KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA




1. MME HA JIEKAPCTBEHUA ITPOAYKT

Cenebdpekc 100 mg Tebpau Kancynm

Celebrex 100 mg hard capsules 6’4"9 Qi Lo P / 7 9

Cenebpexc 200 mg TBBpAM Kancyu /o ~& 07-1- mr
Celebrex 200 mg hard capsules /ZO ; e LUl

P KAYECTBEH U KOJIMYECTBEH CbCTAB
Beska kancyia eeabpka 100 mg wnu 200 mg uenekokcud (celecoxib).

[IoMOLIIHO BELIECTBO C U3BECTHO JIEUCTBUE: JIaKTO3a.
Bceska karicyna cpabpika cboTBeTHO 149,7 mg unu 49,8 mg nakro3za moHoxuapat. Bukre Touka 4.4.

3a MbJIHKUA CITUCBHK HA MOMOLIIHUTE BELEeCcTBa, BUXKTE TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA
TBBpau kancynu (kancyna)

Cenebpexc 100 mg TBbpAM KancyJiu ca Henpo3payHu, Oesu, ¢ 1Be CHHH UBULIM, C 0003HauyeHue 7767
u 100.

Cenebpexc 200 mg TBBbpAH KancyJu ca Hernpo3payHu, Oenu, ¢ ABe 371aTHH UBHLH, ¢ 0003HaYeHHe
7767 u 200.

4. KIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3aAHHA

Cenebpekc € nokasaH npv Bb3pacTHH 32 CHMIITOMATHYHO JIEYEHHE Ha OCTEOAPTPHUT, PEBMATOMUIEH
APTPUT U aHKWJIO3UpalLll CIIOHANIIMT.,

PewienueTo 3a npeanucBaHe Ha CeJIeKTUBEH LHMKJI00KcUureHasa-2 (COX-2) uuxuburop tpsadsa na ce
OCHOBABAa Ha OLIEHKA Ha LUSAJIOCTHUSA PUCK IMPHU OTACIHUSA NaLMHEHT (BXK. TOUYKU 4.3 u 4.4).

4.2 J03HpOBKA H HAYMH HA NPHJIOKEHHE

Jlo3upoBka

Twi kaTo cbpaeuHo-cba0BUTE (CC) pUCKOBE Ha LIEJIEKOKCUD Morar aa HapacTBar ¢ Jo3aTa U
MPOABL/DKMTEIHOCTTA HAa €KCIIO3ULIMSA, TPAOBa Aa ce M3MnoJs3BaT Bb3MOXKHO Hal-KpaTKara
NPOABKUTETHOCT HA JIeUeHUe U Ha-HUCKaTa e(peKTUBHA AHEeBHA no03a. HyxauTe Ha nauMeHTa OT
CUMNTOMATHYHO 00JIEKUEHHE U OTTOBOPBLT KbM JiedyeHUEeTO TpaOBa na ObaaT npeoleHsBaHH
MNepUOAMYHO, OCOOEHO MpPHU MALMEHTH C OCTE0apTpHUT (BXK. Touku 4.3,4.4,4.8 n5.1).

Ocmeoapmpum
O6uuaitHaTa npenopbUMTEIHA AHEeBHA A03a € 200 mg, B3€TH BeIHbX JAHEBHO WJIM pa3/ie/ieHH B J1Ba
npuema. [1lpy HAKOM NaLMEeHTH ¢ HEAOCTaTbYHO O0JlIeKYaBaHe Ha CUMITTOMMUTE, YBeJIMUEHa
200 mg aBa MbTH AHEBHO MOe aa yBeauuu epukacHocTTa. Tpsabsa na Obaat obcnae
TEepaneBTHYHH Bb3MOXKHOCTH, aKO HAMA HapaCTBaHe Ha TepalneBTHYHATa 110J13a clie

Peemamouoden apmpum
HavyanuaTta npenopbuuresiHa qAHeBHa j03a € 200 mg, pa3aeneHa B asa npuema. [Ipu
Moke n1a obae yenuueHna g0 200 mg asa nbTH AHEBHO. TpsaOBa na ObaaT oOMuC/IEH



TEPANCBTHYHH Bb3IMOXKHOCTH, daKO HAMA HapaCTBaHC HA TEPAINICBTHYHATA NOA3a clieq NBE CEAMHLH
JNCHCHHC.

