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NANBAHUTENHA ATEHLUWA N0 NEKAPCTBATA

Kpamka xapakmepucmuxa Ha npogyxkma (Tpusoxenue 1

1. UME HA JIEKAPCTBEHHUSA NNTPOAYKT

Axnekca 100 mg TBbpAM Kancyau

Axnekca 200 mg TBBPAH Kancyju Kbm Paz. Ne ......., OW/Y@O/.Q M ............
Ac] 100 les. hard Paspewerue N: ; ZUZE
clexa mg capsules, har N 6o ~JO 04 -06-
Aclexa 200 mg capsules, hard | BG/MA/MP - :'v?l 9L
OAnh /

(¥}

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Beska kancyna csabspxka 100 mg uenekokcuob (celecoxib).
Beska kancyna cbabpika 200 mg uenekokcud (celecoxib).

[ToMOLIIHO BELLECTBO ¢ H3BECTHO JIEHCTBHE:

100 mg kancyau, TBbpad | 200 mg kancyau, TBbpAH
JaKTO3a 24 mg 47 mg

3a MbJIHKA CMHMCBK HAa NMOMOULHHUTE BELLECTBA, BUKTE ToYKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tebpaa kancyna

100 mg: Beska kancyna uma 610 Ts10 M Kanave 4 e ¢ AbmkuHa 15,4 mm — 16,2 mm; kancynure
ChAbPXKAT O€NH 10 NOYTH OeH rpaHyIIH.

200 mg: Besika kancyna uMa kapeHMKaBO-3KbATO TANO M Kanade U € ¢ abbkuHa 18,9 mm — 19,7 mm;
KancyJsauTe Cbabpikat 01 10 noyTH Os1 rpaHyar.

4. KIUHUYHH JAHHH
4.1 TepaneBTHYHH MOKA3AHHA

AKJIeKca e rnokasaH [IPH Bb3pPaCTHH 34 CUMNTOMATHYHO JIECHEHHE HA OCTCOAPTPHT, pCBMATOHACH
ApTPHT H AHKHIO3Hpalll CMOHAHIHT.

PewenneTo 3a npeanucBane Ha celeKTUBEH LMKIookeurenasa-2 (COX-2) unxuburop Tpabdsa na ce
OCHOBAaBa Ha OLIEHKA Ha LSJIOCTHHS PUCK MPH OTAETHHA NMalUMeHT (BxkK. Touku 4.3 u 4.4).

4.2 Jlo3HpOBKA H HAYHH HA NPHJI0KEeHHe

Jo3upoBka
Tl kato cbpaeuHocbaoruTe (CC) puckoBe Ha lieneKoKcHD Morart 1a HapacTBaT ¢ 403aTa M
NPOABLIKMTEHOCTTA HA €KCIIO3ULIMA, TPAOBA /1a ce M3MO3BAT Bb3MOXKHO Hali-KpaTkaTa
NPOAB/KHTENHOCT Ha JIEYeHHe M Hall-HUCKaTa eeKTHBHA HeBHA 103a. HyxauTe Ha nauuenTaor
CHMNTOMATHYHO OOJIEKYEHHE W OTTOBOPBT KbM JIeYeHHeTO TpsAOBa /1a ObaaT npeoLeHsB
NepHOAHYHO, 0COOEHO MPH NauKeHTH ¢ octeoapTpuT (4.3, 4.4, 48 u 5.1).

Ocmeoapmpum
Ob6uuaiiHaTa npenopbyMTenHa AHeBHA 103a e 200 mg, B3eTH HABEAHbK IHEBHO H
ABa npuema. [Ipy HAKOM NaLMEHTH ¢ HEA0CTAThYHO 0DJIeKYaBaHE HA CUMITOMUTE,



ot 200 mg ABa NBTH AHEBHO MOXE 13 yBeJIHUU edHKacHocTTa. Tpadea na 6baat ofcbaeHn apyru
TepaneBTHYHH Bb3MOAHOCTH, AKO HAMA YBETHYCHHE B TEPANesTHYHATA T10J13a Clel 1BE CEAMULIM.

Pesmamouden apmpum

Hauannarta npenopbunTeNHa AHeBHA 03a € 200 mg, pazaesenn B ABa npuema. [Ipu Hyxkna, no3ata
MOXE Mo-KbCHO Na Gbae ysenuuera 1o 200 mg asa neTH AHeBHO. Tpabpa na 6baaT 0bcwACHH ApYrH
TEPANEeBTHYHH Bb3MOMKHOCTH, aKO HAMA YBENIHYEHHE B TEPANEBTHUHATA NOA3a CAEA ABE CEAMHLIN.

Auxunozupary cnonownum

[MpenopbunTenHaTa AHeBHA Ao3a € 200 mg, B3eTH HABEANDLXK H/IH Paile/ieHH B Apa npuema. [1pu
Manbk Gpoii nauMeHTH ¢ HeqoCTaTLYHO ObNeKYaBaHe yBenuueHaTa 103a ot 400 mg equH NbLT AHEBHO
HJIH Pa31e/IeHH B ABA NPHEMA MOXE Ja NOBHIIH eheKTHBHOCTTA.

Tpabea na 6baat 00cbaeHH APYTH TEPaneBTHUHH Bb3MOXCHOCTH, AKO HAMA YBEITHUCHHE B
TepaneBTHUYHATA 10N3a CNell ABE CEAMHLM.

MakcumanHaTa npenopbunTeNHa AHEBHa A03a € 400 mg npH BCHUKH MOKa3aHHA.

Creuyanyu nonyJjauHy

Hayuenmu 8 cmapuecxa gv3pacm

KakTo ¥ np1 no-Mnajgy nauMeHTH, NbpBOHaYanio Tp26ea na 6baaT ninonssann 200 mg Ha aeu. [lpu
HY’K/1a 103aTa MOXe No-KbCHO Aa Obae yeenuyeHa ao 200 mg asa mbTr aHeBHo. Ocobeno BHHMaHue
e Heo0X0QMMO MPH MALMEHTH B HANPEAHANA BL3PACT ¢ TeAECHO Terno noa 50 kg (8. Toukn 4.4 v
5.2).

Yepnoopobuo yepedcoare

[Tpu nauMeHTH ¢ YCTAHOBEHO YMEPEHO 4epHOAPOOHO HapyLieHHe cbe cepyMeH anGymun 25-35 g/l
NeveHHeTo TpAOBa 1a O'bae 3ano4HATO C IOJIOBHHATA OT NpenopbYHTENHaTa A03a. ONKHTLT NPH TAKHBA
NaUMEeHTH Ce OrpaH1yaBa 10 MaLHEeHTH ¢ UMpo3a (px. ToukH 4.3,4.4 1 5.2).

bvbpeuno yepesxcoare

ONUTBT ¢ UENEKOKCHO NpH NMALMEHTH C JIEKO HH YMepeHO ObOpevHO yBpeIaHe € OrpaHHy4eH,
CNeI0BATENHO, TAKHBA NaLMeHTH Tpa0Ba na ObIaT NeKyBaHH C NMOBHILEHO BHUMaHHE (BXK. TOUKH
43,44n5.2).

Heduampuwna nonyrayus
Llenekokcub He e mokasax 3a ynorpeba npH Aeua.

Jlowu CYP2C9 memabonruzamopu

[TaueHTH, 3a KOHTO € H3BECTHO WM ¢e ouakea Aa 6waar nowu CYP2CY MeTabonuzatopH Bb3 OCHOBa
Ha OTIPEAeNIfHE HAa reHOTHNA WNH aHaMHe3a/nipeanweH onut ¢ Apyru CYP2C9 cyberparu, Tpabsa na
MpHEMAaT LENeKOKCHO ¢ NOBHLIEHO BHUMAHUE, ThH KaTo PUCKDBT OT A0303aBHCHMH HEXKENAHH PEaKLMH
ce yBennyapa. ITpy 3anouBaHe Ha ieHeHHe Aa ce ¥Ma NPeABH NMPHIOKEHHE Ha 034, ABA ITLTH MO~
HUCKa OT HaH-HUCKATa NPeNnopbLYHTENHA 1034 (BXK. TOUKa 5.2).

Hauun Ha npuaokeHue

3a nepopaHo npunoXKeHHe.

Kancynure Tpa0Ba aa ce nperabLIaT LenH ¢ BoJa.
Axsiexca MOXe [a ce npHema ¢ Wi Oe3 xpaHa.

4.3 IIporasonoxka3anus

CBpPBbXUYYBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO WK KbM HAKOE OT NOMOLUHUTE Be
H30pOCHH B TouKa 6.1,




HzBecTHa CBPbXUYBCTBHTEAHOCT KbM CYAOHAMHAH.
AKTHBEHa NenTHYHa A3Ba WK KbpBeHe OT racTpouHTecTHHanHuaA (I'H) TpakT.

[NaupenTH, 60AeAYBANH OT ACTMA, OCTHP PHHHT, HOCHH MOJKINH, AaHTHOHERPOTHYEH €AEM, YPTHKApUs
WK APYTU PEaKLMH OT anepruyeH THI Clek NPHEM Ha aUeTHICATHUMAOBA KHCENHHA (aCNUPHH) HAH
IpYrH HECTEPOUAHH NpoTHEORB3NanuTeaHu nexapcrea (HCIIBC), skmountenno COX-2
HHXHOHUTOpPH.

Ipu GpeMeHHH M XKEeHH B IETEPOAHA BB3PACT, OCBEH aKO HE U3MON3Bar edeKTHBEH METOA Ha
KoHTpauenuns (B, Touka 4.6). YCTaHOBEHO €, ye LenekoKeHD npean3BHKBa MaIQOPMAlHH NPH
ABaTa eKCNIEPUMEHTAITHH XXHBOTHHCKH BHIA (BxK. Touku 4.6 1 5.3). [ToTeHUHATHUAT PHCK Np# YOBEKa
no BpeMe Ha OPEMEHHOCT € HEM3BECTEH, HO HE MOXE Aa O1e HIKITIOHEH,

Kospmene (Bx. Touku 4.6 1 5.3).

Texko HapyLIeHHe Ha uepHoapoOHaTa dyHkuua (cepymen anbymun <25 g/l unu unaexc Ha Child-
Pugh >10).

[NaimeHTH © O4aKBaH KPeaTHHHHOB IWIHPBHC < 30 ml/MuH.
BoanannrenHo upepHo 3abonapaHe.
3acrofina cupaeuna nepocrarbuHoct (I1-1V knac no NYHA).

VYcTaHoBeHa HCXeMHYHa GonecT Ha CbpLUETO, neprdepHa apTepuanta GonecT WM MO3bYHO-CHIOBA
Oonecr.

4.4 Cnenuaann npeaynpexIeHHs H NPeINa3HH MePKH NPH ynoTpeba

TCactpounTtecTunannu (C'H) epekrH

IMpu nauueHTH, NEKyBaHU ¢ LeAeKOKCHD, ca 6unu HabmoaBaH YCNOXKHEHHA Ha TOPHHA W JOAHUA
racTpOHHTECTHHANEH TPaKT [nepdopalmy, A3BH Wi KpbBou3nHeK{PUBs)], kaTo HAkoM OT TAX ca
6unu datanHn. [penopbiBa ce MOBHLIEHO BHUHMAHHE NPH JICUEHHE Ha NALIHEHTH C HAH-BHCOK PHCK OT
Pa3BMTHE HA FACTPOHHTECTHHAIHH ycnoxHeHua ot HCIIBC; Te3u B HanpeaHana BE3pacT, NaLMEHTH,
ynotpebapallM enHORPEMEHHO k0eTo H Aa € Apyro HCTIBC unH TpoMOOUMTHH aHTHArperaHTy (karo
aUETHICATHLIMIOBA KHCENHHA) WIH MIOKOKOPTHKOWH, NALHEHTH ynoTpebaBally aIKoXo HiIH
NalLMEHTH ¢ aHaAMHE3a 3a TaCTPOHHTECTHHAIHO 3a00NnABaHe KaTo A3Ba M KbpBeHe oT I'M TpakT.

an CAHOBPEMCHHO NICUCHHE C AUCTHICATHLIHIIOBA KUCCITHHA (na;xe H B HHCKH .110314) H LEeNeKOKCHE
CHILECTBYBA NONBAHHTENHO NOBHUIEH PUCK OT FaCTPOUMHTESCTHHANHH HEXKCIAHH PCAKIHH 3a
LeNeKOKCHO (l"aCTPOHHTeCTHHaJIHH yYauepauxH Ui ApYTH FACTPOHHTCCTHHANHH yCJ'IO)KHeHHJI).

