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1. HME HA JEKAPCTBEHUS ITPOJYKT
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Axnekca 100 mg TBBpin Kancynu
Axnexca 200 mg TBBpAM Kancynu
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Aclexa 100 mg capsules, hard
Aclexa 200 mg capsules, hard
2. KAYECTBEH H KOJIMMECTBEH ChCTAB

Beska kancyna ceaspika 100 mg nenekokent (celecoxib).
Beaka kancyna ceabpika 200 mg nenexokcub (celecoxib).

IToMOIIHO BEMECTBO ¢ MIBECTHO NelicTRHE:

100 mg kancynu, TBEpAH | 200 mg Kancyny, TBEPAU
TaKTO03a 24 mg 47 mg

3a MBNHHSA CTIMCEK HA MOMOIMHMTE BEIICCTBE, BHXTC TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tebpaa kancyna

100 mg: Beaxa kancyna uMa GAmio TA10 # Kanade o e ¢ AbikuHa 15,4 mm — 16,2 mm; xancynaure
chIBpkaT Oenu 1o nourk GeM rpaHyIy.

200 mg: Beska kancyna uMa kadeHHKABO-KBATO TAI0 M KANaye M € ¢ AwbkuHa 18,9 mm — 19,7 mm;
KalcCy/NUTe ChABPKAT 641 N0 nouTH O rpaHynar.

4. KJUHHYHHA JAHHHA
4.1 TepaneBTHYHH MOKAIAHHA

AxJieKca € Noxa3aH NpH BBb3pacTHH 33 CHMITTOMATHYHO JIEYEHHE HA OCTEOAPTPHT, PEBMaTOHACH
apTPHT ¥ AaHKWIIO3HpALIl CTIOHTHHT.

PelueHueTo 32 NpeiNyucBaHe Ha CeJIEKTHREH LuKiIookcuredasa-2 (COX-2) uuxuburop Tpabsa na ce
OCHOBAB2 Ha OLEHKA HA LWIOCTHHA PHCK NPH OTAEHUS TAUHeHT (BXK. Touku 4.3 1 4.4).

4,2 JO3HpPOBKA H HAYMHH HA IPHAOKEHHE

goaﬂpgnka

Tuii kaTo cepaeuHOCHAOBHTE (CC) prcKoBe HA UETSKOKCHD MOraT ia HapacTBaT € A03aTa H
NPOALDKHTENHOCTTA HA eKCTIO3ULIAA, TpAOBA Aa ce H3MO/13BAT Bb3MOXKHO Hal-KpaTkata
MPOABKHTENHOCT HA JIEYEHHE H Hali-HuckaTa edeKTHRHA JHeBHA Ao3a. HyxauTe Ha nalmeHTa ot
CHMITTOMAaTHYHO O0NieKYeHHe H OTFOBOPELT KBM JieueHHeTo Tpabpa na Obaar npeouge
NEPHOAHYHO, 0COOEHO NPH NAUHEHTH ¢ ocTeoapTput (4.3, 4.4,4.8 u 5.1).

Ocmeoapmpum
OO0uuaiinata npenopbuHTEHa IHERHA 103a ¢ 200 mg, B3eTH BABEAHLXK HEB
ABa npuema. [Ipy HIKOH NaLMEHTY C HEAOCTATBMHO 0ONEKYaBAHE HA CHMITTOM




ot 200 mg ABa WLTH AHEBHO MOXeE J1a YBeNUUH edukacHoctTa. TpaGra na 6uaar obcpaeHy apyrH
TEpaneBTHYHH BBH3MOMKHOCTH, aKO HAMA YBETHYEHHE B TEPANCBTHYHATA [T0J134 CJIef 1Be CEAMHIIH.

Peemamoucen apmpum

HauanHata npenophr4udTeNHa AHeBHa 1032 ¢ 200 mg, pa3nenenn B ABa nprema. [Ipy Hyxaa, nosarta
MOXe MO-KbCHO fia Obae yBenuuera o 200 mg asa obTd Anenno. Tpatea na 6baatT oOCHLACHH APYTH
TEpaNeBTHYHH B3MOXHOCTH, KO HAMA YBETHYEHHE B TCPanesTHYHATA (107132 Cell ABe CEIMMLIH.

Anxunozupawy cnonduium

IIpenopwuKTenHaTa AHEBHA 4033 ¢ 200 mg, B3eTA HABEAHBX KM pajxe/ieHH B ABa mpaema. [1pu
ManeKk Gpoii MALHEHTH ¢ HEAOCTATHYHO OONeKyaBaHe yBenuyeHara 1032 ot 400 mg eauH LT SHEBHO
HJAH pa3ie/icHH B ABA pHeMa MOXE 2 MOBHIIM e(peKTHBHOCTTA.

Tpabea na 6paaT o6cHACHH APYTH TEPANSETHYHH BFB3MOKHOCTH, KO HAMA YBE/THUCHHE B
TEpaneBTHYHATA M0J32 Clel JBE CEAMHLIH.

MaxkcuManHaTa npenopeYHTENHa AHEBHA J03a e 400 mg npy BCHYKH MTOKA3AHAA.

CrnielMaHH TIONY./IALHA

ITayuenmu 6 cmapuecka ev3pacm

KakTo u npH 110-M1aaH NalHEeHTH, MbPBOHAUANHO TPa6ea aa GbaaT w3nozsaHy 200 mg Ha aen. Lpn
HY:K/Ja [103aTa MOXKe M0-KBCHO aa 6be yreanueHa 10 200 mg aBa merH queBHo. OcobeHo BuuMaHUe
€ HeoBXO(MO IIpH NMALMEHTH B HATIpeHANA BH3PacT ¢ TenecHo Terno noa 50 kg (Bxk. o4k 4.4 1
5.2).

HeprodpobHo yepexcoane

TIpx NauMeHTH ¢ YCTAHOBEHO YMEPEHO YEPHOAPOBHO HapymIeHHe ChC cepyMen anGymun 25-35 g/1
neyeHueTo TpAbea fa Gble 3aN04HATO ¢ TIOJIOBMHATA OT NPENOPBUHTENHATA 103a. ONHTHT MPH TAKHBA
MALUHEHTH ce OrpaHHYaRa /IO MALMEHTH C [upo3a (BxK. Toukn 4.3,4.4 H 5.2).

Bvbpeuno yepecoane

OnuTET ¢ LeiekokCHO NpH MalMeHTH C JIEKO WIH yMepeHo Gh0peyYHo yBpexIaHe € OrpaHiyeH,
CNIeI0BATENHO, TAKKBA NALMEHTH TpAOBa 1a OpAaT NeKyBaHd ¢ TIOBHIIEHO BHHMAHHE (BX. TOUKH
43,44 u5.2).

Heouampurma nonynayus
HenexokcHb He e mokasaH 3a ynoTpeba NpH aeua.

Jlowu CYP2C9 memabonuzamopu

IauueHTR, 38 KOHTO € HIBECTHO WM ce OvakBa na 6311aT nown CYP2CY meraboauzaTopH B3 OCHOBa
Ha ONpE/iesISHe HA TEHOTHIIA Wik aHaMHe3a/npeumeH onut ¢ Apyru CYP2C9 cyberparu, Tpabsa na
NpHEMaT LENEKOKCHO C TIOBMILIEHO BHUMAHKE, Thif KaTO PHCKBT OT J0303aBHCHMH HEXENTaHH PCaKiHH
ce ypennuara. [Ipu 3anoysane Ha ieueHHe [a ce UMA NpeABHI MPHIOKEHHE Ha 4033, JIBA ITBTH MO-
HHCKa OT Hal-HHCKaTa NpenophYMTENHA 1033 (BXK. ToUKa 5.2).

HauyuH Ha MpHIOXKEeHHE
3a nmepopalHo NPHIOKEHUE,

Kancynure Tpsa6ra xa ce nperybliat 1eu ¢ BOAA.
AKNeKca MOXe J1a ce TIpHEMA ¢ HiH 6¢3 XpaHa.

43 IIpoTuBONaKa3asHs

CBpbX4YBCTBHTEIHOCT KBM aKTHBHOTO BEWIECTBO MM KbM HAKOE OT NIOMOIIHHTE Belll
w30poeHH B TouKa 6.1,




H3BeCTHA CBPBEXHYBCTBHTENTHOCT KbM CyndoHamMuan.
AKTHBHa NeITTH4Ha 9382 WIH KbpBeHe oT racTpoutTectuHanuug (I'H) tpakr.

[MausenTh, GonexyBanu or acTMa, OCTEp PHHHT, HOCHH NO/MIH, AHTHOHEBPOTHYEH €IEM, YPTHKapHs
WIH APYTH PEAKLMH OT aNepryueH THN cies MPHEM HA aUETH/ICATUIMIOBA KMCENHHA (ACTTHPHH) HIH
APYTH HECTePOMAHH NpOTHBOBRL3NaNUTenHH Nekapetea (HCTIBC), prmountenno COX-2
HHXHOHTOPH.

[Tpu SpeMeHHH H XKEHH B ICTEPOIHA BB3PAcT, OCBEH KO He H3NOM38aT ¢()eKTHBEH METO] HA
KOHTpauenuus (Bx. Touxa 4.6). YCTaHOBEHO €, 9e nenekokcu® npeu3suKsa MandopMaLuu npH
JBaTa eKCIIEPUMEHTAITHE XHBOTHHCKH BHAA (BXK. TOUKH 4.6 1 5.3). [loTeHUManHHAT PHCK PH YOBCKA
[0 BpeMe Ha OpPEMEHHOCT € HEM3BECTEH, HO HE MOXKE Ja ObJIe M3KMIOYEH.

KspMene (Bx. Toukd 4.6 1 5.3).

Texko HapylieHue Ha yepHOApoGHaTa yHkima (cepymeH anOymuH < 25 g/l unm unjexc Ha Child-
Pugh > 10).

ITarpMenTH ¢ OUaKBaH KPeaTHHHHOB KNHpBHC < 30 ml/muH.
Br3nanurenno 4peBHO 3a00ns5BaHe.
3acroitna cepaevna HepoctaTeuHocT (II-1V knac mo NYHA).

VYeranoBeHa ucxeMHuHa GosiecT Ha ChplETO, Neprdepra aprepruaina GoNnecT WHIH MO3BYHO-CH0BA
Gonecr.

4.4 Crnensalnn npegynpexieHus 8 Npesna3HA MEPKH NpH ynoTpeba

l'acTpountectunanny (F'H) edexru

I1pH nalHeHTH, TEKYBaHH ¢ LUEeIEKOKCHO, ca Ownn HaOMIONABAHM YCIIOKHEHHA HA TOPHUS M AOITHHA
TaCTPOMHTECTHHANEH TPAKT [Mepdopauun, 9384 WK KpsBoH3uBH(PUBS)], kaTo HAKOH OT T4X ca
6umn darannu. Ipenopsysa ce NOBHIIEHO BHIMaHKE NTPH JICYEHHE HA NALHEHTH ¢ HAH-BUCOK PHCK OT
pa3BUTHE HA raCTPOHMHTECTHHANHH yenosxxHeHud ot HCIIBC; Tesn B HanpenHana Bb3pacT, MALKACHTH,
ynoTpebsBaliy eAHOBpeMeHHO K0eTO H Aa e Apyro HCITBC iy TpoMGOLMTHH aHTHArPeraHTH (KaTo
alICTHWICATHLIHNIOBE KHCENHHA) WIH MIOKOKOPTHKOHIH, NALMEHTH YNOTpeOABaluH ajtKoXon uin
NalMeHTH ¢ AHAMHE33 3a raCTPOMHTECTHHANHO 3a00/19BaHe KaTo A382 H kKbpbeHe oT I'U TpakT.

TIpH eqHOBPEMEHHO IEYEHHE C ALICTHICATHIIMIOBA KHCENMHA (AakKe H B HUCKH AO3H) H UeNeKokcHb
CBUICCTBYBA ACITEIHHTENHO HOBHIICH PHCK OT FACTPOUHTECTHHAIHH HeXeJIaHH DEaKlg 32
UCTEKOKCHE (raCTPOHHTECTHHAJIHM YILIEPALIAN WIH APYTH MACTPOMHTECTHHANIHH YCIIOKHEHUS ).

