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Cenebpekc 100 mg TBLPAM KaNCyH ' ) Y94 /747 27 2 ol gyf -5
Celebrex 100 mg hard capsules 2gsoeiwenue Ne /13{}542[]2'f
Cene6pexc 200 mg TEbPAM Kancyu e B o
Celebrex 200 mg hard capsules

2. KAUYECTBEH H KOJIHYECTBEH ChCTAB
BeAka kaficyna cuabpka 100 mg win 200 mg uenekokcnb (celecoxib).

IMToMouiHo BeECTRO ¢ HWIBECTHO NGHCTBHE: NIAKTO3A.
Bcska Kancyna csaBpxka ChOTRETHO 149,7 mg uiv 49,8 mg naxtoza MOHOXHApAT. Buxre Touka 4.4.

3a TBIHUA CNHCHK HA NOMOLEHHTE BELIECTBA, BHKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

Tebpan kancyny (kancyna)

Cenebpexc 100 mg TBLPAK KANCYNu ca HENPo3padHu, 6enu, C IBE CHHK HBHUM, ¢ obosHaveHue 7767
u 100,

Cenebpexc 200 mg TBBPAN KaNCyJH ca Henpo3padtu, 6enn, ¢ Be 3MaTHA HBHUH, C obo3HaveHue
7767 n 200.

4. KJIAHUYHH JAHHH
41 TepanieBTHIHH NOKAIAHHA

Cenefpexc & MokasaH IPW BbIPACTHH 33 CHMITTOMATHYHO ACHEHHE HA OCTEOAPTPHT, PEBMATORAEH
apTPUT M AHKHNO3HPpaL| CTIOHAUIIUT.

PemenreTo 32 IPpeAMHCBAHE HA CEIEKTHBEN unknookcurenasa-2 (COX-2) HHXHOHTOP TpabBa xa ce
OCHOBABA HA OLEHKA Ha UAAOCTHHSA PUCK TIPH OTAETHWSA NAUHEHT (BX. TOYKH 43n44).

4.2 Jlo3MpoBKa 1 HAYNH HA NpHIcKeHHe
Jozuposka

Toh kato cpaeuno-cboBuTe {(CC) puckoe Ha LenekoKcHO MOTaT fia HapacTBar ¢ Ao3ata H
NPONBIKHTENHOCTTA HA EKCTTO3HIAS, TPSGBa J1a ce RINONIBAT BEIMOXHO Hali-kpaTkara
NPOXBIKUTENHOCT Ha NieYeHHe U Hali-AnckaTa edekTHBHA IREBHA N03A. HyxauTe Ha MauHeHTa oT
CHMITOMATHUHO 06NeKvYeHHE H OTTFOBOPLT KM JieuenHeTo Tpabea 1a 6bAaT NpeoLeHIBaHH
MEPHOAHYHO, 0cO6EHO NpH NALHEHTH C OCTEOAPTPHT (a%k. Toukn 4.3, 4.4,4.8 u 5.1).

Ocmeoapmpum
O6uualiHaTa NpenopLUHTENHA AHEBHA 103a € 200 Mg, B3ETH BEAHBHK HCBHO HITH paszicneHu B 18a
npuema. [TpH HAKON NAUMEHTH C HEAOCTATBHHO OGNEKYABAHE HA CHMITTOMHTE, yBenuUeHara 03a o7

200 mg Ba THTH JAHEBHO MOME J1a YBETHYH e(PHKACHOCTTA. Tpabna aa Gpaat o6 pyTH

TepaneBTHYHH BB3MOXKHOCTH, aKO HAMA HAPacTBaHe Ha TEpaneRTHYHATA MO Q}@;@ l,tl‘l
o N
et ) A

Pesmamouden apmpunt 2 ‘ grﬁ,g AT
Havansara npenopsanTeNTHa iHEBHa 103a € 200 mg, pasfiencha B ABa NpHE WEATYOK %ﬁ@gg‘\‘aﬁ :
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Moxe Aa Gbae yBennueHa ao 200 mg 1ga nbTH AHEBHO. Tpa6sa na 6naar o
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TEpAMSBTHUHW BB3MOKHOCTH, aKo HAMa HapacTeaHe Ha TepaneBTHYHATA NOJ3a clie nse ceaMuLin
JIEYCHHE.

Anxunosupaiy cronowium

TTpenopbunTenHara AHEBHA A03a € 200 mg, B3eTH BEAHBX AHEBHO UK pa3/ICIcHH B asa npuema. 1lpn
Manbk Gpoli nauHenTH ¢ HeAOCTaTb4HO O6NiekuaBaHe HA CHMIITOMHKTE, YBENHICHaTa 1034 0T 400 mg
BEANEK AKEBHO UNM PAjAENCHN B IBA NPUEMA MOKE /12 YBEAHUIH eMKACHOCTTA. Tpa6Gea na Gboat
o6CBICHH APYTH TepaneBTHYHH Bb3MOXHOCTH, aK0 HAMA HApAcTBaHe B TEPANERTHYHATA 033 Clle/
IBe CeIMHLIH MIEYEHNHE.

MaKcHManHaTa NpenopuUMTENHa AHEBHA 103a ¢ 400 Mg MpH BCHYKH MOKA3AHNUA.

QHCHH&HHH nonynamyH

Iayuenmu 6 cmapyecka sv3pacm

Kakto @ npH o-MIAJIH NAUHERTH TEPBOHAYANHO Tps6Ba na 6baar n3non3sanu 200 mg Ha JICH. IMpu
HYkZa A03aTa MoXke NO-KbCHO Jia Obie yBeTHUEHa 10 200 mg aBa MbTH JHeBHO. OCOOEHO BHUMAHHE
& HeoOXOANMO NPH NALHEHTH B CTAPHECKA BH3PACT ¢ TENECHO TErNO NOA 50 kg (. Touku 4.4 1 5.2).

Heduampuuna nonynayus
Lienexoxcub He ¢ nokasan 3a ynotpeba npu pela.

Baagnu CYP2CY memabomuamopu

TMp¥ nalHEHTH, 33 KOMTO € H3BECTHO WK Ce O4aKBa A 6niat 6asanr CYP2C9 mMetabonu3aTopy, B3
OCHOBA Ha ONPEAENAHE HA N'EHOTHITA MNH AHAMHE3Q/NPCIANLLICH ONKUT C APYTH CYP2CS9 cyberpari,
uenexokcut Tpa6sa a ce NPEANUCBA ¢ NOBHIIEHO BHHMAHKE, Thil KATO PACKBT OT 0303ABHCHMH
HeXeNaHw peakiuu ce yBennapa. TpsOBa fa ce nMa NPeABHA NPHITOKEHHE Ha 103, JBa MuTH No-
HHCKA OT Hali-HHCKaTa NpeMopsYHTENHA [03a (8X. ToOUKA 5.2).

Uepnodpobuo yspexcdane

TTpH NaUHERTA C YCTAHOBEHO YMEPEHO YEPHOAPOGHO YBPEXK/IZHE CbC CEPYMEH anbymuH 25-35 g/
fedeHneTo TpabBa fia Hblie 3aNOYHATO ¢ TONOBHHATA OT MPENOpBUHTENHATA 1032 OnNUTBT NPH TAKHBA
MAUEeHTH Ce OrpannyaBa A0 NaUMEHTH ¢ LHpo3a (BXK. TOMKH 43,44u52).

Buvbpeyrio yapeocoane

ONUTHT ¢ LEJIEKOKCHD MPH NALKEHTH ¢ IEKO HIH YMepeHo GbOpetHo yBpeXkaane ¢ orpanmicHt,
CAEAOBATENNG, TAKMBA NauMenTd TpaGea Aa GLAAT NEKYBAHY C TIORULICHO BHUMAHHE (Bx. TOuKH 4.3,
44mn52).

HauuH Ha npunoxedue

Hepopanwo npunodicenie

Cenebpexc Moxe aa Gbie npHeMaH Cbe HITH be3 Xpana. 3a MalreHTH, KOUTO HMaT TipobiieMn ¢
APErAbLIAACTO Ha Kancynure, ChALPRKAHKETC Ha kancynara U,C.IIEKOKCHS MOXe J1a ﬁ'b.!le IlOGaBCHO
KbM AGBIKOBO MOpe, OPH30Ba Kallla, KHCEN0 MATKC H/IH Niope oT GaHaH. 3a Tald Len UKN0TO
ChABPKAHAE HA KANCYTaTa TPAGB2 BHHMATENHO 1a Ce H3MpasHH BEpXY eZiHa paBHa yacHa JTbXHYKA
OXJaZieHo WNH Ha cTalina TeMnepaTypa sGbIKoBO MOPE, OPH3OBA Kallla, KHCETo MIAKO WIH TIOpE OT
6anaun 1 TpaGBa Ala ce NpUeMe BeHAara ¢ 240 ml Boaa. TlopbeeHOTo CLAbPKAHKE Ha Kaficynara BLPXY
A6BIIKOBO THOPE, OPH30BA Kallla HITH KHCENO MITAKO € cTaGHAHO 34 nepuon o 6 1aca B XNaauinuk (2
2o 8°C). TTophCeHOTO CHALPKAHHE HA KAMCYNaTa BbpXyY fMope 0T faHan He TpsOBa Ja ce ChXpaHABa B
KNAMANHUK ¥ CHEABA A3 ce NpUeMe BeAnara,

4.3 IIpoTABONOKA3AHNA

CBpBXUYBCTBHTENHOCT KbM AKTHBHOTO BEUIECTBO MW KbM HAKOE OT [I0M
H3GpoeHH B Touka 6.1.



H3BecTHa CBPbXUYBCTBHTEHHOCT KbM CYN(POHAMKAIN.
AKTHBHA NENTHYHA A3Ba KM KhpBeHe OT racTpounTecTHHanHus ([H) Tpakt.

TMauuenTn, GoneayBany OT acTMa, OCTbP PHHHT, HOCHU MONUIMA, aHTHOHEBPOTHYEH CAIEM, YPTHKApHA
WIH JPYrH peaklHH OT ANEPruueH THII Cejl NpreM Ha aUeTHIICAIHIHNOoBA KHCERRA (acmpHH) UIN
JOPYTH HECTEPOUAHH MPOTHBORLINANHTENHH cpeacrea (HCTIBC), sxinounTenHo COX-2 unxuuropu.

TTpu GpeMeHHNA M XKeHU B AETEPOAHA Bb3PACT, OCBEH AKO HE M3NON3BaT eeKTHREH METOA Ha
KOHTpaLenuus (8. Touka 4.6). YCTaHOBEHO €, ye UeneKokcHb npeu3BHKBa mandopmauyy npu
ABATA EKCMIEPHMEHTATHH KHBOTHHCKH BHAA (B, ToukH 4.6 ¥ 5.3). TIOTEHIMANHHAT PHCK TIPH HOBEKA
10 speMe Ha GPEMEHHOCT € HEWIBECTEH, HO He MoXe J1a 6b/1e H3KIoHEH.

Kupmene (Bx. ToukH 4.6 1 5.3).

Texko HapylieRHe Ha yepHoapoGHaTa GyHkUUA (cepyMeH anbymun < 25 g/l HIA WHAEKC Ha Child-
Pugh > 10).

[TalHenTH ¢ KpeaTHHWHORB KITHPBHC < 30 mi/Mum.
Bu3nanutenHo upeBHo 3abonspane.
3acrofiia cepaeuna HegoctarbanocT (JI-IV kac no NYHA).

VCTAHOBEHA HCXEMHYHA BONIECT Ha ChPUETO, NepudepHa apTepuaiHa GonecT WHIU MO3LYHO-CHAORA
Gonecr. )

4.4 CrielHAHE NIPEAYIIpex /seHUS H NPeANa3HH MEPKH NpH ynoTpe6a

CactpoutrtecTuianiu (IT'H) edektu

TTpH NalMenTH, NeKyBaHu ¢ Lenekokenb, ca HabiloaaBaHK YCHIOXHEHNA Ha TOPHAA H Ha I0THHA
racTpOHHTECTHHANEH TpakT (Nepdopauny, s384 HIH KPbLBOH3NTHBH), HAKOH OT KOHTO daTannu.
MpenopbtBa ce NOBKULIEHO BHUMAHKE MPH TIEYEHHE Ha NMALHEHTH ¢ HaH-BHCOK PUCK OT PasBUTHE Ha
racTpoMHTECTHRANNU ycnioxkHewus ot HCTIBC; va mauveHTH B CTapHecka Bb3PAcT, Ha NAIMCHTH,
ynoTpeBasauiyu eAHOBPEMERHO koeTo B Aa & Apyro HCTIBC nm TPOMBOUNTHI aHTHATperanTH (karo
HaNPHUMep aLETHNICATHIMI0BA KHCENHHA) HTH TNKOKOKOPTHKOHUAH, Ha NARUEHTH, ynorpedaBauH
ANKOXOJ, WY HA MALMEHTH C aHAMHE3A 34 TaCTPORHTECTHHANHO 3a60s1sBaHe, KATO 43Ba H KbPBCHE OT
T'H TpaxT.