3HauHMa pa3IHKa B raCTPOMHTECTHHANHATa Oe3zonacHocT Mexay cenekTuBHH COX-2 unxuburopu +
auetuncannuunosa kucenuua cnpamo HCTIBC + auetuncanuuunosa KHCENHHA HE € JEMOHCTpHpaHa
B ALNrOCPOYHH IUIMHHYHH MPOYYBaHHA (BiK. TOuKa 5.1).

Ennoepemenna ynorpeba ¢ HCBIIC
EnnospemennaTa ynorpeba Ha uenekokcub u Heacnupuaoed HCTIBC tpatea aa ce u3barea.

CbpACUHOCHA0BH EDEKTH
YeenunueH 6poii ceprostn cbpaeuHochA0BH (CC) cbOUTHA, OCHOBHO HH(APKT HA MHO
Ha0nloqasaHK B ABArOCPOUHO MaLefo-KOHTPONIHPaHO NpoyyYBaHe NPH HHAHBHAH Ch
a/€HOMATO2HH MMOJIHINHK, NEKYBaHH ¢ LenekokcHd B 103u oT 200 mg 1Ba NBTH AHEBHO
NBTH JHERBHO, CpaBHEHO ¢ rulauedo (Bx. Touka 5.1).




Toii KaTO CHPAEUHOCHLACBHTE PUCKOBE HA LeNeKoKCHD MorarT Aa HapacHaT ¢ 103aTa H
NPOALKUTENHOCTTA HA €KCMO3HLKA, TPAOBa Aa ce M3MOoJ3BAT Bb3MOXKHO Hal-KpaTkaTa
NPOABLDKMTENHOCT Ha JieHeHHe W Hai-HHUckaTa edexTHeHa nHeBHa ao3a. HCTIBC, rmounTenHo
cenexrueunTe COX-2 HHXHOUTOPH, ca CBBP3AHK C NOBHLIEH PHCK OT ChPACYHOCHAOBH H
TpOMOOTHYHH HEXKENAHH PeaKLIHM, KOraTo ce B3eMaT AbArocpovHo. TouHaTa cTeneH Ha pucka,
CBBp3aHa C eIHOKPATHA 1034, HE € ONPEAENEHa, HUTO € ONpeacneHa NPOAb/IKHTETHOCTTA Ha
TepanHaTa, CBbP3aHa ¢ noeulueH puck. Hy)xaure Ha naudeHTa oT CHMITOMATUHHO obnekueHie 1
OTrOBOPBLT KbM NedeHyeTo TpabBa na 6b4aT OUeHABAHH NEPUOAHYHO, 0COGEHO NPH NalHeHTH ¢
ocTeoaptpuT (4.2,43,48n5.1).

[MTauneHTH che 3HAYUMH PUCKOBH (PAKTOPH 32 CHLPASUHOCHAOBH CHOMTHSA (HAMNP. XHNEPTOHHS,
XHOEPAUNYIEMHA, 3axapeH nuaber, TioTIoHONYILEHE) TpaGea Aa ObaaT NeKyBaHH ¢ LeneKokcHO camo
¢J€ BHHMATEHA NpeucHKa (B, Touka 5.1).

CenekruBHuTe COX-2 MHXHOMTOPH HE Ca 3aMECTHTEH Ha aLETHICATHUMIORATA KHCEIHHA 32
npoduNakTHKA Ha ChpaeyHOCHA0BH TpoMBoeMOoayHH 3a001ABaHHA NOPaaH IMNcaTa Ha
aHTuarperaHTHH edexTd. ETO 3a110, aHTHArperaHTHOTO JleueHHe He Tpadea na Obae npekpaTaBaHo
(B:x. Touka 5.1).

3anprxKa Ha TEYHOCTH H OTOUH

l{am‘o H I'lpH ,Elpyl"l‘l nexapcheHH NpOayKTH, PIHXHGPIan.lH npocrarnaHaHHoBarTa CHHTE3a, l'IpH
NaLKEHTH, B3eMailiH LIENeKOKCHD, € Bb3MOXKHA 3aAp1KKa Ha TEYHOCTH H OABA HA OTOLIH.
CJ'IB,E[OB&TCJ'IHO, LIEHBKOKCHG Tpnﬁna Ja 6']:)18 HU3MN0N3BaH € NOBHLUEHO BHHMAaHHE l'lpH MALNHEHTH C
aHaMHE3a 33 ChPAeUHA HeAOCTATHLUHOCT, NeBoKaMepHa THCHYHKLMA UITH XUNEPTOHHA U [pH
NaUMEHTH ¢ NPeALIECTBALIN OTOLM C pa3fIHyueH MPOM3X0/, Thil KATO MPOCTArIaHAHHOBATA HHXHOHUMA
MOXe Aa AoBefe N0 BaoliasaHe Ha 6u6peynaTa yHKUMA W 3a0pBKKa Ha TeunocTH. [loBuiueHo
BHHMAHHE € HEOOX0IHMO H TIPH MALKWEHTH, NMPOREKAALIN JHYPETHYHO ACUEHHE HIH C MOBULIEH PHCK
OT XHITOBOJIEMUA 110 ,[lpyl‘lf] NpHYHHH

Xuneprowus
Kakto scnukn HCTIBC, uenekokcn® moxke na qoeene A0 Bh3HHKBAHETO HA HOBONOABHIIA CE

XHNCPTOHHA WK BJ10IUABAHE Ha BEUC CHLIICCTBYBALIA TaKaBa, BCAKA OT KOHTO MOXE Ja JOBEIC OO
YBCIHUYABAHE Ha 6p0$l Ha CpACYHOCHAOBHTC CLOHTHA. l'[opa,rm TOBa KPLBHOTO HaNfAraHe Tpn63a Jace
npocieadaea CTPHKTHO MPH 3an04BaHE Ha TEPAIHATA C LleJ'ICKOKCHG H 110 BpEME Ha JIEHCHHETO.

Edekru Bnpxy uepHoapoOHaTa u 6u6peynara ¢yHkuMs

Komnpomernpana 6u0peuna nnu yepHoapooHa (yHKUMA M ocobeHo chpaedHa QUChYHKLHA ca no-
BEPOATHH fpH NIHLA B HAMpPEAHAAa BB3PACT, MOPaaH KOETO TIPH TAX TpAOBa na Obe ynpaxHABaH
CLOTBETEH MEAHLIMHCKH KOHTPOI.

HCIIBC, BkntounTenHo uenekokcub, Morat 1a npu4HHAT 6u0petiHa TokcHiHOCT. KimMHHYHK
OpPOYYBAHHUSA ¢ LenekokcHd nokassart 6uOpeunn edexrn, nogobuu Ha Te3n, HabNIOIABAHN NPH
u3nonseane Ha cpasHuTeHH HCTIBC. TlauneHTH, H3N0AEHH Ha NO-ronaM puck ot 6u0peuna
TOKCHYHOCT, Ca OHE3H C HapyluieHa 6b6peuHa QyHKUMA, CbpAeYHA HEAOCTATHYHOCT, YepHOAPOOHa
ANChYHKLMA, OHE3H NpHeMally JHYpeTHLH, HHXHOUTOPH Ha aHIMOTeH3HH-KOHBEPTHPALUHA €H3UM
(ACE-uHxuburopu), anruotensut [l peuentopHi aHTAarOHUCTH W NAUKMEHTH B HaNPeHaNa Bb3pacT
(Bx Touxa 4.5). TakuBa naumreHTH Tpa6Ba na ObAAT BHUMATENHO NPOCNEAABAHH NO BPEME HA
NIeUEHHE C LENEKOKCHE.

daraneH u3xon), yepHOApoOHa HEKPO3a H YepHOAPOOHa HEAOCTATBYHOCT (HAKOH ¢ da
HIH M3HCKBALIH YepHOApoOHa TPaHCIaHTaUMA) ca ChOGLLEHH TIPH JIeYEeHHe C LIENeKO,



peakLHH ¢a HACTHLIWIIH B PAMKHTE HA €lMH MeceL| clie/l 3aMo4BaHE Ha JE€HYEHHE C LieNeKoKeHD (BK.
Touka 4.8).

AKO MO BpeMe Ha JicueHHE ce BIOWAT (PYHKLMHTE HA KOSTO W 12 € OpraHHa CHCTEMA, OMHCaHH No-
rope, Tpa6sa na 6bAaT NpeaAnpHETH NOAXOAALUM MEPKH ¥ Aa c& ODMHCIH NPeKpaTABAHE HA JICHEHHETO
C LENEeKOKCHO.

Huxubutopu Ha CYP2D6
Llenexkokcut unxubupa CYP2D6. Brnpeku ye Toil He e cHneH HHXHOMTOP Ha TO3H €H3UM, MOXe [1a €

Heo0XO0AMMO HaMalleHHe Ha A03aTa Ha JIEKapCTBa, H3HCKBALIW MHAHBHAYAIW3HPAHE HA THTPHPAHETO
Ha 103aTa nopajM Toea, ve ce Metabonuzupar ot CYP2D6 (Bx. Touka 4.5).

Basuu CYP2C9 merabonuzaropu
IMauuenTH, 32 KOUTO € H3BeCTHO, ue ca ok CYP2CY metabonuzatopu, Tpabea na 6baaT nexyBaHH ¢

NOBHLLIEHO BHUMAHWE (BXK. TOUKA 5.2).

KoxHH ¥ cHCTEMHH peakuMH Ha CBPbXUYYBCTBHTENHOCT

MHoro pasiko ca ¢bo0WaBaHH CEPHO3HH KOXXHH PEaKLMH, HAKOU OT KOUTO (aTanHH, BKIIOYHTENHO
ekcONHATHBEH AEPMATUT, CHHAPOM Ha Stevens-Johnson W TOKCHYHA eMMAEpManHa HEKPOIN3a, BbR
Bpb3Ka ¢ ynotpebara Ha uenexkokcud (Bxk. Touka 4.8). dukcupaHa nekapcetsena epynuusa (fixed drug
eruption, FDE), koaTo Mo3ke a ce NPOABH KaTo MO-TEXKbK BAPHAHT, H3BECTEH KaTO reHepanu3HpaHa
Oyno3na pukcupana nekapcreeHa epynuus (generalised bullous fixed drug eruption, GBFDE), cniuo
ce chobiuasa BLB BpL3Ka ¢ ynoTpebara Ha uenekokcub (Bax. Touka 4.8). [Ipu naunenTy, nony4araruu
ueneKokcHd, UMa choOLLEHHS 32 CEPHO3HH PEAKUMH HAa CBPBXUYYBCTBHTENHOCT BKIIFOUHTENHO
aHaduNaKCHs, aHrHoeaeM U nekapcreeH 06puB ¢ eo3uHodunng u cucteMHd cumnromi (DRESS, uau
CHHAPOM Ha CBPBLXUYBCTBHTENHOCT) (BX. Touka 4.8). [IpH nauneHTH ¢ aHaMHe3a 3a aNleprus KbM
cyngoHAMHION UNHK aNeprus KbM BCAKO JPYro NeKapcTBO MOXE Aa ChLUECTBYBA MO-BHCOK PHCK OT
CEPHOZHH KOMXHM PEAKLMH WIH PEAKLHH HA CBPBXYYBCTBHTENHOCT (BXK. Touka 4.3). [TauueHnTure
M3IJIEKAA Ca C HAH-BUCOK PHCK OT TAKHBA PeakUMH B HAYANOTO Ha JIEYEHHETO! TIOABATA HA PEAKUHATA
B NIOBEYETO Cyyan ce Habnioaasa npe3 MbPBHA Mecell oT NedeHHeTo. LienekokcuG tpabea na Guae
CNPAH TIPH TbPBATa NOAR2 HA KOXEH ODPUB, THraBMYHH NE€3UM MM BCAKA ApYra NposBa Ha
CBPBXYYBCTBHTEJIHOCT.

Obun edekTu
llenekokcu® Moxe na 3aMackupa GheOpUIHTET WK APYTH NPOABH Ha Bb3NANeHHe.