Anxunozupaw; cnonourum

[IpenopbunTenHara qHeBHa A03a ¢ 200 mg, B3€TH BEAHLXK JHEBHO WK pa3je/ieHH B Ba npueMa, [Ipu
MaJIbK OpOH NaLUMEHTH ¢ HEAOCTATHHHO obiek4aBaHe Ha CHMITTOMUTE, yBeJIHueHara a03a ot 400 mg
BEAHLK JHEBHO MNH pa3fiesieHH B [Ba NpHeMa MOXe Jla yBenu4H epuKacHocTTa. Tpabea ga 6baat
obcbaeHM ApYyTH TEPaNEBTHYHH Bb3MOXKHOCTH, aKO HAMa HAPACTBAHE B TEPANEBTHYHATA N0J13a CleA
ABe CeMHULIM JIEYEHHE.

MakcumanHaTa npenopbuHTeHa AHeBHa 1032 € 400 mg npy BCHYKH NMoKa3zaHHs.

CHEL[H&HHH nonvyialuruu

[layuenmu 6 cmapuecxa sw3pacm

KakTo ¥ npu no-Mnajgy nauMeHTH nbpsoHavanHo Tpadsa na 6paat u3anonzsauu 200 mg Ha ngeH. [pu
HY>KJ1a 103aTa MOXE No-kbCHO n1a Obae ysennyuena ao 200 mg npa nbTH gHeBHO. OcobeHo BHUMaHue
e HeoOXOAMMO MPH NALKMEHTH B CTApPYECKa BB3pacT ¢ TejecHo terno noxd S0 kg (Bx. Toukn 4.4 n 5.2).

lleduampuuna nonyrayus
Lienexokcu0b He e nokasaH 3a ynorpeba npH aeua.

bagnu CYP2C9 memabonuzamopu

[Ipu nauueHTH, 3a KOUTO € U3BECTHO WM ce ouakBa Aa Obaat OasHu CYP2C9 Merabonuzaropu, Bb3
OCHOBa Ha ONpefeaAsHe Ha FeHOTHNA MY aHamHe3a/npeayue onut ¢ Apyrd CYP2C9 cyberparn,
uenekokcHd Tpadsa ja ce npeAnUCBa ¢ NOBHLIEHO BHUMaHKE, Th KaTO PUCKBT OT J0303aBUCHMH
HEXCENMAHH peakUuMK ce yBennuapsa. Tpabea na ce uMa npensua NpHAOKEHUE Ha 1034, B2 METH NO-
HMCKa OT Hal-HHUCKATa NpenopbuHTENnHa 103a (BXK. To4Yka 5.2).

Heproopobno yapesicoane

[Ipy nanMeHTH ¢ YCTAHOBEHO YMEPEHO YEpHOOPOOHO YBpexaaHe Che cepyMeH anbyMun 25-35 g/l
neyeHueTo TpAOBa na ObIe 3aro4HaTo ¢ NOJIOBHHATA OT NpEenOpBrYUTENHATA 0033, ONHTHET NP TaKKHBa
NauneHTH ce OrpaHnyaBna Ao NauMEHTH ¢ uMpo3a (BxK. Touku 4.3, 4.4 u 5.2).

bvbpeuno yapeocdane

OnuTeT ¢ LenekokeHd Npy NnauueHTH ¢ JIeKo iKW yMepeHo 6bOpeUHO yBpeXaaHe € OrpaHHYEH,
CNeA0BaTENHO, TAKHBA NMaluueHTH TpAOBa na ObaaT nekyBaHy ¢ AOBULIEHO BHUMaHHe (BX. TOUKH 4.3,

4.4n5.2).