TIpH ¢AHOBPEMEHHO NEEHHE C AUETHICATHUMIOBA KHCENMHA (AAXKE H B HHCKH 1103H) H HesekokcHi
CHLIECTBYBA AONBIHHTENHO NOBHLIEH PHCK OT FACTPOMHTECTHHATIHY HEXENAHH PEaKUHH 33
TeNeKoKCHG (racTPOUHTECTHHATAK YNLEPALHH Wi APYTH TaCTPORHTECTHHAHA YCNOXHERNSA).

3HauHMa pa3iika B FaCTPOMHTECTHHANHATa Oe30MacHOCT MEXY CeNeKTHBHH COX-2 nuxubutopu +
alETHNCANHLHNOBA KHcennHa cnpamo HCTIBC + atieTHRCANHIUIOBA KHCEAKHA HE € CMOHCTPHpaHa
B ALNTOCPOUHH KIIMHHYHH NIPOYTBAHUA (BXK. TOTKA 5.1

EaHoepeMerta ynotpeba ¢ HCIIBC
EaHoepeMennara ynoTpeba Ha BeNeKOKCHO ¢ HeacrupHHOBY HCIBC 1patpa aa ce H3baArea.

CupaeuHo-cbROBU ediekTH

VBennuen 6poii CepHo3HU ChPACYHO-CBADBH CHOUTHS, OCHOBHO HHdapKT Ha
HAGMONABAHY B ABITOCPOYHO TIanefo-KONTpONMMpaHo NpoyyBake MpH WH
ANICHOMATO3HN MONHINHN, NEKYBaHH ¢ UeTeKokcHb B aosn ot 200 mg fBa 1
NBLTH AHEBHO, CPABHEHO ¢ naueho (BK. Touka 5.1).




Tl KaTO CHLPALUHO-CBAOBHTE PHCKOBE OT LUENEKoKCHEG MOTaT /1a HapacHaT ¢ yBEHYaBaHe Ha 1103aTa
W NPOBIDKHTENHOCTTA Ha eKCNIO3HUNA, TPAGBA J1a Ce H3NON3BaT BB3MOXKHO Hal-kpaTKaTa :
APOABIDKMTENHOCT HA NIEYEHKe 1 Hal-HHCKaTa edieKTHBHA AHEBHA ]103a. HCIBC, BKnoYHTENHO
COX-2 celeKTHBHATE HHXHOMTOPH, Cé CRBP3RAT ¢ MORNLIEH PACK OT CHPAEYHO-CBIOBH H
TPOMBOTHYHH HeXeNaHH ChOUTHA, KOraTo ce npHeMaT NPOABIDKHTENHO BpeMe. TouHaTa CTENEH Ha
TO3H PHCK, CBBP3AH C NIPHIOKEHHETO Ha eIHHUYHA 1034, HE € ONPEJIENEHa, HUTO & ONpE/icneHa
NPONKIKHTENHOCTTA HA NeYeHHe, CBbP3aHa ¢ NoBuwieH pHck. [Tepuoanunc TpaGsa na ce oueHaBAT
HYXJMTE Ha MAlHEATa OT CHMTITOMaTHIHO JIEYeHHe M OTTOBOPLT KbM TCpanuiTa, ocoleHo NpH
NALHEHTH C 0cTE0apTpuT (BX. Toukd 4.2, 4.3,4.8n 5.1).

MauneHTH ChC 3HAYWMH PHCKOBR (BAKTOPH 3a CbPASYHO-CBAOBH CHOUTHS (HaNp. XHIIEPTOHHS,
XUMtepIUNHAEMAS, 3axapeH AnabeT, TIoTIoHONyUIEHE) TpabBa fa ObJaT NeKyBaHi C ueNekokcHb camo
clie]i BHAMATENHa npelenka (Bx. Touka 5.1).

CenekrusHnTe COX-2 RHXHOHTOPH He ca 3aMECTHTENH Ha ALETHIICANHUANIOBATA KHCENHHA 33
npouNAKTHKA HA CHPAEYHO-CBAOBH TPOMBOEMOONHYHH 3a60NABAHH, TOPAnH NHTICATA HA
aHTHarperanTHu edpekTi. ETO 3a1110, BHTHArPErAHTHOTO JleueHUe He TpaGea a 6LAE IPeXpaTABAHO
{mx. Touka 5.1).

3anphikka Ha TEYHOCTH H OTOLH
KakTo H NpH APYrH NIEKAPCTBEHH MPOAYKTH, HHXHGHpaLUK NPOCTArNaHAMHOBATA CHHTESE, TIPH

MalMeHTH, APHEMALITH LENeXokcHb, e Bb3MONKHA 33/IpbkKa Ha TEHHOCTH ¥ NoABA HA OTOLH.
CriepoBatenHo, yenekokcht Tpafea fa Gbae N3n0A36aH € MOBHLIEHO BHHMAHKE NPH NALMEHTH €
aHaMHe3a 32 ChpAeyHa HeJoCTaThUYHOCT, IEBOKaMEpHa auchyYHKLMA UIH XHNEPTOHHS ¥ MPH
NALHEHTH ¢ NpeAUECTRAIIH OTOLH C PasiHteH TIPOH3X0J, Thi KaTo NPOCTarnaHANHOBATA HHXUOHIHS
MO3e 02 OReJie 0 BnoinaBaHe Ha 6u6pednata GpyHKUMs 1 3apbxkKa HA TEHHOCTH. Heobxoaumo ¢
NOBHLIEHO BHUMAHHE U TIPH MALHEHTH, TIPOBEXANH JHYPETHIHO ACHEHHE UMK € MOBHIIEH PHCK oT
XHUMOBOJIEMHA.

XHNepTOHAS
Kakto ecnuki HCTTBC, uenekokcH6 Moxke fa JOBSIE A0 HOBOTIOABHIIA CE XHIIEPTOHHA HITH

BROLIABAHE HA Beue ChLIECTBYBAIlA TAKABA, BCIKA OT KOHTO MOXE Ja AOMPHHECE 32 YBEIHHABAHE HA
6pos Ha ChpIeYHO-ChA0BHTE cHGUTHA. TTopaan ToBa KPHBHOTO HANATAHE TpaGBa fla ce MpoceAABa
CTPUKTHO MPH 3aNOYBAHE HA TEPANMATA C LENEKOKCHE U MO BpeMe Ha LN KYpC HA NEYSHHC.

EdekTu BpXY YEPHO, Hata M 6nopeuna dyHkuus

KomnpoMeTrpana 6x6petna nin YeproapobHa GyHKIHA H ocoBeno ¢hpAeuHa ANCHYHKUNRS ca no-
BEPOATHH TIPH JINLA B CTAPYECKA Bb3PACT, NOPAZH KOETO NPH TAX TpabBa Aa 6bae ynpaxHsBaH
ChOTBETEH MEAHLHHCKY KOHTPO.

HCIIBC, BkMOTHTERHO LEeNekokcHO, MoraT J1a MPpHYRHAT 6B6peaHa TokcHHOCT. KJIMANYHH
npoyyYBaHHs ¢ LeekokcHb nokassar 6u6peiHH edekTi, NonoGHH Ha Te3u, HabntonaBany NpH
wsnon3Baue Ha cpasHuTennn HCTIBC. TlaunenTd, H3N0XeHH Ha Hali-ronaM puck oT 6ubpeqna
TOKCHWYHOCT, CA ORE3H ¢ RapylicHa 650pedna GyHKuHA, chbpiciHa HEAOCTATEIHOCT, yepHoApobHa
JAACHYHKIHS, GHE3H, NpyeMallli JHYPETHUM, WHXHOWTOPY HA AHTHOTEH3HH-KOHBEPTHPAULHA CH3HM
(ACE-unxn6utopu), aHruotessuu Il peuenTOpHH aHTAPOHKCTH H NALHCHTH B cTapuecka BbipacT (BK.
Touka 4.5). Taknea nauuenTH TpaGea Aa GbAAT BHHMATENHO NPOCNENABAHHN 1O BPEME HA Tieyenue ¢
UeReKOKCHB.

Hsxonko cry4an Ha TeXKH HepPHOJPOOHH peaKliHH, BKIIOYHTENHO yNIMUHAHTEH XenaTHT (HAKOHW C
daranen u3xon), yepHoApoOHa HekPO3a K yepHOAPOGHA HEAOCTATLYHOCT (HAKOH € daranen u3xoa
VTH H3UCKBALH TepHOAPOGHA TPAHCIUIAHTAIIHA) ca ChODIaBaHA IPH NEUEHHE € LENCK el
CITyMauTe, B KOMTO € ChOSUIEHO BpeME Ha BBIHHKBAHE, NOBEIETO TEXKH HEXCNAHY,
CHOUTHA Ca HACTBININA B PAMKHTE Ha €/IMH MeCel cRejl 3aN04BAHE HA NICUEHUE C
Touka 4.8).




AKO N0 BpeME Ha JieueHue ce Browat GyHKIMATE Ha KoATO W J1a € OpraHHa CMCTema, onncanit no-
rope, TpAGBA 214 ¢e NpeANpHEMAT NIONXOANILY MEPKH H A2 ce OGMHCITH NPEKPATABaHe HA ICUCHHETO C
1eNeKOKCHO.

Huxubnpase na CYP2D6
Henexokcu6 unxn6upa CYP2D6. Benpexu ue Toil He € CHIIEH MHXHOUTOD Ha TO3H EH3HM, MOXKC Ja ¢

HeOBXOANMO HAMANABAHE HA 103ATA HA NEKAPCTBEHHTE MPORYKTH, H3HCKBALW HHAHBHAYANUIHPAHC
HA THTPUPAHETO Ha J103ata, IOPajM ToBa ue ce MeTaGomisnpar oT CYP2D6 (mok. Touka 4.5).

Basuu CYP2C% MeTabonisaropu
MMaumeHTH, 33 KOMTO € H3BECTHO, Ye ca Gagnu CYP2C9 MeTabonu3aTopH, TpabBa ga 6bLAAT NEKYBAHH

¢ MOBHILIEHO BHEMaHKE {BXK. Touka 5.2).

Koxuu ¥ cu¢TEMHH peakilii Ha CBPBXYYBCTBHTENHOCT
MHOTrO PAAKO €a CHOGIIARANY CEPHOIHY KOXHU PeaKUHH, HAKOW OT KOHTO (aTanny, BKIMOYHTENHO

exchoNHaTUBEH AEPMATHT, CHHAPOM Ha Stevens-Johnson H TOKCHYHA eMHIEPMATHA HEKPOJIH3A, BB
Bpbaka ¢ ynotpeGara Ha uenexokchb (Bxk. Touka 4.8). [TauneHTHTE BEPOATHO Ca ¢ Hali-BHCOK pHCK OT
TAKHBA peaxllidi B HAUANOTO HA NEUECHHETO; NOSBATA HA PEAKLIHATA B MOBEHETO CiyHaH ce Habniosasa
Tipe3 MepBHS Mecel T NiedcHueTo, TTpy mauneHTH, moyvaBally lenekokcHB, ce crobilasa 3a
CEPHO3HH Peakituy Ha CBPLXUYYBCTBHTENHOCT (BKITIOYHTENHO aHAUIIAKCAA, AHTHOEREM W NeKapcTBed
obpus ¢ eosnnodunng 0 cucTemnn cimntoMn (DRESS), nan cunnpom Ha CBPHXUYBCTBHTEAHOCT)
(B%. Touka 4.8). [IpH nauUEHTH C aHAMHE3A 33 aneprus KbM cyPOHAMHAH HIIH aneprud KbM BCAKO
APYro NEKApPCTBO MOXKE Ja CHILECTBYRA MO-BHCOK PHCK OT CEPHOIRH KOXKHH peakuHH WiV peakuny Ha
CBPBXHYBCTBHTENNOCT (BX. Touka 4.3). Llenekokcu6 Tpabea na 6bae cpsH NpH TbPBATa N0%Ba Ha
KO3EeH OBpHB, THraBHYHM I€3HH HIH BCAKA APYra NposBa Ha CBPLXYYBCTBHTENHOCT.