3HaunMa pa3nMka B racTpoMHTecTUHANKATa GezonacHocT Mexay cerektusad COX-2 naxuburopu +
ALETHACATHIIOBA KicenuHa cnpamo HCTIBC + aueTmicanvuiiora KHCeTHHA HE € AEMOECTPHpaHa
B ABLJICOCPOYHY KIIHHHYHY NIPOYMBaHHA (BXK. Touka 5.1).

EnnoBpemenna ynorpeGa ¢ HCBIIC

EnHoepeMeHHata ynotpeba Ha uenekokcHO u seacriiputoed HCIIBC Tpabsa na ce usbarea.

ChpuevHOCha0BH etdexrH
Yeenuuen 6poii cepuo3tn chpaedHocsa0BH {CC) chOMTHA, OCHOBHO HH(APKT HA MHOKap
HaONOAABAHE B ABITOCPOYHO M1alefo-KOHTPOIMPAHO NPOYYBAHE MPKH HHAWBHAH CHC ¢
aJeHOMATO3HK MOJIMIK, TEKYBAHH C Lienekoxcub B 103u ot 200 mg nsa meTH JHEBHO H
ITETH JHERHO, CpaBHeHO ¢ MTauedo (Bk. Touka 5.1).




Tei#l KaTO CHPAEUHOCHAOBMTE PUCKOBE Ha LIENEKOKCHO MOraT J1a HApacHaT C A03ara U
MPOAB/DKUTETHOCTTA HA EKCTIO3MIINA, TpA0Ba Aa ce H3MON3BAT RE3IMOKHO HaH-KpaTKaTa
MIPOAB/DKMTEITHOCT Ha JleYeHHe H Half-nuckata edextuiHa AHeeHa no3a. HCIIBC, prmovntento
cenexruBHUTe COX-2 MHXHOHTOPH, ca CBBP3aHH ¢ MOBHILEH PHCK OT ChpAECYHOCHAOBH H
TPOMGOTHYHM HEKENAHH PEaKIMH, KOTAaTo Ce BIeMaT ALIrocpoyHo. ToYHATA CTeneH Ha PHCKa,
CBBp3aHa ¢ €/IHOKPATHA A033, He € ONpe/ieNieHa, HHTO € onpeAeieHa NPOABL/DKHTEIHOCTTA Ha
TEPANMATA, CBBP3aHA ¢ TIOBHIICH pHCK. HyXIHTe Ha nauMeHTa OT CHMIITOMaTHYHO OOIICKUEHHE M
OTrOBOPBT KBbM JIEUEHHETO TPaGEa Aa 6BAAT OLIEHABAHH NEPHOJMYHO, OCOOEHO NPH NaUMEHTH C
ocreoaprpur (4.2, 43,4.8 u 5.1).

TaunenTy Che 3HAYHMH PHCKOBH DaKTOPH 33 CHPACHHOCHAOBH CHOMTHA (Hanp. XUNEPTOHHA,
XHNEPANTTHAESM KA, 3aXapeH auaber, TIOTIOHOMYIeHe) TpAOBa Ja ObJaT NeKyBaHHK ¢ LIENEKOKCHO caMo
clie/l BHMMATENIHA npeneHKa (BxK. To4Ka 5.1).

CenextusHuTe COX-2 MHXMOHTOPH He ca 3aMECTUTEIH Ha ALCTIICATHLHIOBATAE KHCEIHHA 33
npodhHNaKTHKA HA CHPASYHOCHA0BH TpoMGoeMGoHHH 3a00/I9BaHU [TOPAJH JMIICATA HA
aHTHarperaHTHy edexTr, ETo 3ai1i0, aHTHArPEraHTHOTO lederHe He TprOBa Aa 6bae npexparapano
(Bx. Touka 5.1).

3afpBoKKa HA TEUHOCTH ¥ OTOLH

KakTo o 1pH pyry IeKapcTBeHH MPOAYKTH, HHXHOHPALH NpOCTariasHMHOBaTa CHHTE3a, MPH
NalHeHTH, B3eMallH LEeNeKOKCHO, € BE3MOMKHA 33pbKKA HA TEHHOCTH U NOABA Ha OTOLH.
CnenosatenHo, 1enekokcub Tpsa0Ba fa 611e H3N0A3BAH ¢ TIOBHIIEHO BHHMAHHE (IPH MALHESHTH C
aHAMHE3A 33 CHpACYHA HEAOCTATBYHOCT, JIEBOKAMEPHA I.lHC(l)yHKI.lHﬂ HWIH XHIICPTOHHUA H NTPH
MALHEHTH ¢ TIpeAIIeCTRaIM OTOLH C PAXIHYEH MPOU3X0/, THi KATO MPOCTATIaHAMHOBATA HHXHOHLIAA
MOJKe [l IoBezie A0 RiIowasaHe Ha Op6pednaTa pyHKUMA H 3a/1pEiKkka Ha TeunocT. [losumeno
BHHMAaHHE € HeOOXOAUMO H MPH MAHEHTH, IPOBEKIALIH JHYPETHEHO IE4eHHE HITH ¢ TIOBHLICH PHCK
OT XMINOBOEMHA 110 APYTH NPHYHHA

Xunepronua
Kakro scuuxn HCTIBC, uenekokeut Moxke Aa noeee 10 BH3HUKBAHETO HA HOBOMOABHIA CE

XHIIEPTOHHA HIM BJIOMIABAHE HA BeYe CHLIECTBYBalla TAKABA, BCAKA OT KOHTO MOXKeE Ja NOBENE 10
yBenMuaBaHe Ha 6pos Ha ChPAeUHOCHA0BUTE ¢hOUTHA. [Topaau TOBa KPEBHOTO HaNATaHe TpAOBA fa c¢
Npoc/endsa CTPUKTHO NPH 3aMOYBaHE HA TEPAIHATA C HEJIEKOKCHO 1 110 BpEeME Ha JIEYEHHETO.

Edexrn prpxy vepHoapobuara n 6u6pednara ¢yHKiug

KomnpomeTHpana 6u6pedHa wiu 4epHogpobua (GyHKLMA 1 0coBeHO ChpieuHa AMChyHKIus ca 110-
BEPOATHH NMPH NH1IA B HANPEHATA Bb3PacT, OPaad KoeTo NpK TAX Tpatra Aa 6bae yNpOKHABAH
CHLOTBETCH MENHLIHHCKH KOHTPON.

HCTIBC, BKTIOMHTENHO UENEKOKCHG, MOTaT Aa NpHYHHST 6b0pevHa TOKCHIHOCT. KnnHu4HH
NPOY4BaHAS ¢ LENEKOKCHO moxa3saT Gubpeunu edpexTy, Noao0HN Ha TesH, HabogaBaty py
w3nonzeate Ha cpasHuTenan HCIIBC, MManmenTy, u3nokeH: Ha MO-royiaM puck oT 6u0peuna
TOKCHYHOCT, ¢4 OHE3H ¢ HapymieHa 6h6peuna GpyHKLMA, ChPACYHa HeJOCTATEYHOCT, YEPHONPOOHa
AUCHYHKLIS, OHE3H MPHEMAILH THYPETHLH, HHXHOMTOPH Ha AHTHOTEH3HH-KOHBEPTHUPAILHS EH3HM
(ACE-unxuburopn), anrnotensnH 11 perenTopHH aHTAroHKCTH H NALIMEHTH B HanpeiHana Bu3pact
(B Touka 4.5). Taxupa nauueHTH TPAGBA Na 6bAAT BHKMATEITHO MPOCIICAABAHH M0 BpeMe Ha
JIeUeHHe ¢ eneKokeub.

Hskonko ciryvyas Ha TexKH 4epHOAPOGHH peakLuy, BRTIOYHTENHO GYIMUHAHTEH XenaT
daTanes u3xox), YepHoaApoGHa HEKPO3a M YEPHOPOOHA HEAOCTATHYHOCT (HAKOH € ¢1aT,
WIH W3HCKBAIIH YePHOIPOSHA TPAHCILTAHTAIMA } c4 ChOOLIEHH OpH JICYSHHE € HEACK:
CIy4auTe, B KOHTO € ¢hoOIIEHO BpeMe Ha BE3HHKBAHE, TIOBEUETO TEXKKY HEXKETAHH U




PEAKLAY Ca HACTBITIIA B PAMKHTE Ha €JIAH MECE1[ C/IE/ 3al0YBaHE HA JISHEHHE C LENEKOKCHE (BK.
To4Ka 4.8).

AKo no BpeMe Ha NedYcHHE ce BIOLAT GYHKUHUTE Ha KOATO H [1a € OPraHHa CHCTEMA, ONHCAHH MO0~
rope, TpaOBa fa GBAAT OPEANPHETH TOAXOIALLH MEPKH M /1a ¢€ OOMHCIIH IPEKPATABEHE HA IEYCHHETO
¢ neflekokcHo.

Huxuberopy na CYP2D6
Llenekoxcu® muxubupa CYP2D6. Brnpeku ye Toil He € CHleH HHXHOMTOP Ha TO3H €H3UM, MOKE J1a ©

Heoﬁxo,uuMo HaMancHHE HA no3aTta Ha nexapc*rna, H3HCKBAILIH HILE[HBHLUI&JT}BHpaHe Ha Tn'rpﬁpaue'ro
Ha [03aTa mopaau 1084, ye ce Metabonusupar or CYP2D6 (sxk. Touka 4.5).

baenu CYP2C9 metabonpzaTopu
[MaupenT, 332 KOMTO € H3BecTHO, Ye ca nomn CYP2C9 merabonu3atopH, TpaGea Ja ObaaT TeKyBaHH ¢
NOBHIIEHO BHAUMAHMeE (BXK. TOUKA 53.2).

KOKHH 4 CHCTEMHH PEaKIHH HA CBPBXYYBCTBHTEIHOCT

MHoro psako ca cho0UiaBaHu CEPHO3HH KOMKHH PEAKLIMK, HAKOH OT KOHTO haTaiHM, BEAIOUMTENHO
exconmHaTHBEH lepMaTHT, CHHAPOM Ha Stevens-Johnson H TOKCHYHA ENMKHAEPMANTHE HEKPOTTH3a, BBB
BpPB3Ka ¢ ynorpebara Ha UeNeKOKChO (Bk. Touka 4.8). ITarpeHTuUTe BEPOATHO Ca ¢ HAl-BHCOK PHCK OT
TAKKBa peaKlUHH B HA9I0TO Ha JIEYEHHETO; MOSBATA Ha PEeaKIypiTa B IOBCUETO CITydYaH ce Habnropasa
1pe3 MEPBHA MECel OT JieueHHeTo. [Tpy NalHeHTH, NOMy4aBally LEeneKOKCHO, UMa ChoDLIeHNA 3a
CEPHO3HH PEAKIHH Ha CBPBXYYBCTEHTETHOCT BKJIFOUHTENHO aHADUIAKCHS, AHTHOESAEM H JICKapCTBEH
o6puB c eosusodunus u cuctemun cumnromu (DRESS, unu CHHAPOM Ha CBPBXIYBCTRHTENHOCT) (BIK.
Touka 4.8). [Ipn nanmenTn ¢ aHaMHe3a 3a aneprus KbM CyIhOHAMHH M aI¢Pris KbM BCSKO RPYTo
JICKApCTBO MOXKE /12 CHIIECTBYBA I0-BHCOK PHCK OT CEPHO3HH KOKHH PEakLMH WK PEakLiH Ha
CBPLXUYBCTBHTENTHOCT {BK. TouKa 4.3). Llenexokcu® TpaGea na 6bae CpAH MpH IMBPBATa MOABa Ha
KO3KeH 0OPHB, THraBIWJIHM JIe3HH WK BCAKA Jpyra Npogsa Ha CBPBXYYBCTBHTEAHOCT.

O6um edexrn

[enexokcn® moxe na 3amackupa GeGpHINTET MM APYTH NPOSBH Ha Bh3NANeHHE.