HauuH Ha NpUIOKEHUE

[lepopanvo npunooicerue

Cenebpexc moxe na 6bae npuemaH cbe Uy He3 xpaHa. 3a maUMEHTH, KOUTO UMAT NpoblieMHu ¢
NPeriabUIAHETO Ha KancynauTe, ChIABPKAHUETO Ha KancynaTa uenekokcud Moxe na 6bvae nobaseno
KbM f0BJIKOBO MIOPE, OPU30BA Kallla, KUCENO MIIAKO MM Mope ot 6aHaH. 3a Ta3H Lea UAnoTo
ChAbpKaHUE Ha Kancynata TpAbBa BHUMATENHO Aa Ce W3Npa3Hu BbPXY €1HA paBHA YaeHa IbXKHYKA
OXJIA[ICHO WIIM Ha CTaiiHa TeMnepaTypa A0BIKOBO NMiope, OPH30Ba Kalla, KHCENo MISKO HIIH Mpe OT
OaHaH W TpsOBa Oa ce npueme BejHara ¢ 240 ml soaa. [lopeceHOTO chabpIKaHUE HA KATCY/IaTa BBPXY
A0BIKOBO MIOpE, OPU30BA KAllla WM KHCeNo MiAko € ctabunHo 3a nepdoa a0 6 yaca B XJIagHJIHHK (2
10 8°C). [lopbceHOTO ChAbPIKAHHE Ha KaMcynaTa BbpXy ntope oT 6aHaH He TpabBa ga ce ChXpaHABa B
XNaJguJIHUK U CIefBa & ce pueMe BeaHara.




4.3 IIpoTHBONOKA3AHHUA

CBpBX4YBCTBHTEIHOCT KbM AKTHBHOTO BELUECTBO MM KbM HAKOE OT MTOMOLIIHHUTE BEIIECTBA,
n30poeHHn B Touka 6.1.

M3BecTHa CBpBXUYYBCTBUTENHOCT KbM CYN(OHAMHIM.
AKTHBHA NENTHYHA A3Ba WM KbpBEHE OT racTpouHTecTHHANHUA (I'H) Tpaxkr.

[TaumneHnTn, boneaypanu oT acTMa, OCTbP PUHHUT, HOCHHK NOKIIH, AHTMOHEBPOTHYEH €IEM, YPTHKAapHA
MU APYTH PEaKLMU OT anepruyeH THN clie NMPHeM Ha aueTHICATHLUMIOBA KHCENHHA (aCMHPHH) WIH
APYrH HectepouaHH npoTusosb3nanurenyu cpefctsa (HCIIBC), sxmounrenio COX-2 nHXHGHTOpU.

[Tpu GpeMeHHH U XEHHU B IETEPOAHA Bb3PACT, OCBEH aKO HE H3MON3BaT e(PeKTUBEH METO/ HA
KOHTpauenuus (Bx. Touka 4.6). YcTaHOBEHO €, Ye LieIeKOKcHD npeau3BHKBa MangopmalHy NpH
ABaTa €KCIMEPUMEHTANTHH XXUBOTUHCKHY BrAa (BX. TOMKM 4.6 1 5.3). [loTeHUHANHUAT pHUCK NPH YOBEKA
Mo Bpeme Ha OPEMEHHOCT € HEM3BECTEH, HO HE MOXeE Ja Obe M3KIIOUEH.

Kepmene (Bx. Touku 4.6 u 5.3).

Texko HapylueHHe Ha YepHoapobHaTa dyHKUMA (cepymen anbyMuH < 25 g/l unu nuaekc Ha Child-
Pugh > 10).

[TauMeHTH ¢ KpeaTHHUHOB KAUPBHC < 30 ml/MuH.
Bu3nanurenHo upeBHo 3abonsABaHe.
3acToitHa ¢cbpaeuHa HenoctaTeuHOCT (II-IV knac no NYHA).

YcraHoseHa ucxeMHvHa Oonect Ha cbpLeTo, nepudepHa apreprantia 6oaect WM MO3bYHO-CBHA0BA
bonecr.

