTHTE C aHAMHE3Aa 3a ChpIeyHa HeJOCTaTbUHOCT, JIeBOKaMepHa TUCHYHKLMA, XUMIEPTOHHUS KaKTO H
KBbM NMalMEHTHATE C MIPEeAXOXKAALL OTOK I10 ZPYI'd [IPHYHHHA. AKO UMa KJIIMHAYHH JAHHH 32 BJIOIIaBaHE Ha

CHCTOAHUETO Ha TE3H MALIMCHTH, CNICABA Ja ¢ NPEeANPHEMAaT IOAX0AALIN MEPKH, B TOBA YHCIO M NPeKpaTiBaHe
Ha neueHueTo ¢ Etoricoxib.

Etoricoxib Moxe na 651¢ CBBP3aH ¢ NIPOSBA HA [10-4eCTa U TeKKa XunepToHus B cpasHenue ¢ Apyrd HCIIBC u
cejekTBHE COX-2 HHXUOUTOPH, ocoOeHo NpH BHCOKH M03H. [Topaau ToBa XUIIEPTOHMATa TpsaOBa fa Obae
KOHTpOJHpaHa NpeaH JeYeHHeTo ¢ etoricoxib 1 TpsOera Ja ce oObpHE 0coOEHO BHUMAHUE HA IIPOCIeAIBaHE Ha
KPBbBHOTO HallsiraHe Mo BpeMe Ha JieyeHHeTo ¢ etoricoxib. KppBHOTO HanmsArase cieZpa ga Ob1e KOHTPOAUPaAHO

A0 JABC CEAMHIH OT 3alIOYBAHC HA JICHCHHNETO U [ICPHOOHYHO CIICA TOBA. AKoO KPBbBHOTO HA/IATAHEC 3HAHYUTCIHO
C€ [TOBHUIIIH TpﬂﬁBa Aa C€ NTOMHUCIH 32 ATTEPHATHBHO JICHCHHC.

Egexmu evpxy uepnusn opob
[ToBumiaBaHe Ha aaHuH aMHHOTpaHcdepasata (ALT) n/unu acnaptaT aMuHoTpaHcdepasara (AST)
(mpuONMM3UTEIHO TPH WIH NOBEYE ITHTH HaJl rOpHATAa HOpMAJTHA IpaHina) € 6uno HabmoaasaHo npu oxono 1%

OT MAIlHEHTHTE B KIIMHHYHHUTE NPOYYBaHU, KOUTO ¢a JieKyBaHM ¢ Etoricoxib a0 1 roguna npu zo3sa 30, 60 u
90 mg THEBHO.

[lanpenTnTe CHC CUMITOMH W/HIIH MPU3HALIM 32 YepHOApOOHa AWCHYHKIMA UIH TE3MU, [IPH KOUTO € HANHLES
MATOJIOTMYEH TECT 3a OeHKa Ha yepHOApoOHaTa GyHKIHA, ciejBa Ja ObaaT MOHHTOPHpPAHH. AKO ce
HaOmoaBar npu3Haiy Ha YepHOAPoOHa HEXOCTATHYHOCT UIIH MEPCHCTHPAT MATONIOTMYHHTE YEPHOAPOOHH
TECTOBE (TPH ITHTH HAX HOpMaJlHaTa ropHa rpaHula), jedeHneto ¢ Etoricoxib TpabBa aa ce npekpary.

Obwu epexmu =
AKO 110 BpeMe Ha JIe4eHUEeTO, NIpH NallHeHTHTE Ce BJIolIaT PYHKUMHTE Ha HAKOA OT HO-TOpe OIHCAHUTE
CHUCTEMH, TpAOBa /la ce B3eMaT MOAXOAALIM MEPKH M J1a e MMOMHUC/IHM 34 NPEeKbCBaHe Ha TepamnusTa ¢ etoricoxib.

4
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Tpsabea aa ce oCcblLUECTBABA ANSKBATHO METUIMHCKO HaOMOAEeHKE IO BPEME Ha MPOBEXKIAHETO Ha JIEYEHHE C
Etoricoxib Ha nal#eHTH B HANIpeJHANA Bb3pacT ¥ TaKUBa C HAMM4YHA OhOpeuHa, YyepHOAPpOOHA ITH ChpJeYHa
AACHYHKLIMA,

Jledenuero ¢ Etoricoxib TpaOBa 1a ce OCBIECTBABA BHUMATEIHO NIPU AeXUApaTHPpaHH MaudeHTH. | Ipenoppuba
ce MMpeABapUTENIHA PEXHAPATALIMA HAa TAKWBA MMALMEHTH NPEEM Aa 3am04He TepanuaTa ¢ Etoricoxib.

CepHO3HH KOXHH peakiiii, HAKOK OT TAX (paTaliHH, KaTto ekcoanaTiBeH AepMaTUT, CHHAPOM Ha Steven-
Johnson 1 TOKCHYHA eMKISpPMaNHa HEKPO3a, ca OWIM NOKNAABAHK MHOIO PAAKO BEB Bpb3Ka C W3MOI3BAHETO Ha
HCIIBC u asaxou cenektuBiy COX-2) MTHXUOHTOPH Npe3 OCT-MAPKEeTUHIOBOTO HadmoeHue (B Touka 4.8).
[JanMenTATE Ca U3JIOKEHH Ha HAW-TONAM PHCK 3a [MOABATA HA TaKWBa PEAKIIMK B HAYAIQTO HA TEpANMATA, KATO
IIbpBAaTa peakuys ce NOABABA IIPU IIOBEYETO NALMEHTH NIPe3 TBPBUA MEcell OT NeueHNneTo. CEpHO3HH peakuuH
Ha CBPBXYYBCTBHTEIHOCT (KaTO aHadUIakCHA H aHrHoeeM) ca Ound cbodiaBaHiy IpY NaLKMEeHTH PUEMAaLU
etoricoxib (Bx pazzaen 4.8). Haxon cenektuBar COX-2 HHXHOHUTOPH ¢a CBBP3aHH C NMOBUILEH PUCK OT KOXKHU
peakiidy [Py NalMeHTH, KOUTO ca UMAJIM aHaMHe3a 3a JeKapcTBeHa aneprud. [IpuemMsT Ha etoricoxib tpsabra
Aa Obje npekpaTeH NMpH ITBPBATA IPOABa HA KOXKEH OOPHB, JIE3UA Ha JIMFaBULIATa UK JPYTH CUMIITOMH Ha
CBPBXYYBCTBHTEJIHOCT.,

Etoricoxib Moxe na 3aMackupa GeOpHIMTeT U IPYrU MPU3HALM HA BB3NATUTEIHY 3ab0I1BaHUS.

BHrMaTtenHo TpaOBa Aa ce moAXoxJa IIpH eAHOBPEMEHHO MpHUNiarase Ha etoricoxib ¢ warfarin wim npyru
OpaJIHM AHTHKOAI'VJIaHTH (BXK TOYKa 4.5).

H3non3eaHeTo Ha Etoricoxib, noa00HO Ha APYTH JIEKAPCTBEHH MPOAYKTH, KOUTO MOTHUCKAT
HKJIOOKCHIeHa3HaTa/ IpacTariaHlMHOBATA CHHTE3a, He ce [IPenopBhYBa NPH JKEHH, KOUTO C€ ONHTBAT Ja
3abpeMeHedT (BXK TO4KH 4.6, 5.1 1 35.3).

Tabnerkure ARCOXIA cbabpxar nakro3a. [TanmenTs ¢ pajKo cpelliaHa HaceACTBEHa HEMOHOCUMOCT KBM
raj1akTo3a, TakTO3Ha HEAOCTATHYHOCT HIIH INIIOK030-TajlakTo3eH Manadbcopbus, He TpadBa ja npyueMaT TORa
NIEKAPCTBO.

4.5 B3zaumojeiicTBHE ¢ APYTH JEKAPCTBECHH NPOAYKTH H APYry popMH Ha B3aHMOJCHCTBHE

DapMaKoOUHAMULHU 83AUMOOCUCTGUA:

epopannu anmuxoazyraumu: Tlpu NaMEeHTHTE ¢ YCTAHOBEHA CXEMa Ha JieueHue ¢ Warfarin, npusaraHeTo Ha
Etoricoxib 120 mg aHeBHO, Helue cBbp3aHO ¢ NpUbAH3HTENHO 13% yBenuyeHue Ha npoTpOMOHHOBOTO BpEME
INR (International Normalized Ratio = MexayHapoHO HOPMAMHU3HpPaHO OTHOLIEHHE). 3aTOBA NALHECHTHTE,
KOHTO Cé€ JieKYBAT ¢ IIepopadHi aHTUKOATYAaHTH, CJie/iBa CTPHKTHO Aa OBAAT MOHUTOPHPAHU [10 OTHOLIECHKE Ha
npoTpoMOKHOBOTO BpeMe INR — 0c00eHO B MEpBHTE HAKOJIKO AHM, KOrarto neyeHneto ¢ Etoricoxib 3amousa
HIIM C€ IPOMEHS [103aTa Ha JIEKapcTBOTO {BX ToUKa 4.4).

Huypemuyu, Allds u ACE unxubumopu: HCITBC Moxe 12 HaManAT e(heKTa Ha JUYPETHLUTE U APYTUTE
AHTHXKMIIEPTEH3NBHH IeKapcTBa. [IpH HAKOH MaliMeHTH ¢ yBpeAceHa 6pOpeuna GyHKUMA (HANp. JeXuApaTHpaHu
MallMEHTH WIH DAlMEHTH B HaNpeAHala Bb3pacT ¢ yBpeaeHa Ob0peuHa QyHKIUA) e AHOBPEMEHHOTY
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antarouuctH. ITopaan ToBa, Ta3u KoMOMHaLMA TpAOBa Aa ce mpunara BHUMAaTEIHO, 0COOEHO MpH I10-
Bb3pacTH. [TaluenTuTe TpaObBa na 6bAT aMeKBATHO XUAPATHPAHH U TpADBA Aa ce 00CHAY MOHHTOPHpPAHE Ha
O0n0peyHaTa QyHKUMSA ciel 3anouBaHe Ha KOMOMHNpaHaTa Tepanusa H IEPUOAUYHO CJIe/ TOBA.