Viorpeba ¢ nepopansy aHTHKOATYTAHTH
TIpH NauMeHTH Ha CHITETCTBALIO JieueHHe ¢ BapdapHH ca HalIOAaBaHy CEPHO3HH CHOHTHA Ha

KbPBEHE, HAKOH OT KOHTO (patanmuu. [Ipd CHITBTCTBAINO JICUEHHE € CHODIIEHO YABIDKEHO
nporpombiHOBO BpeMe (INR). Cnenosatenso TpabBa aa ce caeAn BHUMATEIHO NPH NALKEHTH,
ApHeMallH BapdapHH/NEpOPATHE AHTHKOATYJIAHTH OT KyMapHHOR THII, 0cofeHO KOraTo €
HHHLIHHPAHO JIGYEHHE C LIENIEKOKCHO WM J03aTa Ie/leKOcHO e mpoMeHeHa (Bk. Todka 4.3).
Ennospemenrata ynorpeba Ha anrukoarynanti ¢ HCIIBC Moxe ga yBeIM9H PHCKa OT KbpPBEHE.
Heo6xonuMo e noBUIEHO BHUMaHKE 1IpH KOMOGHHEpaHe Ha [eNekokcHO ¢ BapdapiH Wik ApyrH
NEPOpPATH AHTHKOATYIAHTH, BKITIOYHTEHO HOBH AHTUKOAryIaHTy (Hanp. audkcabaH, naduratpad u
pusapokcaban).

[NomolHH BemecTra

AKnekca Chbpia NAKT03a U HATPHIA.

[NaupeHTH ¢ penkuTe HacneACTBEHK NPobAEeMI Ha HEMOHOCHMOCT KbM ra/lakTo3a, IbJIEH JIaKTa3eH
OeQUUKT HITH FIIFOKO3HO-TanaxTo3Ha ManabcopOuua He Tpadba ia NpUEeMAaT ToBa EKAPCTBO.

Tora nexkapcTBO CHABPKE NO-MIKo OoT | mmol HaTpuit (23 mg) Ha Kancyna, T.€. MOXE Aa Ce KaXke, 4e
MNPAKTHYECKH HE ChABPIKA HATPHH.

4.5 BaanmoneiicTBHE ¢ APYIH JEKAPCTBEHE HPOAYKTH H ApyrH GopME HA B3a®

DapmaxodunamuyHy 83aumooeiicmens
Aunmuxoazynanmu




I1py nauneHTH, Nomy4asamiy sapdapyH WM APYTH AHTHKOArY/1aHTH, € HEOOXOMHMO
aHTHKOZTY/IAHTHATA aKTHBHOCT, OCOOEHO IIpe3 MbPBHTE HAKOJIKO JHHM Clle]] 3alI04B HA N032TA Ha
LeAeKoKCHO, ThH KaTo NPH Te3H NALMEHTH UMA MOBHILEH PHCK OT XEMATOJIONHYHH YCTIOKHEHHS,
Crenopatento, NpH NALHEHTH, NOTy4aBailH IEPOPATHH aHTHKOATYJIAHTH € HEOOXO0MMO HeCTO
M3CNIE/IBAHE HA NPOTPOMOHHOBOTO BpeMe/MexAyHapoeH HopmMansupan koeduumaent (INR),
ocofeHo npes MbPBHTE JHA OT 3a[IOYBAHE Ha JIEYEHHETO C LIENEKOKCHO MM npomsHa B 103aTa Ha
tenekokcHO {Bk. Touka 4.4). Crobuiapa ce 3a XeMOparHIHH HHLMAEHTH, CBbP3aHH C YAbIDKABaHE Ha
NpoTpoMOHHOBOTO BpeMe, IPEAMMHO TIPH NALMEHTH B HANPEIHANA BB3PAcT, NONy4YaBallii
LENEeKOKCHO €IHOBpEMEHHO ¢ BapdapuH, HAKOH OT KOHTO (aTalHH.

Anmicunepmensugnu cpedcmed

HCTIBC morar na Hamanar eekTa Ha aHTHXUIICPTEH3MBHH IEKAPCTBEHH MPOAYKTH, BITIOHHTEIHO
ACE HHXHOHTOPH, aHTHOTeH2HH 1 peLienTOpHH aHTaroHuCTH, AHypeTHIH B Geta Gnokepu. KakTo #
npn apyrure HCIIBC, packet 0T ocTpa 656peyHa HEIOCTATHHHOCT, KOATO 0GHKHOBEHO € 00paTiMa,
MOJKE 12 HapacHe NpH HAKOH NALMEHTH ¢ KOMIpoMeTHpaHa 6s0peuna QyHkima (Hanp.
ACKHAPATHPAHY NAHKEHTH, MALWCHTH Ha THyPETHIHO JICUSHIE WIH NALMEHTH B HanpeaHana
BE3pact), korato ACE HHxuGUTOpH, asrnoTensus 11 pelerropHn aHTArOHHCTH H/HIH AHYPETHLM ce
xomOunmpar ¢ HCIIBC, BmrounTenHo Lenekokcu6 (Biwk Touka 4.4). ETo 3amo kom6uHauusra
TpaAGBa Aa ce npHiara ¢ BHUMaHHe, oco0ESHO NPH MALMEHTH B HaTIpeJHANa Bb3pacT. [lauueHTHTe
TpaGea 1a 6bAaT ANEKBATHO XHAPATHPAHH M A4 CE UMa IIPeABH]I Mpocienssane Ha 6vOpeuHara
GyHKUMA crej] 3a0YBaHe Ha CHITETCTRALLATA Tepanus U IePUOIHIHO CEA ToBa.

B 28-nHeBHO KIMHIYHO NPOyYBaHe NpH NAMEHTH ¢ THM3HHOTIPII-KOHTpOAHpaHa xunepronus I u Il
CTEnEH, NIeYeHReTO ¢ uenekokeud 200 mg ABa MBTH JHEBHO CHPAMO MAAUEto, He BOAY A0 KIHHUYHO
JHAYMMO YBEMHYCHHE HA CPEAHOTO AHEBHO CHCTONHYHO H JHACTONHYHO KPHBHO HaliAraHe,
onpeaencHo upes 24-vyacopo ambynaTtopHo WiMepeane. I1pu 48% ot nangentare, TEKyBaHH ©
nenexokend 200 mg npa reTH AHEBHO, CE CUHTA, Ye HE €a ¢ MOBIHAIM OT JACYEHHETO ¢ JIM3HHOMPIIT
TIPH NOCJEAHATA KIMHHYHA BU3HTA (CNPEAEIEHO KATO AMACTONHYHO KPbBHO HansTaHe > 90 mmHg
HUTH MOBHIICHHE HA AUCTONHYHOTO KPBBHO HajiArase ¢ > 10% cnpsamo H3XOAHMTE CTOHHOCTH), B
cpaBHeHHe ¢ 27% OT NaUMEHTHTE Ha I1aLedo; Ta3H pasiHKa € CTATHCTHYECKH 3HAYHMA.

QHIUIOC"OMH iU MAKPORUMYC

Ilpennonara ce, ye eanoppemeHHoTO HpUnoxeHHe Ha HCIIBC 1 nHIJIOCTIOPUH HITH TAKPOTHMYC
MOXK€ [1a yBenu4daBa He()POTOKCHUHHA e(eKT HA UHKIOCTIOPHH HIM PECNEKTHBHO HAa TAKPOIHMYC.
[Ipn xoMGUHMpaHe Ha LIENEKOKCHO ¥ HAKOE OT TE3H JIEKApCTREHH NpoAyKTH ObOpeynaTa pynxuus
Tpa0OBa ja Obae MOBHTOPYPAHA.

Avemuncanuyunosa xucenung
Ienekoxcub mMoxke aa Gbie MpWIAraH ¢ HHCKH XO3H aUETHIICATHIIHIIOBE KMCE/THHA, HO HE ¢

3aMECTHTEN Ha ALETHICATHIMIIOBATA KHCeTMHa 3a uenite Ha CC npodunakruka. Kakro u npu
apyrute HCIIBC, npeactaBeHiTe npoy4BaHus NOKA3BaT NOBHIIEH PUCK OT rACTPOHHTECTHHATHH
pazs3BaBAHE H JPYTH raCTPOMHTECTHHAITHH YCAMKHEHHSA NPH €HOBPEMEHHOTO NPHIIOKEHHE Ha
UeneKokcHt | aUeTHACATHUMAORA KMCEAMHA B HACKU JO3M B CPABHEHHE ChC CAMOCTOATEAHOTO
MPUIOXKEHHE Ha LIENIeKOKCHO (BoK. Touka 5.1).

PapMaKOKHHETHYHH B3AHMOACHCTBHA

Edbexmu na yenexoxcub evpxy oOpyu aexapcmeenu npooyxmu

Huxubumopu na CYP2D6
Henexokeu6 e uuxuburop Ha CYP2D6. [nazMeHuTe KOHUSHTPALMM HA NIEKAPCTBEHHTE NIPO,
KOMTO ca CyOCTpaTH Ha TO3H €H3HWM, MOTAT J]a HAPACHAT NPH ¢AHOBPEMEHHO NPHIIOKEHHE
HenekokcHO. TIpuMepH Ha TeKapCTBEHUTE MPOAYKTH, KOMTO ce MeTabostusupat ot CYP
AHTHAETIPECAHTHTE (TPHLUMKIMYHN AHTHACTIPECAHTH (WITH TPHUHKITHLM) H CENCKTHBHH H
oOpaTHua 3axBar Ha cepoTonrHa (CHO3C)), HeBponenTHLHMTE, AHTHAPHTMHYHHTE JTEK,
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nponykTH U T.H. [IpH 3anouBaHe Ha neveHHe ¢ UCIEKOKCHO € Bh3MOMKHO 11a Ce HAIOKH HaMallaBaHe Ha
npozata Ha CYP2D6 cyGeTpaThre, nmpH KOKTO € He0OXONHMO HHAHBHIYATHO THTpHpaHe Ha 03aTa, a
pH CIHAPAHE HA IEYEHHETO C HETEKOKCHO - MOBHMIIABAHE HA Ta3H J034.

EAHOBPeMEHHOTO NpHIokKeHHe Ha LeneKokcHO 200 mg Ba MbTH AHEBHO BOJH A0 CHOTBETHO 2,6
IBTH U 1,5 MHTH NOBMILIABAHE Ha TUIA3MEHUTE KOHLUEHTPALMH Ha ACKCTpoMeTophal M METOMPOO
(CYP2D6 cy6ctparu). Tesu yBeaHUeHHS C€ AbJIKAT Ha HHXHOHpatie oT uenexokcnb Ha meTabomnama
Ha CYP2D6 cyberpara.

Huxubupane va CYP2C19

TpoyuBaHus in Vitro OKA3BaT, Y€ Ue1eKOKCHG HMa M3BECTEH MOTEHLMAN 32 HHXHOUpaHe Ha
katanuzpaHus ot CYP2C19 metaGonuabM. KnunnuHaTa 3HAYMMOCT HA TE3H ift Vilro JaHHH HE €
n3eectHa. [IpuMepu 3a nexapcTBeHH NPOAYKTH, KOKTO ce metaGonusupar ot CYP2CI19, ca auazenam,
UHMTATONPaM H UMHIIPAMMH.

Hepopannu xonmpayenmusu

B npoyusatie 3a NeKapcTBEHH B3AUMOEHCTRAA LIENEKOKCHG He € MOKA3aN KIHHHYHO 3HaYMM edexT
BBPXY hapMaKOKMHETHKATA Ha MepopanHy koHTpauentHeH (1 mg Hoperncrepon/ 35 microg
ETHHHIECTPATHON).

Faubenrnamud/ mosGymamuo
Henexokcub He nosnusea dhapMakokuHeTHkaTa Ha TonGyramua (cydcrpar Ha CYP2C9) unu
IMHOEHKIAMA B KJIMHHSHO 3HAUHMA CTENEH.

Memompexcam

TlpH NauMeHTH C peBMATOMIEH APTPUT UETIEKOKCHO He € MOKA3a/l CTATHCTHYECKH 3HAUMM €eKT BbpXy
dapMakokuseTHkaTa (TUa3Med WK GB6peyeH KNIHPBHHC) Ha METOTPEKEAT (B PEBMATONIOTHYHH JIO3H).
Tlpu koMOHHHpaHe Ha Te3H IBe JCKAPCTBEHH NPOIYKTH, obade, TpIOBa a ce UMa NPEABH] afiCKRATHO
MOHHTOPHPAHE 32 MeTOTPEKCAT-TIPeAX3BHKaHa TOKCHYHOCT.