¥Ynorpeba ¢ nepopanHu aHTHKOArynaHTH
[1pH nayHeHTH Ha CHIBTCTBALLO NEeUYeHHE ¢ BapdapHH ca HAONFOIABAHY CEPUO3HH CHOUTHA Ha

KbPBEHE, HAKOH OT KOUTO (aTanHu. [TpH ChITbTCTBALLO NieueHHe € ChODILEHO YBIKEHO
npotpoMbHHOBO Bpeme (INR). Cneaosarenno TpsabBa 11a ce c/ieAH BHUMATENHO NPH NALHEHTH,
npHemaiuk BaphapuH/nepopantHy aHTHKOATYIaHTH OT KyMapHHOB THI, 0cobeHO KoraTo €
MHHLIMHPAHO NleYeHHe ¢ LienekoKcHO WK Ao3aTa uenekokcHO e mpomeHeHa (Bk. Touka 4.5).
Eanoepemennara ynorpe0a na antukoarynanti ¢ HCTIBC moxe na yBenH4YH pucka oT KbpBeHe.
Heobxonnmo € NoBHLWEHO BHUMAHKE NpH KOMOHHHpaHe HA uenekokcHO ¢ BapdapuH unu Apyru
nepopanHH aHTHKOAaryJaHTH, BKTIOYHTENHO HOBH aHTHKOAry1aHTH (Hanp. anukcabaH, naburarpa u
puBapokcaban).

IomouinH BewmecTea
Akjekca chAbpiKa JAKT03a U HATPHI.

[ManueHTH C peakuTe HacNeACTBEHH NpobnemMH Ha HEMOHOCHMOCT KbM ralakTo3a, MbJIeH JIakTaseH
AedHULHT HIH MIOKO3HO-TaNaKTo3Ha Manabcopbuns He TpabBa 1a npuemMar TOBa JIEKAPCTBO,
Toea nekapcTBO CbABPXA No-Manko ot 1 mmol Hatpuit (23 mg) Ha karncyna, T.e. MOXKe [
NPaKTHYECKH HE ChAbPKa HATPHI.

4.5 B3auMoaeiicTBHE ¢ APYTH JeKAPCTBEHH NPOIYKTH H APYTH GOpPMH Ha B3aN




DapMaKoOuHaMUYHU 63aUMO0ELCMEUs

Aumuroazyiranmu

Tpy nauneHTH, NORy4aBaily BapdhapyH UM APYTH AHTHKOAryiaHTH, & HeobxoanMo
AHTHKOAryNaHTHATA AKTHBHOCT, OCOOEHO MpPe3 MbPBHTE HAKOKO IHH CE 3aM0HBaHe HIIH NpoMAHa
Ha /103aTa HA UENEeKOKCHO, Thil KATO NPH TE3H NALUMEHTH HMa NMOBULLEH PHCK OT XEMATONOTHYHH
ycoxHeHus. CneaoBartento, NPH NaUMEHTH, NOTy4aBailly NEPOPAIHH AHTHKOATY/IaHTH €
HeoOX0AUMO YECTO H3C/eaBaHe Ha NPOTPOMOKHHOBOTO BpeMe/MEXKITYHaPOAEH HOPMATH3IHPaH
koeduumueHT (INR), ocobeHo npe3 nbpBUTE AHW OT 33MOYBAHE HA JICUEHHETO C LIENEKOKCHE Hm
NpoMsiHa B 103aTa Ha uenekokeub (Bxk. Touka 4.4). Crobuwiaea ce 3a XeMOpari4HH MHUHACHTH,
CBBP3AHH C YALKABAHE HA TIPOTPOMOHHOBOTO BpEME, MPEAHMHO NIPH MaLMEHTH B HANpeaHana
BL3PACT, NOYYaRaWHM Lenekokeub eqHOBpeMeHHO ¢ BaphapHH, HAKOH OT KOHTO (aTaHH.

AnmuxunepmeH3usHu cpedcmea
HCIIBC morar aa HamaiaT edekra Ha aHTHXHIEPTEH3HBHH JIEKADCTBEHH MPOAYKTH, BKTIOUHTEIHO

ACE uuxu6uTopH, anruoreHzuH Il peuentTopHH aHTaroHUCTH, IHypeTHUH H 6eta 6nokepu. KakTo u
npu apyrute HCTIBC, puckbT oT ocTpa 6150peyuna HeAOCTaThUHOCT, KOATO 0OMKHOBEHO ¢ 00paTHMa,
MOXKE 1a HApACHE NPH HAKOH MALMEHTH ¢ KoMNpoMeTHpaHa 6u6peuna GyHkuMa (Hanp.
AEXHAPATHPAHH NALKEHTH, NAUKEHTH Ha JMYPETHUHO JIEHEHHE WIH NaUHEHTH B HarpeaHana
Bb3pacT), korato ACE nuxubutopn, aHrHotensud 11 peuenTopHs aHTaroHHCTH H/HNKM AHYPETHLM Ce
xom6unupar ¢ HCIIBC, BrarountenHo uenekokcub (Bik Touka 4.4). Eto 3awo xomGuHauuaTa
TpaGBa fa ce NpHiara ¢ BHUMaHKe, 0coOEHO MPH NaLMEHTH B HanpeaHana eu3pact. [lauuenture
TpsGBa na 6baaT afieKBATHO XMAPATUPAHH H 1a CE HMa MpeABH Npocneaasae Ha 61xOpeyHata
(dyHKUHA clef 3aMOoYBaHe HA CLITHTCTBALIATA TEPArHA H MEPHOAHYHO Cliejl TOBA.

B 28-1HeBHO KIHHHYHO NPOYYBAHE MPH NALUMEHTH C TH3KHONPHI-KOHTPOIHPaHa XHNepToHHa 1 1 11
CTerneH, NeveHueTo ¢ uenekokcHt 200 mg asa MbTy AHEBHO CNpPAMO MNauebo, He BOAH A0 KIHHHYHO
3HAYMMO YBEJHYEHHE HA CPEAHOTO AHERHO CHCTONHYHO H IHACTOIHYHO KPBBHO HafAraHe,
onpeneneHo upes 24-yacoro amOynaropHo uamepeane. I1pu 48% oT nauMeHTHTE, TEKYBaHH C
nenexokcHt 200 mg ABa NBTH AHEBHO, CE CUMTA, YE HE CA CE MOBIMAIN OT JIEUEHHETO C JIH3HHONPUA
TpH MOC/IEAHATA KIIMHUYHA BH3HTA (OTpeAeNeHo KaTo AHACTONHYHO KPLBHO Hanarade > 90 mmHg
HJIH NOBHLUEHHE HA AHACTONMYHOTO KPbBHO HanaraHe ¢ > 10% crnpaMo H3XOAHHTE CTOMHOCTH), B
cpaBHeHue ¢ 27% OT mauKeHTHTe Ha Nnauedo; Ta3H Pa3NHKa € CTATHCTUYECKU 3HAYHMA.

QHKJTOCHOEHH U MAKPOAUMYC

Mpennonara ce, ue eAHOBpeMeHHOTO Npunoxernre Ha HCTIBC W uMKIIocnopHH KUK TaKpoiMyc
MOXeE /12 yBeAn4aBa HeQPOTOKCHUHHA e(eKT Ha LHKIOCNIOPHH HIIH PECNEKTHBHO HAa TAKPOITHMYC.
[Tpy kOMGHMHHpPaHE Ha LENEKOKCHD 1 HAKOE OT TE3H JIEKApCTBEHU NPoayKTH ObOpeunara dyHKLuA
TpaGea Na 6bOe MOHWTOPHpaHA.

Ayemuncaruyunosa Kuceauna
llenekokcuG Moxe Na 6bae MPURAraH ¢ HUCKH JO3H AUETHICATHLWIOBA KHCENHHA, HO HE €

3aMECTHTEN Ha aLETHICANHLMNOBaTa KucenrHa 3a uenure Ha CC npodunaxtika. KakTto u npu
apyrute HCIIBC, npeactaBeHuTE NPOYYBAHHA NOKA3BAT NOBHLUECH PUCK OT FACTPOHHTECTUHAIHO
pa3sA3BABAHC M APYTH FACTPOMHTECTHHANHH YCIIOKHEHHA MPH €1HOBPEMEHHOTO NMPHIOKEHHE Ha
LENEKOKCHO H AUETHICAIHLIWIOBA KHCENHHA B HHCKH [103U B CPABHEHHE ChC CAMOCTONTENHOTO
NpUIoKeHHe Ha uenekokceud (BxK. Touka 5.1).

PdapMaKkOKUHETHYHH BB&HMOQCﬁC’I‘BHH

Edexmu na yerexoxcut gvpxy Opyeu 1eKapcmeent RPocykmu

Huxubumopu na CYP2D6
Lenekokcnt e nnxuburop Ha CYP2D6. [InazsmeHnTe KOHLEHTPALIWY HA NEKAPCTBEHUTE
KOHTO ca cyOcTpaTh Ha TO3M eH3MM, MOTaT Ja HApACHAT NPH €NHOBPEMEHHO NMPHJIOKEH




uenekokcut. [puMepH Ha NekapcTBEHHTE NIPOAYKTH, KOUTO ce MeTabonusupar ot CYP2D6, ca
AHTHAENPECAHTHTE (TPHUMKIHYHH AHTHACNPECAHTH (MY TPULIMKIHUN) H CENEKTHBHH HHXHOHUTOPH Ha
obpatHus 3axeaT Ha cepoTohdHa (CHO3C)), HeBponenTHUNTE, aHTHAPHTMHUYHHTE JIEKAPCTBEHHTE
NpoAyKTH H T.H. [1pu 3anouBaHe Ha NeYEHHE C LUENEKOKCHO € BbIMOKHO 13 C€ HANOXKH HAMANABAHE Ha
nozata Ha CYP2D6 cybcTpaTuTe, npn KOMTO € HEOOX0AMMO KHAWBHAYAIIHO THTPHPAHE HA 103aTa, 4
NpH COHPAHE Ha JIEYEHHETO ¢ LeNSKOKCHD - NOBHILIABAHE HA Ta3H Ao3a.

EnHoBpeMeHHOTO npunokeHue Ha uenekokcnd 200 mg ABa NbTH AHEBHO BOAH N0 CHOTBETHO 2,6
MBTH ¥ 1,5 0bTH NOBULIABAHE HA Na3MEHHTE KOHLIEHTPaUHH Ha AeKCTpOMeTopdaH W MeTonponon
(CYP2D6 cy6etpatn). Tean ypenudeHus ce AbMKAT Ha HHXUOMpaHe oT uenekokcn6 Ha Metabonnsma
Ha CYP2D6 cyGerpara.

Huxubupane na CYP2CI9

[poyuBaHus in vitro NOKa3eaT, Y€ UENEKOKCHD MMa H3BECTEH NOTEHLHAN 3a HHXUOHpaHe Ha
katanu3upaHua ot CYP2C19 merabonnsbM. KnuHHYHATA 3HAYMMOCT Ha TE3M i Vilro NaHHH HE €
u3BecTHa. [IpumepH 3a NekapcTBERH NPOAYKTH, kKOMTO ce MeTabonu3upaT ot CYP2C19, ca auazenam,
LIMTANONPaM H HMHIPAMHH.

Hepoparnu konmpayenmueu

B npoyusaHe 3a nekapcTBEHH B3aHMOJEHCTBHA LENEKOKCHO He e mokaszan KIIHHMYHO 3HaYHUM edekT
BbPXY (apMaKOKHHETHKATA HA NEPOPATHH KOHTpaLenTHBH (1 mg HopeTHeTepoH/35 microg
ETHHMJIECTPAAHON).

Tnubenxnramug/mordymamud
Llenekokcu6 He noeausiBa hapMakokHHeTHKaTa Ha Tonbyramun (cyberpar Ha CYP2C9) win
rnAGeHKKNIaMi] B KIHHHYHO 3HAYHMA CTeMeH.

Memompexcam

[Mp1 naueHTH ¢ peBMaTOHIEH apTPHT LIENEKOKCHE He € MOKasal CTATHCTHYECKH 3HaUHM edeKT BLpXY
dapMakoKdHeTHKaTa (IU1asMeH Wi Gu0peyueH KIHPBHC) HA METOTPEKCAT (B PEBMATONOTHYHH JO3H).
Tpy xOMGKHHMpaHE HA Te3u JBE NeKapCTBEHH NMPOAYKTH, 00ade, TpabBa na ce HMa npeABU aJeKBaTHO
MOHHTOPHPAHE 332 METOTpeKCaT-NpeAH3BHKaHa TOKCHYHOCT.