Ayemuncanuyuosa xuceauna: IIpa mpoy4dane Ha 37ipaBi X0OpOBOJILH C NOCTUTHATO PABHOBECHO ChCTOSIHHE
(steady state), Etoricoxib B go3a 120 mg BeiHbK Ha JCH HE € NOBJIHLI aHTHATPETHTHATA aKTHBHOCT Ha
alleTHIICAMMLIKIIOBATA KHCeHa (o3a 81 mg Beaubx Ha aeH). Etoricoxib Moske aa ce H3Nnoia3Ba eAHOBPEMEHHO
¢ allETHICATHLIIIOBA KHCEINHA JadeHa B 03a 3a NPO(WIaKTHKA HA ChPACYHO-Ch0OBH HHUHMACHTH (HHCKa 1032
Ha aLleTHICATH3IUIOBA KUCEIMHA, T.€. aCMHPHH). Bee Nak eJHOBPEMEHHOTO NMPHIAraHe Ha alleTWICATTNIIMIOBA
KHCcenuHa (HHCKa 7o3a) ¢ Etoricoxib MoXke Ja yBeNUYHU YeCcTOTaTa Ha yALUepauuiTe U APYTHTE YCIOXKHEHH OT
ctpaHa Ha CY B cpaBHeHHe CbC ciy4danTe, koraTo Etoricoxib ce usnonssa camoctoaTenHo. He ce npenopsuBa
€JHOBPEMEHHOTO NMpHaraHe Ha Etoricoxib ¢ Ho-BHCOKH OT IIOCOYEHUTE 32 NPOQUIAKTHKA HA CHPAECIHO-
ChAOBH HHLMIEHTH 03U aleTHICATHIIAIOBA KAcennHa, kakto U ¢ Apyrd HCIIBC (Bxk Touku 5.1 u 4.4 ).

Huxnocnopun u tacrolimus: Boipexu ue ToBa B3aumozeiicTeue ¢ Etoricoxib He € npoy4BaHo, ce 3Hae, 4e
eqHOBpeMeHHOTO npwiarade Ha Cyclosporin unu Tacrolimus ¢ HCIIBC Moxe fa yBenudd HEPpOTOKCHUHUS
etekT Ha aBeTe nekapctBa - Cyclosporin miu Tacrolimus, brOpeunara pyHkuua ciensa Aa oObae
MOHUTOpPHpaHa, korato ce npunara Etoricoxib B koMOMHalMA ¢ HAKOH OT T€3H B4 JIEKApCThA.

DapMaKoKuHemu4HY 83AUMO0EUCMEUS
Egexmvm na Etoricoxib svpxy dhapmaxoxunemuxama na opyau 1exapcmea

JTumuii: HCIIBC naMansaBaT 650peuHaTa eKCKpelrsa Ha JIMTHH, TOpaqd KOETO CE YBEIHYaBa IL1a3MEHATA MY
xoHHeHTpalus. [Ilpu HeoOXoauMocCT TpaOBa 2 ce MOHUTOpUpPA CTPUKTHO KOHLIEHTpalUATa Ha TMHTHH B KPbBTA

M J1a ce aaanTHpa J03ara Ha JIUTH, JOKATO ¢¢ NpUeMa Ta3H JIeKapCTBEHa KOMOWHALMA, KAKTO M IIPH CTIMPAHETO
Ha HCIIBC.

:‘Memompexcam: J|pe npoyuBaHua ca NIPOBEXIaHU 3a H3c/eBaHe Ha e¢ekta Ha Etoricoxib B nosa 60, 90 nnn
120 mg e nbT HA EH B (POABIDKEHHUE Ha 7 THM NPU MAUUEHTH Ha NeYeHHe ¢ MeToTpekcarT B 103a OT 7.5 10
20 mg BeaHBK CEAMUYHO 32 JIedeHde Ha peBMaToraeH apTpuT. Etoricoxib ipu go3a ot 60 u 90 mg He e okasan
e(pekT BBPXY [UIa3MeHaTa KOHLICHTpalua Ha MeroTpekcaT uiu 6p0pevnns My KIHPBHC. B eqHO mpoyuBaHe
Etoricoxib B go3a ot 120 mg He € uMan edexr, HO B ApYyro NpoyuBaHe MPH Ta3H 034 € YBEJIHYH [ta3MeHaTa
KOHLicHTpal g Ha Metotpekcar ¢ 28% u € HaManni 6s0peunns knvpeHC Ha MeTtorpekcart ¢ 13%.

[IpemopruBa ce MOHNTOPHpaHe 3a TOKCHYHHU edekTH Ha MeToTpekcar, Koraro Toi ce npunara B KOMOMHAaLKA C
Etoricoxib.

ITepopannu xoumpayenmugu: llpunaranero Ha etoricoxib efTHOBpEMEHHO ¢ HepOpaIHA KOHTPALENTHBY,
chAbpKaWK 35 mcg ethinyl estradiol (EE) u 0,5 no 1 mg norethindrone B npoab/okeHHe Ha 21 aHy, €
YBEJIHYHIIO0 MIOINTA (HA YCTOMIHBOTO paBHOBecHe=steady state) roa kpuaTa AUC .24 Ha EE ¢ 37 %
[Tpunaranero Ha ARCOXIA 120} mg cbC CBUMAT MEPOpaTEH KOHTPALCNTHB, €AHOBPEMEHHO KN ¢ HHTEPBAI
oT 12 vaca, € yBeJH4HIO IIIolNTa (Ha YCTOHYMHBOTO paBHOBecHe=steady state) moz kpuBara AUC.»4, 3a EE oT
50 no 60 %; Toea ysenu4eHHe Ha KoHUeHTpauuaTa Ha EE cnenpa na ce mMa npeasHz, Korato ce #H30Hpa
epopancH KOHTpauenTHB, KOMTO /1a ce H3MO0I3Ba 10 BpeMe Ha npuiiaraieto Ha etoricoxib. YBeandeHoTO
BB3AcHCTBHE Ha EE Moke Ja MOBUUIN YeCTOTaTa Ha HeKeTaHHTe peaKkliMi CBBP3aHy C OPATTHUTE
KOHTpauenTHBH (Harp. [IposBu Ha BeHO3HA TPOMOOEMOOIIHA NIPH PHCKOBH XEHH).

Xopmaua-sduebmu}néﬂua meﬁﬂnuﬂ(XBD: [Mpunaranero Ha etoricoxib 120 mg 3aeaH0 ¢ XOPMOHO-
3aMECTHTEIHA TEPAIA ChCTaBEHA OT KOHIOTMpaHu ecTporeHH (0,625 mg PREMARIN®) B nipoxb/mkenue Ha 28
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[IHH, € YBEeJIHYMIIO IUIoinTa (Ha YyCToWYHBOTO paBHoBecue=steady state) noa kpusata AUCq 24, HA
HeKOHIorupanus estrone (41 %), equilin (76 %), u 17-p-estradiol (22 %). EdekThT Ha npenopbyBaHUTE
XpOHHUHH 103H etoricoxib (30, 60 u 90 mg) He e 6wt npoyyeH. [nomure nox kpusaTa AUCo.24, Ha TE3H
€CTPOTE€HHM CbCTABKH Ha PREMARIN® mpu etHOBpeMEHHOTO My rpuiaraHe ¢ etoricoxib 120 mg ca 6unu
HaTOJIOBUHA, B CPAaBHEHUE ¢ T€3H IIPH CAMOCTOATENHOTO IIPHJIAarane Ha PREMARIN® 1 YBENIMUABAHE Ha
no3ara ot 0,625 mg Ha 1,25 mg. KTMHUYHOTO 3HaUEHHE Ha TE€3H YBEIHYCHUA HE € U3BECTHO U [10-BUCOKH J03H
na PREMARIN® ne ca 61w npoy4Banu B koM6unaums ¢ etoricoxib. Tesu noBdineHUs Ha eCTPOreHHaTa
KOHLEHTpallus TpaAOBa Ja ce HMaT npeaBua MpH H300pa Ha XOpMOHAJIHA TEepanuA Cjie] MEeHOMay3ara, pH
[MpUJIaTaHe 3aeqHo ¢ etoricoxib, 3al0TO eKCMO3HIUATA Ha YBEIMYECHH HHBA HA €CTPOTeH MOrar Ja yBeaHJat
pHCKA OT HeXeJlaH! peakuuH, cBhp3ady ¢ X3T.

IIpeonuson/Ipednusonon: Crniopel AaHHUTE OT NPOBEACHATE KIMHHYHHA NPOYYBaHUA 32 OLICHKA HA
JIEKapcTREHH B3auMoeiicTBEs, Etoricoxib He € 0Ka3al KIHHAYHO 3HAYMMO BB3JICHCTBHE BBPXY
dapMmakokuHeTHKaTa Ha [1peann3on/IIpe THH300H.

JTuzoxcun: Etoricoxib B mo3a 120 mg BeqHbK Ha IeH B MpoAbkeHUe Ha 10 fHM pH 31paBH A00POBOIILM HE €
MpOMEeHH TToLITa (Ha YCToiYHBOTO paBHOBecne=steady state) noz kpupara AUCo 4y WIH OBOPEYHOTO
eJIMMHUHHpPaHe Ha AMrokcHH, HabmonasaHo e yBennueHue Ha Crpyx (MAKCHMANHA KOHLICHTPALMA) 32 AUTOKCHH
(mpubnuzutentdo ¢ 33 %). B noBedero ¢llyyad TOBA YBCJIHYEHHE HE € OT CHILECTBEHO 3HAYCHHE 34 TIOBEUETO
naluedTy. Bee nak marnuedTHTe, KOWTO ¢4 ¢ TIOBMIIEH PUCK 32 AUTOKCHMHOBA HHTOKCHKALHUA C/le/iBa Ia Obaar
Ha6)I01aBaHI/MOHHTOPMPAHH 34 IPOSBUTE HA TakaBa HHTOKCHKAIMA, KOraTo JIBeTe jiekapctsa, Etoricoxib u
JWTOKCHH, ¢€ IIpUiaraT ¢JHOBPEMEHHO.

Eexm na Etoricoxib evpxy nexapcmeama, koumo ce Mmemaborusupam upes cyagpompancpepasu

Etoricoxib e unxuburtop Ha cyndoTpaHcdepasata B HOBEILKHA OPraHu3bM, no-cnenuanso SULTIEl ne
YCTaHOBEHO, Ye BOAU A0 NOBHIIABaHE HA CEPYMHATA KOHUEHTPALMS Ha CTHHUI-€CTPaAH0Ia (EE). JokonxoTo
NO3HAHUETO 32 ePEKTUTE BEPXY MHOKECTBOTO CYNGoTpas(pepasy Ha HaCTOALIMA €Tan € OrpaHUueHO U
IOTMHUYHKTE NOC/EAMIE OT NeiCTBHETO HA MHOMKECTBO JIEKapCTBa Ca HElIbJIHU H NPOABIKaBaT Aa 6baaT 00eKT
Ha U3C/IEABaHe, TpAOBA Ja ce BHUMAaBA, korato Etoricoxib ¢e mpunara eHOBpEMEHHO ¢ IPYTH JICKapCTBa,
KOUTO Ce MeTaboNM3UpaT TIaBHO OT cyndoTrpaHcepasuTe (Hamp. TabneTkuTe candyTtamon i MUHOKCHIAI).