Jumiii

[pw 3apapu HAAHBHAH €XHOBPEMEHHOTO MPUIIOKEHUE Ha netekokcHt 200 mg nBa MBTH AHEBHO H
nuruit 450 mg 1Ba meTH AHEBHO € AOBENIO N0 cpeaHo Hapactpane Ha Cmax ¢ 16%, a Ha niowTa nox
Kkpueata (Area Under the Curve — AUC) ¢ 18% 3a nutus. CrnefoBaTelHo, NALMEHTH, IPOBEHKAAIIH
JieyeHne ¢ THTHiL, Tpabpa aa 6paaT BHHMATENHO MOHHTOPHPAHH TIPH BKJIIOYBAHE HITH H3KUTIOYBAHC HA
HEMEKOKCHO.

Edbexmu na opyeu nexapcmeenu npodyxmu eupxy yeaexoxcut

basuu CYP2C9 memaborusamopu

[pu nuua, kouro ca nown CYP2CY merabonusatopH H 1eMOHCTPHPAT YRENIRUEHA CHCTEMHA
€KCNOo3KLUMA Ha uenekokcut, comprersaito eucHie ¢ CYP2C9 uexuGHTOpH, KATO (urykoHa30l, OH
MOTJIO 3 AOBEfE A0 TOCIEABAIIO YBETHUEHHE Ha eKCIO3HUKATA Ha lienekokcHD. Takuea KoMOUHALMH

TpaGpra fa ce M3BATBAT PH MALIHEHTH, 3a KOUTO ce 3Hae, 4ye ca jomwd CYP2C9 mMerabonusaTops {Bx.
TOYKH 4.2 1 5.2).

CYP2C9 unxubumopu u uHoykmopu
Txit kato uenekokcHG ce metabonusupa npeaumuo ot CYP2CY, Toii TpaGea aa 6bae wanonsead B
2032, PABHA HA NOJOBKHATA OT APENOPbYMTEIHATA 1033, NIPH NALMCHTH, NonyvaBauu dyxoHason.

dnykoHazon, Mouten CYP2C9 unxnburop, e ioBeso A0 cpeHo HapacTBaHe Ha Cmax ¢
AUC cne 130% 3a nenexokcu6. EqnoBpemexHara ynotpe6a Ha wHayktopu na CYP2C
pHdaMnuumH, kKapbamasenuH U 6apOUTYpaTH MOXKe Aa A0BEAE [0 MOHKMKEHHE Ha M1
KOHLIGHTPALIHHU HA LIETIEKOKCHE,




Kemoxonazon u anmuayuou
He e HaGmonaBaHo noBmHsABaHe Ha (papMaKOKHHETHKATA HA LENEKOKCHO OT KETOKOHA30.1 HITH
aHTHALH]IH.

Heduampuuna nonynayus
[Ipoyuranua 3a B3aRMOZEHCTBHATA Ca NPOBEKIAHH CAMO MPH BL3PacTHH.

4.6 DeprBanTET, GPEMEHAOCT H KhPMEHE

BpemMeHHOCT
IIpoyuBaHus IpH KMBOTHH (TUTBXOBE M 3ai1iM) MOKa3BAT PENPOAYKTHEHA TOKCHYHOCT, BKITHOYHTERHO

mandopmaipau (Bx. Touku 4.3 1 5.3). [loTMckaHeTo Ha CHHTE3a HA NPOCTATTIAHAHH MOXE HETIPHATHO
Ia noBnuAe Ha OpeMennoctTa. JJaHHH OT ENMASMHOAOTHYHH MPOYYBAHHA NPENo/araT NoBHINeH
PHCK OT crioHTaleH aGopt cien ynotpeba Ha MEXHOWTOPH Ha CHHTE3a HA [POCTArJIaH/iMH B HAYaNOTO
Ha 6pemMeHHocTTa. TloTeHLMANHUAT PHCK TIO BpeMe Ha GPEMEHHOCT NPH XOpa € HEHM3BECTEH, HO He
Moxe Aa Obae m3kmouen. Llenexokend, KakTo W ApyrHTe JekapcTsa, OTHCKALUH CHHTE3a Ha
MpOCTarnaHAnH MOXe JIa MPEAN3BHKA POIoBa cabocT H MpexaeBpeMEeHHO 3aTBAPAHE HA JYKTYC
apTepPHO3YC Npe3 [OCNEAHHUA TPHMECTDP.

To BpeMe Ha BTOPHS HIIM TPETHA TPHMECTHp Ha GpemenHocTTa HCIIBC, BRITIOYHTETHO LENEKOKCHO,
Morat Aa Npu4yHHAT 6B0peyna JucyHKUIMA Ha IUTIOAA, KOSTO MoXKe 13 I0BEAE AC HAMAIIBAHE Ha
obeMa Ha AMHHOTHYHATA TEYHOCT KIH OMIOXHAPAMHHO B TEXKKH crydaH. Takura edekTd Morar aa
HACTBIIAT CKOPO CleN 3armovBaHe Ha JeUSHHETO B 0OHKHOBEHO ca 00OpaTHMH.

Ilenexokcub e NPOTHBONMOKA3EH NMPH OpeMeHHH H NP YEHH, KOUTO MOTAT Aa 3abpeMeHeAT (BK. TOUKH
4.3 u 4.4). [Tpu 3abpeMeHaABaNE IO BpeMe Ha JIeucHHe, IIPHEMBT Ha LeneKokeHb Tpabea na 6bae
NpeKparTeH.

Kspmene
LenekokcHb ce eKCKpeTHpa B MIIAKOTO Ha KBPMELLH IUIBXOBE B KOHIEHTPALMK, Nono0HH Ha TE3H B

rnasmara. IlpueMsT Ha NenekokcHG npu Mansk Opoli KEPMEITH AKEHH NOKA3Ea SKCKperis Ha
LIeNIEKOKCHG B MHOTO HMCKY KOHLIEHTpalpH B KbpMara. JKeHu, npuemainy nenekokcnd, He tpatea na
KBPMST.

OepTHIHTET
Ha ocHoBaTa Ha MexaHW3Ma Ha AeiicTeue ynotpe6ata Ha HCTIBC, BKMIOHHTENHO LENEKOKCHO, MOXKE

Aa 3a0aBy WM MPEAOTBPATH PA3KLCBAHETO HA AHYHUKOBHS (PONTHKYI, KOETO Ce CBbP3Ba ¢ 00paTHMO
Oe3rutoue pH HAKOH JKEHH.

4.7 EdexkTH BLPXY cnocofHOCTTA 32 modupane B padora ¢ MAIHAA

[TaupeHTy, KOUTO YCelAT 3aMasHOCT, CBETOBbPTEX WiIH CHHAMBOCT, IOKATO IPHEMAT LIEEKOKCHO,
TpabBa fa w3bareat na mwogwupar HiH Ja paGOTAT C MAIIHHH.

4.8 HexeNlanu JeKapcTBEHHE PEAKIHH
Hexenanure peakuuu ca H3bpoeHu No CHCTEMO-OPraHHH KJIacoBE H NOAPEACHH MO Y€CTOTa B

Tabanna 1, oTpasasalM JaHHK OT CASIHHTE HITOUHHLIM:
- HexxenaHu peakums, IOKNAABAHU IPH MALHEHTH C OCTEOAPTPHT H MAlMEHTH ¢ PEBMATOHICH

no Bpeme Ha 12 nnanedo /i AKTHBHO-KOHTPOTMPAHH KITHHHYHH MPOYYBAHU C
NPOABIDKMTENHOCT A0 12 ceAMMLM, TPH AHEBHH 1031 uenekokcnd oT 100 mg ao 8
JNOMBIHHUTENHH npoy4uBaHus ¢ HecenekTeHu HCTIBC kaTto cpaBHHTENHO Nexap
npubnusutento 7 400 nauEeHTH ¢ APTPHT €2 JIEKYBaHH ¢ LIENEKOKCHD B AHEBHU
300 mg, exmouurento npH6Au3HTENHO 2 300 MauMeHTH NeKyBaHu 3a NIepuoa OT




noseue. Hexxenanure peakuun HaGmonasaHy NPH JIEUEHHUE © HENEKOKCHO B TE3H JOMBIHHTE/HK
NPOYYBAHHA, OTTOBAPAT Ha TE3H, MPH MAIMEHTH ¢ OCTECAPTPHT M PEBMATOMIEH APTPHT,
A30poeHH B Tabnuna 1.
- Heskenanu peakuus, CboGLIEHH ¢ 4eCTOTa 10-TONAMA OTKONKOTO NPH Nnanebo 3a y4acTHULIH,

JICKYBaHH ¢ teaekokcHd 400 mg THEBHO B ABATOCPOYHH NPOYYBaHHS 33 NPESBEHINA Ha NONHITA
C NPOABLIDKHTENHOCT A0 3 roAMHH (33 NPEBEHIHA Ha aleHoMma ¢ uenekokeub (APC) u
TNpeBeHLMA Ha KONOPEKTAIHHTE CIOPaAHYHY ageHomaTosuu nonunH (PreSAP); piok Touka 5.1
ChpAevHOCHAOBA 5E30MaCcHOCT ~ ABITOCPOYHH NPOYYBAHHA, BKNIOYBALIM MALHEHTH CBC

CnopagvvHi aaCHOMATOZHH I[OJ]HH}{).

- HesxenaHu nekapcTBeHH peakliMH 0T NOCTMApKETHHIOBO LIPOCIENIBaHe, JOKIa/iBaHH KaTo
CTIOHTAaHHH CLOOIIEHNs 3a IEPHOA, B KOHTO NpEOAM3NTeTHO > 70 MHJIMOHA NALHEHTa Ca
NeKyBaHH ¢ HENEKOKCHO (pasiidHe A03H, NPOTBDKHTENHOCT H NoKasaHus ). Bropexu e Topa
£a peakiy, MACHTA(QHLUMPAHH OT OCTMapKeTHHIOBH ChoOLIEHHS, NPH ONPEAEIAHE Ha
YeCTOTATa CA B3ETH NPEABUA JAHHHTE OT Npoy4BaHHsTa. UecToTHTE Ca onpeaenenH Ha 6asata
Ha KyMYJIaTHBEH METa-2aHANTH3 Ch¢ CHOHpaHe HA JAHHH OT NPOY4BaHKSA, PEACTABIISBAIA
ekcnosuums npu 38102 naumenTy.