JTumuil

[pu 3apaBK HHAHBHIMN €IHOBPEMEHHOTO NPUNOXKEHHE Ha uenekokclb 200 mg nBa NbTH AHEBHO H
nutuii 450 mg aBa NLTH ZHEBHO € A0BENO J0 cpelHO HapacTeaHe Ha Cmax ¢ 16%, a Ha naoulra noa
kpusata (Area Under the Curve — AUC) ¢ 18% 3a iutna. CneaobatenHo, NalHEHTH, NPOBEXK AN
JleueHHe ¢ AUTUH, TpAOBa na ObAAT BHUMATENHO MOHHTOPHPAHH NPH BKIIOUYBAHE MM W3KIIOUYBAHE HA
uenekokcHd.

Edpexmu na opyeu nexapcmsenu npodykmu ebpxy yeaexoxkcud

basnu CYP2C9 memabosuzamopu

[Mpu nuua, kouto ca own CYP2CY meTabonuzaTopH H J€MOHCTPUPAT YBE/IHYEHA CHCTEMHaE
€KCIO3H1MA Ha uenekoxcub, chmbTeTsawo neveHue ¢ CYP2C9 uaxubutopn, kato ¢aykoHasosn, 6u
MOT0 A3 A0BEAE N0 NOCNeBALIO YBENHUEHHE HA €KCNO3HLMATA Ha LenekokcHb. TakuBa komMGHHaLMH
Tpabea Oa ce u30AreaT Npu NaLMEHTH, 33 KOUTO ce 3Hae, ye ca nowu CYP2C9 metabonuzaropu (Bx.
ToukH 4.2 u 5.2).

CYP2C9 unxubumopu u unoyxmopu
Twi kaTo uenexokcnd ce metabonusnpa npeaumto ot CYP2C9, Toii Tpabea na 6bae winon
J103a, paBHa Ha NOJOBHHATA OT NPENOPLUYMTENTHATA 1033, NPH NALHEHTH, NONy4aBalux ¢
EanoBpeMenHoTo npunokedre Ha 200 mg eaHokpaTHa fo3a uenexokcnb n 200 mg Be
¢dnykonazon, moweH CYP2C9 uHxubuTop, € 10Be10 A0 cpeaHo HapacTBane Ha Cmax
AUC cue 130% 3a uenekokcn6. EqHospemenHara ynorpedba Ha vHaykTopn Ha CYP2




pHdaMnu1iMH, kKapbaMazenuH H 6apOuTypaTH MoXe a A0Bede 10 NOHHKEHHE Ha NNa3MEHHTE
KOHLEHTPALWH Ha LeNeKoKcHo.

Kemoxonazoa u anmuayudu
He e Ha®nionaeaHo nosauasaHe Ha GapMaKOKHHETHKATA HA LEJEKOKCHD OT KETOKOHa301 HiH
aHTHALHH,

Heouampuyna nonvaayus
l'lpquBaHuﬂ 3a BEaHMOABﬁCTBHﬂTa ca nponemaHH CaMoO NpH Bb3PACTHH.

4.6 PeprAaHTET, GpEMEBHOCT H KbpMeHe

BpemenHocT
IMpoyuBaHua NpH AKHBOTHH (IIBLXOBE H 3aiiLlKM) NOKA3BAT PEPOAYKTHEHA TOKCHYHOCT, BKIIKOUHTEHO

mandopmauuns (Bx. ToukH 4.3 1 5.3). [loTHCKaHeTO Ha CHHTE3a Ha NPOCTArNAHAHH MOXKE HENPHATHO
Oa MoBiusAe Ha GpeMeHHOCTTa. JJaHHW OT eNMUAEMHONOTHYHH NPOYUBAHUA NMPEANONAraT MOBHINEH
PHMCK OT cltoHTaHeH abopT cnes ynorpeba Ha HHXHOHTOPH HAa CHHTE3a Ha NPOCTArNaHAHH B HAYANOTO
na GpementocTTa. [ToTeHUHANHHAT pUCK NO BpeMe Ha GpeMEHHOCT NPH X0opa € HEU3BECTEH, HO He
moxe Aa 6bae u3kioueH. Lenekokenb, kakTo W ApyruTe NeKapcTRa, MOTHCKAILH CHHTE3a Ha
NpOCTArNaHAMH MOXE [1a peH3BHKa pogoBa cnabocT H NpeXkaeBPeMEHHO 3aTBapsHe Ha YKTYC
apTepHO3ycC Mpe3 Noc/ieAHHA TPHMECTBP.

Mo BpeMe Ha BTOpHA WIH TPeTHA TpUMeCTHP Ha GpemennocTra HCTIBC, BxntounTenHo uenexkokcub,
MOraT Aa NpHUMHAT Ob0peuHa AHCPYHKLMS Ha M10Aa, KOETO MOXE 1a AOBEAE A0 HaMaNABaHe Ha
ofeMa Ha aMHHOTHYHATA TEMHOCT MITH ONIMrOXHAPAMHHOH B TeKKH cnyyau. Takuea edekTn Morar na
HACTBLMAT CKOPO CNE/ 3aMOYBAHE HA IEYEHHETO H ODHKHOBEHO ¢a 00paTHM# Npu NpeKkpaTiBaHe Ha
npHema.

Llenekokcnb € NpoTHBONOKA3EH NpH OpeMEHHH H NPH AKEHH, KOUTO MOTAT Aa 3a0peMeHEAT (BXkK. TOYKH
4.3 n 4.4). [lpu 3abpeMeHsBaHe no BpeMe Ha JIe4EeHHE, NPHEMBT Ha LeneKokcHO TpabBea ga Obae
fipeKpaTeH.

Kupmene
].lenelcoxcnﬁ CC CKCKPETHDA B MITAKOTO Ha KEPDMCLIH TTHX0BC B KOHUCHTPALHH, I101106HH HATE3U B

rutasmara. [IpHeMBT Ha uenekokcub MpH Mantk Gpoii KbpPMELIH KeHH NOKa3Ba eKCKpeLHs Ha
UENeKOKCHG B MHOTO HUCKH KOHLEHTpaLMH B KbpMata. JXeuu, npueMaluy uenexokcu®, He Tpabea na
KbpPMAT.

PepTHnurer
Ha ocHopaTa Ha MexaHW3ma Ha AeiicTeue ynorpebata Ha HCIIBC, BKIOYHTENHO LieIeKOKCHO, MOXKe

Ja 3aGaBu HIH NpEJOTBPATH Pa3KbCBAHETO Ha AWYHHUKOBHA CbOJ'IHKyJ'I, KO€TO €€ CBbP3Ba C oﬁpammo
Oesnnonune NpH HAKOH HEHH.

4.7 EdekTHn Bbpxy cnocobroctTa 32 modupane n pabora ¢ mamimnn
AKNeKca MOIKe 13 OKaXKE NeKO Bb3AeHCTBHE BBpPXY cnocoSHOCTTA 3a Luod)upaHe H pa60'ra C MalllHHH.
[launeHTH, KOMTO yceuaT 3aMasHOCT, CBETOBBLPTER HIIH CHHIMBOCT, AOKATO NpHEeMaT LieNleKokcHO,

TpAbBa Aa u3bsArear aa wodMpar unK Aa paboTAT C MALIWHH,

4.8 Hewxenann JeKapcTBeHH PeAKI[HH

Hexenanure PEaKilHH ca H?.GPOEHH Mo CHCTEMO-OPraHHH KNacoBC H NOAPEACHH NO YeCTO
Tabamua 1, OTpa3AaealliH JaHHK OT CNIEAHHTE HU3TOYHHLH:
- Hexenanu peaxuun AoKJ1adBaHK NPH NAUHEHTH C OCTEOAPTPHT H MALUHCHTH C pPC|



no epeMe Ha 12 mnaueSo WKWK aKTMBHO-KOHTPOJTHPAHH KJIHHHYHH NPOYYBaHHA C
NPOABIKHTENHOCT 20 12 ceAMHLUM, NpH AHEBHH A03H uenekokcub ot 100 mg 10 800 mg. B
JNOMBAHHTENHY Npoyusanus ¢ HecenekTusHH HCIBC kato cpaBHuTENHO NekapcTso,
npubnu3nTenHo 7 400 nalMeHTH ¢ apTPHUT ca JieKyBaHH C LIEIEKOKCHO B IHEBHH 103H 10

800 mg, BxmountenHo npudausurento 2 300 nauneHTH NeKkyBaHH 3a nepHoa oT | roaHHa WK
noseue. HexenaHute peakuvn HabnioAaBaHH NpH JIeHEHHE C LeneKokcHO B Te3H AOMbIAHHTENHH
MPOYYBAHHA, OTFOBAPAT HA Te3H, MPH NALKUEHTH C OCTE0APTPHT H PEBMATOHAEH apTPHT,
n3bpoeun B TaGimua 1.

- Hexxenanu peakuun, choOLLEHH C YECTOTA NO-TONMAMA OTKOJIKOTO NPH nnauedo 3a y4acTHHUH,
JIEKYBaHU ¢ LenekokcHb 400 mg AHEBHO B ABArOCPOMHH NPOYUBAHWA 32 NIPEBEHLMA HA NONUNH
C NPOAB/BKHTENHOCT 10 3 roaHHM (3a NpeBeHLIHA Ha aaeHoMa ¢ uenekokcdd (APC) n
NPEBEHLMA HA KOJOPEKTATHHTE CNIOPaAHYHH aAeHOMATO3HH NoJHNH (PreSAP); Bux Touka 5.1
CupaeynocbaoBa 6€30NaCHOCT - IBAMOCPOUHH NPOYUBAHHA, BKIKOYBALIH MTALIHEHTH CbC
CMopaRd4HHK aAeHOMATO3HH MOJIHIH).

- HexxenaHu nekapcTBeHH peakuMH OT NOCTMapKeTHHIOBO NpocieasBaHe, 0KNaABaHH KaTo
CMOHTaHHHU cLOOLIEeHNS 3a Nepuol, B KOHTO NpubausuTenHo > 70 MUIWOHA MaLKHeEHTa ca
NleKyBaHH ¢ LeNekoKCHO (pa3nHyYHH 003H, NPOABAKHTENHOCT W Noka3aHua). Benpekn ue Tosa
ca peakuHH, MAEHTHPULHMPAHH OT NOCTMAPKETHHIOBH ChOOLIEHHA, NPH ONpeaensHe Ha
Y€CTOTaTa ca B3eTH NpeaBH AaHHHTE OT npoyuBaHuATa. YecToTHTe ca onpeneneHu Ha Hazata
Ha KyMYNaTHBEH MeTa-aHaiH3 cbe chbOHpaHe Ha JaHHH OT NPOY4BaHUd, NPeACTaBAABALIH
excno3uums npy 38102 nauxenTy.

Cnennara tabnuua o606LIaBa HEXENAHHTE JIEKAPCTBEHH peaKUHH Ha LENEKOKCHO pa3neneHH B TpyIu
criopea TepMuHonoruara no MedDRA 3aenHo ¢ TAXHaTa yecToTa:

Muoro yectH (> 1/10)

Yectr (= 1/100 po < 1/10)

Heuectu (= 1/1 000 no < 1/100)

Penku (= 1/10 000 ao < 1/1 000)

MHuoro peaxu (< 1/10 000)

C HeuzRecTHA YecToTa (HE MOXKE 1 € NPEABHAN OT HANTHYHHTE JaHHH)

Tabnuna 1. Hexxenann TeKApCTBeHH PeAKIAE B KIHHAYHA NPOYYBAHAA ¢ HEJEKOKCHD H MoCT-
MapKeTHHIoBo Hab/oaenne (DpeanounTand Tepmund no (MedDRA)?