Egexm na Etoricoxib evpxy nexapcmeama, koumo ce memabonusupam om CYP-uzoensumume

B3 OCHOBA Ha M3C/IeABAHHA in vitro, Etoricoxib He ce odaxsa na nuxubupa uuroxpomute P450 (CYP) 1A2,
2C9, 2C19, 2D6, 2E1 unu 3A4. Bb3 ocHOBa Ha poy4BaHe MPH 3ApaBH Xopa, puiiaraneto Ha Etoricoxib B
no3a 120 mg JHEBHO, HE € JOBENO A0 [IPOMAHA B AKTHBHOCTTA Ha YepHoApoOHaTa CYP3A4, olieHeHa 1pes
€PUTPOMHULIMHOBHA UXATENEH TECT.

Eexm na opyzu nexapcmea evpxy gapmaxoxurnemuxama na Etoricoxib

OCHOBHMAT BT Ha MeTabomu3upane Ha Etoricoxib e 3aBucuM ot CYP-exsumure. CYP3A4 usrnexza siuse
BBpXY MeTabonusma Ha Etoricoxib in vive. In vitro npoyuBanus nokasgar, ye CYP2D6, - IAZ 5|
CYP2C19 ¢bui0 MOrar Ja KaTanH3upaT OCHOBHHUTE MPOLIECH, HO TOYHA KOJHYSCTBCHA OHEHIGHIA FlaY RETHETO
HM He e MPOBEXKJaHa B YCIOBHA in vivo. "

Kemoxonazon: KerokoHaszorsT € MonieH naxubutop Ha CYP3A4. B nosa 400 mg
MpoxbDKeHWe Ha 11 JAHH TIpH 31paBH JOOPOBOIIM He MPOMEHS KIIMHAYHO 3HAYM
Etoricoxib npu ensokpatHa xo3a ot 60 mg (43 % yeenudenne Ha AUC).
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Pugpamnuyun: PudaMnuiuH ¢ MoleH HHAYKTop Ha CYP-eH3uMuTe. EAHOBPEMEHHOTO NPHJIaraHe Ha
Etoricoxib u PudaMnuuuH BOAH JI0 HaMalaBaHe ¢h¢ 65 % Ha ma3MeHHTe KOHUESHTpauMM Ha Etoricoxib. Tosa
MOKE Jia JIOBee 0 peliHBHpaHe Ha CHMIITOMAaTHKATa, 38 KOATO ce npuiara Etoricoxib. Tt karo ToBa
eCTEeCTBEHO [Ipe/inofiara yBeNM4aBaHe Ha 03aTa Ha JIEKapCTBOTO, CIIEABA J1a ¢¢ O0TOENeXKH, Ye He ca IPOYyUCHH
1034 Ha Etoricoxib mo-BHCOKH OT MOCOYEHHUTE 33 BCAKA HHAMWKALMA, KOraTo ce Mpujiara ¢JHOBpPEMEHHO C
Pudamnuips. [1o Ta3zu npu4rHa He ce H NpenopbYBaT MO-BUCOKM J034 (BXK. TOUKa 4.2).

Aumuayuou: AHTHALMIMTE He BINAAT BBPXY papMaKOKHHETHKaTa Ha Etoricoxib B cTeneH, KoATO A¢ e
KIMHAYHO 3HA4YUMa,

4.6 bpeMEeHHOCT H KEpMeHe

bpemernnocm

Hznonseaneto Ha Etoricoxib, moxobHO Ha apyrH nekapcTBeHU NPOAYKTH OT rpynara Ha COX-2
UHXUOMTOPHUTE, HE C& MPENOPbUBa [IPH XEHH, KOUTO C€ ONUTBAT Aa 3a0peMeHeT.

HsaMa kMMHWYHK AAHHH 32 BiHAHKE Ha Etoricoxib Bepxy npoTuyaHeTo Ha OpemeHHocTTa. [IpoyuBaHusTa [pu
KUBOTHH Cd YCTAHOBHJIM TOKCHYEH €(DEKT BbPXY PeIpOAYKTHBHATA QPYHKIIHA (BXK. TOUKA 5.3).
[ToTeHIHATHUAT PUCK NpH OpeMEHHH XXEeHH He € U3BeCTeH. ELoricoxib, KakTo APYrUTe NEKapCTBCHU NPOAYKTH
¢ HHXHOMpaLIo AekCTBUE BbPXY CHHTE3aTa Ha MPOCTArNIaHAUHATE, MOXKE Ja IpeAU3BHKAT MATO4HA CJ1abocT U
NpexaeBpeMEeHHO 3aTBapsHe Ha BoTanoBuA MPOTOK B OCASAHUA TpUMECTEp. Etoricoxib € npoTHBONOKa3aH 3a

MpUIarase mo BpemMe Ha OpeMeHHOCT (Bx. Touka 4.3). AKO efiHa *xeHa 3a0peMeHee N0 BpeMe Ha JICYCHUETO ¢
Etoricoxib, Toli Tpa6Ba qa ObA€ CIPSH.

Kvpmene:

He ¢ n3BectHo pasu Etoricoxib ceorens B kbpMara. Etoricoxib ce oTiels B KbpMara Ha [IIbLX0BETE, JKEHHUTE,
kouTo mon3Bat Etoricoxib He TpsabBa na KepMAT. (Bxk. TOukH 4.3 U 5.3 )

4.7 EdexTn BLpXy cnnocofHoCTTa 32 miopupaHe U pafoTa ¢ MAILIHHU

Hama npoyusaHus 3a edekTa Ha Etoricoxib rppxy criocoOHOCTTA fa ce wodupa K Ja ce paboTH ¢ MalUUHU.
Brnpexu ToBa namueHTUTE, KOUTO HMAT OIUIAKBAHHS 3aMasiHOCT, CBETOBBPTEX HIH CHbHIHBOCT MPH yrioTpeda
#a Etoricoxib Tpabpa n1a u3barear ga wodupat 4 Aa pabOTAT ¢ MaLIUHY.

4.8 HexelaHH JeKaApCTBEHH peaKIHH

B xnuHHYHUTE HPOYYBRAHKA, O€30MacHOCTTA OT MMpUaraHeTo Ha Etoricoxib e 6una otieHeHa npn 7152 ayuin,
BKIIOUNTENHO 4614 manMeHTH ¢ 0CTE0apTpo3a, pEBMATONICH apTPUT, XpOHHYHA O0JIKA B KPBCTA WIH
aHKWIO3UpaLl cIOHAMIUT (npubauzutento 600 nmaudeHTH ¢ OCTe0apTpO3a UM PEBMATOUICH apTPHT ca OHITH
JIEKYBaHH B MPOABIDKEHAE HA MUHUMYM €Ha I'OAWHA).

HPH KJIMHUYHHATE MpOYUBAHHA, HpO(bHJ'[’bT Ha HCKCIAHHTE JICKQPCTBCHH PCAKIIUMH € bun cxoaeH [IPH NTAlIHCHTH
C OCTCOAPTPO3a HJIH PEBMATOHICH APTPHT, JICKYBAHH C etoricoxib B [TIpOABJIKCHHC Ha C1HA N'OOHWHA HJIH [TOBCUC.

[Ipn KIMHMYHO NPOYYBaKE 3a OCTHP NOJArPO3EH APTPHT, MANMEHTHTE ca OWITH NekyBanH ¢ 120 mg queBHa
1033, B IpOABIKEHUE Ha 0ceM AHU. [IpodHTbT HA HEXKENAHNTE MTeKAPCTREHH peakiy NIpU TOBa [IPOYYBAHE €
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Oun B 00LIY THHUM ONU3BK A0 TO3U, HAOMIOAaBaH NP KOMOUHHUPAHUTE ITPOYYBAHUA 32 OCTE0APTPO3a,
PEBMATOMAEH APTPUT H XpOHH4YHA OOJKA B KPBCTA.

B nporpaMa 3a npocneasBaHe Ha ChpAEYHOCHAOBATa Oe3onacHoCT ¢ 000DIeHH JaHHH OT TpH
KOHTPOJIMPaHU ¢ AKTHUBEH IMPOAYKT 3a CpaBHEHKE KJIIMHWYHH M3NMUTBaHUA, 17 412 nauuenTa ¢
OCTEOApPTPO3a WIH PEBMATOMIEH apTPHUT ¢a JeKyBaHHu ¢ etoricoxib (60mg nnu 30mg) cpenno okomno 18
Mecelia. JlaHHUTE 3a 6€30MacCHOCT OT Ta3K NporpamMa ca NpeacTaBeHH B TOUKa 5.1

[1o BpeMe Ha KIMHUYHUTE NPOYYBAHUA €A OUNM YCTAHOBEHH CIENHUTE HEXENAHU JIEKAPCTBEHH PEaKIIUH C
4eCTOTA TI0-TOAMa OT Ta3H MpH NMPWIaraHeTo Ha rmuauedo Mpu NalUeHTH ¢ OCTE0apTPo3a, PEBMATOHIECH
apTPUT, XpOHUUHA OOJIKa B KPhCTa WM AaHKWIO3Wpall] CIOHAWIHT JieKkyBaHu ¢ Etoricoxib 30mg, 60mg unu

00mg; cpok Ha neveHue a0 12 ceaMuLM i B NIPOYYBAHHATA Mo rporpamara MEDAL, unn cnep npeanarase
Ha rnas3apa.

[Mrozo wecmu (>1/10), wecmu (> 1/100, <1/10) nevecmu (> 1/1 000, <1/100) peoxu (> 1/10 000, <1/1 060)
MH020 pedxu (<1/10 000), c neuzgecmna wecmoma (om narusHume Oaunu He Modice 0a bvoe HanpaseHa

oyenxa)]

Hudhexyuu u unpecmayuu:
Hevecmu: TacTpoeHTEPHUT, HHPEKIMH HAa NOPHUTE TUXATENIHN NBTHIA, YPUHAPHU HHOEKIHH.

Hapywienus na umMyHnama cucmema:
Mrnoeco peoxu. peaxyuu Ha CBPBXUYBCTBUTETHOCT., BKIIOYBALIH aHTHOEAEM, aHAhUIAKTHIHNA/
aHa(QUIAKTONAHH PEaKLHH, BKIIOMHATEHO MIOK.