O6u1H edexTH
IfenekokcHb MOXKe a 3aMackApa HeOPHITHTET WIIH APy NPOABH HA BLINAICHHUC.

VnoTpeba ¢ nepopanHu aHTUKOAry JaHTH

TMpH NatMEeHTH Ha CHITLTCTRALIO JieyeHie ¢ Bap(apuH ca ChbODHICHH CepHOIHH CbHOWTHSR Ha KbpBEHE,
HAXOH OT kouTo datanui, IIpH CLMLTCTBANIO NIEUeHHE € CHOBIIEHO YABIKEHO nporpoMbHHOBO BpeMe
(INR). Cnexosartenso Topa TpA0Ba Jja ce CNIEAM BHUMATENHO NPH NALHEHTH, MpHEMAalllH
BapdapHR/NEepOPATHH AHTHKOATYIIAHTH OT KyMApUHOB THTI, 0COOEHO KOraTo € HHHLIWHPAHO JIETeHHe ¢
L1eNIeKOKCHO HITH 03aTa Lenekokcnt e npoMenena (Bk. Touka 4.5). EAHOBpeMeRHaTa ynotpeba Ha
anTuxoarynanTtH ¢ HCTIBC moxke Aa YBEHYH PUCKA OT KbpBEHE. HeobxonuMo € NoBHLIEHO
BHHMAHHE NpH koMGUHHpasie Ha uenekokcHO ¢ Bapdapun UNH APYTH NEPOPaHI AHTHKOATY TAHTH,
BKMIOYUTENHO HOBH aHTHKOATYNaHTH (Hanp. anukcaban, naburatpan H puBapokcaban).

HomouwHH BEWIECCTRA
Cenebpexc 100 mg 1 200 mg kancyau cbbpika nakTo3a (CbOTBETHO 149,7 mg 1 49,8 mg). MNauneniy

C peaKu Rac/eICTREHH TIpoBeMH Ha HEMOHOCHMOCT KLM TanakTo3a, meieH NakTaien AehULMT Wi
FIIOKO030-raNakTo3Ha Manabeopbums He TpAbBa fa MpueMaT ToBa NICKapCTBO.

Cenebpexc 100 mg u 200 mg cbabLpKa n0-Manko or | mmol HaTpuii (23 mg) Ha Kancyna, 7.e. MoXe
JIa ce Kaxe, Y€ MPaKTHYECKH He ChIbpka HaTpHi. .

4.5 BiapmMoelicTBHe ¢ JIPYTH JexapcTBeHH IIPOAYKTH H APYri GopMM HA B3aUMOEHCTBHE

®apMakoAHHAMHIHNA BIAWMOAEHCTBAS

Anmuxoazynanmu
TTpy naustenT, MoaySaBalli Bapdapyun HIH IPYTH aHTHKOATYTAHTH, € HeobxonuM
aHTHKOAryJIJAHTHATA AKTHBHOCT, 0coBEHO TPe3 MbPBHTE HAKONKO IHH CNIEA 3aM0
HA JI034TA HA LeNeKOKCHO, Thil KaTO PK TE3H MALHEHTH AMa NOBHLLIEH PHCK OT e§
ycnoxkuenns. CNenogarenHo, NpH NAUHEHTH, NONYYaBalll NepoparHi aHTHKD :
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HeoBXOIMMO YECTO H3CNE/IBAHE HA NPOTPOMOHHOBOTO BpeMe/MeX Ty HapOREH
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koeduunent (INR), ocobeno npes mspBHTE AHK OT 3aN0YBAHE Ha JICHEHNETO WK [P NPOMANS B
J03aTA HA HEelleKokcHO (XK. Touka 4.4). Chobwasa ce 3a XxeMoparn4HH HHLUHMICHTH, CEBP3aHH €
yAbkaBaHe Ha NpoTPoMOHHOBOTO Bpeme, NPEAHMHO TIPH NAUMEHTH B CTapUECKa Bb3pacT,
TIoTy4aBallH UENeKoKCHS eIHOBPEMEHHO ¢ BaphapHH, HAKOW OT KOHTO (aTanHu.

AnmuxunepmenzugHu cpedcmsa

HCIIBC Morart Aa HaManaT ¢eKTa Ha AHTHXMNIEPTEH3UBHH NEKAPCTBEHK NPOAYKTH, BKIIOUHTENHO
ACE unxu6utopn, anruotenznn [1 pellentopHy aHTaroHWCTH, ARYPETHITH 1 GeTa-Gnokepy. Kakto #
npu gpyrate HCTIBC, puckbt oT ocTpa 6s0peuHa HEAOCTATBYHOCT, KOATO oBHKHOBEHO € 0bpaTHMa,
MOXeE 14 Ce YBENIHYM NPH HAKOH NALMEHTH C KOMIPOMETHPaHA G1OpeyHa GyHKuMA (Hanp.
JEXUAPATEPAHH NALMERTH, NAUMEHTH HA IHYPETHYHO NIEEHHE UK NAUMEHTH B CTApHECKa BB3pACT),
korato ACE uuxu6utoph, anrnotensud [1 peuentopiyu aHTarOHHCTH WM ARYPETHIA ce
komGunnpar ¢ HCTIBC, BKIIOYHTENHO LesiekokeHE (B Touka 4.4) . ETo 3amo KoOMGHHaLIHATA TPAORA
A ce MpHAara ¢ BHUMaHHe, 0cOGEHO NPU NAUWCHTH B cTapuecka Bh3pact. [annenthre TpsabBa Aa
GBRAT AACKBATHO XHAPATHPaHK H Jla ce WMa MpeBH npocnenssane Ha 6b6peanaTa PyHKIIA cnel
3aMmoyBaHe Ha ChITBTCTBALIATA TEPANHA H NEPHOAHYHO CTie]] ToBA.

B 28-AHEBHO KIHHHYHO NPOYUBAHE NPH NALUHEHTH C NH3HHONPUII-KOHTPOJIHPaHA XAMTEPTOHHS Tull
CTeneH, IeYeHNETO ¢ TeNekokchb 200 mg JBa MHTH AHEBHO CRPSMO Nnauebo, He BOJH 10 KIMHUYHO
3HAYMMO YBENIHYEHHE HA CPEAHOTO THEBHO CHCTONHYHO HITH RHACTORHYHO KPLBHO HaNATaHe,
onpeneneHo upes 24-uacopo amGynaropHo Himepsane. [1pn 48% oT NaiUEHTUTE, NIEKYBAHH C
uenekokcHb 200 mg ABa THTH AHEBHO, C& CHHTA, Y€ HE Ca ce MORNMUANH OT NEYEHUETO C NH3HHONPHI
MpH NocNeRaTa KITMHUYHA BH3UTa (OnpejielleHo KaTo JHACTONHYHO KPbBHO Hanarane = 90 mmHg
HIIH NOBHIEHHE Ha AHCTONHYHOTO KPbBHO HansraHe ¢ > 10% cnpsamo H3XogHUTE CTOHHOCTH), B
cpaBHeHue ¢ 27% OT NaLHEHTHTE Ha NAalelo; TasH pasiiiKa € CTaTHCTHUECKH 3HAYUMA.

Luxnocnopun u maxpoaumye

Tpeanonara ce, 4e eaHoBpeMenHoTo npunokenue Ha HCTIBC W UAKIOCTIOPHH HITH TAKPOTMMYC
yBenuuaBa He(ppOTOKCHUHHA EPEKT CHOTBETHO HA UKKNOCNOPHH HITH TAKPOIHMYC. [Mpu xoMBHHMpaHe
Ha HENekoKCH M HAKOH OT Te3H JIeKapCTBEHH NpoAykTH 6u6peuHata dyHkuma Tpabsa aa 6bae
MOHHTOpHpaHa.

Ayemuncaruyunosa KUCeauRa

Llenekokcnb Moke a Gbe NPHUIATaH ¢ HHCKH KO3H alETHIICANHIIHNIOBA KHCENHHA, HO HE €
3AMECTHTEN Ha aueTHICATHIANOBATA KucennHa 3a uennte Ha CC npoHaakTHKa. Kakro u npu
apyrute HCTIBC, npeacTaBeHUTe IPOYUBAHHA NOKA3BAT MOBHUIEH PHCK OT MCTPOHHTECTHHATHH
pa3A3BABAHE U APYIH FACTPOMHTECTHHAIHH YCNOXKHEHUA NPH EHOBPEMEHHOTO NPHIIGKEHHE HA
HeneKoKcHB W aleTHCATHIMIORA KHCETHHA B HHCKH J03H B CPpaBHEHWE CBC CAMOCTOATEIIHOTO
npHnokeHue Ha Uenekokcnb (Bxk. Touka 3.1).

dapMakOKUHETHUHH B3aHMOAECTaUA
Edexmu na yenexoxcub 8bpxy Opy2u IeKapCcmeciy npooykmu

Huxubupane wa CYP2D6
1lenexoken6 e AuxHGuTOp Ha CYP2D6. TlnasMeHHTe KOHLEHTPAIHH HA IEKAPCTREHH TIPOIYKTH,
KOMTO ca Cy6CTpaTH Ha TO3H EHIUM, MOTAT Ja HapacHaT NPH eAHOBPEMEHHO IPHJIOKEHHE C
yeniexokcHG. TIpHMEpH Ha NEXapcTBERV NPONYKTH, KOWTO Ce METabONH3NpaT OT CYP2D6, ca
AHTUENPECAHTHTE (TPHLIMICIHYHM AHTHAENPECAHTH U CENEKTUBHH BHXHOUTOPH HA 0B paTHOTO
zaxpamare Ha ceporoHuHa (SSRI)), HeBponenTHINTE, AHTHAPHTMHYHHTE JeKapcTBEHH TIPOAYKTH H
1.1 [TpH 3an0uBane Ha TeHeHNE ¢ UENEKOKCHO & Bb3IMOXKHO Aa Ce HATOKH HaMaid a Ha
CYP2D6 cy6erparute, Npu KOUTO € HeoOXOAKMO HHIWBHIYANHO THTPUpaHe H :
CTIMpaHE Ha TEYEHHETO ¢ LENeKokeHE ~ MOBHIDaBaHe Ha TasH jiosa. Ennospe
nenexoxcut 200 mg ABa MbTH AHEBHO BOJH 10 CHOTBETHO 2,6 mbTH M 1,5 ™8
NNasMeHHTE KOHLEHTpaIuy Ha nekcTpomeTopdan u metonponon (CYP2D6
YBENMUEHHA CE JLIKAT HA UHXUGHPAHE OT LENeKOKCHO Ha meTaGonnsMa Ha
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Huxubupane va CYP2CI19

TIpoyuBanus in Vifro nokasBaT, 4e UENeKokcHO MMa H3BECTEH NOTEHLHAN 33 HHxHOHpaHe Ha
katanusupanus o1 CYP2CI19 meTaGonnzbM. KTHHUUHATA 3HAYHMOCT HA TE3H in vitro patHH €
semsectra. [IpUMepH 3a NEKAPCTREHW NPOJLYKTH, KGHTO C€ mertaBonnsupat ot CYP2C19, ca
nasenaM, LHTANONpaM 1 UMHUIMPaMUH,

Memompexcam

TTp% maueHTH C PeBMATOHACH apTPHT nelekokcnd He e mokasan CTATHCTHYSCKH 3HaTAM edeKT BbPXY
dapmakoxnHeTHKaTa (ANAa3sMeH WiIW GOpeteH KNUPBHC) Ha METOTpEKCaT (B PERMATONOMM4HH JO3H).
[Tpu xoMBHHHpPaHe Ha Te3H BA JleKapCTBEHH NPORYKTA obaue, Tpabpa na ce ¥Ma NPEIBHA ATIEKBATHO
MOHHTOpPHPAHE 33 METOTPEKCAT-NPEAU3IBHKAHA TOKCHYHOCT.

Jumuii

Mpu 3paBH KHAHBHAH EXHOBPEMEHHOTO NPUTIOKEHHUE HA uenexokcud 200 mg aBa MLTH JIHCBHO ©
Tl 450 Mg ABA TETH IREBHO € OBENO JI0 CREAHO HAPACTBAHE HA Comax 16%, a Ha nioLLTa moj
KpHBaTa koHuerTpauns — peMe (AUC) ¢ 18% 3a antus. Crieorarento, TauHEHTH, NpoBeXAalli
neveHHe ¢ TATHHA, Tpabea Aa 6bAaT BHHMATEIIHO NPOCIEAABAHH NPH BKJIIOWBAHE WITH HIKMIOYBAHE HA
Henexokchno.