Muoro Yeetn Hevecrtn Penkn Mmuoro peaxs C Hen3BecTHa
4eCTH 4eCcToTa

Hudexuuu n CuHy3uT,
#HHpecTALHH HHOEKUHA Ha

TOpHHTE

IHXATeNHH

BTHILA,

$apHHIHT,

HH{eKLHA Ha

MHKOUYHUTE

MHTHILA
Hapywenus Anemns JleBkonenus, MNanuuronenns?
Ha KPLBTA U TpoMbouuTo-
JHmbHaTa NeHuUA
CHCTEMA
Hapywenus Capbx- AHapunakTHyeH =
Ha HMYHHaTA 4yBCTBHTENHO wok?, N
CHCTeMa cT aHauIaKTHY

peakumn?

Hapyiwenus XnAnepka-
Ha JIHEMHA




meTabonuima
H XPAHEHETO

TMenxnuuun Beicbhue Tpepox- CbcTogHHe Ha
HapyILeHHSA HOCT, obbpKaHocT,
aenpecus, XaTIOLH-
yMopa Hauun!
HapymeHun 3amaiiBane, Hucyar', ATaKkcus, BwTpeuepenen
Ha HepBHATA XHIEPTOHUA, | TApecTe3ud, | OHCrey3ua KPbBOH3IHB
cHCTeMa rnasoBonue’ | chHAMBOCT, (BKNIOUMTENTHO
daranen
BbTpeYepeneH
KPbBOM3NHUE)®,
acenTHueH
MEHHHTHT,
€NUAENCcHA
{BKMIOYHTENHO
RJIOLIABAHE HA
CHLIECTRYBALLA
enunencHa)®,
areysus®,
ancomus’
Hapyumeuns 3amMbraeHo Kpbsonsznue & | PetHHanHa
HA 0uMTE BIKAAHE, okoto* apTepus® unun
KOHIOHKTH- BEHO3HA
BuT okny3ua’
Hapyuienns TuHuTYC,
HA YXOTO H HaManeHue
nabupnnaTa Ha cryxa!
CoupoedHu MpuoxkapneH Chpneuna Aputmuat
HapyLIeHHs uHpapkt! HEIOCTa-
TBYHOCT,
NAINHTALHH,
TaxuKkapaua
CbaoBH Xunep- Benoapoben Backynut?
HapYLWeHUA TOHHA' eMGonHILM?,
(Bmoun- 3A4YEepPBABAHMA
TEJHO
BJIOIIABAHE
Ha
ChLUECTBY-
paLla
XHnep-
TOHHA)
PecniupaTop- PuHur, BpoHXxo- Muesmonnt?
HH, TPBAHH H KalTHILA, crasem!
MELHACTH- awrcnHen'
Ha/IHH
HADYWIEHHS
Cromamno- Tanene*, 3anek, CromallHo-
YPEBHM Gonka B FACTPUT, ypescH
HApYWEHHS Kopema, CTOMATHT, KpBBOHIHE?,
anapus, CTOMAWHO- | AyofeHanHa
AUCNETCHA, YPEBHO A3B4,
¢natynenusa, | Bb3nasieHHe | CTOMALIHA
nospbwase', | (skmoun- A3Ba,
aucdarus’ TENHO e3zoareanHa
B/lONABAHE | A3BA, A3Ba HA
Ha TBHKOTC H




CBLUECTBY- nebenorto
BALLLO 4epBO, YpEBHA
CTOMALLHO- nepdopaums,
4YpEeBHO e3odaruT,
Bb3NaNe- MeENeHa;
HHe), MIAHKPEATHT,
OpHrBaHe xonut®
Xenaro- ABHOpPMHa Xenatut? YepHoapobua
GnJaMapHH 4yepHo- HepocTaTbyHocT!
HAPYUIEHHR apobHa {nownskora
DyHKUHA, taTanua uau
NOBHLIABAHE H3HMCKBALIA
Ha YepHO- yepHoapobHa
JpobHuTe TpaHCNNaH-
E€HIUMH Tauma),
(sxmoun- $ynMuHaHTEH
TenHo XenaTuT? (HAKOH
ACATw ¢ paTaneH
AJIAT) W3X0i),
yepHoapobSHa
Hekpo3a®,
xonecraza®,
XONecTaTHYEH
XenaTtut?,
#baTeHHua’
HapymeHus Obpue, Vpruxapus, | Aurnoegem?, Excponuatusen | enepannsnpa-
Ha KOXATA H cephex exxumosu’ afoneuns, aepMarut?, Ha Byno3Ha
NMOAKOMXKHATA (BxmouBa toto- epHuTeMa (pHKCHpaHa
TbKaH reHepanin- YyBCTBUTENHO | MynTudopme?, NeKapcTBeHa
paH cbpOexk) cT CHHApPOM Ha epynuus
Stevens- (GBFDE),
Johnson?, dukcupana
TOKCHYHA NeKapcTBEHa
enuIepManHa epy ML,
Hekposusa®, (FDE)
NEeKapCTBEHA
peakuus ¢
€03HHOMHIUS H
CUCTEMHH
CHUMMTOMH
(DRESS)*, octpa
reHepanHiIMpaHa
eK3aHTeMaTo3Ha
mycTyno3a
(AGEPY,
6ynosex
Aepmartut
Hapywenns Atpanrus® MycKynHu Muo3ut’
Ha MYCKYJ cnaMu
HO- (xpaMnu oo
CKeJleTHATA DOJIHHTE
cHCTeMa H kpaitHuLM)
CheJHHHTEI-
HATA ThKAH
Hapywennn Yaenuuenne | Octpa Ty6yno-
Ha Ha 6nbpeuna HHTEpCTHHAJNE
6u0pennTe 1 KpeaTHHHHA | HeJocTa- HedpuT?,
MHKO4HHTE B KPbLBTA, TBUHOCTY, HedpoTHue
MLTHINA YBENHYEHHE | XHIIO- cHHapom?,




HaypeATa B | HaTpHemua® CJIOMEpY0-
KpbBTa HedpHuT C
MHHUMaNHH
aezun’
HapyuweHus MeHcTpyanuu Besmnoane
HA HapyweHus® (Hama-neH
BBL3NPOH3BO- tdepTunuTer
AMTEIHATA npH xeHu)’
cHCTeMa H
rbpaaTa
O6wn I'puno- OT1oK Ha
HApYileHHA H nongobuo AULETO,
edexTH HA 3abonspane, Bonku B
MACTOTO HA nepudepHu rbpaute?
NPHIOKERNE otoun/
TO 3alpbiKKa Ha
TEYHOCTH
Hapausasanu TpaBmu
i, OTPABRHHA {BHe3anHH
H TPaBMH)
YCJI0XKHEHHH,
BLIHHKHAJIH
B pe3yaTaT
Ha
HHTEpPBeHLUHH

CI'OT — cepyMHa riyTaMaT-oKcanaleTaT TpaHCcaMHHAzA
CI'TIT — cepymHa rnyTaMar-nupyBaT TpaHCAMHHA3a

! HexenaHu lekapcTBEHHM peaKuiH, HACTBITWIH B MPOYUBAHHATA 32 NPEBEHUMA HA
NONHNH, HHTEPBEHUNOHHH NPOYYBAHHA, KOHTO ca 06XBaHaIU NMLATA, NEKYBaHH ¢
uenekokcHO 400 mg AHEBHO NpPH ABe KNTKHHYHA NPOYYBAHHA C NPOILIKHTENAHOCT A0
3 roaunn (APC u PreSAP npoyusaHus). HexenaHute nekapcTBEHH peakLIHH,
H3OpOEHH Mo-rope NpH OMNHTA 3a MPEAOTBPATABAHE Ha MOIHITH Ca CaMo Te3H, KOMTO ca
Be'e MPU3HATH B MOCTMAPKETHHIOBHA OMMT, HAH €3 GHIH MO-MeCTH, OTKOJIKOTO NpH
NIPOYYBAHUATA 33 APTPHT.

? B IObIHEHHE, CEHHTE Heussecmuu 0oceza HEXeaHH PeakuHH ca Habnlonasanu
NpPH NPOY4BaHHA 32 NPEBEHUHA HA MOIHMH, BKIIOYIWIH THUA, TIEKyBaHH ¢ LEIeKOKCHO
400 mg nHEBHO B 2 KNMHHYHH NPOYYBAHHR C MPOABMKHTENHOCT N0 3 roauHu (APC n
PreSAP npoyusaHus):

YecTH: aHTMHA NEKTOPUC, CHHAPOM Ha pa3ipa3HEHOTO YepBo, HedponuTHasa,
NOBHIIEH KPEATHHHH B KpbBTA, A00pOKaYECTBEHA NPOCTATHA XHNEPIIA3HA,
nosHiIaBaHe Ha TernoTo. HewecTn: XennkobakTep HHGeKUMA, Xepnec 3ocTep,
epu3unen, GpoOHXONHEBMOHNSA, Bb3NaTeHHE Ha Na0MPUHTA, THHTHBANHA HHpEKUMA,
JIUMOM, MOMBTHABAHE HA CTHIIOBHAHOTO TANO, KOHIOHKTHBANEH KPBBOHIIIHE,
TpoMB03a Ha ABNOOKHTE BEHU, AUCHOHHSA, XEMOPOHAAIHO KbPBEHE, 3ACHIEH
MOTWIHTET HA Y€PBATA, A3BM B YCTATA, ANCPTHUEH NEPMATHT, FAHITHOH, HOKTYpPHS,
BarHHaNHO KbpBEHE, YYBCTBUTENHOCT HA TbpAUTE, PpakTypa Ha NoNeH KpakHuK,
TIOBMINABAHE HA HATPUHA B KPBETA.

3 )KCHHTE, KOMTO HMAT HAMCPCHHC Ia 386pCMCHﬂBaT, CC U3KNIUYBAT OT BCHYKH
Mpoy'BaHHA. o Ta3u NMpHYHHAa OLUCHKaTa 3a HeCTOTATA HA TOBa C’bﬁHTHe, CbhrnacHo
JAHHHUTE OT [MPpOYHYBAHHATA € HEOCHOBATEIIHA.

4 YecToTHTe Ca OMpEAENEHH Ha OCHOBATA Ha KyMYJaTHBEH METa-aHATH3 CbC ChOHpaHe
Ha JIAHHH OT NPOYYBaHUA, NPeICTaB/IABAILH eKcno3uuua npa 38102 naumenT.

B okonuatenanTe gavHH {npuctaeHn) ot AIIK K PreSAP npoyuBaHus npH NalHeHTH, NEKYBAHH ¢

5.1 3a pesynraTuTe OT OTOENHHTE M3NIHTBAHHA ), MO-BHCOKMA NPOLEHT CIPAMO MJiaLe
Ha MHokapaeH HHpapkT e 7,6 cvdbuTus Ha 1000 nauueHTH (HevecTH) U He e UMalo
HHCYNT (BHIOBE, KOMTO He ca JHepeHIIHpaHn} cnpamo miauebo.



CrobuiaBaHe Ha NOAO3KMPAHH HEXKENAHH PEAKLIHH

C1061aBaHeTo Ha NOJ03UPaHK HeXeENaHH PeakUUH Cel pa3peluaBaHe 3a ynorpeba Ha nekapcTBeHHS
NPOAYKT € BaKHO. TOBA NMO3BONABA 12 MPOIBLIKH HAONIOAEHHETO Ha CHOTHOLUEHHETO MNOM3a/PHCK 3a
niekapcTBEHHA NpoayKT. OT MEJHLMHCKHTE CNELHAIHCTH ¢ H3HCKBa [a CboOLIABAT BCAKE
NoAO3UPaHa HEXENAaHa peakl|a Ypes

H3nbiukTenHa areHuMs o nexapcreara

yin. ,,Jdamsan I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

49 Ipeno3upane

Hama knuHuuen onut ¢ npegozupane. Eanokpatuu nosu go 1 200 mg 1 MHOroKpaTHH A03H A0
1 200 mg npa NbTH JHEBHO Ca MPHIAraHH NP 31PasH HHAHBHAK B NPOIBL/KEHHe Ha AeBeT JcHa Ge3
IKIMHHYHO 3HAYHMH HCAKENAHH PEAKUHH.