Hapyuenun na memabonuima u xpanenemo:
Uecmu: eaeM/3apbXkKa Ha TEUHOCTH
Heuecrnu: yBennieHre Wy HaMaJcHUE Ha alleTHTA, YBEIHYEHHE HA TETIIOTO.

Hcuxuampuurnu napywenun:
Heuecmu. TpeBOXKHOCT, JENpecs, HaMajieHa Bb3MOXHOCT 32 YMCTBEHA paboTa.
Mhuozo peoxu: obvpxeane, xamnoyunayuu

Hapywienua na nepernama cucmema:
Yecmu, 3aMasiHOCT, riaBobonue.
Hevecmu: cMyllieHHS BBB BKyca, 0e3ChHUE, MapecTE3NA/XHIECTE3UsA, ChHIUBOCT.

Hapyuienun na ouume:
Hevecmu: 3aMBIrII€HO 3p€HHE, KOHKOHKTHBHT.

Hapywenus na yxomo u 1abupunma:
Hevecmu: 1iyM (3BBHTEXK) B YHIHTE, CBETOBBLPTEX.

Copoeuriu napyuiernun:
Hecmu: najinyTaLHH
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Hevecmu: npeAchpAHO TPENTEHE, 3aCTOMHA ChpAeYHa HEAOCTATBYHOCT, Hecnienmguyxn npomMeHH B EKT,
»
MUHOKapAcH HHPapPKT

Cvooeu napyuwienun:

Hecmu: XUNEPTOHUA

Heyecmu: 3auepraBane, MO3BUYHOCHAOBU WHLUKACHTH ™, [IPEXOAEH HCXEMHUYCH NPHCTBIT
Mnozo peoxu. XVICPTOHUYHU KPHU3H

Pecnupamopnu, 2pooHU 1t MEORACMUHLINY HADYUIEHURA:
Hevecmu: xanuina, quciHes, erMCTAKCHUC.
Mmnozo pedxu: GpOHXOCAIEM

Cmomawuno-upesru HapyuwleHuA:

Yecmu. CTOMAIIIHO-UYPEBHH HapyIICHUA (Hanpumep abxoMuHaiHa 0osika, quiaTyJIeHIHMA, KHCCTHHH),
AAapus, JUCHECIICHS, ENUracTpajleH JUCKOM(OPT, raJcHe.

Hevecmu: nogyBaHe Ha KopeMa, pe(IyKC, TPOMEHHN B IEPUCTANTHKATA, 3aNEK, ChXHEHE Ha yCTaTa,
CTOMAIIHA/AyoAeHAJTHA A3Ba, CHHAPOM Ha JPa3HUMOTO Aedelo 4epBo, €30()aruT, 3B B YCTHaTa KyXHHa,
MOBPBLUAHE, FACTPHT.

Mnozo pedxu: NENTUYHH A3BH BKIIOUBAILNH Nepdopauni U KbpBeHe 0T CY TpakT ( mpeauMHO IpH
[alnueHTH B HafpeJHana Rh3pacT)

Xenamo-6unruapru HapywieHun:
Mhruozo paoko: xenatur

Hapywenusn na xoxcama u nOOKoOJICHaAMA MoKan:
Yecmiu: eKXUMO3H.

Heuecmu. oToK Ha muneTo, CbpOexK, 0OpUB.
Mhunozo psoxo: ypTuxapus, CHHAPOM Ha Steven-Johnson, TOKCUYHA eNTMAepMaiHa HEKPOJIH3a.

Hapywienus na MycKyiHo-CKeemHAMa CUCEMA U COEOUHUMETHAMA MHKAH:
Heuecmu: myckynHu kpaMnu/criasMy, 60AKa/pUrHIHOCT HA MYCKYJaTypara.

Hapywenun na ovopeyume u RUKOMHUME ROMULQ.

Heuecmu: nporeunypus

Mnuozo paoxo: 6pOpeyYHa HEAOCTATEYHOCT, BKIIOMUTENHO OBb0pedHa HEAOCTATEHHOCT, OOUKHOBEHO
ofpartiMa ciea NpeKbCcRaHe HA TepanuaTa (Bxk. Touka 4.4)

Ob1u napywenun u epexmu Ha MACIMOMO HA RPUTOICEHUE:
Yecmu: actenud/ymopa, rpunonogodbHo ¢hCTOSHUE.
Hevecmu: rppana 6onka.

Hicneosanun:

* -
Ha 6aszara Ha aHaAW3H OT ALATOCPOMHE MIaNeb0 H aKTHBHO KOHTPOJIHPAHH KIWHHYHY W3NUTBaHuA, cenekTuBHUTe COX-2
HHXHOMTOPH C€ CBLP3BAT ¢ [OBHINEH PUCK OT CEPHO3ZHHU TPOMOOTHYHH apTEPHANTHH MHLHACHTH, BKIIIOYATEIIHO MHOKapACH

uHGpapKT ¥ BHCYIT, [ToRHIISHHETO HA a0COMOTHUS PUCK 3a TAKMBA HHLUMACHTH € MaJIKO BEPOATHO Ja NpeBUIIY 1% roauiiHo,
CHOPEA CHILICCTRYBAILUMTE AaHHHU (HEUECTO).
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Yecmu: yeenuueHue Ha ALT, ysenuaenue Ha AST.

Heuecmu: ypenuueHue Ha ypeaTa B KPBBTA, YBEJIMUCHHUE HA KpeaTHH docdokmnnaza (CPK), HamameHue Ha
XeMaTOKpHTa, HAMAJICHHE Ha XeMOTJIOOHHA, XUMIEPKATHEMHS, HAMAJICHHE Ha JICBKOLIUTHTE, HAMAJIEHHE Ha
TPOMOOLIMTHTE, YBEJIMUECHUE HA CEPYMHUS KPeaTUHHH, YBEIMUYCHUE HA NTMKOYHATA KHCEJTHHA.

Peodxu: NoOHWKaBRaHE HA KPEBHUA HATPUH

CleaHuTe CEpHO3HU HEXENAHM JIEKAPCTBEHH peaKkuu ca 6unu Habmonaranu npu ynorpedara na HCTIBC u
MOpaJy TOBA He ¢€ U3KJIoUBAT U 3a Etoricoxib: HedpOTOKCHYHOCT B T. Y. HHTEPCTHIIHANIEH HeGpUT U
He(PPOTHYEH CHHIPOM; XENATOTOKCUYHOCT, BKIIOYHUTEITHO YEPHOAPOOHA HEXOCTATBYHOCT, KBJITEHUIIA U
NaHKPeaTHT.

4.9 IIpenoznpane

1o BpeMe Ha KIMHMYHHU ITPOYYBAHMUS €THOKPATHOTO NpuiaraHe Ha zo3a g0 500 mg Etoricoxib H HAKOAKO J034
10 150 mg/nx B npoAbkeHHe HA 21 THH He ¢a MpUYHHWINA ToKkcudeH edekt. MMa cro01enud 3a ocTpo
npeao3HpaHe Ha etoricoxib, Makap 4e B IIOBEYETO CAy4YaH He ce choOLIasa 3a Hexenanu peaxuuy. Haii-
yecTO Hab/II0JaBaHHTE HEXKENaHH PeaKLiMM ChOTBETCTBAT HA IMpoduiia 3a 6e30macHoOCT Ha etoricoxib (karo
CTOMAIHHO-YPEBHH TIPOABH, KAPIUOPEHATIHH IMPOABH).

B cny4ait Ha mpego3uMpaHe € JIOrHYHO Ja ¢& NPHIIoXKAT 0OMUaliHKTE NOAXbPXKALIM MEPKH, HAIIP. OTCTPAHABAHE
Ha Repesopbupanara yact o1 CY TpakT, KIHHHYHO MpOC/IeAsIBaHe, CHMIITOMATHYHA Tepanus U JApyra, ako ¢
HeoOxoauMa.

Etoricoxib He e apann3abuieH upe3 XeMoAMAIH3a; He ce 3Hae Aanu Etoricoxib e guanusabuiieH upes
NEPUTOHEATHA JUATTH3A.

5. ®APMAKOJOIHYHH CBOUCTBA
5.1 dapMakoaIMHAMHYHH CBOHCTBA

Dapmakomepanesmuyna zpyna: TPOTUROBB3NANUTENHHK U IPOTHBOPEBMATHYHHU TTPOAYKTH, HECTEPOUIHH
CpeldcTBa, KOKCUOH

ATC xon: M0O1 AHOS5
Mexanu3zbsM HA AeCTBHE

Etoricoxib e mepopanen cesnekTHBeH LHuKkI00KcMreHasa-2 (COX-2) NHXUOHUTOP B PAMKHTE Ha KIIMHHYHO
H3MOI3BaHKA JO30B HHTEpBall.

[1o BpeMe Ha KITHHWIHUTE GapMakoJIOTHYHU NIPOYYBaHHS € OUN OTYETEH 1030-3aBHCHMA QRIEany SAXIA
1o oTHomeHue Ha nHxubupanero Ha COX-2, 6e3 na ce unxndupa COX-1 npu AO3AHO0 AVE

Etoricoxib He e uHxXMOMpaN cMHTE3aTa Ha MPOCTAINIAHAWHY B CTOMAIIHATA JIMTaBH fel
dYHKUMATA HA TPOMOOLIUTHTE.
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L{HKI0OKCHTEHA3aTa € OTFOBOPHA 3a NIPOU3BEXIAHETO HA NpocTartanaAuHM. [lo3Hatu ca ase popMu COX-1 n
COX-2. COX-2 e nzodopMara Ha €H3UMA, KOATO UHAYIIHPA PO-Bh3NAIUTETHN CTUMYJIH H C€ CYHTA, Ye €
OCHOBHO OTTOBOPHA 3a CHHTE3a Ha NPOCTAHOMAHY MeIuaTopH Ha OonKarta, Bb3NAJICHHETO H TEMIIEpATYpaTa.
COX-2 ¢cBIIIO TaKa y4acTBa B OBYJIAINATA, 3aKPENAHETO U 3aTBAPIHETO Ha bOTAIOBHA NPOTOK, peryjalndiaTa Ha
ObOpeunara Gyuxuua U GYHKLMUTE HA LICHTPaIHATa HEPBHA CUCTEMA (TIOsIBATa HAa TEMIIEpaTypa, YCELIaHEeTo
3a OOJIKa M MpoLeca Ha pa3no3HaBaHe). Moxe Chillo Taka Ja urpae pois B Ipoleca Ha 3a3JpassiBaHe Ha A3Ba.