4.4 Cneunantu npeaynpexieHNs U Npeana3HH MepKH nNpH ynorpeda

"actpountectuHanuu (') edextn

[1pu mauneHTH, NeKyBaHu ¢ LesiekOKcHO, ca HabmoaasaHU YCI0XXHEHHA Ha FTOPHHUA M HA JONHUA
raCTpOMHTECTHHANEH TpakT (reppopauun, S3BH HIH KPLBOU3IIIHBH ), HIKOH OT KOUTO (daTanHHu.
[IpenopbuBa ¢€ NOBULICHO BHUMAHME TPH JICUEHHE HA MAaLMEHTH ¢ HAH-BHCOK PHCK OT pa3sBHTHE Ha
racTpoMHTeCTHHANHY ycnoxxHeHHs or HCIIBC,; Ha nauyeHTH B cTapyecKka Bb3pacT, Ha MaLHeHTH,
ynorpebssallii eJHOBpeMeHHO koeTo M aa e Apyro HCIIBC wiu TpomMGoLMTHY aHTHarperaHTy (kato
HanpUMep aueTHWICATHLIWIOBA KHCETHHA) HITH MIIOKOKOPTHKONAHM, Ha MAalMEHTH, yroTpeOaBallm
aJIKOXOJ, WK Ha NalMeHTH ¢ aHAMHE3a 3a raCTPOMHTECTHHANHO 3abonsBaHe, KaTo A3Ba H KbPBEHE OT
' TpakT. '

HPH CAHOBPEMCHHO JIEHCHHE C aLICTHIICATIHIINI0Bd KHCC/IMHA (name A B HHCKH ,[IOBH) 1 LejleKoKeHd
CBRILUECTBYBA JOITBJIHHTCITHO IMOBHIUCH PHUCK OT NACTPOUHTCCTHHAJIHH HOXKCJIAHH pCaKLIUH 34
LienekokcHo (F&C’I’POHH’I‘ECTHHEIHHH YJIUEPALUHH HNTH IPYIrH raCTpOMHTCCTHHANHH YCHD}KHGHHH).

3HauynuMa paziidKa B raCTpOMHTECTHHANHATa 6e3onacHocT Mexay cenekTuBHH COX-2 uuxuburopn +
averuncainuuiaosa kucenuna cinpamo HCIIBC + auetuncanuuunoBa KHCenrMHa He € AEMOHCTpUpaHa
B ABJAMOCPOUYHY KIHHHYHM npoy4yBaHUA (BxK. Touka 5.1).

EanospemenHa ynotpeta ¢ HCTIBC
EaHospeMeHHaTa ynotpeda Ha ueaekokcud ¢ neacnipuHosy HCTIBC Tpabea na ce nabs



CrpaeuHo-cbA0BH €PEKTH

YBenuieH Opor CEpHO3HU ChPACYHO-ChAOBH ChOUTHA, OCHOBHO HH(ApPKT HA MHOKap/a, ca
HabMKOAaBaHU B ABJITOCPOYHO I11alie60-KOHTPOJIUPAHO NPOYyHBaHE NPH HHAHBHAHU CHC CHOPARMUHH
AJICHOMATO3HH MOHUIY, JleKyBaHu ¢ uenekokcud B ao3m ot 200 mg asa nvTH gHeBHo U 400 mg ara
MbTH AHEBHO, CpaBHEHO ¢ rauebo (Bx. Touka 5.1).

Tobit KaTO CHPACHHO-CHAOBUTE PUCKOBE OT LEJIEKOKCHO MOrAT J1a HapacHAT ¢ yBeNW4aBaHe Ha 103aTa
U NPOABLDKUTENHOCTTA Ha EKCMO3ULNA, TpAOBa Ja ce H3MI0N3BaT Bb3MOKHO Hali-KpaTkara
NPOABJDKUTENTHOCT Ha JlIeueHHe M Hai-HuckaTa edekTuBHa fHeBHa ao3a. HCTIBC, sknountento
COX-2 ceneKTHBHUTE HHXHOUTOPH, C€ CRBP2BAT C [TOBHULLUEH PUCK OT CBPAEYHO-CBIAOBH H
TPOMOOTHYHH HEXENAaHU CHOMTHA, KOraTo C€ NMpUEMAT NPOAB/DKUTENHO BpeMe, TOYHATa CTeneH Ha
TO3Y PHCK, CBBP3aH C NPWIOKEHUETO Ha eAMHUYHA 1033, HE € ONpe/IeNeHa, HUTO € Onpeae/ieHa
NPOABJDKUTENHOCTTE Ha JIEYEHHUE, CBbp3aHa ¢ NnosulleH puck. [lepuoauyuno Tpsbea aAa ce oueHABaT
HY)KXRHTE Ha MaLUeHTa OT CHMNTOMAaTHYHO JICYEHHE H OTIrOBOPHT KbM TEpanuaTa, ocodeHo npu
NAUMEHTH C OCTEoapTpuT (BK. Touku 4.2, 4.3, 48 u 5.1).