Cnepnara Tabiuia 060611aBa HeXENAHUTE JIEKAPCTBEHM PEAKLIMA Ha LENeKOKCHO pas/iesieHu B rpymm
cniope]l TepmuHonoruara no MedDRA 3aeqHo ¢ TAXHATa 9ecTOTA:

Mzuoro yectr (= 1/10)

Yectu (= 1/100 go < 1/10)

Heuectu (= 1/1 000 xo < 1/100)
Peaxu (= 1/10 000 a0 < 1/1 600)

MHoro peaxku (< 1/10 000)

C HeM3BecTHA YecToTa (HB MOX¢ Ja c€ NpeJBHIH OT HATHYHHTE ,E[aHHH)

Ta6auna 1. HexelaHu JeKAPCTBEHH PeaKIud B KIHHETHE NPOYBAHHS ¢ He/IeKoKcHd  mocT-
MapKeTRAroBo aabmonenne (MpeAnoYaTann Tepmunn no (MedDRA)'

Muoro Yecru HeuyectH Peaxu MHoro peaxu C
YeCTH HEH3BEC
THA
4ecTOTA

Hudex-unn CunyszHr,
" HudecTa- HHpEeKUME Ha
LHH rOpHHTE

I¥XaTelHH

TBTHILA,

dapuHrur,

nHbexnHs Ha

TTHKOYHWUTE

IThTHHIA
Hapywenus Awnemun JleskomieHus, Manuuronenus*
HA KpbBTa H TPOMGOLHTO-
aumMpHaTA NEHHA
cHCTEMa
Hapyiwienus CBpBXUyB~ ApadunakraseH
HA AMYHHATA CTBHTEIHOCT mox?,
cHCTEMa aHapUIAKTHYHA

peakii’ AP
Hapyiienus Xuirepka- -
Ha JIHeMUA
mMeTaGonuima
U XpAHEHETO
| [IeHXHYHA | Beacbuue Tpesox- ChCTOSHHE HA




HApYLUIEHHS HOCT, 00BPKaHOCT,
AeTnpecHs, XaITHOIH-
yMopa Haum*
Hapyieans 3amaiiBane, Hucyar!, ATaKCHA, BprpeuepeneH
HA HEPBHATA XHIEPTOHASA, | TAPECTE3HH, | AHCIEY3HA KPBBOH3IIUB
CHCTEMA rnasobonke* | CLHTMBOCT, (BKIIOYHTEI-HO
taraneH
BLTpEMEpE-NeH
KPbBOH3MB)®,
acenTHyeH
MEHHHIHT?,
enuIencHs
{ BITEOMMTENHO
BIOILABAHE HA
CBLUIECCTBYBAITA
enunencus)*,
areysus’,
ancomus’
Hapywienus 3ambrieno | KpeBomsnus B | PernnanHa
HA OUHTe BUDKIAHE, oxoTo? aprepHs’® ik
KOHIOHKTH- BEHO3HA
BuT? oxny3us’
Hapywenns Tunutyc,
H2 ¥X0TO H HamaneHue
aabupHyTa Ha cayxa'
Crpaeunn Muokapaen Copreyna Apurmus®
HApYIIeHHSH aHdapkr! HeocTa-
THIHOCT,
NANNUTALMH,
TAXUKAPIHUS
Cuaosn Xunep- Benogpobex Backyaut*
HApYieHHA | TOHHA' emMBonuzem?,
{BxmO%- 3a9epBABAHHA
HTEIHO
BIIOIIARAHE
Ha
CBILECTEY-
Balia
XHrep-
TOHNA)
PecnupaTopn Punut, Bponxo- TreBMoHAT*
H, IPLIHH H KaOumua, crnazsm?
MEeAHACTHHAN aucusen'
HH
HAPYILeHUS
CromamHo- T'agene®, 3anek, CroMamHo-
YpeBHA fonka B TaCTpPHT, YpEEEH
HAPYWeHus Kopema, CTOMATHT, KpPLBOH3NME®,
IHMApHA, CTOMAIHO- | AYOIEHATHA
OHCTIETICHA, YPERHO 1383,
¢dnaTyneHuus, | En3nane- CTOMAIIHA
MOBpBINane', | HHe A3Ba,
mucdarus’ (BKNIOUH- esodareanua
TEIHO A3Ba, 1364 HA
BAOHIABAHE | THHKOTO K
Ha deberoto
CBILECTRY- 4epBO, YpEBHA
Bl nepdoparms,
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CTOMALHO- ezotarur,
YPEBHO MeneHa;
BBINANEHHE) | NAHKPEATHT,
, OPHIBAHE kenvr!
XenaTobunu AbHopMHa Xenarut? Yeprogpobua
apuu YepHO- HeAocTaTE4HOCT!
HAPYLIEHHHA apobua {nmonaxora
¢GyHKIIAS, daranga wan
MOBHIIABAHE H3HCKBAIIA
Ha yepHO- gepHoapobHa
ApoOHHTE TPAHCILIAH-
EHIUMH TANHA),
(BxmpuUTEN GyIMUHARTEH
HO ACAT n xenatut? (HAKOH
AJIAT) ¢ daranen
H3XO0IH),
gepHogpodHa
Hekpo3a®,
xonectasa’®,
XOJIeCTATHIEH
XETATHT?,
KBJATeHHIA"
Hapymenns QO6pns, Vprakapus, | AHrnoenem’, Exchonnatuser
HA KOMATA H cbpbex ekxumo3n’ | anoneums, AepMaTuT,
NOAKOXKHATA (BxmoYBa oTouys- epuTEMa
ThEKAH reHepanuzu- CTBHTENHOCT | MyntHpopMe!,
paH cupbex) CHHJIPOM Ha
Stevens-
Johnson®,
TOKCHYHA
enHiepManHa
HEKponH3a®,
JeKapcTBeHa
Pearips ¢
eo3HHOGHIAA H
CHCTEMHH
CHMIITOMH
(DRESS)*, octpa
reHepany3npana
€K3aHTEMATO3Ha
MycTyNO3a
(AGEPY,
Gynosen
mepMatat?
Hapymenun Arpanrust Myckyman Muozut
Ha MYCKYJ chasMu
HO- {xpamnu 110
CKeJIeTHATa JIOITHHTE
CHCTEMA H KpaitHu1in)
ChLEAMHHTEIH
aTA ThKaH
Hapyumenns Veenmmenue | Octpa TyGynountepcTu
Ha Ha 6uOpeuHa HajleHn HedpuT®,
OnGpennrte n KpeaTHHHHA | HEZOCTa- HedipoTHIEH
NMHKOUHHTE B KPbBTA, TBYHOCT?, CHEIpoM?,
OBLTHINA YBeNHYeHHe | XHMO- CJIOMEPYINO-
Ha ypeATa B | Harpuemua’ nedput ¢
KpBBTA MHHHMAITHH
niesuu?




Hapyweans MeHcTpyanan Bes-

Ha Hapymenna’® wioaKe

BL3NPONIBOL (Hama-

H-TeHAaTa neH

CHCTEMA H pepru-

rLpaaTa JTer
fIpH
HeHH)

O6mn I'puno- Orok Ha

Hapyllenus nogxo6Ho JHUETO,

u edeKTH Ha safongapane, Goskn B

MACTOTO HA nepudepan repadre’

TIPHIOXKCHHE oTomy/

TO 33[PBKKA Ha

TEYHOCTH

Hapauaganu Tpasmu

S, OTPABHHUSA (BHE3aTHH

H TpaBMH)

YCITOAKHEHHS,
BbIHHKHAIH
B PEIYIATAT
Ha
HHTEPBEHUH
H

! Hexenanm nekapeTBeHH peakiivg, HACTBIHIIH B NPOYIBAHHATA 3a [IPEBEHLIAA
Ha TIOJTHIIH, HATEPBEHIMOHHHA NPOYYBAHMA, KOMTO ca 00XBaHaNH JIMilaTa,
JIeKYBaHM ¢ 1elTekoKcHO 400 mg AHEBHO NPH IBe KITMHWYHH RPOYIBAHHA C
npoaskaTeanoctT 00 3 romuny (APC u PreSAP npoyusanus), Hexenanure
JIEKApPCTRENH PEaKLEK, H30pPOEHH No-rope Iy OIHTA 3a MPEAOTRPATARAHE HA
TIOJIMIIM €4 CAMO TE3M, KOWTO ¢a BeUe MPH3HATH B NOCTMAPKETHHIOBHA OITHT, HITH
€a GHan N0-IECTH, OTKONKOTO IPY NPpOYYBAHHATa 33 apTPHT.

2 B 1ombIHeHUE, CISHNTE Heu3secmuy Jocesa HeRENaHA PeaKiHH ¢a
HaGIOABaHY NPH MPOYYBAHHA 33 IIPEBEHINA HA MOJIHIIH, BKIIIOYHITH Jikila,
JAeKyBaHH ¢ nenexokcub 400 mg anepHo B 2 KIHHWIRY NPOYYBRAHHA C
npoaekrTenHecT 10 3 roausd (APC u PreSAP npoydapaHna):

YecTH: aHTHHA NMEKTOPHC, CHHIAPOM HA Pa3Ipa3HETOTO YEPBO, HeponuTHasa,
MOBHILIEH KPEaTHHHH B KPBETA, A00pokavecTBeHa NPOCTATHA XHIICPTINAsHA,
nosumasane Ha Ternoto. Heaecru: XemukoGaktep HubexLHA, XEPIEC 30CTeD,
epu3umien, GPOHXOTIHEBMOHNUS, BL3MANCeHHE HA Ta6MPHHTA, THHIHBATTHA
uAdeKUA, THIOM, MOMBTHABARE HA CTEKIOBHAHOTC TAN0, KOHIOHKTHRAICH
KPBBOHIIHKE, TpoMO03a Ha ALNGOKHTE BeHH, AMCHOHNA, XEMOPOMAANHO
KhpBEHe, 3ACHICH MOTHIIHTET HA YEpBaTa, S3IBM B yCTATa, alepriHieH AcpMaTuT,
TAHCMOH, HOKTYPHA, BATHHATHO KbPECHE, YYBCTRHTCAHOCT Ha FbPAHTE,
(paxTypa ua joneH kpaiiHik, TOBHIIABAHE Ha HAaTPHi B KpBETA.

3 JeHHTE, KOUTO HMAT HaMcpeHKE Aa ZaﬁpeMCHEBaT, ¢€ M3KMIOYBAT OT BCHYKH
npoy4BaHHA. Mo Tazn MMPUYHHA OUCHKATA 33 YECTOTATA HA TOBA cubuTie,
ChIIIACHO JAHHHTE OT NMPOYYBAHHATA ¢ HEOCHOBATCIHA.

4 YecToTHTe Ca ONpeaeieHH HA OCHOBATA HA KyMYTIATHBEH METa-aHANIH3 CbC
cLOMpaHe Ha JaHHM OT MPOYYBAHUS, MPEACTABIABALIY €KCIOIMIMA py 38102
TIALHCHTH.

B oxonuatennuTe aaHHH (npucbaeHn) ot AIIK u PreSAP npoy4saHua NpH NauMeHTH, IEKYBaHH €

uenexkoxcut 400mg nHeBHO 32 nepuox Ao 3 roguHM (COOPHH NaHHH OT JBETE MPOYYBAHHA, BHX

Ha MUOKap/eH WHGapkT e 7,6 crOuTHa Ha 1000 maupeHTH (HeYECTH) H HE € UMAJIO MOBE
MHCYNT (BUNOBE, KOHTO He ca nudepeHurpatH) ciupamo miauebo.

Cnofinasare Ha NOAO3IHPAHU HCKETaHW pECaKLIHH




C106mABaHETO Ha NOJO3UPAHM HEXENIAHH PEAKIMY CIe/l pa3pelaBaHe 3a ynoTpeba Ha NeKkapcTBEHMA
NpoayKT e BakHO. ToBA NMO3BONARA /1A NPOABIKH HaGNIOAEHHETO HA CHOTHOILEHHETO TION3a/PHCK 32
NeKapCTBEHHA TPOAYKT. OT MEOHUMHCKHTE CTISLMATMCTH Ce M3MCKBA 13 ChoblaBaT Beaka
MOJ03HPaHa HEXKENAHA PeaKiya ypes

Hanbnnyrenta areHups 0o neKapcTsata

yi. ,,Jlamsan ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpeaocsnpane
HsMa KJIMHHYEH OIAT ¢ npenosupate. EnHokparsu 1036 fo 1 200 mg » MHOTOKpaTHH 1034 10 |

200 mg aApa BTY JHEBHO €A NPWIAraHy MpH 35PABH HHHNBHIH B NPONLIKCHHE HA REBET NICHA Oes
KITHHHYHO 3HAYNMH HEXKeaHH peaKkLHH.

Ilopenexue Npy NpeaoIupaHe

B cnyuait Ha mojo3npano npego3upaHe TpLOBa ga ObOAT OCHIYPeHH CHOTBETHH NOUIEPIKALLH MEPKH,
HAMp. OTCTPaHARAHE HA CTOMAIHOTO ChIBPKHUMO, KTRHAYHO HaOTIOAeHHE H TIPH HEOGXOIHMOCT
NpyiaraHe Ha CHMITOMaTHYHO JedeHHe. Masiko BEpOSTHO € AHATH3ATA Aa CE OKaKe eHKaceH MeToa
33 OTCTPAHABAHE Ha JICKAPCTBEHHA NMPOAYKT NOpaad BHCOKATA CTENEH HA CBBP3BaHE C IUIA3MEHHTS
HenTbun.

5. @®APMAKOJIOTHYHM CBOMCTBA
5.1 ®apmakogHHAMAYHH CBOHCTBA

(bapMaKOTepaneBTHYHA TPyNA: TMPOTHBOBL3NAIHTENHH | [IPOTHBOPEBMATHYHHA MPOIYKTH,
HecTepouaHH, kokcuOu; ATC koa: MO1AHO1.