COX-2 e ycTaHOBEH B TBKAHUTE OKOJIO CTOMAIUHH A3BU Y X0pa, HO BPH3KaTa My ¢ M3JIEKYBAHETO Ha A3BaTa HE
€ YCTAHOBEHO.

EduxacHoct

[Tpu maumeHTHTE ¢ ocTeoapTpuT (OA), Etoricoxib B no3a 60 mg ea4H 0BT Ha AeH 3HAYXTENHO 0bexyaBa
00JIKaTa ¥ OHEHKATA HA MMAHEHTA 32 ChCTOSHHETO Ha 3abomapaHeTo. Tesu OnaronpusaTH edekts ca Oumy
HaOJIroJaBaHM Hali-paHO OT BTOPHA JIeH Ha JIEUSHHUETO U ca ce 3aabpxany A0 52 ceamuuy. Ilpoyusanunsara
BBpXY etoricoxib 30mg eMH BT AHEBHO MoKa3BaT epHUKACHOCT IpeRb3Xoxkaalna mnauedo 3a 12 ceaMuuex
MepHoOa Ha eyeHue (TIpH CX0HA CHCTEMa 3a OLCHKA KaTo MpoyuBaHusaTa nno-rope). [Ipy npoyusaHe ¢
pa3iH4YHHM J03H etoricoxib 60mg naBa 3HAYUTENHO NMo-KH3pazeHo nogobpenne ot 30mg no OTHOLIEHUE Ha
BCUYKY 3 MBEPBUYHM KpaHHH TOUKM 3a NepHoA Ha JedeHne oT 6 ceamuiu. Jlozara ot 30mg He ¢ buna
MpOyYBaHa IIPH OCTEOAPTPUT HA PHKATA.

[Tpu naupesTHTEe ¢ peBMaToneH apTput (PA), etoricoxib B 703a oT 90 mg BeHDBXK HA eH, 3HAUYHUMO €
nozo0pun 6ONKOBATA CHMITTOMATHKA, Bh3TTAJIEHHETO H MOABUXHOCTTA. Te3u OnaronpusaTHi edekTu ca Ounu
MOATBPKAHU TIPe3 NepruoAa Ha IeUeHue —~ 00 12 ceaMuuy.

[Ipn nauHeATHTE ¢ MIPUCTHIH Ha OCThHP MOAATrPO3€H apTPHT, Je4eHHeTo ¢ Etoricoxib B A03a 120 mg BeaHbBX Ha
ACH B NPOXbJDKEHKE HA 8 THH, € XOBeJIO 10 00JieKUEHUE Ha YMEpeHa A0 ciiIHa 60/ka ¥ Bb3NnajleHue B CTABHTE,
xakTo Indomethacin B 103a 50 mg Tpu nbTH Ha feH. O0nekyaBadero Ha O0JIKaTa € 3anoyHano Hai-paHo Ha 4-
Hs 4ac OT HAYAJIOTO HA JISUCHHETO.

[Tpu manneHTH ¢ AHKHIO3UPALI CIIOHAMINAT etoricoxib 90mg ¢uH MbT JHEBHO JaBa 3HAUMTEHO NOJ00peH e
Mo OTHOLIeHHEe Ha 00/ka B rpbOHAaKa, BE3NAEHHE, CKOBAHOCT ¥ (PYHKLMOHATHOCT. KIIMHHYHUAT €(eKT OT
NMPUITOKEHUETO Ha etoricoxib ce HadNno1aBa Olle Ha BTOpUS AEH OT 3ano4yBaHE Ha JICYCHUETO U CE 3a11a3Ba npe3
LEJIHS IEPUOA HA JICYEHHE OT 52 ceaMULIH.

B wIMHHYHUTE MPOYYBAHHUA CIISHHAIHO HAaCOYEHH KbM OLIEHKA Ha Obp3NHATA HA HACTHIIBAHE HA e(eKTa OT
Etoricoxib € OO ycTaHOBEHO, Y€ HAYAI0TO Ha ICHCTBUE HacThblIBA Ha 24-Ta MAHYTa ClIe[ [IpHEMa.

bezonacHocT

IMporpama Multinational Etoricoxib and Diclofenac Arthritis I.ong-term (MEDAL) (MHorosauuoHan
[IporpaMa 3a MpOAB/LDKUTENHO NPUJIAraHy etoricoxib U JUKI0(dEeHaK)

[Iporpamata MEDAL e npocnekTuBHa nporpaMa 3a rnpocieisBale Ha pe3yJITaTHTE CBBP3aHU ChC
cbpaeuHoceaoBaTa (CV) Oe3onacHocT Ha 0000IMEHH AaHHH OT TPH PAHAOMHU3HPAHU, JBOHHO-CJIETIH,
Cpellly aKTMBHA CbCTaBKa KOHTpOJIHpaHH uanuteanuid, npoyusanero MEDAL, EDGE I u EDGE.

| o |

Ha

[Tpoyusanero MEDAL e npoyusate ¢ kpaiiHa Touka onpeaeneHa ot CV pesynrarture npu 17 804

nauueHTa ¢ OA u 5 700 ¢ PA nekyBaHu c etoricoxib 60 (OA) unu 90 mg (OA u PA) win puknodenax 150

mg OHEBHO 3a nepuol cpeaHo or 20,3 Mecena (MakcumyM 42,3 Mecella, Meauana 21,3 Mecewa). B Tosa
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M3IMHUTBAHEC CE€ OTUHUTAT CaMO CCPHO3HHU HCXKCIIAaHH PCAKIIMH H TIPCYCTAHOBABAHC HA YYACTHCTO TIOpaIHn
K4AKBATO U 4 € HCXKCIIdHa pCaKIHA.

[Tpoyusanmnata EDGE u EDGE Il cpaBHABaT CTOMalIHO-4pEeBHATA ITOHOCHMOCT Ha etoricoxib M
auKiogenak. [Ipoyusanero EDGE Bxmousa 7111 nanuenTta ¢ OA nekyBaHu ¢ J1o3a etoricoxib ot 90 mg
aHerHo (1,5 meTU Ao3aTa npenopbyuTenHa 3a OA) wim aukiodenak 150 mg THEBHO 3a NepUO CPEIHO
9,1 Mecena (MakcumMyMm 16,6 mecena, mearana 11.4 mecena). [Ipoyusanero EDGE II Bxmiousa 4086
naideHTa ¢ PA nekyBaHH ¢ etoricoxib 90 mg anerHo unu quknodenak 150 mg nHEBHO 3a NEpUO CPERHO
19,2 mecenia (MakcuMyM 33,1 Mecella, MeauaHa 24 Mecela).

B o6o61ueHarta nporpama MEDAL 34 701 naumenTa ¢ OA wiu PA ca JiekyBaHM 3a niepuo cpeaso 17,9
Meceria (MakcUMyM 42,3 Mecelia, MeaHaHa 16,3 mecena) kato npubausurentdo 12 800 naunuenTa
MPOBEXAAT JIeYEHHE MO-NPOABIDKUTEIHO OT 24 Mecena. [lanuenTure yyacTsallld B mporpaMaTa UMaT Karto
H3XOXHO ChCTOAHHE PA3IHYHH ChPACUYHO-CHAOBH H CTOMAILHO-YpEeBHHA PUCKOBH ¢aktopu. [TauneHTHTE C
aHaMHe3a 3a HeOTJaBHallleH HH(apKT Ha MHOKapza, 6aiinac Ha KopoHapHa apTepus ¢ MpUCaKa UITU
NepKyTaHHa KOpOHApHAa MHTEPBEHUMA B IPEAXOAHNKTE 6 IpeaM BIUIFOUBAHETO HE ¢e JOITYCKAT IO y4acTHe.
B npoyuyBaHuATA € pazpelICHO U3IION3BAaHETO Ha FACTPONPOTEKTUBHH IIPOAYKTH U HUCKA 1032 aCITHPHH.

Obma 6e30MacHOCT:

Hsma 3HauMTeIHN pa3IMKY MEXIY etoricoxib U AukiodeHak B yecTorara Ha ChPUEHOCHAOBUTE
TpOMOOTHUHH IposBH. KapAHOpeHaTHN HeXeNlaHU peakiuy ce HabmoAaBaT no-4ecTo npu etoricoxib
OTKOJKOTO TIpH JUKIOMEHAK, U Te3U eeKTH ca 103a-3aBUCHMH (BIDKTE CrieUM(IIHNTE pe3y/IraTH 11o-

JOITY ).

CTOMAaIIHO-YpeBHHTE 1 YEPHOAPOOHM HEXKEIAHU peakLuy ce HaOJII0AaBaT 3HAYMTENHO [10-4ECTO IpH
TUKN0(EHAK OTKOJIKOTO MpH etoricoxib. YecTorara Ha HexenanuTe peaki npu EDGE # EDGE 11 u na
HEJKENAHUTE peaKi[iy NpelieHEHH KaTO CEPHO3HH WM BOIACIUM 10 TIPEKPATABAHE YUACTHE B IIPOYUBAHETO
MEDAL e mo-Bucoka npH etoricoxib B cpaBHeHHE ¢ JUKI0PEHAK.

CbpaeyHO-CBIOBH PE3yATATH 32 O€30MacHOCTTa!