Hepopanuu xonmpayenmusu

B npoyBane 3a BIakMOACSHCTBHATA LIENEKOKCHO He e MOKA3aN KIHHHYHO 3HAHMH edextH BBPXY
(dapMaKOKHHETHKATA HA NEPOPATHHTE KOHTPAUENTHBH (1 mg HopeTHCcTepoK/35 MiTkpOrpama
eTHHHNeCTPaIHoN).

Thubenxnamud/monbymamuo
[{enekoKcHE HE MORAUABA B KIMHUYHO IHATUMA CTENEH (ApMAKOKHHETHKATA HA TONOYTAMH]L

(cybcrpar Ha CYP2C9) wni Ha rHGeHKIaMHAL

Edbexmu 1a opyzu aexapcmaesi HQO{)EKMH gLPXyY yeﬂexoxcuﬁ

Basuu CYP2CY9 memabonuzamopu

TTpu unAMBHIM, KoHTO ca Gasun CYP2C9 MeTaBoNMN3ATOPH W ACMOHCTPHPAT YBENTHUEHa CHCTEMHA
EKCMNO3HLHA Ha LeAeKokCHD, CBIbTCTBALILD NeteHHe C CYP2C9 unxubutopH, kato qykoHason, 61
MOTTIO Jia JIOBEJE A0 TIOCNEABAMIO YBSTHYEHHE HA CKCOSHIIHATA HA nenexokcnt. Taknea
KOMGHHAUNN TpA6Ra Na ce H3BATsaT NpH NALHENHTH, 32 KOHTO ce 3Hae, He ca 6asun CYP2CY
MeTaBonu3aTopH (Bx. Touku 4.2 u 5.2).

CYP2C9 unxubumopy u unoykmopu

Taii kaTo ueNekokcHb ce MeTaGommanpa npeaumio ot CYP2C9, To# TpA0Ba Aa 6b/le HINON3RAH B
4033, paBHa Ha [OOBHHATA OT NPENOPBYUHTENHATA 032, NPH NAUHCHTH, nonyyasaliy GIyKoHasos.
EanoBpeMeHHOTO npuioxeHHe Ha 200 mg eAHOKpaTHa 1033 nenekokcHd H 200 mg BeAHRX JHEBHO
dnykonason, moiieH CYP2C9 nuxubHTOp, € AOBENO 10 CPEIHO HapacTBaHE Ha Crax C 60%, a wa AUC
cbe 130% 3a uenexoxch6. EanoBpeMeHHata ynotpeba Ha HRRYKTOPH Ha CYP2C9 kato prdamMnuiun,
Kkap6amazennH 1 6apbuTypaTH MOXe 1a AOBEAE 10 MIGHHKEHHE HA NITAIMEHHTE KOHUEHTPaLUHH Ha
uenexokcb.

Kemoxronazon u anmuanuou
He ¢ uafnro]arano NoBNKABaHe Ha GapMakoKnHETHKATa Ha uenexokcub oT KeToKoHa30N HAH
AHTHALUAH.

TeauaTpyyna Monynauns
Npoyyeannd 3a B3auMoelicCTBHATA ca MPOBEKIANK CaMo NP Bb3PacTHH.

4.6 PepTHAHTET, HpEMEHHOCT H KbPMERE

BpeMeHHOCT




TpoyusaHHs NPH XHBOTHH (TTEXOBE H 3aifii) MOKa3BaT PENPORYKTHBHA TOKCHIHOCT, BKMOYUTENHO
maidpopmauu (8. Touks 4.3 u 5.3). IToTHcKaneTe Ha CHHTE3a Ha NPOCTArNaHAWH MOXKE 1 NOBNIHAC
HeGraronpuaTHo GpeMeHHOCTTA. JIaHHK OT ENHAEMHONOTHYHU NPOYYBAHHA NPEATIONAraT MOBKULUCH
PMCK OT crionTaneH aBopT crient ynotpeba Ha WHXHGHTOPH Ha CHATE3a Ha NPOCTATIAHAHHA B HAYalloTO
Ha 6pemerHOCTTA. [TOTEHLHANHHAT PHCK TIO BpeMe Ha GpeMEHHOCT MPH X0pa € HEHIBECTEH, HO HE
Moxe na 6bae uskmoden. LenekokcHb, kakTo W APYTruTe NEKApCTBeHH MPOAYKTY, NOTUCKALILA
CHHTE3a Ha NpoCTaraHAHHU, MOXE Aa NPEANU3BHKa POA0Ba CIabOCT M NPEXASBPEMEHHO 3aTBAPAHE HA
AYKTYC apTepHO3YC NPes MOCHEAHHA TPHMECTBP.

AKO CE& W3NONIBAT NO BPEME Ha BTOPHA UIN TPETHS TPHMECTLP OT GPEMEHHOCTTA, HCIIBC,
BKAKOUMTENHO LENEKOKCHE, MoraT fia npeausBHKaT 6b0peina aucyHKUNA HA N1033, KOETO Aa
noBejle 10 HamangpaHe Ha ofemMa Ha aMHHOTHYHATA TEUHOCT HAH ONMIOXHAPAMHHOH, B TCKKHTE
cnyyau. TakuBa edekTH MoraT Ja C€ TIOABAT CKOPO Clie/] 3af0YBaHe Ha JIEHEHHETO U 00HMKHOBEHO ca
ofparuMu. _

LenekoKcH6 e MpOTHBONOKA3EH BPH GPEMEHHH W IIPH JKEHH, KONTO MOraT /1a 3a0peMeHeaT (Bik. TOUKH
4.3 1 4.4). Axo xenara 3a6pemeHee M0 BpeMe Ha TeYeHHETO, MPHEMBT Ha nenexokcub Tpa6ra aa 6uae
npexpareH.

Knpumene
LlenekokcH6 ce eKCKPeTHPa B MIIAKOTO HA KbPMELLM NIbXOBE B KOHLIEHTPALIHH, nonoOHH Ha TE3H B

nnaszmata. [pHEMBT Ha UeNeKOKCHO NPH Mambk 6poH KbPMEILU JeHH NOKA3Ba MHOI0 HHCKH
KOHLEHTPAUWY Ha LEeNeKOKeHG B kupMaTa, Kenw, mpuemauty Cenebpekc, He TpiGBa Ja KbPMST.

GepTUNHTET
Ha ocHoBaTa Ha MexaHu3Ma Ha acHicTeue, ynotpebara Ha HCTIBC, BKIOYUTENHO uenekokcHO, Moxe

ZAa 3aGaBW WITM TIPEIOTRPATH PaskECBAHETO HA ANTHHKOBYA (OAHKYI, KOETO Ce CRBp3BA € obpaTHMO
Geannoaue MPH HAKOH KEHH.

4.7 EdexTn BLPXY cnocobHocTTa 32 inodupane o pabora ¢ MAIVHA

CenebpeKc MOXe a OKaKe JIeko Bh3AEicTBAE BHPXY criocobHOCTTa 33 Wodnpaxe n pabota ¢
mawnny. TTalHEHTH, KOHTO YCEUIAT 3aMatHOCT, CBETOBLPTEX HITH CBHAMBOCT, I0KATO NpUeMar

CeneBpexe, Tpa6Ba Aa U36arBat Aa Wodupat HIH 1a paboTAT ¢ MAINHHH.
48 HemxenaHu JexapeTBeHH PEAKIHH

HesxenanuTe peakii ca HIGPOEHH Mo CHCTEMO-OPTaHHA KIIacose W MOJPEeHH Mo HecToTa B

Tabanna 1, oTpasasallia JAHHH OT CNEAHNUTE HITOUHHLIK:

. HexenaHu peakunu, 0KIAABaHH NIPH NAUHEHTH C OCTEOAPTPHT U NAUHEHTH € PEBMATOHACH
apTPHT, ¢ YeCTOTA No-BHCOka 0T 0,01% H MO-BHCOKA OT YecToTaTa, cnobmanana npw Taneto,
no BpeMe Ha 12 nnaue6o- W/HNH aKTHBHO-KOHTPOAHPAHH KITHHIIHA NPOYHIBAHNA €
MPOABIKUTENHOCT A0 12 ceMULM, NPH AHEBHH RO3H uenekokch6 ot 100 mg 10 800 mg. B
JIOMBAHHTENHH NpoyuBasua ¢ HecenekTaHH HCIIBC karto cpasHHTENHH JIEKAPCTRE,
npubnusutenso 7 400 NalUeHTH ¢ apTPUT Ca JICKYBAHH ¢ HenekokcHG B AHERHH JO3H JI0
800 mg, BKNOUNTENHO MPHEIHINTENHO 2 300 HAllHEHTH, AEKYBAHH 34 NEPHOL OT | roiaHa
unu noeeue. Hexenannte peakyuu, RabniofasaHH NpH NeHeHRE ¢ uenexokcub B Te3H
NOMTbAHATENHH NIPOYYBaHUA, OTTOBAPAT Ha TE3H, NPH NALKEHTH C OCTEOAPTPHT W
peBMaToRzeH apTpuT, u3bpoenwu B Tabanna 1.

. Hexenaun peakuuu, cho6lIEHH ¢ 4eCTOTa NO-TONAMA, OTKOIKOTO NpH nnaiedo 3a yHacTHHUIIH,
nexyBaHH ¢ uenekokcud 400 mg AHEBHO B ALATOCPOUHHU NPOYHBAHHA 34 NIPEBCHIIHA Ha
MONANH ¢ NPOXLIDKHTENHOCT 0 3 roann IIpesenyus #a a0eHOMY C YeieKo
Prevention with Celecoxib, APC} v [Tpesenyun #a cnOpaduyHu KOROPeEX:
nonunu (Prevention of Colorectal Sporadic Adenomatous Polyps, Pre
gx. To9Ka 5.1, Chpaeunoc-cnaosa GesonacHocT — JIRATOCPOYHN TTPOY™
ChbC CHOPARNUHU ANCHOMATOINU NONWNH).




Hesxenann NEKAPCTBEHM PEaKItAN OT NOCTMAPKETHHTOBO NPOCTENIBaNE, JNOKN&ABaHH KaTo
CTIOHTAHHH CHOBLLEHHA 32 NEPHOJ, B KOITO NPUOIHIHTENHO > 70 munnoHa naiueHTa ca
fleKyBaH¥ C TIENEKOKCHD (pasinany 033, IPOABIKHTENHOCT H nokazanus). Benpexn ve ToBa
ca peakumt, WISHTHHALMPAHH OT TIOCTMAPKETHHIOBH ChOBIERUA, IPH ONPEACNAHE Ha
4eCTOTaTa Ca BIETH NIPEABHL AAHHUTE OT NPOY4BAHUATA, HeCTOTHTE Ca onpeneneny Ha 6azara
Ha KyMYNaTHBEH METa-aHaN3 Cbe CHOHPaHE Ha AaHRH OT Npoy4BaHHA, NPEACTABNABALLMN
excnoauius npn 38 102 naunenty.