[TauueHTH ¢bC 3HEUMMHU PHCKOBH (PAKTOPH 33 ChPACYHO-CbIOBU CHOUTHUA (HAMpP. XMNIEPTOHHA,
XUNEepIUNUAEMHA, 3axapeH auabert, TIOTIoOHONYLIeHe) TpabOBa Aa ObaaT nekysaHH ¢ Lenekokcud camo
¢/ BHHUMATEIHA nNpeLeHKa (BX. Touka 5.1).

CenextupHyre COX-2 HHXMOMTOPH HE Ca 3aMECTUTENH HA aLleTUNCANIMLIMIIOBATA KUCENMHA 34
npodunakTyMkKa Ha CbPAEUHO-CHAOBU TpoMOoeMOonHUHHN 3ab0naBaHuMA, TOPAIH JIMIICATA Ha
aHTHarperaHTHH edekTu. ETo 3a1110, aHTHarperaHTHOTO JieueHHe He TpAOBa Aa Obae npekpaTaBaHo
(BK. TOUKa 3.1).

3aqpBKKa Ha TEMHOCTH U OTOLH

KakTo v npu apyry nexapcTBeHH NPOAYKTH, HHXHOUpaLIX [MPOCTarJaHAWHOBAaTa CHHTE34a, [IPU
[MauMeHTH, NpUeMaiily LHeneKoKeHd, € Bp3MOMKHA 3a1pbKKa Ha TEHHOCTH M N1051Ba Ha OTOILLH.
Cnenoarenuo, uenekokcud tpabsa na 6vae U3NON3BaH ¢ MOBHUIEHO BHUMAHHE MPH NMAKUEHTH C
aHaMHe3a 33 Chp/1Ie4Ha HENOCTAThYHOCT, JJEBOKAMEPHA AMCPYHKLUMUA WIH XUNEPTOHHUA U TIPH
MAaUMEHTH C MPELIEeCTBALIY OTOLM € pa3inueH MPOH3X0/, Thit KATO NpocTarnaHAUMHOBATA UHXHOHIIMA
MO>Ke Ja 0Beje A0 BiowaraHe Ha OpOpeyHata pyHKLMSA U 3apEiKa HA TeMHOCTH. Heobxoaumo e
NOBHIUICHO BHUMAHKUE U IPU NALMEHTH, NPOBEKIALN IHYPETHYHO JIEUYEHHE HIH C MTOBULIEH PUCK OT

XHINNOBOJNCMHAL.

XHUIMepPTOHUS
Kakro Bcuuku HCIIBC, uenekoxcn® Moxe aa aoseae 10 HOBOMOABWIA C€ XUIEPTOHUA UIH

BAIOLIABAHE Ha BE4€ ChLIECTBYBALLA TaKaBa, BCAKA OT KOUTO MOXe Aa ACMPHHECE 3a YBEJTHYABAHE Ha
Oposa Ha chpae4vHO-cbAoBHTE ChOHTHA. [lopann ToBa KpBBHOTO HanaraHe TpaOBa Ja ce npocneasBa
CTPMKTHO IpH 3aloYBaHE Ha TEparuaTa ¢ UeJIeKOKCHD M 1o BpeMe Ha LENTHA KYPC Ha lIeueHue,

EdexTy BBpXY uepHoApobHara v 666peuHa pyHKUMA

KomnpomeTrupana 6v6peuna unu uepHoapodbHa pyHKLUHA U 0coDEHO chpaeuHa AUCPYHKLHUA Ca No-
BEPOATHH MpPH JIMLA B CTap4eCcKa Bb3pacT, NOpaau KoeTo npu Tax Tpadea na 6pae ynpakHsABaH
CbOTBETEH MEAULIMHCKH KOHTPO.