YecTOTaTa HA NOTBBPACHUTE TPOMOOTHYHH ChPACYHO-CBAOBH (CV) CepHO3ZHH HEXEJIaHH peaKkyy
(BKJTIOUBALK ChPJICUHH, ChI0OBO-MO3BbYHH H [IepH(PEPHO-CHAOBH NPOABH) € CpaBHUMAa 32 etoricoxib H
mnodenak (k. Tabnuna 1). HamMa cTaTUCTHHECKH 3HAUMMH Pa3iMKH B HECTOTATa Ha TPOMOOTHUHHUTE
crOMTHA MeXY etoricoxib B auKnIoPeHaK NPH BCHYKH aHATU3HPAHU MOATPYINH, BKIIOYHTETHO pPa3IHYHH
KaTeropHH MAIHEHTH B 1IAJIaTa raMa Ha M3XOAHUA CHPACHHOCHIAOB pHUCK. Korato ce pasriexaar
NMOOTAEAHO, OTHOCHTETHUTE PHCKOBE 34 MOTBBPACHU TPOMOOTHYHH KapAHOBACKYIApHH CEPHO3HH
HeXkeJIaHM peaKuuu npH etoricoxib 60mg uian 90mg B cpaBHeHME ¢ AuKIodenak 150mg, ca CXOIHM.
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Tabnuua 1 YecToTa Ha NOTEbPAEHH TPOMDOTHIHY KapIMOBACKYAZPHH ChOMTHA (O000IWERa nTporpaMa MEDAL )

Etoricoxib AukaodpeHax CpaBaenne MeXAY
(N=16819) (N=16483) JeKYBaHKTE IPyNH
25 836 nanuenT- 24 766 nanreHT-
roadHH roAHHH
YecroTa' (95% CI) Yecrora' (95% CI) | OTHOCHTENIEH
puck (95% CI)

[loTBBpAESHH TPOMOOTHYHH CHPIeYHOCHAOBH CEPHO3ZHM HEKEIIAHH PEAKIIHH

I1o npoToKkOon

1,24 (1,11 1,38)

1,30 (1,17 1,45)

0,95 (0,81 1,11)

Hamepenue 3a
TPETHpPaHEe

1,25 (1,14 1,36)

1,19 (1,08 1,30)

1,05 (0,93 1,19)

[ToTREpAeHU CHEPACUHH CHOUTHS

1o mpoTokon

0,71 (0,61 0,82)

0,78 (0,68 0,90)

0,90 (0,74 1,10)

HaMepenue 3a
TPETHpaHE

0,69 (0,61 0,78)

0,70 (0,62 0,79)

0,99 (0,84 1,17)

ITorBBpACHH MO3D

YHOCHAOBH CHOWTH

IIo IIPOTOKOII

0,34 (028 0,42)

0,32 (0,25 0,40)

1,08 (0,80 1,46)

Hamepenue 3a
TpeTUpaHe

0,33 (0,28 0,39)

0,29 (0,24 0,35)

1,12 (0,87 1,44)

IloTBbpaeHU NepHdepHH ChIOBH CHOHTHA

Ilo IIPOTOKOJI

0,20 (0,15 0,27)

0,22 (0,17 0,29)

0,92 (0,63 1,35)

Hamepenue 3a
TPETHPaHe

0,24 (0,20 0,30)

0,23 (0,18 0,28)

1,08 (0,81 1,44)

"Cr6uTHa Ha 100 naupeHT-roguay; CI=HHTEpBAT Ha NOBEPHTENHOCT
N=00111 Opoil MaLMEHTH BKIIOYEHH B HOMYJIALMATA 10 IPOTOKOII

[Io npoTokoa: BCHUKH CBEOMTHA MO BpeME HA JieYeHUe ¢ U3MUTBAHNTE MEIUKAMEHTU WIH 10
14 gHu ciien NMpeycTaHOBABAHETO MY (M3KJIFOMEHH: TIALMEHTH NPHENH < 75% oT
W3MHUTBAHOTO JIEYCHHE HITH NMPHEMANTA HeperiaMeHTHpaHu kbM npoyuBaHero HCIIBC
>10% ot BpemeToO).

HamepeHue 3a TpeTHpaHe: BCHYKU MOTBBPACHH CHOUTHA A0 Kpas Ha M3NHTBAHETO
(BIJIIOUMTEHO NALMEHTH MOTEHLMATTHO M3/I0KEHH HA HEBKJIIOYEHH B MPOYUBAHETO
MHTEPBEHIIHH Cliell IIPEKpaTABaHe Ha U3NMTBAHOTO jedyeHue). O6m 6poi paHaOMHU3HpaHH
nmanpeHTy, n= 17 412 Ha etoricoxib 1 17 289 Ha nuxiiogeHax.

u-l'q'

Kapauo-peHaHH MposBH:

L YLOE Y “

._ vl bl |'.'

AN LI 1 DYIIMIGC IS

AYE

4

etoricoxib u qUKIIOhEHAK.

ITpubnusurenno 50% ot nauyeHTHTe BKoYeHU B rpoyuBaHeTo MEDAL ca ¢ anaMuesa 3a u3xoaua
XunepToHus. B ToBa NpoyuBaHe 4ecTOTATA HA TIPEKPATABAHE HA YYACTHETO NOPA/IM CBBP3AHH C
XUNICPTOHUA HEXKENAHH PeaKIMK € CTATHCTHYECKH 3HAYMMO TIO-BUCOKA 32 etoricoxib B cpaBHEHHE ¢
nuKodenak. YectoTaTa Ha 3aCTOMHATA ChpAEYHA HENOCTATHYHOCT KATO HEXEJIAHA PEaKLHS
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(MpekparsBaHHA H CEPUO3HH peakliiy) ce MpoABABa eHAKBO IPH etoricoxib 60 mg B cpaBHEHHE C
nukmopenak 150 mg, HO e Mo-BHCOKa NpH etoricoxib 90 mg B cpaBHeHMe ¢ AuknodeHak 150 mg
(cTaTuCTAYeCKU 3HaYuMa 3a 90mg etoricoxib cnpsamo 150mg auknodenax npx rpynara B MEDAL ¢ OA).
HecroraTa Ha MOTBBPACHUTE [IPOABH HA HEXKE/IAHH PeakUMH CBBP3aHU ChC 3aCTOMHA ChplEeUHa
HEOCTAaTBYHOCT (IPOSBH, KOUTO ¢a CEPHO3HM M BOAAT JIO XOCTIHTAIIM3ALMA WIH OCELEHUE B CIIELIHO
OTICNICHHE) € HE3HAUMMO 1T0-BUCOKA MPH etoricoxib B cpapHeHMe ¢ auknopenak 150 mg, kato To3u edekT
€ 71033 3aBUCHM. HecToTata Ha NPEeKpaTABAHMATA IOPAAH CBBP3aHHU C OTOK HEXKEJIAHM peaKilyH € o-
BHCOKa IpH etoricoxib oTkonkoTo npH auiogeHak 150 mg, u to3u edekT e 103a-3aBHCHM
(cTaTUCTHYECKH 3HaYMM 3a etoricoxib 90 mg, HO He 3a etoricoxib 60 mg).

Kapnuopenanuute pesynarat NpH EDGE u EDGE Il croTBeTcTBaT Ha onmMcaHHTE NPH NpOYUYBAHETO
MEDAL.

B otaennute npoyuBanus ot mporpamara MEDAL swpxy etoricoxib (60 mg wim 90 mg), abcomoTHaTa
YECTOTA Ha MPEeKpaTABaHMUATA B KOATO H Ja € OT rpynure € g0 2,6 % 3a xunepronus, 1o 1,9 % 3a orok u

1o 1,1 % 3a 3acToiHa ¢bp€YHA HENOCTATHHYHOCT, KATO MO-BHCOKA YeCTOTA HA MPEKPaTIBaHKg HMa [IPH
etoricoxib 90 mg oTkonkoTO MnpH etoricoxib 60 mg.

[Iporpama MEDAL — pesyntaTu 3a cToMaliiHO-4peBHa ITOHOCHMOCT:

3HAYMTETHO O-HHUCKA YeCTOTa Ha NMpEeKpaTIBaHE Ha JICUCHUETO MOpagy KaKBOTO H Ja € KIMHUYHO (Harnp.,
RMCOETICHA, KOpeMHa 00iiKa, a38a) CY HexenaHa peakuys ce HabnoaaBa npw etoricoxib B cpaBHeHHE ¢
OUKJIO(pEeHaK BbB BCAKO OT TPUTE MPOy4YBaHUA ChCTaBiseanlu nporpaMata MEDAL. YecroTara Ha
NnpekpariaBaHe nopaau Hexxenada CYH peakiuud Ha CTO NALUMEHT-TOJWHH 3a IS/THA IIEPHO| HA IIPOYYBAHE €
KakTo cieasa : 3,23 3a etoricoxib 1 4,96 3a nuxknogenak g npoyuraneto MEDAL; 9,12 3a etoricoxib u

12,28 3a nuxnogenax B npoyusaHeTo EDGE; u 3,71 3a etoricoxib 1 4,81 3a quknodeHax B mpoy4YBaHETO
EDGE IL.

[Iporpama MEDAL - pesynraTti 3a CTOMaIIHO-4YpeBHa OE30HacHOCT:

Obure ropan CH nposisu ce onpeensat kato nepdopaityu, s384 U kbpBeHe. [loarpynara Ha o6
ropau CH nposBH onpeliesieHH KaTo YCIIOKHEHH BK/IKOYBA Nepgopalyu, OOCTPYKIHH H YCI0KHEHO
KbpBEHE; noarpynara oo ropay CH npossu onpeaeneHy KaTo HEYCIOKHEHH BKJIFOYBA HEYCJIOKHEHO
KBPBEHE M HEYCIIOXKHEHH S3BH. JHAYMTETHO I10-HUCKA HecToTa Ha obmm ropum CY nposiBu ce Habnronasa
IpH etoricoxib B cpaBHeHHE ¢ AUKIOPeHak. Hama 3HaunMa pa3nuka Mexay etoricoxib ¥ AMKIopeHaK B
4YE€CTOTATa HA YCIOXKHEHHUTE NPOABY. 3a IOArpynara Ha KpbeousnueU oT ropHug CY TpakT (YCII0XKHEHH H
HEYC/I0)KHEeHH KOMOHHHpaH|), HAMa 3Ha4MMa pa3jiiKa Mexnay etoricoxib u auxniodenak. [Tomsara ot
NMPHIICKEHHETO MO OTHOLIEHHE Ha ropHUs CY TpakT Ha etoricoxib B cpaBHeHUe ¢ AUKIO(EHAK He e
CTaTHCTHYECKH 3HAYMMa 33 NAaUMEHTH NPHEMaNKH €IHOBPEMEHHO HUCKA 032 acTiMpHH (TIpHOIN3HTETHO
33 % OT NauueHTHTE).

YecToTaTta Ha cTO HALHEHT-FOAHHHK Ha HGTB'iE:p_HBHH YCHNOMKHEHH Y HEYCNIOKHEHH KITHHUYHH IPOABH OT
ropuus CUY tpakr (nepdopanuu, 1384 ¥ kepBere (PUB)) € 0,67 (95 % CI1 0,57, 0,77) 3a etoricoxib u 0,97
(95 % C1 0,85, 1,10) 3a nuxnodenaxk, JoBamo oTHOocHTeNeH puck or 0,69 (95 % CI 0,57, 0,83).

OnpeaenexHa e 4ecToTara Ha nOTBbpAcHUTE ropHH CYH nNposABH MPH MAaLMEHTH B A EPZRANNRKATO
Hai-roaMo HamasieHue ce Habmoaasa npy naludeHTH Ha BE3PacT > 75 roJHHU / ’ "
cpeiny 2,78 [95 % CI 2,14, 3,56] nposABM Ha CTO NMAIUEHT FOAHHH CHOTBETHO
AUKIIOPEHAK).
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YecToTaTa HA NOTBEPIeHMTE NposaBH oT AonHus CY tpakt (nepdopalius Ha THHKH K Ae0O€/I0 YEpBO,
obcTpyximsa Wi Kpbaousaus, (POB)) He moka3ea 3HAUMTEIHA pasfidKa MexXAy etoricoXib H auKodeHaxk.