TaGanna 1:  Hexelauu JeKapCTBEHH PEIKUHH B KIHHRYHH NpOy4BAHHA C nenexokcHé H

NloCTMAPKETHHTOBO HabilofenuHe (NPeANOMTAHH TEPMHUHEH 110 MedDRA

)"

YecToTa HA HEKeAAHATA AeKADCTBEHA peakuud
Cueremo- Mnuoro secte | Heern HegecTH Pepsxcn MHoTo peKkH C ueniBecTHA
opramen knze | (2 i1e) {= /10000 | (= 1/1 000 no (= /10 000 mo {< 1/1 0000) qecToTa
< 1/10) < 1/100) < 1/1 000) (0T HaAWIHHTE
AAHHH HE MOXKeE
aa Owge
HAanpABEHA
oleHKA)
Hndrexunn 1 CHHy3HT,
unpecTaliHY nHdexuns
Ha TOPHHUTE
JAXETENHA
WHTHIA,
dapnArnT,
HHpeKUHS
Ha
NHKOUHHTE
NbTHIA
Hapymennsa AHeMHs Jiepkoneuus, TManuuTonexus*
HA KpPLBTA W TpoMBoUMTONEH i
aambwaTa ]
CHCTEMA
HapymenHsa CspbXuyBcT AuadunakrHieH
HA HMYHHATA BHMTENTHOCT mox?,
CHCTEMA anaGHAaKTHYHA
peaxuug*
Hapyniepus Xunepranuem
Ha 1]
Meraboau3Ma
H XpaHeHeTo
TlenxuunH BeacbHHe Tperoxdoct, | CbeTosnue Ha
HapymIeHHE JienpecUs, 0OBPKAHOCT,
yMOopa XanOUuHHA
unn?
Hapyulenus 3amadipane, | Hucynt', ATaxcHs, BwTpeuepencH
| wa HepBHaTa XHIIEPTOHYC, | MapecTeiny, JIHCTEY3RS KPHBOH3JIHE
CHCTEMA rnasoGonue? | ceHIWBOCT {BKNFOUHTEITHO
(aranen
BLTpEUcpenet
KpLBOHATHB)",
acenrhuen’
MEHHHIHT,
enunercus
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YecToTh HA HEXKENAHATA JIEKADCTBEHA PEAKIHA

Cucremo- Mpnuoroe wecr | Hecrn HegecTH Penxn Mmuoro peakH C HemiBecTHa
opranen xnac | & 1/10) 11000 | (= 1/1000 no | (= 1/10 000 1o (< 1/1 0000) YyecToTa
< 1/10) < 1/100) < 1/1 000) (0T HANHYHHTE
JNAHHH HE MOXeE
Aa bnpe
HATIpaBeHa
OoLIEHKA)
HapymeHnus 3amnraeno Kpbeoninue 8 Petunanua
Ha O9UTE BIDKAAHE, oxoro? aprepHania
KOHIOKTHRUT' oKy3ns®,
peTHHATHA
BEHO3HA OKITYIHA?
Hapymenns lym B
Ha YXOTO H yurure,
nabupHnTa Hamanenue
Ha crryxa'
Crpaeunu Undapkr va | Copaeuna Apurmus®
HapymeHHA MHoKapaa' HEJOCTAThLY-
HOCT,
NaNNUTALNA,
TaxXHKapaHs
CnjonH Xunepronua' Benompoben Backynutr?
HAPYWEHHS {BKMOYHTEAHO embBonHILM®,
BIOIWIABAHE Ha JavepeaBanAA*
ChINECTBYBALY
a XHAepTOHAA )
Pecnmparop Punyr, Bponxoecna TMHesMOHHT
HH, TPLAHKE H KalnMua, M?
MEAHACTHHAIH aucrnes'
H HApYHIEHHS
CromMamno- Tanene®, 3anek, CromauHo-
qpeBHH Oonka B racTpHr, YypeReH
HapylleHRs Kopema, CTOMATHT, KPbBOH3NHE’,
JHapus CTOMalHoO- ayoleHanHa
HAcNencus, | 4peBHO 7384, CTOMALIHA
dAaTyAcHGH | BbINAieHHe A3B4,
1, {(BxniouuTENH | esodareania
nospbuane’ | o 7383, A3BA Ha
Aucdarus’ ENOWABAHE Ha | Y€pRATA, rojiaMa
CHIIECTBYBAL] | A38a HA
O cTOMaIEHO- | “epBara,
YpEBHO upeBHa
pEananenne), | nepdopauns,
OpHrBaHe e3zodarur,
MeneHa,
NaHKPEaTHT,
xonut!
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HecToTa H HEXKGASHATS JEKAPCTREHA PLAKTIHA
Cucremo- Muoro qeern | YecTn Heuecru Peaxu MHuoro peaxkH C HewsBecTHa
opranen xnac | (= 1/10) 110000 | (=1/100000 | {(=1/10000 00 (< 1/1 0000) yecToTa
< 1/10) < 1/100) < 1/1 000) {oT HamAYHATE
JAHHH HE MOXeE
aa 6nae
HanpaBeHa
OLEHKA)
4 Xenarobunnap ABRopMHa Xenatut! Yeproppobua
HH #apynlenns uepHOApoGHA HEAOCTATEY
byHKLHA, HocT {noHsKora
YBEAHUYCHHE daTanta WK
Ha HIHCKBALa
uepHoapod- yepronpobHa
HUTE EH3HMH TpaHCNNAHTALIAA)
(BKMIOUHTEN , QynMMUHAHTEH
HO - xenarut?
MOBHILICHH (noHAKora c
CrotTwu daraneH Haxon),
CITm) yepHoapobHa
Hekposa®, xonecta
1at,
XONECTaTHYEH
xenatut®,
AbnTeHHLa"
Hapyurennn O6pus, YpTukapha, Anruoenem®, EkcéonunarHsen
HA KOKATE B cupbex ekxamo3n* anofeuns, AepMaTHT?,
MOAKOKHATA {BmouBa $oTOuYBCTEH- epuTEMa
ThLKAH reHepanu3np TENHOCT myntiudopme’,
an CHHAPOM HA
cupbex) Stevens-Johnson®,
TOKCHYHA
enuaepManHa
Hekponuaa®,
nexapcTaeHa
PEaKLHA C
€03NHOGHIHS H
CHCTEMHH
CHMATOMH
(DRESS}*, ocTpa
FeHepanu3upaHa
€K3AHTEMATO3HA
mycTyno3a,
BynoseH
aepmarut’
Hapymennn Aptpanrus® | Myckynnu Mnozat!
HA MYCKY./IHO- crasMu
CKENCTHATA {kpaMTTH Ha
CHCTEMA H DNONANTE
CheIHHUTEAIHA KpaiiHHUM)
TA THKAH
Hapymeuus YpenuueHue OcTpa TyGYROHHTEPCTH
na 6ubpeunTe Ha 616peuna uanen redput?,
H MHKOTHHTE KpeaTHHHHA B | HEAOCTATBY- HedpoTH
MLTHIRA KpbeTa, HocTS, ueH CHHIpOMY,
YBENHYCHUE XHIIORATpHE-
Ha mus?
ypeATa B
KpBETA
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YecTora HA HERETAHATA JEKAPCTBEHA PeAKIIHA

Cacremo- Muoro wectn | Yeern Heuectn Peaxwu Mmuore peakw C HeniBecTHa
opraned knac | (= I/10) 110050 | (21/1000 00 | (=1/10000 80 | (< 1/1 0000) YyecToTa
< 1/10) < 1/100) < 1/1 800) (oT HaNHUHUTE
JIAHHH HEe MOKE
aa Gnae
HanpaBeHa
OLEHKA)
Hapymenns MeHcTpyanii Beannonue
aa Hapywenna' {HamaneH
PLINPOH3ROAH (pepTHIHTET NpH
TelHaTa wenu)
CHCTEMA H
CbPASTA
O6mnu T'punonoaot | OTox Ha
HAPYIHeHHSa | HO AMUETO,
edexTH HA 1aGonssade, | Gonku B
MACTOTO HA nepudepiu | ropaure?
MpHioAKeHHe oToum/
3a/|PbKICA HA
TEYHOCTH
Hapaugsanus, HapansaBsaHe
OTPABSHHA W (cnydaitvo
YCNoKHeHHS, HapAHABAHE)
BHIHHKHAJH B
Pe3yNTAT HA
HHTEpBEHLHH

CI'OT — cepyMHa rnyTamar-OKCaNaLESTAT TpaHCAaMHHa3a

CI'TIT — cepyMHa rnyTaMaT-nupyBear TpaHcaMHHaa

' Hexenasu NekapcTREHW PEAKUWH, HACTLIHIIH B NPOYYBaHHA 33 NIPEBEHUHSA Ha MNOJHNH, KOWTO BXIIOYBAT
NALAEHTH, NEKYBauy ¢ teniekokenB 400 mg AnerHO B 2 KNHHHYHH NPOYYBAHNS 32 RCPHOA A0 3 ronuun
{APC u PreSAP npoyusanssTa). ONHCAHHTE NO-TOpe HEXENaHH TeKapCTBEHH PEAKLIHH OT TIPOYYBAHWATA 33
TIPEBERIMA Ha NOIHNKUTE Ca CAMO TE3N, KOWTO Bede ¢a MNO3IHATH OT NOCTMAPKETHHTOBHA ONHT HITH £
HACTBITHITH C AO-TOJIAMA YECTOTA, OTKONKOTO B MPOYUBAHHA NPH APTPHT.

I B nosbAHEHNE, CREAHHTE Heussecmu Jocezq HOKENAHH PeakiHH Ca HaCThIHIH B MPOYyUBaHHA 32
MPeBeHLHA HA IONTHAW, KOWTO BKNOYBAT NAaUHEHTH, NEKYBAHH C uenexokcnt 400 mg nreeHo B B
KITHHHYHH NPOY4Banus 3a nephol 1o 3 rogwnn (APC u PreSAP NPOYUBAHHATA):

YectH: aHMHHA NEKTOPHC, CHHAPOM HA PA3PATHEHOTO HEPBO, He(POTHTHA3A, MOBHLIEH KPEaTHHYH B
KPbETa, AOoOPOKaueCTBEHA XHNEPNAAZHS Ha MIPOCTATATA, NOBHILIEHO TENECHO TErIo.

Heuecrn: undexuns ¢ helicobacter, Xepniec 30cTep, cpu3uned, GPOHXOTHEBMOHNS, TaGHPUHTHT, THHTUBHT,
NHNIOM, TUIABAIEK METHHHH B CTEKIOBWAHOTO TANO, KOHIOHKTHBANEH KPBLBOM3IHE, Ieafoka REeHO3IHA
TpomG03a, AUCHOHHA, XEMOPOHAANEH KPLBOMATHB, YCKOpEH2 NEPUCTANTHKA, A3BM B YCTATa, ancprute
JAEPMATHT, FAHCNHOH, HUKTYPHS, BACHHANEH KPBLBOHANHE, YYBCTBHTENHOCT Ha MbPAKTE, ¢dpaxTypa Ha foneH
KpaitHHK, IOBHLIEH HATPHIA B KPLBTA.

3 ¥eHuTe, KOWTO HMAT HamepetHe Aa 3a0peMeHdBaT, c€ HIKMICUBAT OT BCHUKH MpOYHBaHHA, Mo Tazu
NpHYMHA OUEHKaTa 33 YecToTara Ha ToBa CbOMTHe, CBHrRacHO NAHHATE OT TNPOYYBaHWATA, © 6una
HEeOoCHORATENHA.

4 YecroTATe ca onpcHeNieHW Ha OCHOBaTa Ha KyMYJNaTHBEH METa-aHaNH3 Che chbWpaHe Ha AaHHW OT
AOpOYMBARNAA, NPEICTABNSBAINH excio3nua npu 38 102 naudenTH..

B okoHuatenHuTe AaHHH (ouenenn) or APC u PreSAP npoyusanHukdTa NPH NAUHEHTH, JIEKYBAHMU C
uenekokcu6 400 mg AHEBHO 3a NePHOA A0 3 roauHH (00EAHMHEHH AaHKY OT BETE NPOYUBAHKI, BiK.

3a MECYNT (BHAOBETE He ca onpeAeneHH) cnpamo niauebo.

CrobiitanaHe Ha HONO3HPAHW HEKEIAHH PEaKiHH
CpobuaBaHeTo Ha MOAO3IMPAHH HEXENaHA peakUny CleA palpelraane 3a yii

NpOAYKT €& BaxkHo. ToBa No3Bonsisa Na MPOAbIKH HaBAIOAEHHETO Ha CHOTHO! ‘eﬁuh'gb
NEKAPCTBEHUA MPOAYKT. OT MEMLHHCKHTE CTICHHATHCTH Ce H3HCKEA Ja crob rﬁ)}acnxa.

£
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noA03HpaHa HeXenaHa peakuHs upes H3msaHUTENIHA aTEHLIKA N0 IEKapCTBaTa, Y. ,Jlaman T'pyes” Ne
8, 1303 Codus, Ten. 02 8903 417, yebeaiit: www.bda.bg.

49 IIpenosnpane

HsaMa KTHHHYEH ONUT ¢ npeaosupane. EanokpaTiu fio3u a0 | 200 mg ¥ MHOrOKpPATHH 031 10

1 200 mg [iBa MHTH AHEBHO CA NPUIIATAHH NPH 3APaBYU HHAHBHAH B NPoAbLIKEHAE HA AEBET IHH Oes
UTHHEIHO IHAYAME HeKeNaRn peakiny. B cirydalt Ha Mofio3upane MpeAo3upane TpsGea fa 6baaT
OCHIYpEHH CHOTBETHH TOUTBPXKALIA MEPKH, Hanp. OTCTpaHABAHE HA CTOMAUTHOTO ChABPKHMO,
KIMHUYHO HAGMIOEHNE H NPH HEOGXORUMOCT TIpHIAraHe Ha CHMIITOMATHYHO NIEYCHIE. Manko
BEpOATHO € AMANU3ATA J1a CE OKAKE eduKaceH METOML 32 OTCTPAHABANE Ha JAeKapcTBEHKA NPONYKT,
NopajiK BHCOKATA CTEMEH Ha CBBP3IBAHE C NNAIMEHHTE GenTbum.