Mexaniasm Ha gelicTere

Lienexokcub € nepopaneH celleKTHBEH MHXMOUTOP Ha uMKutookcurerasa-2 (COX-2) B paMkuTe Ha
winanMHATE 1037 (200-400 mg nuesHO). B 1031 10308 MHTEPBAN MPH 3APABH NOOPOBOILE HE C&
HaGI0IABA CTATHCTHYSCKH 3HaYMMa HHXHOHUMA Ha COX-1 (oueHeHa KaTo ex vivo HHXHOHpaHe Ha
obpasyeanero Ha TpomGokcan B2 [TxB2]

(BapMakoanHAMUUHH edeKTi

IiKno0KCHreHasaTa ¢ 0TroBopHa 3a 0GpasysaneTo Ha npoctarianauan. Haenrudrumpans ca nse
uzodopmu, COX-1 1 COX-2. COX-2 e n3ogopMaTa Ha EH3HMA, 32 KOATO € JOKa33HO, Y€ C& HHIyLHpa
OT NPOBb3NATHTENHH CTUMYITH H 3a KOSTO Ce IPeAnosara, 4¢ € OCHOBHO OTrOBOPHA 34 CHHTE3aTa Ha
NPOCTAHOHAHH MEHATOPH Ha GonkaTa, pr3naneHHeTo U dedpwintera. COX-2 yvacTea CbLuo H B
OBYNALNATA, IMIUIAHTALUMATA ¥ 3aTBAPSHETO Ha AYKTYC apTEpHO3YC, perylauudra ia 6s0peunara
byHkuMs U GYHKIIHATE Ha TIEHTPAHATA HEPBHA CHCTEMA (MOBHINEHHE HA TEIECHATA TEMIICPaTypa,
BE3NpHATHE 32 00JKa M MO3HABAaTENHA QYHKUMA). BE3IMOXKHO € [1a Hrpae polia W NPH 3a3/IpaBABaHE Ha
a3puTe. COX-2 e HAEHTHOHIHPAHA B THKAHTA OKOJIO CTOMAINHH A3BH NPH XOpa, HO OTHOINEHHETO i
KBM 3a3/IpaBiBaHETO Ha A3BUTE HE € YTOUHEHO.

Paanukara B aHTHarperantHata akTHBHOCT Mexay Haxon COX-1 maxubupamy HCHIBC u

cenekTHBHHTE COX-2 HHXMOUTOPH MOJKE A € OT KIMHHYHO 3HAUEHHE NPH NAUMEHTH C NMOB
prck ot TpomGoeMbonuzeM. Cenextusnute COX-2 upxubHTOpPH HAMANABAT 0OpazysaH
cucTEMEH (U MO TA3K NPHYHHA, BEPOATHO, EHIOTENEH) NPOCTALMKINH, 63 a 3acarat Ty
TpoMBOKCaH. i &




IlenekokcHb npeacTaBNABa HAPHI-3aMECTEH NUPA30Jl, XHMHUECKH CXOJICH C HPYTH HeapHIaMHHOBH
cyndosammay (Hanp. THasuay, GyposeMu), HO Ce pa3uy4aBa OT apHIaMHHOBHTE CYIGOHAMMIK
(nanp, cynaMeTOKCH30 H APYTH CyNPOHAMHIHH AHTHOHOTHIIH).

Crien npHaraHe Ha BHCOKH JIO3H LieNeKOKeHO ce Habmoaasa 10303aBHCHM €QEKT BBPXY
obpasyranero Ha TxB2. Ilpn sapaBu ungueuay, obaue, npy MAIKH MpOY4BAHHA ¢ MHOTOKPATEH
npreM Ha 600 mg 1Ba MbTH AHEBHO (TPH ITHTH 0-BHCOKA C HAH-BHCOKATA MPEMOPbUMTENHA 103}
nefnekokcHO He € uman edekT BBpXY TpomMOoLTHATA arperauyd U BPEMETO Ha KbpBeHe B CPABHCHHE C
mnauebo.

Knunnuna ebuxacHoct H fezonacHocT

TMpoBeneHH ca HAKONKO KIMHWYHN NPOYYBAHHS, NOTEBpKAABALY eHKACHOCTTA H Ge30nacHocTTa
NPH OCTEOAPTPHT, PEBMATORAECH APTPUT M AHKWIO3MpALY CIOHAWIHT. B mnaueGo- M akTHEHO
KOHTPOJIMpPaHH TPOYYBaHAsA ¢ NPOABIKHTENHOCT 10 12 ceamuun npH npuGnuzeTentHo 4 200
nalKeHTH ¢ O1ia HaNpaBeHa OLCHKA HA LIEISKOKCHO 32 IeueHHe Ha Be3NaieHHeTo B fonkara,
aBExalM ce Ha QA Ha KonsHoTo U Tazobeapenara ctasa. B ruialiebo- H AKTHBHO KOHTPOJIHPAHH
MPOYYBAHHS ¢ IPONBIUKHTENIHOCT 10 24 ceMuny npH npubmisurento 2 100 natweHTH nenexokcud e
G OLIeHEH H 32 IeYeHHe Ha Bh3naneHnero U Gonkara npu PA. Ilenekokcuf B aHerHa 103a o1 200 -
400 mg Boau o obnex4apaHe Ha GonkaTa B paMKMTe Ha 24 yaca oT HAYANOTO Ha IEYEHHETO.
[{enexokcHO € OUEHEH 32 CHMITTOMATHYHO JISYCHHE HA aHKHIO3HpALL, CIOHAITHT Np 896 nauueHTH B
nnanedo- H AKTHBHO KOHTPOIIMPAHH NIPOYUBAHHS ¢ MPOXBDKHTENHOCT 10 12 ceaMuum. B Te3u
NPOYYBaHUA LENIeKOKCHO B 1031 oT 100 mg asa Ty AHesHO H 200 mg ennH mbT AHerHO, 200 mg aBa
asTH aHeBHO ¥ 400 mg efMH MBT AHEBHO, € TOKA3an 3HaYMMO nonobpente Ha Gonkara, obimara
aKTHBHOCT Ha 3300nABaHeTO H (yHKIMATA MPH AHKHIO3ZHPALLL CTIOHJHIIMT.

[NpoBeaen: ca NeT paHAOMH3IHPaHH, JBOHHO-CIENH KOHTPOIHPAHA NPOYYBAHHA, BKIFOUBALLH
IUTAaHOBA FOPHA FaCTPOMHTECTHHAJIHA €HAOCKONMSA NpH npubnusurenHo 4 500 nanmenTu 6e3 navyanHa
yiuepaumns (0341 Ha uenekokcub or 50 mg mo 400 mg aea neTH AHEBHO). B mpoyusanui ¢
eHpocKomus ¢ 12-cegmuyna npoawkHTenHocT nenexoxcut (100-800 mg fHEBHO) € CBBP3aH C;
3HAYMMO TIO-HHCHK PHCK OT racTPoAyoeHATHU A38H OTKONKOTO Hanpokcew (1 000 mg u6ympoden (2
400 mg nueBHO). CpaBHHTEIHUTE NpoyuBaHus cpaMo quitodenax (150 mg qHeBHO), ca
NpOTHEOpeYHBH. B npe or 12-ceMHYHATE NPOYyUBaHHA [IPOLEHTHT NALHEHTH C EHAOCKONICKH JaHHH
38 racTpoRyOAeHa/IHa YAuepalutd He [10Ka3Ba CTATHCTHYECKH 3HAYHMA PAITHKA TPYIIHTE, ICKYBAHH C
manedo, H Te3H, neKyeanH ¢ tenekokcut 200 mg nsa nsTH gHeBHO U 400 mg ABa ILTH JHCBHO.

B npocnexTHBHO ALArOCPOUHO NpoyyBaHe 3a GezonacHoct (mpoy4eatero CLASS, npoas/bKuTeHOCT
oT 6 1o 15 mecena) 5 800 naumenTn ¢ OA 1 2 200 narueHTH ¢ PA ca nomy4aBaiu LeNEKOKCHO

400 mg ABa WHTH AHEBHO (CHOTBETHO 4 M 2 ITBTH NO-rojisMa oT npenopbusanara npu OA u PA nosa),
ubynpoden 800 mg Tpu nbTH AHEeBHO WIH AMKIOoheHAK 75 Mg ABa TETH AHEBHO (TepaneBTHUHH 1031
3a MOCJAENHMTE ABa IpoAyKTa). J(BaneceT H ABa NpOLEHTA OT BKJIFOUEHHTE NALMEHTH Ca B3EMalH
€IHOBPEMEHHO HUCKa 1032 ALETHICATALWIIORA KHcenuHa (< 325 mg/aeH), rnasno 3a (CC)
npodwiakTika. [lo oTHOMmeHKWe Ha TbpBMYHATA KpaiHa e YCIOKHEHH f3BH (ONpeIeNeH KaTo
racTpOMHTECTHHATHO KbPBEHE, Nepopatss i o6CTpyKUMS) eeKokeHD He e 6un curHHbrKanTHO
paznuked oT ubynpodeH HNH AUKIOQEHAK, B3eTH nootaeaHo. Chino Taka 3a koMOHHHpaHaTa rpyna
HCIIBC He € iMano cTATHCTHYECKM 3HAYHMA PAVTHKA 33 YCIOKHEHHTE A3BH (OTHOCHTENEH pHUCK
0,77,95% CI 0,41-1,46 na Gazara Ha Hienus nepuon Ha npoyusake). [lo oTHOIIEHEE HA
KOMOWHHPAHATA KpaitHa LieN YCIIOKHEHH M CHMITTOMATHUHM S3BM, 4ecTOTaTa € Guna CHrHu(pHKaHTHO
TIO-HHCKA B IPYNAaTa NAUHEHTH, JICKyBaHM C LeNeKoKCHB, 0TKONKOTO NpH Te3u, nekysanu ¢ HCIIBC,
orHocuTeneH puck 0,66,95% CI 0,45-0,97, Ho He u Mexy uenekokcub U aukiodeHak. [lauuenture
Ha UENeKOKCHO H ChITBTCTBALLH HHCKH A03H ALETIICATMLWIOBE KHCE/IHHA Ca HMAIH 4 IBTH 1Q-

H3cAeABaHe, € O1Una CUrHHGUKAHTHO MO-HUCKA P NAUHEHTH Ha 11eAeKOKcHD B ¢pa
Ha HCIIBC, otHocutenen puck 0,29,95% CI 0,17-0,48. HecroTara Ha TOBA YCJ0MKH
€ UENEKOKCUO € Ouna CUrHA(MKAHTHO NO-HKUCKA HE3ABUCUMO OT TOBA JANH [1AaIHe




HJTH HC H QHCTHACAMHNHIOBE KHCE/IHHA.

B npocneKTHBHO paHAOMM3HPaHO 24-CeIMHYHO MPOYYBaHE 3a 5€30MaCHOCT NPH NAUHEHTH HA
BB3pacT Ha/Hag 6 roauHH WK ¢ AaHAMHE3A 33 racTPORYOACHAIHH A3BH ((IPHEMATHTE
ALETHNCANHIMIOBA KHCETHHA Ce M3KIIOYBAT), NALMWEHTHTE C MOHKWKEHH XeMOrnoOuH (>2 g/dL) w/unu
xeMaTokpyT (>10%) oT cTOMamHO-4peBeH MPON3XOA M JTeKyBaHu ¢ Leekokeud 200 mg ABa METH
aHesHo (N = 2 238) ca no-Manko B CpPaBHEHME ¢ NALUMEHTHTE, NeKyBaHH ¢ guxnogenak SR 75 mg qsa
O'BTH AHEBHO K oMerpason 20 mg seansxk anesHo (N = 2 246) (0,2% cpemy 1,1% 3a T€31 ¢
YCTaHOBEH CTOMAaLIHO-upeBeH mpouzxon, p=0,004; 0,4% cpemy 2,4% 3a Te3d ¢ npeanonaraem
cToMamHO-4peset npouzxog, p=0,0001). Hecrorara Ha KIHHHYHO H3SBEHH CTOMAIIHO-YPCBHH
YCIOXKHEBHA KaTo nepdopaiis, o6CTPYKUMA M XEMOpAris ca MHOIO HHCKH, 6e3 pasinuus Mexny

JieKyBaHHTe rpymH (4-5 3a rpyna).