HCTIBC, sitounTenHo uenekokend, Morar aa npuuKHaT 0n0peduna TokeHyHoeT. KmMHHYHH
MpoyuBaHHA ¢ LienekokcHO nokassat Onbpetnu edekT, nonobHu Ha Te3u, HabnogaBaHK MpH
y3non3rane Ha cpasHuTenHy HCTIBC. [TauneHTn, HanoxeHyu Ha Har-roisM puck ot 6u0petiHa
TOKCHYHOCT, €a OHe3H ¢ HapylieHa 6b6peuna GpyHkuuA, cbpaeHHA HEAOCTATBYHOCT, YepHOAPOOHa
AUCPYHKIUUA, OHE3H, NpHEMALIlH AHYPETHLUH, HFHXUOUTOPK HA AHTMOTEH3HH-KOHBEPTHPALLMA €H3UM
(ACE-unxuburopu), aHruoteH3uH LI peuentopHu aHTaroHUCTH M MallHeHTH B CTapUeCKa BHIP
Touka 4.5). Takuea nauneHTH TpaOBRa Aa 6LAAT BHUMATEIHO MPOCIEAABAHH 10 BPEME HF4

LIeNeKOKCUD.
=

Hsakonko ciydas Ha TEXKH 4epHOAPOoGHH peakLiMM, BIIIIOUHTENHO QyaMHHAHTEH XenfTEr (TS 49
daTaneH U3xon), uepHoApoOHA HEKpOo3a U YepHOApOoOHA HeAOCTATEUHOCT (HAKOH C (bé 55 -
% i
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MJIM H3UCKBaLK YepHoApoOHa TpaHCIUIAHTALIMA) ca ChoOLaBaHU NpH iedeHUe ¢ Lienekokcub. Cpen
CJIy4auTe, B KOMTO € ChOOIIEHO BpeMe Ha Bb3HUKBAHE, TOBEHETO TEXKHU HEXE/IAHK YepHOAPOoOHH
¢HOMTHA Ca HACTBNWIM B paMKUTE Ha eIMH MeceL] C/ie]] 3aMo4YBaHe Ha fiedeHHe ¢ LenekokcHb (Bk.
TOYKa 4.8).

AKO o BpeMe Ha JledeHHe Cce BAOIUAT (PYHKLIMMTE HA KOATO M J1a € OpraHHa CMCTeMa, ONHUCaHH MNo-
rope, TpaOBa Aa ce NpeAnpHEMAT NOAXOAALIH MEPKH U J1a ce OOMHUCITH NpexpaTaBaHe Ha JIeYeHHUETOo ¢
LIEAEKOKCHD.

Huxubupane Ha CYP2D6

Llenekokcu6 nuxubupa CYP2D6. Brnpeku ye Toii He € cuaeH HHXHOHTOP Ha TO3H €H3HM, MOJXKE a €
HeoOXOAMMO HaMaJIABaHE HA 03aTa Ha JIEKAPCTBEHHTE NPOAYKTH, H3UCKBALUH HHAWBHAYAIM3HpaHE
Ha THTPUPAHETO Ha J03aTa, Mopaau ToBa ue ce Merabonuzupar ot CYP2D6 (Bx. Touka 4.5).

basuu CYP2C9 metabonnzaropu
[TauMeHTH, 38 KOUTO € U3BECTHO, Ye ca baBHu CYP2C9 merabonuzatopu, Tpadsa na Obaat neKyBaHU
C MOBULLEHO BHUMaHHeE (BX. TO4YKa 5.2).