[Tosenenne npu npeao3vpade

B cnyuait Ha nogo3kpaHo npeago3paHe TpAdOsa na 6bAAT OCHIYPEHH CHOTBETHH NOATbPIKALLH MEPKH,
Hanp. OTCTPaHABaHE Ha CTOMALHOTO ChAbPXKHUMO, KIIHHHYHO HaONIOOCHHE H NPH HEOOXOAHMOCT
NpHRaraHe Ha CHMATOMATHYHO NedeHHe. Manko BEpOATHO € AHanu3aTa Ja ce OKaKe e(pHKaceH METOA
33 OTCTPAHSBAHE HA JIEKAPCTBEHHUA MPOAYKT NOPaAH BHCOKATa CTEMNEH HA CBLP3BAHE € MU1A3MEHHTE
OenTsuUH.

5. ®APMAKOJIOIHYHH CBOHCTBA
5.1 DapmaxkoIHHAMHYHH cBOlcTBa

dapmakoTepaneBTHYHA rPYNa: NPOTHBOBLINAIUTEIHHA H TPOTHBOPEBMATHYHH NPOAYKTH,
HECTEPOUIHH, KokcHGH; ATC koa: MO1AHO1,

Mexannsbm Ha AciicTBHE

Llenekokcub € nepopaneH ceneKTUBeH MHXHOHTOP Ha LMKNookcureHasa-2 (COX-2) B paMkHTE Ha
KnuuauHaTe 1034 (200-400 mg aHerHO). B TO3M 1030B HHTepBan NpH 3ApaBy 00OpPOBOILH He ce
Habnionasa cTaTUCTHYECKH 3HaYMMa HHXHOKLMA Ha COX-1 (oueHeHa kaTo ex vivo HHXHOHpaHe Ha
o0pa3yBaHeTo Ha TpomGokcan B2 [TxB2]

®apMakoIHHAMHYHH ehEKTH

{LMknookcHreHasarta € OTTOBOpHa 3a 00pazyBaHeTo Ha npoctarnanavHi. Maentuduunpanu ca age
m3ogpopmu, COX-1 n COX-2. COX-2 e u3odopMaTa Ha €H3HMA, 3a KOATO € A0KA3aHO, Ye ce HHAYLHpa
OT NPOBBL3NAMHTENHH CTHMYJIH H 33 KOATO ¢€ MPEANnonara, 4 € OCHOBHO OTPOBOPHA 3a CHHTE3aTa Ha
MPOCTAHOWAHH MeaHaTopH Ha Honkara, Bb3naneHnero u dhebpunnrera. COX-2 yyacTea ChIUO W B
OBYAauUUATA, HMITAHTALIMATA H 3aTBAPAHETO HA AYKTYC apTEpHO3yc, perynauuara Ha 6x0peuHara
(GYHKUHA W QYHKLMHATE Ha UEHTpalHaTa HEPBHA CUCTEMA (MOBHLICHHME HA TEIECHATA TEMNEPATYPa,
Bb3NpUATHE 3a 6onka u no3HaeaTtenHa byHkuma). BbaMoxxHo e Aa urpae pons H npH 3a3apaBsBaHe HA
azsute. COX-2 e naeHTnUUMpaHa B THKAHTA OKOMO CTOMALUHH A3BH NPH XOPa, HO OTHOLUEHHETO i
KbM 3a30paBABAHETO HA A3BHTE HE € YTOUHEHO.

Pa3nukara B aHTHarperaHTHaTa akTuBHocT Mexkay HakoH COX-1 uuxubupawm HCIBC

TpombokcaH. | s I

K



Llenekokch® npeacTaBnipa AMapHA-3aMECTEH MMHPA30/1, XHMHYECKH CXO/EH C IPYTH HEapHIaMHHOBU
cyadoHamuam (Hanp. THa3uaH, Gpypo3eMHa), HO Ce paliu4aBa OT APHIAMHHOBUTE Cy/MPOHAMHUIH
(nanp, cyagaMeTOKCH30 W APYTH cyoHaMKAHN aKTHOMOTHLIM).

Cnen npunaraHe Ha BUCOKH 103K LienekokcHE ce Habnionasa n0303aBHCHM edexT BbpXy
‘o6pa3syBaHeTo Ha TxB2. [1px 3apaBu KHAHBKAK, oDaue, NPH MAIKH NPOYYBaHHA C MHOTOKPATEH
npuem Ha 600 mg ABa NbTH AHEBHO (TPH NBTH M0-BUCOKA C HaH-BHCOKATA NPENOPBLUHTENHA 1032)
uenekoxkcHO He e uMan edexT BLpXy TpoMOOUUTHATA arperalts ¥ BpEMETO Ha KbPBEHE B CPaBHEHHE C
nnauebo.

KrunuuHa edukacHocT M fe3onacHocT

[MpoBeaeHk ca HAKOIKO KITHHHYHH NPOYYBAHHA, NOTBLPXKAABAIH eyKacHOCTTa H Ge3onacHoCTTa
NpH OCTEOAPTPHT, PEBMATOUAEH aPTPUT M AHKUAO3HpaLL CoHAWTHT. B nnaue6o- 1 akTHBHO
KOHTPOJIMPaHU NMPOYYBaHHA ¢ MPOIBLIKHTENHOCT A0 12 ceaMULM npH npubnusutento 4 200
nauHeHTH e Guna HanpaBeHa OLEHKA Ha LENeKOKCHO 3a NeveHHe Ha Bb3NaieHHeTo U Gonkara,
Owmkawu ce Ha OA Ha KonaHOTOo W TazofenpeHara ctaBa. B nnaue6o- H akTHBHO KOHTpONHpaHH
NPOYYBAHHA ¢ MPOALBKHTENHOCT A0 24 ceaMHLM npH npubausutenno 2 100 naumeHTH LenekokeHd e
Ou1 OLEHEH H 3a leyeHHe Ha BbananeHueTo W Gonkara npu PA. Lenekokcn® B aHeBHa nosa ot 200 -
400 mg roau a0 obnekuaBade Ha Oonkara B paMKHTE Ha 24 yaca OT HAYaNOTO HA JIEYEHHETO.
LlenekokcHb € OLiEHEH 3a CHMIITOMATHYHO JIEYEHHE Ha aHKHIO3HpaLl, CIOHAWIMT NpH 896 naukeHTy B
nnaneso- ¥ AKTHBHO KOHTPOIHPAHH NPOYYBAHUA C NPOALIKHTENHOCT 40 12 ceaMuuu. B Tesn
NpOY4BaHHA LenekokcHb B o3 oT 100 mg nea mbTu auesHo u 200 mg eaun muT AHeBHO, 200 mg Apa
NeTH AHEBHO H 400 mg eauH BT AHEBHO, € NOKa3al 3Ha4UMO noaolbpeHHe Ha Gonkara, obuara
AKTHBHOCT Ha 3a00J11BaHeTo H (PyHKLHATA PH aHKWIO03UPaLL, CIOHAHJINT.

IpoBeneHH ca NeT paHAOMH3HPaHH, ABOHHO-CIENH KOHTPONHPAHH MPOYUBAHHA, BKIIOYBALIH
MIaHOBA rOpHA FaCTPOHHTECTHHAIHA €HAOCKONHKA NpH npubnuzutento 4 500 nauneHtH Ges HavanHa
yauepauus (no3u Ha uenekokcud ot 50 mg no 400 mg nBa nbTH AHEBHO). B MpoyusaHus ¢
eHgockonus ¢ 12-ceNMHYHA NPOABBKHTENHOCT uenekokcub (100-800 mg nHeBHO) e cBBp3aH C;
3HAYMMO MO-HHCBK PUCK OT raCTpOAYOAEHANHH A3BH OTKoNKoTo Hanpokced (1 000 mg nbynpoden (2
400 mg aHeBHo). CpaBHHTENHHUTE NPOyHBaHuA cnpaMo Auknodenak (150 mg nHeBHO), ca
npoTHBOpeuBH. B aBe 0T 12-ceaMHUUHHMTE MPOYYBaHMA NPOLUEHTDHT NALHEHTH C €HAOCKONCKH JaHHH
33 FaCTPOAYOAEHANHA Y/LEPaUHA HE TTOKa3Ba CTATHCTHYECKH 3HAYMMA Pas/ivka rpynuTe, JIeKyBaHH C
nnaue6o, ¥ Te3u, NeKyBaHH ¢ uenekokcul 200 mg nsa muT aHeBHo W 400 mg ABa NBTH AHEBHO.

B npocnexkTHBHO AbAroCpO4HO NpoyuBaHe 3a GesonacHocT (npoyuBaneto CLASS, npoabmikuTenHocT
ot 6 go 15 meceua) 5 800 naunentu ¢ OA u 2 200 naunenTd c PA ca rosyuasany uenekokcHt

400 mg aBa NbTH AHEBHO (CHOTBETHO 4 ¥ 2 MBLTH NO-ronsaMa oT npenopbyeaHata npH OA u PA no3a),
u6ynpoden 800 mg Tpu nbTH AHEBHO UK AHKIodeHaK 75 mg ABa THTH AHEBHO {TEPaNeBTHYHH A03H
3a noCNeAHKTE ABa NPOAYKTa). JIBajeceT U ABa NPOLEHTA OT BKJHOYEHHTE AALHEHTH Ca B3eMany
€IHOBPEMEHHO HHCKA [1032 aUETHICATHLIMIOBA KHcennHa (< 325 mg/aen), rnasno 3a (CC)
npodunaxruka. [To oTHOIIEHKe HA NBLPBAYHATA KpaiiHa Len YCNOKHEHH A3BH (ONpEeNeH KaTo
racTPOYHTECTHHAJHO KbpBEHE, NepdopaLna Win obcTpyKLHa) LenekokcHb He € 61N cHrHHGHKaHTHO
pa3nuueH or HOynpodeH wnu auKiIodeHak, BieTH nootaenHo. Chilo Taka 3a KOMOUHHpaHaTa rpyna
HCTIBC He e uMano cTaTUCTHHECKH 3HAYHMa PasidKa 33 YCIOKHEHHTE A3BH (OTHOCHTE/IEH PHCK
0,77,95% C1 0,41-1,46 na 6azaTa Ha Lenus nepuo] Ha npoyuaHe). [Tlo oTHoweHHe Ha
KOMOMHHpaHaTa KpaiHa Ll YCIOKHEHH H CUMITOMATAYHH S3BH, YECTOTaTa € H1na CHrHUPHKAHTHO
Mo-HHCKA B rpynara MalKeHTH, NEKYBaHH ¢ UCAEKOKCHD, OTKONKOTO npH Te3H, nekysanu ¢ HCTIBC,
oTHocuTeneH puck 0,66,95% Cl 0,45-0,97, Ho He 1 Mexxay uenekokcub u imknoderak. [TaunenTure
HA UeJeKOKCUb M CHITLTCTBALUM HUCKH 1O3H ALETHIICATHLIWIOSA KHCENHHA ca HManH 4 NbTH

H3CNeaBaHe, e Ouna CUrHH(GUKAHTHO NO-HHCKA NP MALIMEHTH HA Lenekokeud B cpas
Ha HCIIBC, otHocuTeneH puck ,29,95% CI 0,17-0,48. YecroTaTa Ha TOBA YCNOKH



¢ uenekokcub ¢ 6una CI’ll'HPIq)HKaHTHO MO-HHUCKA HE3aBUCHMO OT TOB& AajTH NAUHCHTHTC €a B3C¢MATH
HAH HE K AUCTHICATIHLIHNOBA KHCENHHA.

B npocnekTHBHO paHaoMU3KpaHo 24-ceaMHUHO NMpoyuBaHe 3a 6€30NacHOCT NPH NAUMEHTH Ha
Bb3pacT Ha/Han 60 roAMHH MM C aHAMHE3a 3a FACTPOLYONCHAHH 43BH [NpHeMannTe
aleTHACanHUMIOBa Kucenrta (ASA) ce u3kmouBaT], naudeHTHTE ¢ NOHKWKeHH xeMornobud (>2 g/dL)
u/MAK XxeMaToKpHT (>10%) OT cTOMallHO-4peBEH NPOH3XOA H JIEKYBaHH ¢ LeaekokcHd 200 mg aea
mbTH AHeBHO (N = 2 238) ca no-Manko B CpaBHeHUe ¢ NALMEHTHTE, NIEKYBAHH ¢ IuKIopeHak SR

75 mg ABa NbTH AHEBHO W oMenpazon 20 mg BeaHbxk AxeBHO (N = 2 246) (0,2% cpeury 1,1% 3a Te3u
C YCTAHOBEH CTOMaLHO-YpeBeH npousxon, p=0,004; 0,4% cpemy 2,4% 3a Te3u ¢ npeanonaraem
cToMaluHo-YpeBeH npou3xon, p=0,0001). YecroTtata Ha KIMHHYHO U3ABEHH CTOMALIHO-YDEBHH
YC/IOKHEHHS KaTo nepdopauus, 00CTPYKLHS HITH XEMOPArua ¢a MHOTO HUCKH, 0€3 pa3nnuMs Mex1y
NekyBanure rpynd (4-5 3a rpyna).