[Iporpama MEDAL — pe3ynratu 3a 4epHoApoOHa 0€30MacHOCT:

Etoricoxib ce CBbp3Ba ¢bC CTATUCTHYECKH 3HAUMMA MO-HHCKA Y€CTOTa Ha NIPEKpaTABaHe Nopajy
yepHOAPOOHO CBBP3aHH HEXKEJIAHH PEaKLiMH B CpaBHeHHe ¢ auKiopeHak. B obodimenara nporpama
MEDAL, 0,3% ot naumenrure Ha etoricoxib v 2,7 % ot Te3u Ha JUKIIO(EHAK NIPEKPATIBAT MIOpagH
CBBP3aHA ¢ YepHHs Apod HexenaHa peakiud. Yecrorara 3a cro maumeHT-rogudy € 0,22 3a etoricoxib u
1,84 3a muxnodenak (p-croitHocT < 0,00] 3a etoricoxib crpAMo aukiogdeHak). B cuitoro Bpeme
MOBEYETO OT HEXKENaHUTe YepHOAPOOHO NposABReHH peakuvu B mporpamata MEDAL He ca cepHO3HH.

OITHLTHUTETHN JaHHH 33 TPOMOOTHYHA ChPACYHO-CBAOBA O€30MacHOCT
B xnMHUYHM Mpos4BUS H3BBH Te3H oT nporpamata MEDAL, npubnansurenso 3100 nanmeHTa ca
NIEKyBaH# ¢ etoricoxib > 60 mg aHeBHO 3a 12 wiu noeeve ceamMuL. He ce Habmonasa BHAHUMa pasjiHKa B
4yecToTaTa Ha NOTRBPIACHUTE CEPHO3HH TPOMOOTHYHH CHPASUHO-CBIOBY NMPOSBH MEKIY MAllUCHTHTE Ha
etoricoxib > 60 mg, nnaueto wim He-Hanpokcenoed HCIIBC. B csmoTto BpeMe, YecToTaTa Ha TE3U NPOIBH
€ NI0-BHCOKA NPH NMAllHeHTHTE TIONyYIaBalii etoricoxib B cpaBHEHHE ¢ Te3H noirydapany HanpokceH 500 mg
IBa IIbTH AHeBHO Pa3iHkaTa B aHTHTpOMOOLMTHATa aKTUBHOCT MexXIy Hakou COX-1 noruckaiu
HCIIBC u cenexkrupan COX-2 HHXHOMTOPH MOXKE Za € OT KIMHHYHO 3HaYSCHUE NPH MALMEHTH, PUCKOBH
3a Tpombo-eMmOo 4N TIpoABH. CenekTuBHuTe COX-2 HHXUOUTOPH HaMansIBaT GOPMHUPAHETO Ha
cHcTeMeH (M MOpay TOBa Bb3MOXKHO €HAOTENHANIeH) IPOCTAalHUKINH §e3 1a 3acarar TpoMOoKcaHa Ha
TpoMOoluTHTe. KIIMHUYHOTO 3HAYCHUE HA Te3U HAOIIOAEHUS HE € ONPEIEIICHO.

JOIBJIHMTEIHA IaHHH 33 CTOMAITHO-YpEeBHA OE30MaCHOCT

B nBe 12-ceaMHYHHU, IBONHO CNEMH ¢ MpUAraHe Ha EHJOCKOINS IIPOYYBAHUA, KYMYIaTHUBHATA YECTOTa Ha
yILEpalUUTe B racTpogyoacHanHara obnact € Ouna CUrHi(pMKaHTHO NMO-HUCKA MPH NALHEHTHTE JIEKYBAHH C
Etoricoxib B jto3a 120 mg egud mbT Ha JeH, OTKOJKOTO IIPH NallMeHTHTe, jiekyBaHu ¢ Naproxen 500 mg asa

meTH Ha AeH #id Ibuprofen 800 mg Tpu mbTH HA AeH. Etoricoxib e Oui ¢ mo-BUCOKA YeCTOTa Ha YJILIEpALIHHTE B
cpagHeHMe ¢ rauedo.

[Ipoyusane Ha OsOpeyHaTa QYHKIMA OPU MAUMEHTHA B HANPEAHATa BE3PacT

PannoMusipaHo, JBOHHO-CIANO, I1Ae00-KOHTPOIMPAHO, NApANISIIHO-TPYIIORO ITPOYUYBAHE € OLICHWIO €PEKTHTE OT
15 nmaeBHO nevueHue ¢ etoricoxib (90 mg), celecoxib (200 mg aBa reTH AHEBHO), naproxen (500 mg ipa TETH
JIHEBHO) Y [1aLed0, BbpXy YPUHHATA HATPHEBA €KCKPELUA, KPBBHOTO HA/IMraHe B APYTH [rapaMeTpH Ha OnOpeyHara
(YHKLMS, IPH HALIMEHTH HA Bh3pacT Mexxay 60 u 85 romunn Ha guerta ot 200-mEq Hatpuii qaerHo. Etoricoxib,
celecoxib ¥ naproxen ca MMaTH CXOAHYU €eKTH BEPXY YPHHHATA HATPHEBA eKCKPeLMA Mpe3 2-CeAMUMHIIT EPUO]]
Ha JleueHne. BCcHukH ¢a JOBEIH A0 MOBUIIABAHE HA CUCTOTHOTO XPBBHO HAISTAHE B CPaBHEHUE € IUTane00, BIIPEKH
ge etoricoxib obaue ce CBBLP3BA ChC CTATUCTHYECKH 3HAYMMO NOBHINICHKE Ha 14-1 JieH B cpaBHeHHe ¢ celecoxib u

naproxen (CpeHaTa MPOMSHA CTIPAMO U3XOAHOTO HUBO HAa CHCTOIMYHOTO apTEPHAIHO HAIraHe: etoricoxib 7,7
mmHg, celecoxib 2,4 mmHg, naproxen 3,6mmHg).

5.2 PapMaKOKHHETHYHH CBOICTBa

Abcopbyus
[Mepopanto npunoxen Etoricoxib ce abcopbupa nobpe. A6comoTHara 6HOHANTHYHOCT € pubnusutenHo 100%.
Cnen 120 mg BeiHbX Ha AeH O NOCTUraHE Ha YCTOHYMBO paBHOBecHe (steady state), MUKOBA NMNa3MeEHA
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koHueHTpauua (cpeaHa Cp,y = 3,6 ng/ml) e Habmoaasana npudan3utenHo 1 dac (Tyayx) CNER NPUIOKEHHETO
Mpy BL3pacTHU nalueHTH Ha rnaaHo. Cpegro reomerpudHara [IIK o4 (AUCh04n) Oeme 37,8 pgehr/ml.
dapMakokuHeTUKaTa Ha Etoricoxib € TMHeapHa B pAMKMTE HA KIIMHUYHHUA J030B HHTEPBAUL.

IIpuema ¢ xpaHa Oorara Ha Ma3HMHHU HE € JOBEN OO NpOoMsHA B cTeneHTa Ha abcopbuus Ha Etoricoxib cnen
MpHIOKeHHe Ha J03a oT 120 mg. CkopoctTa Ha abcopbiuara € OuiIa HOBNIUAHA B CICAHUTE rpaHULM-36 %
HamaneHHe Ha C,, M yBenueHHe HAT . © 2 9aca. Te3u JaHHU He ca OMIM CYETeHHU 33 KIIHHUUHO 3HAaYuMHU. B
KIMHUYHUTE poyuBaHus Etoricoxib ¢ Oun B3UMaH HE3aBUCHMO OT IPUEMA Ha XpaHa.

Pasnpeoenernue
Etoricoxib ce cBbp3Ba ¢ MIa3MEHUTE NIPOTEUHH B NpHONU3UTENRHO 92 % npu koHuUeHTpauuu ot 0,05 no

5 ug/ml. ObeMBT Ha paznpeneneHue NPpU YCTONYNBO paBHOBECHE (V 45) € Oun npubnnzurenyo 120 1 - mpu
Xopara.

Etoricoxib mpemMuHaBa ralieHTapHaTa bapuepa rp# [ILXOBE U 3ai1y; XxeMaToeHUedanHaTa Sapuepa - ipH
TUTbXOBE.

Memabonuzvm

Etoricoxib ce MeTabomi3npa HansIHO KaTo < 1 % oT Ao3aTta ce yCTaHOBABA B ypUHaTa o ¢opmara Ha
H3XOIHOTO JIEKapcTBO. OCHOBHHUAT IBT Ha MeTabonu3upaHe ¢ popMHUpaHe Ha 6°-XUAPOKCUMETHI AepHBAT ce€
karamiznpa ot CYP-ensumute. CYP3A4 BepositHO aonpyHacs 3a Metabonusupanero Ha Etoricoxib in vivo.
In vitro npoyusaunsaTa ycranosasar, 4e CYP2D6, CYP2C9, CYP1A2 u CYP2C19 cpiio Moxe aa
KaTanu3upaT OCHOBHATa MeTaDOJIMTHA BEPHUTa, HO TEXHUTE KOJIM4ECTBEHH OTHOIICHUS in vivo He ca UM
O00EKT Ha MPOoYyYBRAHE.

W aedtuduinpaty ¢a net Metabonurta npu 1oBeka. OCHOBHHAT MeTabONIUTEH MPOAYKT € 6’ -KapOoKCHiI
KHCeNHeH JepuBaT Ha Etoricoxib, o6pasyBaH ype3 No-HATATBLIHO OKUCTICHUE Ha 6’ -XUAPOKCUMETHN
MPOU3BOAHOTO. T€3H OCHOBHH MeTa0OJNTHHA NPOAYKTH HIN HAMAT H3IMEPHUMAa aKTHBHOCT, HITH ca ¢1abo
akTHBHU KaTo COX-2 uaxubnrtopu. Huro eauH ot Te3n metabonutu Ke € nuxubupan COX-1.

Enumunupane

Cien npunarasero Ha eJHOKpaTHa, MAapKHpaHa ¢ paguou3oTOMN J03a OT 25-mg Etoricoxib HHTpaBeHO3HO Ha
37lpaBYU HHAUMBHIH, 70 % OT paguoakTUBHOCTTA € OMJa ycTaHoBeHA B ypunata U 20 % BLB (ekalnuTe, rNaBHO
moA popMata Ha mMetabGonuty. Mo-Manko ot 2 % Gewe ycraHoBeHa oA (popMara Ha HEHPOMEHEHO JICKAPCTRO.