5, GAPMAKOJOTAYHHY CBOMCTBA
5.1 dapMakoTHHAMHYIHE CBOHCTBA

dapMakoTepanesTHYHA rpyna: HecTeponiHH NPOTHECRB3NANKTENHA H aHTUPEBMATHIHH CPEACTEA,
HCHBC, Kokcnou
ATC xon: MOT1AHO1

MexaAu3ybM Ha JcHCTBHE
1enexokcHb e NepopaneH CENEKTHBCH COX-2 uHXHOHTOP B PaMKATE HA KNHHWTHWTE 103K (200-

400 mg ArHeBHO). B TO31 1030B HHTEPBAN NpH 3APABU A06poBONIM He ce HabnIoAasa CTATHCTHHECKH
snauHMa HEXHOULMa Ha COX-1 (oueHeHa KaTo ex vive uHxuBupane Ha 00pasyBaHETO Ha TpoMBoKcaH
B3 [TXB:]).

dapMaKkoJHHAMHYHU etheKTH

LIMKI0OKCHIEHA3ATA € OTTOBOPHA 33 00pa3yBaHeTo Ha npocrarnaHanHy, HACHTHOUUMpaRH Ca 1BS
wzodopmu, COX-1 1 COX-2. COX-2 ¢ u30opMaTa Ha eH3UMa, 33 KOATO € I0KAIAHO, e ce HRayumpa
OT MPORBINAINTENHN CTHMYTIH H 33 KOATO c€ NpeAnonara, 4e ¢ OCHOBHO OTFOBOpHA 3a CHHTE3ATA Ha
ApPOCTAHOMJIHA MENHATOPH Ha 6onxara, Bb3naneHHeTo W hebpunuteTa. COX-2 yqacTBa CHLIIO H B
OBYNAMMATA, UMIIAHTAHATA H 3aTBAPAHETO Ha JKTYC apTepHO3YC, perynaunaTa Ha 66peuHaTa
hynKups 4 PYHKLUHHMTE HA LEHTPANHATA HEPBRA CHCTCMA (noBHiIEHHE HA TENEcHaTa TEMNEpaTypa,
pBINPHATHE 3a Goska H Mo3HABATENHA dyuxuud). Bu3MoXkHo e na nrpae pons H NIpH 3a3/ipaBABaHe Ha
a3puTe. COX-2 e waeHTHPULMpPana B THKAHTA OKONIO CTOMALUHH A3BH TIPH yoBex, HO OTHOLIEHHETO H
KEM 3a3/|paBABaHETD Ha A3BHTE HE € YTOUHEHO.

Pas/iMKaTa B AHTHATPETAHTHATA AKTHBHOCT MEXLY HAKOH COX-1 uaxubupawy HCTIBC #
cenexTuaHITe COX-2 HHXHOHTOPH MOXE Jia € OT KIHHU4HO 3Ha4eHHE NPY nayHeHTH C HOBHILCH
pHck oT TpoMGoemGonn3bM. CenekTHBHHTE COX-2 HHXHGHTOpH HaMansBaT 00pasyBareTo Ha
CHCTEMEH (M TIO Ta3H NPHYMHA, BEPOSTHO, EHAOTENIEH) NPOCTAUHKIHH, fea s1a 3acAraT TPOMOOUNTHAS
TpombokcaH.

LenekoKcHG TipeICTaBNARA AMAPHTI-3aMECTEH THPa3Ol, XUMHYECKH CXOJIEH ¢ IPYTH HeapHIlaMHHOBH
cyndoraMul (Hanp. THAWAR, hypO3eMALL), HO c¢ pasiintiaBa OT apUNaMHHOBHTE CYJIOHaMIIIH
(nanp. cyndaMeToKCU301 M NPyrH cyndoHaMUAHH aHTUGHOTHIMH).

Crien puAarave Ha BHCOKH JO3H nenexkoxcnt ce Habnioaga 10303aBHCHM epekT BBPXY

obpazysaneTo Ha TxB:. [1pH 31p2asH HHARBHAK ofave, B MaKH TIPOYHBaHHA C MHOTOKPATEH TIPHEM Ha
103a oT 600 Mg ABa MBTH JHEBHO (TPH IMBTH MO-BHCOKA OT Hail-BMcoKaTa npenopby
e ieKOKCHO He e AMan edekT BBpXY TPOMGOLHTHATA arperanis W BpEMETO Ha
nnauebo.

t—,

Knnguuaa edpxacHocT H 6e30IACHOCT
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TpoBeieHn ca HAKONKC KINMHAYHHU NpOyYBAHNA, NOTEHLPXKAABALIH edukacHocTTa W BesonacHocTTa
NPH OCTEOAPTPHT, PEBMATON/ICH APTPHT U AHKUNO3HPaU|, CNOHJNHT. B nnauebo- M aKTHBHO
KOHTPONHPAaHH NPOYHBAHKA ¢ NPOABIKKTENHOCT A0 12 CEAMHUM NPH npubnuzurenno 4 200
natuenTH e GuNa HanpaBeHa oueHka Ha LieNekoKeHD 3a JieTeRne Ha BE3NanenneTo H Bonkara,
ALMKAIM C& HA OCTEOAPTPHT Ha KONSHOTO W Tasobenpenara cTasa. B naauedo- H aKTHBHO
KOHTPONMPAHH TIPOY4BAHHA C POLBIKCHTENHOCT 10 24 CeAMULIN TIpH npubnunTente 2 100
NALAEHTH LENeKOKCHE e G oUeHEH ¥ 3 NEYeHHE HA BB3NANEHWETO H GonkaTa NpH peBMATORICH
aptpur. Lienexokcub B AHeBHa no3a ot 200 — 400 mg € nokasan obnekdaBane Ha 6oskaTa B paMKHTE
Ha 24 yaca OT HaYanoTo Ha HeueHneto. LlenekokcnO € oleHEH 32 CHMITOMATHYHO JIEYEHHE Ha
AHKHNO3UpALL CHOHAMIUT NpH 896 naunenTn B nnauebo- H AKTHBHO KOHTPONMPAHH NPOYYBaHHA &
NpOALDKRTENHOCT A0 12 ceamuuu. B Te3n npoyysahns ueackokcub B 103k ot 100 mg ABa NbTH
nneBHo W 200 mg reAnbX AHeRHo, 200 mg ABa MHTH AHEBHO H 400 mg BeAHBX JHERHO, € MOKaza
3HaYMMO nofoGperte na Gonkara, obuiaTa AKTHBHOCT Ha 3a60NABAHETO H QYHKUMATA NpH
AHKHIQ3UpALL CIOHJTHAHT.

[IpoResiekH ca NeT PAHAOMH3HPAHH, IBORHOCTENN KOHTPOIMPaH# NPoYyyBaHHAS, BKIIOYRALIN naHoBa
TOpHa TACTPOMHTECTHHANHA EHAOCKONHA NpH npubnuzntento 4 500 nayueHTH fHes HauanHa
ynuepauus (2034 Ha uenekoxcub ot 50 mg ao 400 mg nBa ALTH IHeRrHo). B npoyyBaHud ¢
engockonys ¢ 12-ceiMuuna NpoALMKHTENHOCT tenekokeub (1 00-800 mg AHEBHO) ¢ CEBP3aH CBC
3HAYHMO MO-HHCHK PHCK OT FACTPO-AYOACHANTHH #38H OTKOJIKOTO HalpoOKCEH (1 000 mg nHeBHO) K
ubynpogen (2 400 mg axeBHO). CpaBHUTENHUTE NPOYXBAHHA CNPAMO auknodenax (150 mg AHEBHO)
ca nNpoTHBOpe4HBH. B ABe 0T 12-ceAMUYHUTE IPOYHBAHHA NPOLEHTHT NAUHEHTH C £H0CKOMCKH
JAHAHM 32 FACTPO-yOREHATHA YIepalHa He NOKa3Ba CTAaTHCTRYECKH 3HAYHMA pasiinka MEK/ly
rpynuTe, JieKyRanu ¢ nauebo, U Tesu, NeKyBaHH ¢ uenexkokcH6 200 mg nBa MHTH AHEBHO H 400 mg
J1Ba MbTH JHEBHO.

B npocneKTHBHO JBLJTOCPOYHO Mpoy4Bane 3a besonacHocT (npoyusareto CLASS, c
NIPOABMKHTENHOCT OT 6 110 15 Mecena) 5 800 NaUHEHTH C OCTEOAPTPHT H 2 200 nauueHTH ¢
PEBMATOM/IEH APTPHUT Ca NoNy4aBany uenekokcnt 400 mg 18a MbTH AHCBHO (cboTBETHO 4 M 2 NBTH
No-ronsMa OT NPenophYBaHATa 4033 NPH OCTEOAPTPHT H PEBMATOKACH apTpuT), ubynpoden 800 mg
TPH ITGTH AHEBHO WIH auknodenak 75 mg asa wbTH THEBHO (TepaneBTHYHM A03H 38 TIOCAEAHNTE /1Ba
npoxykra). JlBafieceT H ABa MPOLEHTA OT BKIIIOMEHATE MALMEHTH Ca BIEMANTH EIHOBPEMERHO HHCKA
71033 ALETIICANKIANOBA KHCERUHA (< 325 mg/aen), rmasto 3a CC npodunakthka. Ilo oTHOWEHNKE HA
nepaIMHATa kpaliHa e yenokneny #1381 (ONTpeieNieH KaTo racTpo-HHTECTHHANHO KbpHEHE,
nepgopauns unu o6CTPYKUNA) Uenekokcub He e Gan CUrHU(HKAHTHO pa3iHieH oT ubynpodex iy
nuknogenak, B3eTH NO0TAENHO. CHIO TaKa 33 kombGunupanara rpyna HCTIBC ne ¢ umano
CTATHCTHYECKH 3HAYMMa Pa3liMKa 3a YCI0KHEHHTE 9381 (OTHOCHTENEH PHCK 0,77, 95% C1 0.41-1.46
Ha 6a3aTa Ha LeNHs MepHoll Ha npoydsae). [To OTHOIICHHE Ha KOMGWHApanaTa KpaiiHa uen
YCTIOXHEHH W CHMITTOMAaTHHU #38H, uecToTara ¢ 6una curnnpNkaHTHO NO-HHCKA B rpynara
MALKEHTH, IEKYBaHH C LENEKOKCHE, OTKONKOTO NPH TE3H, AEKYBaHH ¢ HCFIBC, oTROCHUTEINECH PHCK
0,66, 95% CI 0,45-0,97, O He ¥ Mex 1y LenekokchG n ankiotenak. [TauuenTHTe HA LenekoKcHd u
CHITETCTRAITM HHCKHA JI03H AUETHICAIHIMIORa KHCENHHA ¢a WMANH 4 ITHTH [To-BHCOKA HeCTOTa Ha
YCIOXHEHH A3BH B CPABHEHHE C TE3H HA MOHOTEPANRS C uenexokcut. YecToTara Ha KNHRWIYHO
IHAYMMHTE MOHWKEHHS HA XeMornoGuHa (> 2 g/dl), noTBbLPAEHH ¢ NOBTGPHO H3cne/BaHe, ¢ 6una
CHrHKHKAHTHO NO-HHCKA NPH NALUEHTH Ha 1eneKOKCKG B cpaBHEHHE C MpynaTa Ha HCIIBC,
oTHoCHTeNeH prck 0,29, 95% CI1 0,17-0,48. YecToTaTa Ha TOBA YCIOXKHEHHE TTPH neyeHke ¢
nenekokcH6 e Guna CHrHNAHKAHTHO NO-HUCKA HE3ABHCHMO OT TOBA JIATH MALACHTHTE Ca BICMany HIH
HE H AUECTHICANHIMTIOBA KMCENHHA,

B NpocMeKTHBHO PaHIOMU3UpaHo 24-CeIMHYHO TIpOYBAHE 3a He30MacHOCT HPH ITAHEHT
BBIpAcT Ha/nan 60 FOAVHH HITH ¢ aHAMHE3a 34 TaCTPO-IYOACHANIHH A3BH (npueManiT
ALETHNCANHIUAOBA KUCENKHA Ce H3KNIOYBAT), MAUKEHTUTE C NOHHKEHK XEMOTNO
xeMaToxpuT (= 10%) 0T cTOMaITHO-UpeBeH MPOH3XO/ H NIEKYBaHH C nenekokcus,
anerro (N = 2 238) ca 110-Manko B CpaBHEHHE C NAUHEHTHTE, ICKYBAHH C AWK

[TbTH JHEBHO M oMenpason 20 mg peantak AreBHo (N = 2 246) (0,2% cpewwy 1,1%:5al Te 3
YCTaHOBEH CTOMALTHO-4PEBEH TIPOH3XOA, p=0,004; 0,4% cpeuy 24%3aTE3U C i
CTOMALTHO-4¥peBeH Mpousxox, p=0,0001). YecToTaTa Ha KNHHUYHO HIABEHH CTOM

15




YCNOXKHEHHA Kato nepdopauns, OOCTPYKLHS UITK XEMODaris ¢a MHOTO HHCKH, fe3 paznuung Mexay
nexyBauuTe rpyny (4-5 3a rpyna).