Chpaeunocnaosa GesonacHocT- JbArocpouHE NPOYMBAHES IPH NANHEHTH ChC CHOPAAHYHH
a/leHOMATO3HH NOTHNH

[poBeneHH ca ABe NMPOYHBAHHA ¢ UETEKOKCHO NPH NALUMEHTH ChC CNOPAAHYHH AEHOMATO3HH
noaunu, a umenHo APC npoyuBaneto u PreSAP npoyusanero. B npoyusanero APC nma
20303aBUCHMMO YBeJIHUEHHE B kOMOHHMpaHaTa kpakHa uen (oueHeno), pmoypawa CC embpr,
HH(APKT Ha MHOKAPAA WIH HHCYNT NPH UENEKOKCHO cpaeHeH ¢ nnaue6o 3a 3-roaMilHo IeYeHHE.
PreSAP npoyusaHeTo He Moka3a CTATHCTUHECKH 3HAYHM YBEIHYEH PHCK 32 CbLIaTa KOMOHHHpaHa
Kpaiina uern.

B npoyusaneto APC, oTHOCHTENHHTE PHCKOBE cripAaMo miauedo 3a komOHHHpaHa KpatiHa uern
(oueHeHK), BKITIOYBAILA ChPAEYHOCHAOBA CMBPT, HHGAPKT H2 MHOKAPAA HIH HHCYNT, ca 6nnu 3,4
(95% CI 1,4 - 8,5) ¢ uenekokcub 400 mg aBa mbTH gHeBHO U 2,8 (95% CI 1,1 - 7,2) ¢ uenekokcHb
200 mg aBa mbTH AHeBHO. KyMynaTnsHHTe CTOHHOCTH 3a Ta3H kOMOWHHpaHa KpaHHa Len 3a 3 roAuHu
ca 6uny 3,0% (20/671 ywacthuun) u 2,5% (17/685 yuyactHHuM) choTBETHO, cnipamo 0,9% (6/679
yuaCTHHLM) 3a rUtaue6o. YeenuuenuaTa 3a aBeTe rpynu J03H Lenekokeub cnpamo nnauebo ca ce
OBAKANH MTABHO Ha YBE/MYEHA YECTOTA HAa HH(APKT Ha MHOKapJa.

B npoyusaHero PreSAP, OTHOCHTENHHAT pHCK cipamo riauedbo 3a cbiiata KOMOGHHKHpaH {OLEHEH) €
6un 1,2 (95% C1 0,6 - 2,4) ¢ uenekokcut 400 mg BeanbK aHeBHO cnpamo nnauebo. Kymynatuphara
4ECTOTA Ha Ta3H KOMOHHMpaHa Kpaiina uen 2a 3 roausu e 6una 2,3% 1(21/933 yvactHuum) 1 1,%
(12/628 yuactHuun) cvorsetHo. YectoTtara Ha HHapkT HAa MHOKAPIA (oueHeHa) € 6una 1,0%
(9/933 yuactanuu) ¢ uenekokcut 400 mg seaHbx aHesHo H 0,6% (4/628 yyacTHhun) ¢ nnauebo.

JauuuTe oT TpeTo avarocpodHo npoyusawe ADAPT (Alzheimer's Disease Anti-inflammatory
Prevention Trial) He nokaseat 3HauuMo yeeauyenne Ha CC puck ¢ nenekokcu® 200 mg apa nbTH
NHEBHO cnpamo iiaueto. OTHOCHTENHHUAT PUCK cnpamo ruiauebo 3a colaTta koMOHHMpaHa KpaitHa
touka (CC cmbpT, MHOKapaeH HHapKT, HHCYnT) € 61 1,14 (95% CI 0,61 - 2,12) ¢ uenekoxcub
200 mg aBa meTH AHEeBHO. YecToTaTta Ha MHdapkT Ha Muokapna e H6una 1,1% (8/717 naunenTy) ¢
uenexokcub 200 mg asa nuTH avesno 4 1,2% (13/1 070 naunenTr) ¢ mauebo.

IlpocneKTHBHA PAaHIOMH3HPAHA OEHKA HA KOMILIeKCHATa 0€30NacHOCT Ha Henexokcnd cnpamo
udynpodes unn sanpokcer (Prospective randomised evaluation of celecoxib integrated safety
vs. ibuprofen or naproxen (PRECISION))

[Mpoyusanero PRECISION e npoiiHocnano npoy4sane Ha CbpAevHOCHA0BA 5€30MacHOCT NpH
nauueHTu ¢ ocreoaptput (OA) Hnu peeMaToHAEH apTpHT (PA) ¢ BUCOK PHCK 33 HITH CbC
CBpASYHOCHAOBO 3abonsBaHe, cpaBHABaLlo uejekokcHb (200-400 mg nHeBHO) ¢ HANPOKCE
1 000 mg auesHo) v nGynpoder (1 800-2 400 mg AnesHo). [TLpBU4HATA KpaitHa TOUK;
paloTHaTa rpyna Ha W3CIEAOBATENNTE HA aHTHTpoMOOTHYHH cpeacTea (Antiplatelet
Collaboration (APTC)) onpenens He3aBHCUMO, € KOMOHHHpaHa KpaitHa TO4Ka, BKTOHB
CbPIEYHOCHA0BA CMLPT ( BIJIIOYHTENHO CMBPT NOPAIH KPbBOHIIHB), HedaTaneH HHdla
MHOKapAa WAY HHeyAT. [1poyueaneTo € miiaHupaHo ¢ 80% BB3IMOKHOCT 1 OLEHH CX Tata )

'2‘0.




6e3zonacHocT (non-inferiority). Ha BcHuky nauHeHTH e npeanycaHdo oTkputo esomenpason (20-40 mg)
3a npeana3eaHe Ha cTomaxa. Ha nauneHTHTe, npyeMally aueTHACATHLMIOBA KHCETHHA B HHCKH [I03H,
€ pa3spelcHo A2 NPOabIKAT NeYEHHETO, Ha H3X0AHOTO HHBO MOYTH MOJOBHHATA OT NALUMEHTHTE ¢a
npreMany aueTWICANHUNIOBA KucenuHa. BropHuHHTe M TpeTvynHTe KpaliHH TOYKY BKITIIOYBAT
NOCNEACTBHATA OT IEUEHHETO MO OTHOLIEHHE HA CbpPAEYHOCHAOBATA, CTOMALIHO-YPEBHATA H
61x6peuHara cuctema. CpeaHara otimycHata no03a € 209 £ 37 mg/nen 3a uenexokeud, 2045 + 246 mg 3a
noynpodex u1 852 + 103 mg 3a Hanpokcen.
[Mo oTHOWWEHKe HA NbPBHYHATA KpaliHa TOYKa, LENIEKOKCHO, B CPABHEHHE KAKTO ¢ HANPOKCEH, Taka H ©
ubynpodeH, OTroBaps Ha BCHYKHUTE YETHPH NMpeaBapUTENHO ONPEAEEHH U3HCKBAHHA 3a CXOIHA
HezonacHocT (non-inferiority) (Bwxre Tabauua 2).

JpyTH HE3aBUCHMO OMpeneneHn BTOPHYHM M TPETHYHH KpaiHH TOYKM BKJIKOUYBAT NOCIEACTBHATA Ha
JIEYEHHETO Ha ChPACHHOCHAOBATA, CTOMALIHO-HYpeBHaTa W 6b0peynara cucTeMa. OcBeH ToBa, €
NPOBEAEHO 4-MeCeUHO MOANPOyUBaHe, ¢ GOKYC BbPXY e)EKTHTE HA TPUTE JIEKAPCTBEHH NPOAYKTa
BBPXY apTEPHANHOTO HANAraHe, H3IMEPEHO Upe3 aMbynatopHo npocneadasaHe (Ambulatory Blood
Pressurre Monitoring, ABPM}.

Tabnuna 2. [Tupeuyen anaani na onpejenenara or APTC komOGunnpana kpaiina Touka

AHaNA3 HAa NoAnexamara Ha Jedenne rpyna (ITT, no mecen 30)

Henexoxend 100-200 mg; Hoynpoden 600-800 mg | Hanpoxeen 375-500 mg
ABa IbTH AHEBHO TPH ILTH JTHEBHO ABA NbTH AHEBHO
Bpoii 8072 8 040 7 969
YYyacTHHUM Cbe 188 (2,3%) 218 (2,7%) 201 (2,5%)
cbOHuTHA

CpaBHaBaHe no
ABOHKM

Henexkoxenb cnpamo
HANPOKCEH

Iesexoxcnb cnpamo
nbéynpoden

Ilenexoxkeub cnpamo
HATNPOKCEn

KoeduuueHr Ha

0,93 (0,76; 1,13)

0,86 (0,70; 1,04)

1,08 (0,89; 1,31)

CbHOHTHA

pucka (95% CI)
AnanH3 Ha MOAR(pHIHpAHATA, HoAAEexRAIA HA Jegenne rpyna (mITT, npu aeqenne 10 Mecen
43)
Heaexoxcu6 100-200 mg: Héynpoden 600-800 mg | Hanpoxcen 375-500 mg
ABA ObTH AHEBHO TPH NbTH AHEBHO ABA NbTH AHEBHO
Bpoit 8 030 7 990 7933
YyacTHHLH Che 134 (1,7%) 155 (1,9%) 144 (1,8%)

Cpagnagane no
JBOWKH

Ilenexkokcnd cnpamo
HaMpoOKceH

HenexokcHb cupamo
Hoynpoden

Ilenexoxcu6 cnpamo
HANMPOKCEH

KoeduumeHr Ha
pucka (95% CI)

0,90 (0,72; 1,14)

0,81 (0,64, 1,02)

1,12 (0,889, 1,40)

Kato usno, pe3yiTaTiTe ca YHCIEHO CXOAHH B FPYTIMTE Ha LENEKOKCHO M B Ta3u Ha CPABHHTENHHA
NMPOIOYKT, 33 BTOPUYHHUTE H TPETHYHHTE KPaHHH TOUKH, H MO NPHHUHI, HAMA HEOHYAKBAHW HaXOOKH Mo
OTHOILIEHHE HA §e30nacHoCTTA.

Karto ce B3eMe npeasua Bcuuko Toa, npoyusaHeto PRECISION nocousa, ue uenekokcuG B Haii-
HuckaTa onobpeHa noza ot 100 mg aBa MLTH AHERHO e Che cxofHa He3onacHocT cnpaMo HbynpogeH,

a03upad B auanasona or 600 mg — 800 mg TpH NbTH AHEBHO MK HAMPOKCEH, NPHAAraH




ChPAEYHOCHA0BaTa KOMOUHHPAHA KpaiiHa TOUKa He MOraT aa 6bAat eKCTpanoAMpaHu KbM CXEMH Ha
JI03WPAHE ¢ M3MOI3BAHE HA NO-BUCOKH 03H LIENIEKOKCHO.

5.2 PapMaKoKHHETHYHH CBOHCTBA

Abcopbuus
Llenekokch6 ce pezopGupa nodpe, KaTo NOCTHra MUKOBH NNa3MEHH KOHUEHTpAUKHU Ciiell

npubnusutenno 2-3 uaca. [IpUeMbT O Bpeme Ha XpaHeHe (XpaHa ¢ BUCOKO ChABPKAHHE HA Ma3HHHH)
3a6aBa pe3opOuHATA HA uenekokeHd ¢ okono | yac, koeTo BoAH 10 Tmax OT OKONO 4 yaca U
yBeJIHueHHe Ha OWoHanH4HoCTTa ¢ okono 20%.