Coupaeanochbaosa GezonacHocT- {bArocpouns NpoyIBaHHA NPH NANHEHTH ChC COOPAAHYHE
2JeHOMATO3HH NOJANH

[Iporenenu ca ABe MPOYYBAHMA ¢ HEAEKOKCHO PH NALMEHTH ChC CHOPaJUYHH a1€HOMATO3HH
nomunu, a iMenso APC npoyusanero (Adenoma Prevention with Celecoxib) n PreSAP npoyuranero
(Prevention of Spontaneous Adenomatous Polyps). B npoyusanero APC BMa 10303aBHCHMO
yBETTHUeHHE B KOMOHHMpaHaTa Kpaiisa uen (oueneHo), Barousaiia CC cMbpT, HHOAPKT Ha MHOKApAa
WM MHCY/IT NPH HEeJIeKoKcHO cpaBHeH ¢ aneto 3a 3-roanuiAo neycHue. PreSAP npoydBaHeTo He
M0Ka3a CTATUCTHYCCKH 3HAYMM YREAWYEH PHCK 3a ChillaTa KOMOWHHpaHa Kpaiina ue.

B npoyusanero APC, orHOCHTENHHTE pHCKOBE cnipaMo rianefo 3a KoMOMHMpaHa KpaiiHa ren
(oLieHeHN), BKIIFOYBALIA CHPASYHOCHAOBA CMBPT, HHQAPKT Ha MHOKAPAA HIH HHCYT, ca 61 3,4
(95% CI 1,4 - 8,5) c nenexokcu6 400 mg aga meTH auesHo U 2,8 (95% CI 1,1 - 7,2) ¢ uesnekokcHb
200 mg npa neTH AHEBHO. KyMyaTHBHMTE CTOMHOCTH 32 Ta3u koMOuHHpaHa KpaifHa Hen 3a 3 roaunu
ca Ounu 3,0% (20/671 yuactawum) u 2,5% (17/685 yuacTaHIM) cHOTBETHO, cripamo §,9% (6/679
YYACTHHLIH) 3 Wiane6o. YBennueHHATa 32 BeTe IPyny A03H LienekokcHb cnpsmo niauebo ca ce
IBIDKAJIH TTIABHO HA YBEIHYEHA 4€CTOTa Ha HHGAPKT Ha MHOKAPIA.

B npoyuBanero PreSAP, OTHOCHTETHMAT pUCk cOpAMO Miaue6o 3a chlaTa KOMOHEHPaH (OLUEHEH) €
6un 1,2 (95% CI 0,6 - 2,4) ¢ uenekoxeu6 400 mg Beansx AHERHO cOpamo mwianebo. Kymynatuenara
4ecTOTA Ha Ta3u KOMOMHHpaHa xpaiiHa nen 3a 3 roguHu e 61wa 2,3% 1(21/933 yyactanuu) u 1,9%
(12/628 yuacTHuH) choTBeTHO. YecToraTa Ha MHQapkT Ha MUOKAPJIA (ouetena) e 6una 1,0%
(9/933 yuacTHuum) ¢ tenekokcub 400 mg senubx anesHo u 0,6% (4/628 ygacTauim) ¢ nnanedo.

Janaute ot TpeTo Abarocpouso npoyusaHe ADAPT (Alzheimer's Disease Anti-inflammatory
Prevention Trial) ne noxazsar 3naunmo ysehyenye ha CC puck ¢ tenexokcut 200 mg asa mbTh
AHEBHO CNpAMO MIaueto. OTHOCHTENHHUAT PUCK cnpaMo miane6o 3a chiata KOMOWHHPaHa KpaiHa
to4ka (CC cMbpT, MHOKapaen wHpapkT, uncynt) e 6w 1,14 (95% CI1 0,61 - 2,12) c uenekokcut
200 mg nBa ety gHesHO. YectoTara Ha uHbapkT Ha muokapaa € 6uwna 1,1% (8/717 naupenTy) ¢
uenexokcHd 200 mg aga mbTH aueBHo U 1,2% (13/1 070 naupmentH) ¢ nrauebo,

pocnexkTaBHA PAHAOMHIAPARA OEHKA HA KOMILTEKCHATA (€30MacHOCT Ba HeJIeKOKCRO crpamo
uOynpodes win sanpoxcen (Prospective Randomised Evaluation of Celecoxib Integrated Safety
vs. Ibuprofen Or Naproxen (PRECISION))

[Mpoyueanero PRECISION e fpoiiHociasno npoyusaHe Ha ChPASHHOChAOBA OE30MACHOCT MpH
naimesTH ¢ ocreoaptpat (OA) win pesmaTouaeH aptput (PA) ¢ BHCOK PHCK 3a HITH CbC
CHPAEYHOCHI0BO 3ab0aBaHe, cpasHaABato Lenekokcub (200-400 mg axeBHo) ¢ HanpokeeH (750-

1 000 mg anerHo} H ubynpoden (1 800-2 400 mg anesno). [TepeuuHaTa Kpaiina TOYKA, KOAT

Collaboration (APTC)) onpeaens HezaBucHMo, e koMOMHIpaHa KpaliHa TOYKa, BKIIOYE
CBPAEYHOCH0BA CMBPT (BKIIOUHMTENIHO CMBPT MOPAAH KPbBOH3NHB), HedataneH unda
MHOKapaa MW uHCynT. [TpoyusakeTo e nnanupaso ¢ 80% Bb3MMKHOCT Ja OLCHH CXO,
OezonacHocT (non-inferiority), Ha sciuku NauMeHTH € NpeinvcaHo OTKPHTO e30MENpR




3a fpeAnazBate Ha cromaxa. Ha naupedTuTe, npuemaly aueTHICANHIIOBRA KMCeAnHa B HHCKH J103H,
€ pa3pelieHo A MPOABILKAT JIeYEHHETO; HA H3XOXAHOTO HHBO [IOYTH MONIOBHHATA OT MARMEHTHTE Ca
NPHEMATH ALETUICATHIUIOBA KHCETHHA. BTOpHUHHTE U TPETHYHHTE KPAHHH TOUKH BKTIOYBAT
MOCNEACTBHATA OT IEYEHHETO N0 OTHOIIEHHE Ha ChPASYHOCHI0BATE, CTOMAILIHO-YPERHATA H
6u0peutiaTa cuctema. CpeaHaTa oTmycHaTa 034 € 209 + 37 mg/nen 3a nenekokcud, 2045 £ 246 mg 3a
nbynpoden u 852 + 103 mg 3a nanpokcen.

Ilo oTHOIIEHHE HA MBPBHYHATA KpaifHa TOYKa, eNEKOKCHO, B CPABHEHHE KaKTO C HAMPOKCEH, TAKa H C
ubynpodeH, OTroBaps Ha BCHYKHTE YETHPH NPEABAPHTENHO ONpeACieHH H3UCKBAHHA 32 CXONHA
6e3onmacHocT (non-inferiority) (Baxrte Tabmuua 2).

Jpyru He3aBKCHMO onpeaeleHH BTOPHYHY M TPETHYHH KPaHHKA TOYKH BIJIIOYBAT NIOCHEACTBHATA Ha
MIEYEHHETO HA CHPASUHOCHI0BATA, CTOMALIHO-UpeBHaTa i GB0peunara cuctemMa. OCBeH TORa, €
NpoBeIEHO 4-MECEHHO NOANPOYUBAHE, ¢ (OKYC BHPXY e(PEKTUTE HA TPHTE NIEKapCTBA BBPXY
apTepHANHOTO HANATAHE, M3IMEPEHO Ype3 amGynaTopHo npocnenseate (Ambulatory Blood Pressurre
Monitoring, ABPM).

Tabauna 2. IIbpsagen ananu3 va onpenenenara or APTC komOunnpana kpaiina To4Ka

AHaTH3 HA NoA/dexaimara Ha jeqdenne rpyna (ITT, no mecen 30)

Neaexoxcud 100-200 mg| Hoynpogen 600-800 mg | Hanpoxcen 375-500 mg
ABa BBTH JHEBHO TPH WHLTH AHEBHO JABa I'bTH AHEBHO

Bpoii 8072 8040 7 969
VYacTHHLH CBC 188 (2,3%) 218 (2,7%) 201 (2,5%)
cEOHTHA
CpasHsiBaHe o Henexokcubd cupumo Henexokcnt copamo Ifemexokcnb capamo
JABOHKH HANPOKCER uiynpoden HANPOKCEH
KoeduimenT na 0,93 (0,76; 1,13) 0,86 (0,70; 1,04) 1,08 (0,89; 1,31)
pucka (95% CI)

AHA/IH3 HA MOIHQAIHPAHATA, HOAISKANA Ha Jevucane rpyna (mITT, npu negenne 10 Mecen
43)

Henexoxcut 100-200 mg| Héynpogen 600-860 mg { Hanpowxcen 375-500 mg

JARA ETH JHEBHO TpH OLTH AHEBAO JAB3 ObTH JREBHO
bpoii 8030 7990 7933
Y4acTHHIM CBC 134 (1,7%) 155 (1,9%) 144 (1,8%)
crOuTHA
Cpagnsagane no [Keaexoxcub cnpamo Henekokcnt cupamo | IMeaexoxcnd cnpamo
JBOKH HANPOKCEH uoyupoden EANPOKCeR
KoeduuueHt na 0,90 (0,72; 1,14) 0,81 (0,64, 1,02) 1,12 (0,889, 1,40)
pucka (95% CI) '

Ka’ro 410, peayn’raTm‘e ca YHUCII€CHO CXOIHH B rpynm‘e Ha LIBJ'IGKOKCP[S H B Ta3H Ha CpaBHHTBJ'[HHﬂ
OPOAYKT, 32 BTOPHYHHTE U TPETHYHHTE KPaiiHH TOYKH, U 11O TIPUHLIMI, HAMA HEOYAKBAHH HAXO/KH MO
OTHOUEHHE Ha DE30TMACHOCTTA.

Kato ce B3eme mpeasua BcHuko tosa, npoyusanero PRECISION mocousa, e HeneKoKkeHO B Hail-
HHUCKaTa ofobpeHa 103a oT 100 mg jIBa IHTH JHEBHO € CbC CXOaHa fezonacHocT capamo HEynpode,
JAo3upaH B Juanalona ot 600 mg — 800 mg Tpu BT AHEBHO WM HANPOKCEH, OPUNIAraH B 4
o1 375 mg — 500 mg Ba IBTH AHEBHO, O OTHOLIEHHE HA CHPACTHOCHAOBUTE HEXENIAHH
CopaeuHocsa0BHTE puckoBe oT kaaca Ha HCITBC, sximountento COX-2 uaxubutopu
33aBHCHMH OT 103aTa, MOpafn TOBa pe3ynTaTHTe 32 ueaekokchb 200 mg nHerHo no
ChPAEYHOCH0BaTa KOMOHHMpaHa KpaiHa TO4YKa HE Morar ja (baT eKCTpanonupaHu
LO3HPAHEe € H3MOA3BAHE HAa MO-BHCOKH NO3H [J.EJICKOKCH{S.
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AbcopOuus

HeaekokeHb ce pesopbupa n00pe, KaTo JOCTHTA HKORH TINa3MEHH KOHIEHTPAUMH Cliel
npubauzurento 2-3 uaca. [pueMET No BpeMe Ha XpaHeHe (XpaHa ¢ BHCOKO ChELPKAHHE HA MAIHHHN)
3abaBa pe3opOuwaTa Ha ueaekokeub ¢ okono 1 gac, koero BoaH A0 Twax oT 0kono 4 vaca 1
yBenuueHHe Ha GuoHamuuHocTTa ¢ okono 20%.