C'bpgeqno-c‘bgona 0e30MmacHOCT — H'B.III“OCQO‘{HH pOy1BAHNUA MpH NalHEHTH ch¢ ciopaguynu

ANCHOMATO3HH TTOJIHITH

IlposenenH ca jBe NPOYUBaHUA C LeieKOKCHE MPH ALMEHTH ChC CMOPARHIHH 31CHOMATO3HU
ronANH, a iMerHo APC npoyusateto # PreSAP npoy4Baneto. B npoyusaneto APC uma
X0303aBHCHMO YBENHUEHHE B KOMOHHHpaHaTa kpaiiHa uen (oueHeHo), BKmovsaula CC cumnpr,
HHQAPKT KA MHOKAPAA WK HHCYNIT NpH HeNekoxcHB, cpapHeH ¢ nAaiie6o 3a J-ronUIHG EUEHHE.
PreSAP npoy4BaHeTO He MOKa3a CTATHCTHYECKH 3HAYUM YBENHUEH PHCK 3a cbltlaTa KOMOMHUPaHA
kpalina uen.

B npoy+sanero APC, OTHOCHTETHHTE PHCKOBE CIIPAMO nnanebo 3a koMBHHHpaHa Kpaiida uen
(ouenenn), Bimowsaima CC cMbpT, nudapkT Ha MUOKapa WITH WHCYIIT, ca 6unn 3,4 (95% CI 1,4 —
8,5) ¢ uenekokcub 400 mg nBa MLTH AHEBHO W 2,8(95%CI1,1-72)c uenexokcnt 200 mg npa
eTH AveBHO. KyMynaTHBHUTE CTOHHOCTH 33 Ta3H koMGHHHpaHa kpaiita Hen 3a 3 FOAHHA ca 6unm
3,0% (20/671 ydacTHuun) 1 2,5% (1 7/685 yuacTHHLM) CLOTBETHO, CIPAMO 0,9% {6/679 y4acTHAIN)
aa nane6o. YeenmIeHNATa 3a ABETE TPYTTH A03H \enekokcHG crpaMo Tnauebo ca ¢e ABMKANH I1IaBHo
Ha YBENHUCHA YECTOTA HA HHPAPKT Ha MHOKAp/Ia.

B npoyusadeto PreSAP, OTHOCUTENHUAT PUCK CPAMO nnaue6o 3a chinaTa koMGHHEPaHA KpaiHa uen
(ouenen) e 6un 1,2 (95% Cl 0,6 — 2,4) ¢ uenexokcud 400 mg seAHBK AHCBNG cnpamo rauebo.
KyMynaTHBHaTa 4ecToTa Ha TasH xombWHKHpaHa kpaiiha uen 3a 3 roauHu e Guna 2,3%

(21/933 yuactHuun) u 1,9% (1 2/628 y4acTHMLM) CbOTBETHO. YecroTata Ha HHGAPKT HA MHOKAPAa
(ouexena) e 6una 1,0% (9/933 yuacTHULM) C yenekokcH6 400 mg BeAHBK AHEBHO U

0,6% (4/628 y4acTHHUM) C nnane6o.

JlasHUTE OT TPETO ABJIOCPOUHO NPOY'BAHE TIpoyueane 3a npeeenyun Ha Bb3NANERUEMO NPU bonecm
na Amypcaiivep (Alzheimer's Disease Anti-inflammatory Prevention Trial, ADAPT) ne noka3pat
3HayuMo yeennuenne Ha CC puck ¢ nenexokcut 200 mg Ba THTH JHEBHO CIIPAMO nnaue6o.
OTHOCHTENHHAT PUCK CnipaMo nnauebo 3a cuulata koMGurHpana kpalina Togka (CC cmupT,
muoKapneH UHGapKT, HHCYNT) € Gun 1,14 (95% C10,61 —2,15)¢ yenekoxcuf 200 mg nBa MBTH
aHesHo. UectoTaTa Ha WH(ApKT HA MMOKApAa € 6una 1,1% (8/717 nauwesT!) ¢ yenekokchb

200 mg ABA THTH AHeRHO H 1,2% (1371 070 naunenTH) ¢ naaue6o.

[IpocneKTHRHA, PAHAOMU3HPAHA OLUEHKA HA komnnekcHaTa 6e30MacHOCT HA LENEKOKCHO cnpaMo
ubynpodeH HITK HATIPOKCEH (Prospective randomized evaluation of celecoxib integrated safety vs.

ibuprofen or naproxen, PRECISION)

Tpoyusaneto PRECISION e fgoiinocnano npoysane Ha ChpAEHHO-CBA0BATa Ge30MacHOCT NpH
NAHERTH ¢ ocTeoapTpuT (OA) HITH PeBMATOHER APTPHT (PA) € BHCOK PHCK 32 WM CHC CHPACHHO-
cBaoBo 3abonasane, CpaBHABALIC tenekokcub (200-400 mg aBEBHO) ¢ HaNpOKCEH (750—1 000 mg
AneBHo) W ubynpoden (1 800 —2 400 mg AxeBHO). TTbpBHYHATA KpaiiHa Touka, kodTo PaboTHaTa
Fpyna Ha H3CNeA0BaTeuTe Ha AHTHTPOMGOTHYHH CPefcTBa (A ntiplatelet Trialists Collaboration,
APTC) onpenens HE3aBHCHMO, € xoMGUWWpaHa KpaiiHa To4ka, BKIT0YBalla CEPACUHO-CHAOBA CMBPT
(BKINOYHTEIHO CMBPT NOpaan KPBLBOWINHE), HedaTaleH HHPAPKT HA MrOKap/Ia nnn Hedaranen
uncynt. [poy4paseTe € NIaHHPaHo ¢ 80% BBIMOKHOCT 112 OLIEHH CxoJiHaTa 6e30MacHocT (non-
inferiority). Ha BCHUKM NaUHEHTH € IPEANHCAHO OTKPHTO e30Menpason (2040 mg) 3a npeaAnaisaqe
ha cTomaxa, Ha nalMenTHTe, IpHeMallii HiCKa 103a acTINpHH, € paspelIeno Aa NpoabIkaT
NEMEHHETO; Ha M3XOJHO HWBO MOYTH IIONOBHHATA OT YHACTHRLIMTE ca Ha acnupun. BropHienTe H
TpeTHURHTE KpaHHH TOMKH BKIIOUBAT NOCTEACTBUATA OT NEeYeHHETo N0 OTHOWEH
CHIIOBATA, CTOMALIHO-UPERHATA # 6B0OpeTHATA CHCTEMA. Cpenanara oTriycHaTa
1a neNneKokcnB, 2 045246 3a ubynpoder u £52+103 3a HANPOKCEH.

TTo oTHOWeEHKHE HA TbPBUYHATA KpaHHa TOUKa, uenekokcul, B cpaBHEHUE KA
u6ynpodcH, oTroBaps Ha BCHUKUTE HETHPH npesBapHTENHO ONPEAENEHH U3
GesonacHoeT (non-inferiority) (BHXTe Tabnuua 2). '
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ﬂpyl‘HTC H&3aBHCHMO ONPEACcIeHH BTOPHYHH H TPETHYHH KpaﬁHH TOYKH BKJIOYBAT NOCAEACTBHATA OT
NEYEHHETO N0 OTHOLICHUE HA CHPACYHO-CHI0BATA, CTOMAIUHO-YDEBHATA it HBOpe HATA CHCTEMA.
OCBeH TOBa € IPOBE/IEHO 4-MeceuHo NOANpoyyRaKe, ¢ GOKYC BEPXY edekTHTE HA TPHTE AEKAPCTBEHH
TIPOAYKTA BBPXY apTEPHATHOTO HANATAHE, HIMEPEHOTO Ype3 aMByNaTOPHO NPOCTIEATBAHE
(Ambulatory Blood Pressure Monitoring, ABPM).

Ta6anua 2. Tupauyen anains Ha onpeaesienata 0T APTC komGuHHpaHa KpafiHa ToKka

AHAIN3 Ha moAJexamara ua Jevenne rpyna (ITT, xo mecert 30)
Iexexoxend Héynpoden Hanpoxcen
100200 mg 600-800 mg 375-500 mg
ABa MHTH JHEBHO TpH IBTH AHEBHO JARA ITHTH AHEBHO
Bpoii 8072 8 040 7 969
YyacTHHIM CbC 188 (2,3%) 218 (2,7%) 201 (2,5%)
CHOUTHA
Cpas#eHne no Ienexokcut cnpsaMo Henexokcnb cnpaMo HGynpoden cnipamo
ABOHKH HAaNPOKCeH ubynpoden HAIPOKCEH
KoeduuueHt Ha 0,93 (0,76; 1,13) 0,86 (0,70; 1,04) 1,08 (0,89; 1,31)
pucka {95% CI)
AHAAN3 Ha MOAHGHITHPANATS, NoAtekalla Ha Aedensne rpyna (mITT, ua Jeqenne 1o Mecenl 43)
Henexoxcnt Hoynpoden HanpokceH
100-200 mg 600800 mg 375-500 mg
JABa IThTH THERHO TpPH OTLTH IHEBHO [ABA OLTH [IHEBHO
Bpoii 8030 79%0 7933
Y4acTHHIIK CBC 134 (1,7%) 155 (1,9%) 144 (1,8%)
cuOuTHA
CpaBHeHHe no I{enexoxcnd cnpaMo Heaexoxcnb cnpsamo HoynpodeH cnpsivMo
nBoiikn HANPOKCEH ubynpoden HANpOKCEH
KoeduumnenT Ha 0,90 (0,72; 1,14) 0,81 (0,64; 1,02) 1,12 (0,889; 1,40)
pucka (95% CI)

KaTo LaJ0, pe3yNTaTHTE €a YHCIICHO CXOHH B FpynaTa Ha LEeNeKoKCHS | B Ta3K HA CPABHUTEITHHA
TIPORYKT, 32 BTOPHYHHTE M TPETHIHHTE KpaiHH TOUKH ¥, NNO BPUHUMIT, HIMA Je09aKBAHW HAXOIKH N0
QTHOLIEHHE HA Oe30MacHOCTTA.

Karto ce Bieme npeiBHA BecHyko Toba, npoydsanero PRECISION nocousa, ue uenekoxcHd B Hai-
HuckaTa oxobpena no3a ot 100 mg ABa METH AREBHO € ChC CXO/IHA fesonacHocT cipAMo HeyTipodeH,
NpHIArak B Manason ot 600 mg—800 mg TpH MbTH ZAHEBHO, HIIM HAMPOKCEH, NpHTIaraH & IHAna’oH
375 mg—500 mg 1Ba LT AHEBHO, N0 OTHOLIEHHE Ha CHPAEYHO-CHOBHTE HOKENAHH peaxiHH.
CrpaeuHo-ChA0BHTE puckose Ha knaca HCTIBC, pkntouuTtento COX-2 unxubuTOpHTE, Ca 3aBHCHMH
OT 103aTa ¥ MOpajH TOBA pe3yNTaTHTE 3a uenekokcnb 200 mg AHEBHO Mo OTHOWIEHHE Ha CBPIEYHO-
ChAORATA KOMOGHHHPAHATa KpaifHa TOUKa He MOXE 12 C€ EKCTPANONIHPAT KbM CXEMH Ha I03MPARE ¢
H3NON3BaHE Ha NO-BUCOKK JO3H Lienekokcnb.

5.2 DapMAKOKHHETHYHH CBONCTBA

AGcopbuus
Lienekokcub ce pesopbupa aobpe, KaTo NoCTHIa HKOBH NIa3MEHH KOHUEHTPALMK C
npuGmsnTenAo 2-3 waca. [TpreMLT N0 BpeMe Ha XpaHere (xpaHa ¢ BHCOKO CLABP
3a6aBa pesopbunsTa Ha Lienekokcnb ¢ okono 1 Hac, KOETo BOAU 110 Tmax OT OKON
yBENWYCHHE Ha GHOHATHYHOCTTA C OXOHO 20%.
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TlpH 3ApaBy BHIPACTHH N06POBOALA 06LIATa CHCTEMHA EKCTIO3HUUA (AUC) Ha uenekokchb e
EKBMBANEHTHA, KOTaTo LEnekokchd ce npuemMa nojl JopMaTa Ha LsIa Kancyna Wik ChABPKEHUETO Ha
KaricylIata ce MopbeRa BbpXy #6bkoso mope. Hama spawumu npoment Ha Cmax, Tmax v T2 cnen
NpHEMAHE Ha ChAbPKAHHETO Ha KanCysiaTa BbpXy SOBJIKOBO Niope.