Emamunnpanero Ha Etoricoxib ctaBa npeaumMHo ypes MeTaOONH3UpaHe U MMOCAEABALIA PEHANHA EKCKPELIHA,
KoHueHTpauuy Ha ycToH4MBO paBHOBecHE Ha Etoricoxib ce yCTaHOBABAT B PAMKHUTE HA CEAEM THH TIPH
eTHOKPATHO NpuNaraHe Ha qo3a o7 120 mg, npu OTHOLEHHE Ha KYMYJIHPaHe NPHOM3HUTENHO 2, OTroBapsIlo

Ha MOIYKHUBOT OT NMpHOAN3uTENHO 22 yaca. [11a3sMEHHAT KJIMPBHC CIIEA MHTPABEHO3HA 1034 OT 25-mg ¢
npubanszuTenso 50 ml/min.

Cneyuannu cpynu nayuesmu

TONHHHM) € OJIM3Ka A0 Ta3H NPH MIIAJIHTe.

ITon: He ce ycTaHnoBsiBa pa3/iika BbB (papMaKOKHHETHKATA IIPU MEXKE H XKEHH.
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Yeproopobra Hedocmamvunocm. IIpH NalHEHTHTE € JIeKa cTeneH Ha YepHoaApobHo yBpexaane (Child-Pugh —
KHIEke = 5-6), npunaraneto Ha Etoricoxib B go3a 60 mg BeaAHBX Ha eH € 1oBeno A0 npubmmsurenHo 16 %
no-ronsma cpeada [MTIK B cpaBHeHMe ChC 3ApaBUTe HHAUBHIM Ha CBILUA NO30B pexxuM. [1pn nauueHTHTe ¢
yMEepeHa cTeleH Ha depHoapobHo yepexkagane (Child-Pugh-nnpexc 7-9), npunarasero Ha Etoricoxib B no3a

60 mg npe3 den e nopeno Ao cpenna I1K, 6au3ka 10 Tasy Ha 3ApaBUTE HHAWBHAK [PH JO30B PEIKUM OT

60 mg gHeBHO. HAMa KNMHUYHHE H (papMaKOKMHETHYHH JaHHY 33 MAlMEHTH € TEXKA CTENEH Ha YePHOAPOOHO
yBpexcgaHne (Child-Pugh-unaexc > 10) (Bx. Touku 4.2 un 4.3 ).

Bvbpeuna nedocmamuvynocm: OapMakoKMHETHKATA NpU eAHOKpaTHa jJo3a oT 120 mg Etoricoxib, npunoxeHa
Ha MALHEHTH C YMEPEHA [0 TEXKa 1o ¢TeneH Oh0peuna HeAOCTATHYHOCT M TAKUBA ¢ KpaiiHa ¢aza Ha 6pOpevHO
3a00/I1BaHE HA XEMOAHANIN3A, HE CE € pa3IM4aBala 3HAYUMO CIIPAMO Ta3H NIpH 34paBH HHAHBHIMN.

XeMoaHaNIn3ara € ¥Masa MaJibK MPHHOC 110 OTHOLIEHHE HAa eTMMUHUPAHETO (AMATU3EH KIMPBHC HPHOI.
50 ml/min). (Bx. Toukn 4.3 u 4.4 )

Vnompeba e neduampusma: PapMmakokdHeTHKaTa Ha Etoricoxib npy nena (Bp3pact < 12 rouHHu) He €
H3CJIeiBaHa.

[Tpy papMakOKHHETHUHO NMpoyuBaHe (n=16) npoBeAeHO cpeX moapacTealy (Bb3pact ot 12 no 17 roauHn)
(hapMaKOKHHETHKATA IIPH foapacTraimTe ¢ Terno oT 40 to 60 kg npu go3a Ha Etoricoxib ot 60 mg BeAHEX Ha
JIeH | IIpH noapacTeawuTe ¢ rerio >60 kg (103a Ha Etoricoxib 90 mg BeaHbXK Ha JeH) € OMna Onu3ka 10 Tasu
Ha BB3pacTHH, monyuriax Etoricoxib B go3a 90 mg BeaHpx Ha JeH. be3onacHocTTa U epeKTHBHOCTTA HA
Etoricoxib B neHaTpuATa He Ca U3CACABAHM (BX. ToUka 4.2 ).

5.3 IlpeaAkJIUHHYHH JaHHU 3a (e30MacHOCT

B npeaknuHu4HNTE NpoyuBaHua ¢ Etoricoxib He e Ouna ycraHoBeHa renHa TOKCHYHOCT. Etoricoxib e e 6mn
KaHileporeHeH Mpd MULIKK, ITbX0BeTe ca pa3sBUIM XEMATOLEYIapHH U TUPSOMAHH (PONMUKYIOUETyNapHH
aJlecHOMM [pU AO3NPOBKa >2-WbTH JHEBHATA 1034 32 Xopa [90 mg], 6asupaHa Ha CUCTEMHA EKCIIO3ULIMSA [IPH
eXKEeIHEBHO A03MpaHe B ITPOABIDKEHHE Ha MPUOTHIHTETHO 2 rOAHHHA. XenaToueaynapHusIT H THPCOAHHHAT
donUKyaoLeNnynapeH aaeHoM, HabMoaBady IpY IUTEXOBETE, ¢ca OUIH CYSTEHU 3a PE3YyJITaT Ha CHELH(pUYEH 3a
ILTBXOBETE MEXAHHU3IBM, CBBP3aH ¢ MHAYKIIUA Ha yepHoApoOHuTe CYP-en3uMu. He e yctaHoBeHo Etoricoxib aa
Npeau3BHKBA HHAYKUMA HA yepHOApoOHMS CYP3A eH3uM NpH Xopara.

["acTpOMHTECTHHAJIHATA TOKCUYHOCT Ha Etoricoxib mpH NreXoBeTe ce yBelnYaBa ¢ 103aTa H BpEMETO Ha
ekcrio3nnma. B npoyuBane 3a TokcH4yHOCTTa Ha Etoricoxib npoanmxnno 14 ceamuuu, ynuepanuu Ha CY TpakT
ca OMIK HabAKOJaBAHN NPH €KCTIO3ULMA, HAAXBBLPIIALLA Ta3H [IPH YOBEK C [IPHJIAraHeTo Ha TepaneBTHYHATa
no3a. [Ipu npoydBaHdaTa 3a TOKCHYHOCT B Npoab/okeHue Ha 53 u 106 ceamuun, a384 B CU TpakT ca Ounu
HaONKAaBaHy CHIOO TaKa NPU €KCIIO3HIUH, CPABHMMHM C TE3M MPH X0pa ¢ NpUNarale Ha TepanesTHYHaTa A03a.

[Ipu xy4yera ObOpeyHH H raCTpOHHTECTUHAIHH aHOMAJIMK ¢a OWJTH HaONiojaBaHy IpH BUCOKA J030Ba
EKCIIO3ULHA.

Etoricoxib He e noka3as TepaTOreHHOCT MpH NPOYUBAHHUA 3a peNPOAYKTHBHA TOKCUYHOCT, [IPOBEAEHH BbPXY
IUTBXOBE ¢ 103a 15 mg/kg/nHeBHO (ToBa € npubnusutenHo 1,5 IrbTH Hax AHEBHATA A03a 3a xopa [90 mg] nmpu
CUCTEMHA eKCIIO3HIHA). I1pH 3aiiny € HabMOAaBaHO CBBP3AHO € ICHEHHETO MOBHLICHHE Ha ChPJCYHO-
ChAOBHUTE MajopMalLMi ITpH HUBA HA €KCIIO3MLMA MIOX KITMHHYHATA €KCIIO3HIIMSA [IpY JHEBHATA 034 32 X0opaTa
(90 mg) Brripeku TOBa, He ¢a HADMIOAABAHN CBBP3aHU C JIEYEHUETO BEHIITHA MATQOpPMALIUK UITH IPOMEHH BHB
¢eranaus ckener. [Ipy mrpxoBeTe ¥ 3aiiuTe € HabIIOAABAHO J1030-3aBUCUMO YBEIKUYEHME HA

NOCTUMILIAHTALMOHHA 3aryda npy eKCro3ulMs, eKBUBAICHTHA HA UMM 1,5 TbTH MO-rojsiMa OT TasH NPH Xopata
(BX. ToukH 4.3 1 4.6.).
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Etoricoxib ce exckpeTrpa B MIISIKOTO Ha IUTbXOBETE MPH JIAKTALMA, KATO KOHLEHTPALHHATE Ca NPUOIU3NTETHO
ABA MBTH HA/ TE3M B I1a3Marta. TeroTo Ha Ky4eHIaTa € HAMaisano [Py 3aXpaHBaHETO C MIAKO OT KY4KH,
KOKTO Ca noiydasanu Etoricoxib no BpeMe Ha nakraiys.

6. PAPMAIEBTHYHH TAHHH
6.1 CnuchbK HA MOMOILHHTE BEIECTBA
Covpyesuna na mabnemrxama:
Kamiues xuaporendocdar, 6e3posieH
KpockapMenosa HaTpHii

MarHesueB cTeapar
MUKpOKpHUCTATIHA LeTyI03a

Obeueka na mabaemrxama:

ITyenen BocevK

JlakTo3a MOHOXHIpAT

XUrnpoMenosa

Turanues guoxceng (E171)

['muuepon tpuanerar
Hupuroxkapmus (E132) u xbaT xemeseH okcug (E172)

6.2 HecnBMecTHMOCTH
He ca n3BecTHH.

6.3 Cpok Ha rogHocT
3 roguMHH

6.4 Coenua/iHu YCJIOBHS HA ChbXpaHeHHE

byrunxn: CbXpaHssaiTe B ILTBTHO 3aTBOPEHA ONMAKOBKA, 3a Ja [PeANasuTe OT Blara
brnucrepn: ChXpaHsaBaiTe JIEKAPCTBOTO B OPHTHHAIHATA MY OMAKOBKA, 3a Aa IPeANa3suTe oT BIara.

6.5 Jlamnwm 3a omakoBKara

AnyMHHHEBO oo (ABOHHO), OnucTepH B OMakoBKa ¢be 7, 14, 28 Tabnetku
He BcHYkM BUIOBE ONAaKOBKU MOraT Aa ObJAT MyCHATH B Npojaaxa.

0.6 CrneunajHH npeanas’HH MepKH IPH H3XBBPJdAHE H paboTa

HsMa cnenuaiHu H3HCKBAHMA.

7. IIPHTEXKATEJI HA PASPENIEHUETO 3A YIIOTPEBA
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