Tpu 3apaBy Bb3pacTHH foGpoBonLM obwara cuctemMHa excnosuura (AUC) Ha uenekokcHb e
€KBMBA/IEHTHA, KOI'aTo LeNeKOKCHO ce nprema noa GopMarta Ha usana Kancyna MiH CbIbp/KaHUETO Ha
Karcy.iaTa ce NopheBa BbpXy #0uakoBo nope. Hama 3Haunmu npomenn Ha Cinax , Tmax UK Tizcnten
NPHEMaHE Ha CHABPXKAHHETO HA KAMNCy1aTa BbpXy AOBLAKOBO Niope.

Pasnpenenenue
CBbP3BAHETO ¢ TVIA3MEHHTE MPOTEHHH € OKONO 97% NpPH TEPANEBTHYHH NNA3MEHH KOHLEHTPaLHH,

KATO JIEKAPCTBEHHSA MPOAYKT HE CE CBbP3Ba NpedepeHLIMATHO C EPHTPOLIMTH.

buorpanctopmauus

MeTtabonH3MBT Ha LENEKOKCHE Ce OCBIUECTRABA OCHOBHO 4pe3 uutoxpoM P450 CYP2CY. Tpu
meTabonuTa, HeakTHBHM karo COX-1 umy COX-2 nuxuburop, ca HIASHTHGHUHPAHU B HOBELLKATA
N14a3M3, 8 HMEHHO MbPBHYEH AIKOXO0M, ChOTBETHATA KapOOKCHIHZ KHCENTHHA H HEHHHA TIIIOKYPOHHA.

AKTHBHOCTTa Ha umToxpoM P450 CYP2C9 e HaManeHa NPH MaLMEHTH C NeHETHYEH NOTHMOPQH3ILM,
KOETO BOAM IO HAMANEHa eH3HMHA AKTHBHOCT, KAKTO MPH XoMo3urothu 3a CYP2C9*3
noaMMOpPPHIBM HHAHBHIIH.

BB dapMakoKMHETHUHO Npoy4BaHe Ha uenekoxkcHO 200 mg, npueman BeAHBK IHEBHO, NPH 3APABH
ao6poeosLM cbe cneanute reHotunn CYP2CO*i/*1, CYP2C9*1/*3 unu CYP2C9*3/*3, cpennara
Cmax u AUC 3a 24 yaca Ha uenexokcud Ha aeH 7 e Guna npubIn3NTeNHO ChOTBETHO 4 MBTH H 7 TBTH
yBenuueHa, npu uuoueuad ¢ redotun CYP2C9*3/*3 cnpamo apyru renoruna. B Tpu otnennu
IPOYHBaHHA C €QHOKPaTHA A03a, BIUTIOUBalH o610 5 ydacTHHUM ¢ reHotun CYP2C9*3/*3, AUC 3a
24 yaca NpH eJHOKPATHA 034 € NPHOIH3HTENHO 3 MBTH YBEIHYEHA CNPAMO Ta3H NPH HOPMAITHHTE
meTaGonu3aropd. YCTaHOBEHO €, Ye YeCTOTaTa Ha XOMO3UroTHua *3/*3 reworun ¢ 0,3-1,0% cpen
Pa3TM4YHH €THHYECKH TPYTIH.

MauMeHTH, 332 KOHTO € H3BECTHO WK ce npeanonara, e ca 6asun CYP2C9 merabonuzaropu Bb3
OCHOBA Ha aHaMHe3a/npeaumiueH onuT ¢ Apyrd CYP2C9 cyberpaty, nenekokcut tpabea na ce npuema

¢ FIOBHILEHO BHHMaHHe (Bx, TOuka 4.2).

He ca ycTaHOBEHH KNAHHHYHO 3HAYMMH Pa3THKH BbB (apMaKOKHHETHHYHHTE NapameTpH Ha
LENEKOKCHE Mexay adpo-aMepHKaHUM H NTHLA OT KaBKa3KaTa paca B HanpeaHana BL3PacT.

[TnasmenaTa KOHUEHTpaLIHA Ha uesiekokcub e yBenuuera npubnusurenno 100 % npu xkeHuTe B
cTapyecka Bb3pacT(>>65 roauuu).

EnnMuHupane

ypHHATa B HENPOMEHEH BHA. PaIHKKTE B €KCMOIMLMATA HA LIENEKOKCHO Mexy p
e okono feceT mbTH. Lienekokcb MMa 1030- H BpeMe3aBHCHMA HapMaKOKHHETHKA B
J030B HHTepean. BpemeTo Ha nonyxusoT e 8-12 vaca. PapHopecHHTE NilasMeHH KK
JOCTHraT B PaMKHTE Ha 5-IHEBHO IEYEHHE.



Bnbpeuna HepocraTbyHOCT

ChllecTBYBa OrpaHHYEH ONMHT ¢ LieNeKokcHO np 6b6pevHa HeaocTaTb4HOCT. (PapMAKOKHHETHKATA Ha
LieeKoKcHO He e npoyueHa npy naunenTH ¢ 6u0peyHo yBpexaaHe, HO € Mallko BEPOATHO T4 Ja €
3HAYMTENHO NPOMEHEHA NPH Te3H NauMeHTH. ETo 3alo, npu nevyeHne Ha nauueHTH ¢ 6u6peuHo
yBpexaaHe ce NpenopbuBa NOBHLIEHO BHUMaHHe. Texkka 6b0peuHa HepocTaTbuHOCT €
NpOTHBOMNOKA3aHHE.

YepHoapoOHa HEAOCTATLYHOCT

B cpaBHeHHe ¢ nuua c HOpManHa YepHOIpoOHa PyHKLKA, NAUHEHTHTE € IEKO YEPHOIPOOHH
YBpexJaHe ca HMANTH CpelHO yBenuueHHe Ha Cmax c 53%, a Ha AUC ¢ 26% 3a uenekokcu®.
CBbOTBETHHTE CTOHHOCTH MPH NAUMEHTH ¢ YMEPEHO YepHOApoOHO yBpexaaHe ca OWIIH CLOTBETHO
41% u 146%. MeTaGonUTHUAT KaNaUMTET NPH MALKEHTH € IEKO 10 YMEPEHO YBPEIKAAHE KOPENHpa
Hait-ao0pe Ha CTOHHOCTHTE Ha anbyMHuHa. [1pyH MaUMEHTH C YMEPEHO YepHOIpoOHO YBpeXKaaHe (Cbe
cepymeH anbymun 25-35 g/1) neuenueto TpadBa na 6bLAe 32aNOYHATO € NONOBHHATA OT
npenopbuKTenHara ao3a. [py nauMeHTH ¢ TEXKO YepHOAPOOHO YEpexaaHe (cepyMeH anbyMuH < 25
g/1) He ca npaBeHH NPOYYBAHMA H UeNeKOKCHO e NPOTHBONOKA3aH NPH Ta3H rpyna naLMeHTH.

5.3 IpeakNNHHYHH JAHHH 33 6€30NACHOCT

HewHHHHWYHHTE 1aHHK 33 6€30NaCHOCT HE NOKA3BAT 0CODEHH PHCKOBE 3a Xopa Ha 6asara Ha
KOHBEHLIHOHAJIHHTE MPOYUYBaHHA 33 TOKCHYHOCT NPH MHOTOKPATHO MPHIAraHe, MyTareHHOCT WiIH
KapLUHHOTEreH NOTEHLIHAT, OCBEH YNOMEHATHTE B TOMKH 4.4, 4.6 1 5.1 OT KpaTKaTa XapaKTepucTHKa
Ha NPOAYKTA.

Llenexkokcu® npu nepopanyu Ao3u > 150 mg/kg/nen (npubnusnuTenHo 2 MbTH Ha eKCNO3KLIMATA [IPH
xopa npu 200 mg a8a rbTH AHeBHO, U3MepeHa ¢ AUC o.24) € NPHYHHHI NIOEHILIEeHa YECTOTa Ha
KaMepHUTE CeNnTATHH fedeKTH, PAAKO ABJeHHe U ¢aTanHH U3MEHEHH, KaTo HanpuMep ciaeTH pebpa,
C/AT CTEPHYM K AeOpMHpana rpb/Ha KOCT NPH 3afiLiM, TPeTHPaHH No BpeMe Ha OpraHoreHes3ara.
Habnronaeano ce € 3aBHCELIO OT 103aTa YBellHYeHHe HAa AHa(parMaiHUTe XePHHH NPH IUTbXOBE,
NOMY4HIH LenekokcHO npu nepopandu fo3u >30 mg/kg/nen (0kono 6 MBTH Hag EKCMO3ULMATA MPH
xopa ocHoBaHa Ha AUC ¢4 npu 200 mg npa msTH ZHEBHO) NO BpeMe Ha opraHorenesaTa. Tesu
edeKTH ce ouakBar ciel MHXHGHpaHe Ha CHHTE3a Ha npocTarnaHauHy. [Ipu misxose excnosnuuaTa
HA UeneKOKCeHD Mo Bpeme Ha PpaHHOTO eMOPHOHATHO pa3sBHTHE € N0BeNo A0 3aryOH npenu M cnea
HMILUTAHTUPAHE H 10 HamansiBaHe Ha eMOpHO-daTanHaTa npexkUBAEMOCT.

HenexkokcHb ce eKcKpeTHpa B MISKOTO NpH IUTbX0BE. B nepH-nocTHaTanHoO npoy4BaHe NpH rbXoBe
ca 61 HabmoaaBaHK TOKCHYHHU eeKTH BbPXY NOKONEHHETO.

B aeyroauuiHo npoy4BaHe 3a TOKCHYHOCT € GHNo Hab/oAaBaHo HapacTBaHe HA HeaJpeHanHaTa
TpoMG03a NpH MBKKH NIIBXOBE MPH BUCOKH [IO3H.

6. GAPMALIEBTHYHH JAHHH

6.1 ChoHCEK HA DOMOWHHTE BEUIECTBA

100 mg TRbpAM KANCyIH
Kancyano cvowpocumo:

JIAKTO3a MOHOXHApAT
noeuaoH K30
KpOCKapMeno3a HaTpuit
HaTpues naypuncyndar
marnesues creapar (E470b)
Obsuera Ha kancyiume:




KENATHH
TUTaHoB Avokcua (E171)

200 mg TRHPAH Kancysin
Kancymo cuowpocumo:
JIAKTO3a MOHOXHIAPAT
noeuaox K30
KpPOCKapMENo3a HaTpHid
HaTpHeB naypuncyndgar
marHe3ues creapar (E470b)
Obsugka na kancyrume:
HENaTHH

TvTaHos aAHokcua (E171)
weneseH okcua, xuaT (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo

63 Cpox Ha roanocT

3 roauHH

6.4 CroeuHaiHH YCJIOBHA 334 CLXPDAHCHHE
Jla ce cuxpanara nog 25°C.

6.5 Buam chawpxanne BA 0NAKOBKATA

Axnekca 100 mg 1 200 mg TBbpAH Kancynu:
Bauctep (PVC/Anymunuit): 10, 20, 30, 40, 50, 60, 90 u 100 TBBLpAM KancysH B KyTHA.

He BCHUYKM BHAOBE ONaKOBKH MOraT na ObAaT MyCHATH Ha nazapa.
6.6 CoeusajHM npeana3HH MEPKH NPH H3XBbLp/gHe i paloTa
Hsma cneLiHamHH H3NCKBaHUA.

Heuznonzpanust NEKAPCTBEH NPOAYKT WIH OTNAABYHHTE MaTeépHany OT HEre 1'p5163a Aa C€ H3XBbpIAT
B CbOTBETCTBHE € MECTHHTEC H3HUCKBAHHA

7. IMMPUTEXATEJI HA PASPELIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoBeHua

8. HOMEPA HA PASPEINEHHETO 3A YIIOTPEBA

Axnexca 100 mg Teepan kancyam - Per. Ne: 20140019
Axnekca 200 mg Teppau xancynu - Per. Ne: 20140020

9. JATA HA IBPBO PA3PELHIABAHE 3A YIIOTPEBA/TIOJHOBSIBAH




PA3PEIIEHUETO 3A YIIOTPEBA

Jara na nvpeo paspewuasane: 30.01.2014
Jata wa nocneaHo nognoeasaxe: 20.07.2018

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA
23 Anpun 2026

ToapoGHa HHopMALKS 33 TO3H NEKAPCTREH NPOXYKT € NpenocTaBeHa Ha yeOcalira na Hsmeinmrenta
Arenuna no Jlexapcrsara (MAJI) hitp://www.bda.bg.