PasnpencneHue
CeLP3BAHETO ¢ TIA3MEHHTE TIPOTEHHN € OkoJ0 97% MPH TepaneBTHIHH MNa3MEHH KOHUEHTPALIWH,

KaTO JIEKAPCTBEHHAT NPOAYKT He CE CBLP3BA NpedePeHUHANHO C EPHTPOLINTHTE.

BuctpatciopManys

MeTaGoMHIMBT Ha LENEKOKCHD ce OCHULECTBABA OCHOBHO upe3 iToxpom P450 2C9. Tpw
MeTabonuTa, HeakTHBHN kato COX-1 nnn COX-2 nHXHGUTOpH, ca HASHTH(HITNPAHH B HOBEIlIKaTA
nna3Ma, a UIMEHHO IBPBHUEH ANTKOXOJ, ChOTBETHATA Kapﬁoxcmma KMCENHHa K HeHHuA FAKOKY pOHHL.

AKTHBHOCTTA Ha uHTOXpoM P450 2C9 € HaManeHa NpH NALHERTH C TEHCTHYCH noIAMOpQHILM, KOETO
BOJIH 10 HAMANEHA eH3HMHA AKTHRHOCT, KaKTo NMpH XOMO3UIroTHH 32 CYP2C9*3 nonuMophuzbM
WHJHBHIH.

BbB papMaKoKkHHETHHHO NPOY4YBaHe Ha enekokcHt 200 mg, npHeMaH BEAHBK AHEBHO, [IDH 3ApaBH
nobposonuu cbe cneaunre renotuny CYP2C9*1/*1, CYP2C9*1/*3 unu CYP2C9*3/*3, MenuantaTa
Cmax u AUCp.24 Ha uenexokch6, #a ek 7, ¢ Guna npubIM3ATENHO CHOTBETHO 4 NETH U 7 I1BTH
yBeNHu€eHa, NpH HHAMBHIM ¢ reHorun CYP2C9*3/*3 cripaMo Apy i rEHOTHROBE. B TpH oTaenHH
TIPOY4YBAHUA ¢ €HOKPATHA 7034, BKIIFOYBAINH o610 5 YHacTHHLH ¢ TEHOTHTI CYP2C9*3/*3, AUCp24
TIPH CJIHOKPATHA 032 € IPUONH3HTENHO 3 MLTH yBeNKYEHa CIPAMO Ta3H NPY HOPMATTHHTE
merabonuzaTopu. YCTaHOBEHO €, Y€ YECTOTATA HA XOMO3BUIOTHHA *3/*3 reqotun ¢ 0,3-1,0% cpean
pa3NHYHN ETHHYECKH TPYTIH,

TIpw nauMeHTH, 32 KOHTO & U3BECTHO WK Ce Npennonara, ve ca GaBHy CYP2C9 mMeTaboNH3aTOPH BB3
OCHOBA HA aHAMHe3a/npeanwen onuT ¢ Apyri CYP2CY cyGeTpaT, uenekokeH6 Tpabea fla ce npuema
¢ MOBMINEHO BHAMaHWeE (BK. ToUKa 4.2).

He ca yoTAaHOREHH KIHHHYHO 3HAYHMH Das/iuKy BB (apMakoKWHETHUHKTE NapaMeTpH Ha
LenekoKenG Mexcly apo-aMepHKaHLM 1 1A OT KaBKa3kaTa paca B HanpeaHana BL3pact.

TInasmeHaTa KOHUEHTPALHS Ha LENEKOKCHE e yBenutieHa pHOIH3NTENTHO 100% npu KCHUTE B
cTapdecka Bb3pacT (> 65 roanin).

B cpaBHeHue C AHLA ¢ HopMaTHa q9epHOApoGHa GYRKUNA, NAUHEHTHTE C JIEKO aepHOApobHO
yBpeXkaaHe ¢a UMallH CPpeiHo yBenueHHe Ha Coax € 53%, a Ha AUC ¢ 26% 3a ueneKkokcno.
CHOTBETHHTE CTOHHOCTH NpPR NALMEHTH ¢ YMEPEHO YEPHOAPOOHO YBpEKAaHE ca GUIIH CHOTBETHO
41% u 146%. MeTabONUTHEAT KanalrTeT MpH NalAeHTH ¢ Nieko JI0 YMEPEHo YBpEXJaHe CHOTRETCTEA
Hait-nobpe Ha cTolfiHocTHTe Ha anBymuna. [Ipn NauMeHTH ¢ yMEpeHo uepronpobHO yBpexate (e
cepyMeH anymun 25-35 g/l) nevenmeto TpaGaa Aa 6bAe 3aM0UHATO € NOJOBHHATA OT
npenopkunTenHara jio3a. Ips NauueRTH ¢ TEXKO yepHORPpoGHO yBpekaane (cepyMen anGyMuH

< 25 gfl) He ca NpaBeHH NPOYYBAHH# ¥ lienekokcub e MPOTHBOMOKa3aH MpH Ta3u rpyna MallyenTH.

ChlIleCTBYBa OrpaHHUYEH OMAT ¢ LENEKOKCHO NPH NAUKEHTH C 6BOpeHHO YBpEXIAHE.
dapMakOKHHETHKATA HA LIENCKOKCHD He € NPoYyUeHa NPH NALMEHTH C 616peuHo yBpek/ane, HO €
MANKO BEPOSTHO T5 I3 € IHATHTENHO IPOMEHEHA NMPH TE3U NANUEHTH. ETo sawwo, npi AcHeHie Ha
naunesTH ¢ 6uGpeuHo yBpexxAaHe ce MpenopbHBa NOBALICHO BHHMAHHE. TexkoTo 6BOpedHO.
yBpEXaHe e NPOTHBOTIOKA3AHHE.

EnuMnnupase D
LlenekokcHb ce eTUMIHKPA FIIABHO upes MeTabonnsbM. Tlo-maiko oT 1% ot ngpaTh

YpHHaTa B HETNPOMCHEH BHA. PainukuTe B €KCIO3HLHATA HA U.CHCKOKCHG ME

¢ 0KONe feceT mbTH. Lienekokcn uMa 1030- ¥ BpemMesaBucHMA GapMakokuHeT 5,;3 E_;

E‘ﬂ:
/

T q
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J0308 HHTepBan. Bpemerto Ha monyxusoT ¢ 812 vaca. PapHoBecHHTE NNasMeHH KOHUEHTPALIHH ce
JOCTHraT B PAMKHTE Ha 5-NHEBHO IEueHKe,

53 MpencTHHAYNA JaHuH 3a bezonacHocT

HeknuHMYHHTE AaHHM 32 §e30NacHOCT HE NOKA3BAT 0coBeHu PUCKOBE NpU XopaTd, Ha fazata Ha
CTAHAAPTHHTE NPOYYBAHHA 33 TOKCHYHOCT NIPH MHOMOKPATHO NpHIaraHe, MyTareHHOCT HJIH
KapUWHOTEHeH NOTEHUMAN, OCBEH Te3H, MocodeHn B Touka 4.4, 4.6 n 5.1 Ha KpaTkara XapaKTepHCTHKa
Ha npoxykTa.

1enexokcnb npu nepopannn fo3u 2150 mg/kg/aen (NpubNA3NTENRO 2 MHTH HAJI EKCITOZHIAATA TTPW
Xopa npH A03a 200 mg aBa MbTH AHeBHO, H3MepeHa ¢ AUCo24) € NpHYHHKN NOBHLIEHA YECTOTA HA
KaMepHHTE cenTanii AedekTH (PAAKO ABACHUE) U eTAIHH UIMEHSHUA, KATO HATIPHMED CNeTH pedpa,
CNAT cTEPHYM H AeOPMHUPAHA IPh/HA KOCT TIPH 3alfiii, TPETHPaHH NTo Bpeme Ha opraHorenesara.
Ha6monaBano ce e A0303aBHCHMO YBEWYERHE Ha AWAa(ParMANHATE XePHHH NIPH MTbXOBE, NOJYYHIH
uenexokcHt npu nepopanuu Ao3u 230 mg/kg/aen (0kono 6 MbTH Hal EKCITO3HUMATA TIPH XOpa,
ocrosaHa Ha AUCs 4 Tpr /103a 200 mg /1B MHTH JIHEBHO) TIo BpeMe Ha opratoreHesata. Tesu ekt
Ce QYaKBar clen HHXHSHpaHC Ha CHHTE3a Ha MpocTarinalHHH. “p" MILXOBE EKCNMOINIHATA Ha
LeNeKOKCHE N0 BpeMe Ha pAHHOTO eMOPHOHANHO Pa3BUTHE € OBENIO A0 Npe- H NOCTHMITIAHTAUHOHHH
3aryGu K 10 HaMansasaHe Ha eMOpHo-deTanHaTa NpeXUBACMOCT.

Uenekokcub ce eKCKPeTHpa B MASKOTO NPH IUTbXORe, B nepr- ¥ NOCTHATANTHO Npoy4BaHe npy
NAbXOBE Ca HAONIONABAHN TOKCHYHH e(heKTH BBPXY NOKONEHHETO.

B 2-roaumno npoyuyBase 33 TOKCWIHOCT € Habniojasaio HapacTeane Ha HeaapenanuaTa Tpombola
TIpH MBKKH MITBX0BE NPH BRCOKR 03N,

6. GAPMANEBTAYHHA JAHHH

6.1 CmucbK Ha NOMOIMHHTE BelllecTBA

Kancynure o1 100 mg chabpxKar:

JlakTo3a MOHOXHIpAT
Harpues naypuncyndar
TToeunon K30
Kpockapmenosa narpuii
MarnesHes creapat

Ofgusxume Ha kancyaume:
Kenaruu

TuraHoB quokcua E171
Macnmuromo ceovpoca:
Weamuromun E132

llennax

Fponunexriukon

Kancyaure ot 200 mg chabpHKaT:
JiakTo3a MOHOXHApAT

Hatpues naypuncyndar
TlosupoH K30
Kpockapmeniosa HaTpHid
MarnesHes cTeapar

Obguexume Ha Kancyrume:!
XKenatun
Tutanos anokcHa E171
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Macmunomo cvovpxca:

XKenesen okeua E172

Hlennak

TTponMUIEHTTTHKON

62  HechBMECTHMOCTH

Hernpunoxumo.

6.3 Cpox Ha roHOCT

3 rounH

6.4 CnenHajHy YCIOBNE H3 CHXpancHue
JHa ce coxpansasa nog 30°C.

6.5 BHJ M cHABLPXAHHE HA ONIAKOBKATA

TIpospauru WK HenpospasHh PVC/anyMUHHEBH 6nscTepH.

Cene6ipexc 100 mg TRBLPAN KAMCYIH & NPpearar B onakoBku o 10, 20 # 30 kancymq.
Cene6bpekc 200 mg TBBPAN Kancylu ce npeanarat B onakoBkH 1o 2, 5, 10, 20 u 30 kancyn.

He BcHuKH BHAOBE ONAKOBKH MOrat Aa 6baaT nycHatH B npogaxba.

6.6 CrienuMaJHK NPeANA3HA MEPKH NPH H3XBLPIAHE H pabora

HensnonapauMAT ncKapCTReH NpoAYKT WY OTNANABUHUTE MaTepHanil oT HETO TpﬂﬁBa Ja ce U3XBBPIAT
B CLOTBETCTBHE ¢ MECTHHTE M3UCKBAHHA.

7. [IPATEXATEJ HA PAIPEILEHUETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den Jssel

- Hupepnangas

8. HOMEPA HA PAZPEIIEHUETO 3A YIIOTPEBA

CeneGpexc 100 mg TELPAU Kancyy: 20020248

Cenefpexc 200 mg TBEPAH KaNCyJH: 20020249

9. JATA HA MTbPBO PA3PEIABAHE 3A VIIOTPEBA/MOXHOBABAHE HA
PASPEIIEHHETO 3A YIIOTPEBA

Jlata Ha nupRo paspewasane: 18 MapT 2002 r.

Jata na NOCAEANO NOAHOBABAHE! 09 asryct 2007 1.

10. JATA HA AKTYAJH3HPAHE HA TEKCTA
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