TMpu 3apasu BL3pacTHH A06poBonuy obmara cheremua excriozuuna (AUC) Ha 1IeNleKoKeHO ¢
€KBHBANCHTHA, KOraro LIBHEKOKCP[G CC MpHEMa Mo (bopma"ra Ha [i4/1a Karncyna Wik CbAbBpXKaAHUETO Ha
KANCYJaTa ce NOpLCBa BEPXY A0BAK0Bo mope. Hama 3uagnmu npoMeHH HA Cuax , Tmax Hitd T1i2 Crie
MpHEMaHE Ha CHBPIKAHHETO Ha KAINCYnaTa BbpXy S0BIKOBO MIOpE.

PaznpenencHue
CpBpP3BaHETO C MIA3MEHHATE NPOTEHHM € OKONG 97% npy TepaneBTHYHY [UIA3MEHH KOHLUECHTPAIHH,

KA&TO JIeKapCTReHUA NIPOAYKT He ce CBLP3Ba NpedepeHUKANHO ¢ EPHTPOLHTH.

buorpancdopmanms

MeTa6omu3MBT Ha UENEKOKCHG Ce OChImecTBABa OCHOBHO 4pe3 uuToxpom P450 CYP2CY. Tpu
meTabonura, HeakTHEHH Kato COX-1 win COX-2 uHxuOMTOpH, ca HICHTHQHIMPAHH B HOBELIKATA
T1a3Ma, & MMEHHO MbPBHYSH AJIKOXO0J, CHOTBETHATA KapOOKCHAHA KHCENHHA H HEHHMA [IIOKYPOHUL.

AKTMBHOCTTa Ha HHTOXpoM P450 CYP2C9 e HamaneHa pH NMAUMEHTH C FeHeTH4eH nomuMopdusbm,
KOETO BOZHM A0 HaMAEHa eH3UMHA aKTHBHOCT, KaKTO NpH XoMo3uroTsd 3a CYP2C9*3
noJXAMOPGHIEM HHIWBHTH.

BbB hapMakoKHHETHURO NPOyuBane Ha uenckokcdb 200 mg, npueMaH BeAHDbX AHCRHO, IIPH 31ipaBH
nobGposonuu ¢ue cneanure reHotund CYP2C9*1/*1, CYP2C9*1/*3 unn CYP2C9*3/*3, cpeanara
Cmax u AUC 3a 24 uaca Ha uenekokcu6 Ha fen 7 e Gra mpubnusuTento choTBeTHO 4 MBTH U 7 MHTH
yBeNnMUeHa, NpH HHAHBUAH ¢ reHoTn CYP2C9*3/*3 cnipamo npyrd reHoTHn®. B Tpyu otaendu
TIPOYUBAHHA C €HOKPATHA /1033, BIOMBAIH 0610 5 yuacTauim ¢ revoran CYP2C9*3/*3, AUC 3a
24 yaca NpH eQHOKpATHA A02a € MPHONIH3HTENHO 3 MBTH YBEIHUCHA CIPAMO Ta3H NPH HOPMaNTHUTE
MeTaboH3aTOpH. Y CTaHOBEHO €, Y€ YeCTOTATa Ha XOMO3MroTHEs *3/*3 redotun € 0,3-1,0% cpen
pa3/IHYHH €THHYECKH TPYIH.

MaumenTu, 38 KOHTO e H3BECTHO WM ce npeanonara, ye ca 6asuu CYP2C9 metabonusaTopH By3
OCHOBA Ha aHamue3a/nipeawes onut ¢ apyrd CYP2C9 cyGerpary, tienekokcH6 Tpabsa na ce npuema
€ NOBHILEHO BHUMAaHKE (BX. Touka 4.2).

He ca ycTaHOBEHH KIMHHYHO 3HAYHMH Pa3iiky BbB (apMaKoKHHETHHHHTE MAPaMeTPH Ha
uenekokcHO Mexny ahpo-aMepuKaHLM H THLA OT KaBKa3KaTa paca B HanpeaHana BB3pact.

I[na3MeHaTa KOHIEHTpaUHA Ha ueeKokcub € ysemmaena npubmsurenso 100 % npu xeHnTe B
CTap4ecKa Bb3pacT(>65 roqusn).

EnuMunnpatie
Llenexokcnb ce enumunupa riapao Ype3 Metabonuabm. [To-manko ot 1% or gozara ce ekckperdpa B

YPHHATA B HENPOMEHEH BHL. PaznukuTe B eKCMO3ULHMATA HA LIENIEKOKCHO MEKITY PA3IMYHH 1l
€ okono iecer NTH. Lenekocud uma 1030- U BpemMe3aBiciMa (PapMAKOKMHETHKA B TEpa
mo3os uHTepean. Bpemero Ha nonysmeot e 8-12 waca. PABHOBECHHTE [LTA3MEHH KOHIL
JOCTHraT B PAMKHTE Ha 5-IHEBHO JIEUEHHE.
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ChlecTByBa OrpaHHYEH ONHT C UenekoKcHd npyu 60peyHa HepocTaThuHOCT. PAPMAKOKMHETHKATA HA
LIEJIEKOKCHO HE € NMpoyydeHa pH NalMeHTH ¢ ObOpedHO yBpekAaHe, HO € MANIKO BEPOATHO T4 A3 €
3HAaYMTENHO NPOMEHEHa NPH Te3u naupenTH. ETo 3amwo, npi ieyeHHe Ha naunentd ¢ 6u6peyuHo
yBpekKaaHE Ce IIpenopbiBa toBHIleHO BHuMatne. Texxa bpOpeuna HEAOCTATHYHOCT €
[POTHBOMOKA3AHHE.

YepHoapobHa HEROCTATBYHOCT

B cpaBHeHHe ¢ ML ¢ HOPMaTHA YepHOAPOOHA GYHKLIMS, TALMEHTHTE C JIEKO YEPHOAPOOHH
YBpEXKIAHE C2 UMATH cpe/iHO yBeuuende Ha Cmax ¢ 53%, a na AUC ¢ 26% 3a nenexokcu®.
CHOTBETHUTE CTOHHOCTH NMPH MALMEHTH ¢ YMEPEHO YEPHOAPOGHO yBpexAaHe ¢a OHIIH CHOTBETHO
41% n 146%. MeTaboMHTHHAT KAMAUMTET MPH NAKHEHTH C JIEKO A0 YMEPEHO YBPEkKaane KOopeanpa
Haii-106pe Ha cToiiHocTUTE Ha anbymuna. [1pu nauMeHTH ¢ yMepeHo 4epHoIpobHO yBpekaane (Cre
cepymen anbymun 25-35 g/1) nevennero Tpsbpa fa Onae 3aN0YHATO C MONOBHHATA OT
npenoprukTennata aosa. Ipn nauyenTn ¢ Texko uepHonpoGHO yBpexaane (cepyMeH anbymun < 25
g/1} He ca mpaBeHM MPOYYBAHHA H IIENIEKOKCHO € IPOTHBOMOKA3aH [P Ta3H IPyNa NalMeHTH.

53 Ilpexxknuun'un JaHHA 32 GezomacHOCT

HexMHUHHYHWTE AaHHH 33 6€30MacHOCT HE MOKa3BaT 0coGeHH PHCKOBE 3a Xopa Ha 6azara Ha
KOHBCHIIOHAMHHTE NPOYBaHHA 32 TOKCHYHOCT NPH MHOTOKPATHO NIpWIATaHe, MyTAr€HHOCT MJIH
KapLMHOTEreH NOTEHLHAN, OCBEH YNoMeHaTHTe B TOUkH 4.4, 4.6 1 5.1 oT KpaTKara XapakTepHCTHKA

Ha MPOJyKTa.

enexoxcub npu nepopanHu o3k > 150 mg/kg/meH (NpHONH3HTENHO 2 MLTH Hajl eKCNO3UUMATA NPH
xopa nnpu 200 mg npa meTH AneBHO, H3mMepena ¢ AUC j.24) € mpUUHHKI [TOSHHIEHA YeCTOTa HA
KAMEPHHTE CETTanHn Je(ekTH, pAIKo sBieHHe W $aTaTHi H3IMEHEHH A, KATO HanpuMep cnetd pelpa,
CIIAT CTePHYM H JeopMHpana rphAHA KOCT Npy 3aHii, TPETHPARHE NO BPEME HA OPraHOreHe3aTa.
Habmoaaeano ce e 3aBucelIO OT A03aTa YREIHYCHHE Ha JuahparMalHHTE XCPHHH TIPH TUTBXOBE,
TOJIYYHIIN LEeKOKCHO npu nepopannu go3 >30 mg/kg/nen (oxono 6 MbTH HaA eKCNO3HUHATA NPH
xopa ocHoBana Ha AUC g.24 mpu 200 mg Ba ITbT4 JHEBHO) NO BpEME HA OprasoreHesara. Tesu
edexTH ce oyaksat ciel HHxUOUpane HA CHHTe3a Ha NpocTarnaHaMHH. IIpy MIbXoBe EKCIO3HLIMATA
Ha 1eJIeKOKCHO Mo BpeMe Ha PaHHOTO eMOPHOHAIHO Pa3BHTHE € A0BENC A0 3ary0H npeau 1 clielt
HMIUIaHTHpaHe M JI0 HaMa/iBaHe Ha eMOpHo-(aTannaTa npexxHBAEMOCT.

EHenexokcHO ce eKCKpeTHpa B MIISKOTO MpH IUThxoke. B nepy-nocTHaTanHO NpOy4BaHe MPH IIIbX0BE
ca 6u HabmoaBany TOKCHYHH edeKTH BHPXY NOKONEHHETO.

B apyroawinHo npoyusaHe 3a TOKCHYHOCT € 6Ho HabmoAaBaHO HAPACTBAHE HA HeaJipeHallHaTa
TpoMO03a NPH MBLIKKH TUIBXOBE NPY BHCOKH AO3H.

6. GAPMAIIEBTHYHHU JAHHHA
6.1 Cnnckk Ha NOMOIMMHETE BelIeCTBA

100 mg TRBEPAM Kancyny
Kancynno cvovpacumo:
NIAKTO3a MOHOXHPAT
noeuaoxH K30
KPOCKAPMENO3a HATPHEH
HaTpHeB naypuncyngar
Marsesues creapat (E470b)
O6suska na xancynume:
IKETATHH

THTaHos auokcun (E171)
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200 mg TEppAN KaOcyaH
Kancyano cwovporcumo:

JIAKTO3a MOHOXWMAPAT
noBuAoH K30

KpocKapMeso3a HAaTphi

HaTpues naypuncyndar

marHesues creapat (E470b)

Obeusxa na xancyaume:

JKENATHH

TUTaHOB Auokcug (E171)

weneseH okcun, XeaT (E172)

6.2 HechbBMeCTHMOCTH

Henpuwioxumo

6.3 Cpox Ba rogsocT

3 roaman

6.4 CoeuHaIHH yCJI0BHA 33 CHXpAHEHHE
Ja ce cvxparasa nog 25°C.

6.5 BnaH cLALPAAHHE HA ONAKOBKATA

Axnekca 100 mg 1 200 mg TBLPAM Kancynnu:
Bmuctep (PVC/Amymunuii): 10, 20, 30, 40, 50, 60, 90 1 100 TRbpaH Kancysid B KyTui.

He BcHIKHM BHAOBE ONAKOBKM MOraT fa ObAAT mycHaTH Ha Ta3apa.

6.6 CnennanHu NpeAnA3HE MEPKH BPH B3XBLPJIAHE H pabora

Hama cnenyanim H3ACKBAHMA.

Hen3non3paHuAT A€KapcTBEH NPOAYKT HIM OTNANBYHUTE MATEPHAIH OT HETO TpabBa ja ce HIXBBPIAT
B CHOTEETCTBHE C MECTHHTE H3HCKBAHHA

7. IMPHTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEGA

KRKA, d.d., Novo mesto, émarjeéka cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEPA HA PASPEIIEHUETO 3A YIIOTPEBA
Axnexca 100 mg Teppau kancymu - Per. Ne: 20140019
Axnexca 200 mg TBbpau kancynw - Per. Ne: 20140020

9. JATA HA IIBPBO PASPEINABAHE 3A YHOTPEBA/IIOJHOBSB
PA3SPENIEHHETO 3A YIIOTPEBA
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Hara na nbpeo paspewagane: 30.01.2014
Jara Ha nocnenno noaHoaeaxe: 20.07.2018

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

13 Oktomepu 2021