KOXKHHM U CUCTEMHH PEAKUUHA HA CBPLXYYBCTBUTETHOCT

MHoro paako ca ¢bobllaBaHH CEPHO3HU KOXKHH PEAKLIHH, HAKOM OT KOUTO QaTallHH, BKITIOYHUTENHO
ekconHaTUBEH AepMaTHT, CHHAPOM Ha Stevens-Johnson U TOKCHYHA enuaepMaliHa HEKPOIU3a, BLB
BpB3Ka ¢ ynorpebara Ha uenekokcnd (Bx. Touka 4.8). DukcHupaHa AekapcreeHa epynuus (fixed drug
eruption, FDE), koATo MOKe fa ce NpOABH KATO NO-TEXBK BAPHAHT, H3BECTEH KATO reHepanIu3upaHa
Oynosna pukcupana fiekapcTeHa epynuua {generalised bullous fixed drug eruption, GBFDE), chio
ce ¢boOLIARA BBB Bpb3Kka ¢ yrnoTpebara Ha nenekokeHd (Bxk. Touka 4.8). [Tpu naumeHTH, nosyyaBauu
LeneKoKcHO, ce cbobiiiaBa 3a CEPHO3HYU peaKLMy Ha CBPbXUYBCTBHTEHOCT (BIUTHOUHUTENTHO
aHaHIaKCHA, AHTHOSAEM U JIEKApCTBEH OOPHB C COZHHOPUNHA H CHCTEMHH cuMITOMH (DRESS), unu
CUHAPOM Ha CBPBXUYYBCTBHUTENHOCT) (Bxk. TouKa 4.8). [1pH naumneHTH ¢ aHamHye3a 3a aleprus KuM
CynOHaAMHAN MJIH ANePryus KbM BCAKO APYTO JIEKAPCTBO MOJKE /12 ChLUECTBYBA MO-BHCOK PUCK OT
CEPHO3HH KOXXHH peaKly WK peakKLMH Ha CBPBXYYBCTBHUTENIHOCT (B, Touka 4.3). [Taumenture
M3IJIEXKAA ¢4 C HalH-BUCOK PMCK OT TAKMBA PEAKLIMU B HAHANIOTO HA JIEHEHHUETO: MOABATA HA peaKkLUaTa
B MTOBEYETO CJIy4YaH ¢¢ Habmoaaera npes mupBus Mecell ot evenuero. Lienekokeud Tpsabea na Ovae
CNIPAH NP NbLPBATAa NMOABA HAa KOXEH ODpHB, IMTABUYHH JIE3HH HIIH BCAKA Apyra Npossa Ha
CBPBXUYBCTBHTETHOCT.

QO edekTH
[{enexokcub Moxe na zamackupa ¢hebprHTeT WK 2pyry NPOsSBU HA BB3MaICHHE.

Ynorpeba ¢ nepopaJlHy aHTHKOATYJIAHTH
[Tpy maiiMeRTH HA CBITBTCTBALLO JieYeHUE ¢ BapgapHH ca cbobuleHH CepHO3HH ChOMTHA HA KbpPBEHE,

HAKOH OT KoMTO (araniHu. [Ipy cunbTCTBAILO JleueHHE € ChOOLIEHO YABDKEHO NPOoTPOMOHHOBO BpeMe
(INR). CnenoBatenHo Topa TpAOBa a C€ clieqy BHUMATEAHO NP NALMEHTH, NpUeMaliiy
papdapHH/NePOPATHA AHTUKOATYIAHTH OT KYMapHUHOB THI, OCOOCHO KOTATO € UHHLIMHPAHO JICYEHHE ¢
LeTleKOKCHO Mitu po3aTa nenekoxcHb e npoMeHeHa (BX. Touka 4.5). EqHoBpeMenHaTa ynorpeba Ha
antukoarynantd ¢ HCIIBC Moxe na yeenu4u pucka ot kbpBeHe. Heobxonumo e nopuueHo
BHUMaHHeE MpH koMOHHHpaHe Ha Lenekokeud ¢ papdapyH HIH JpYrd [EPOPaHH aHTHKOAIYJIaHTH,
BKAKOUHUTENTHO HOBH aHTHKOAryaaHtH (Hanp. anukcabaH, naburatpaH u puapoxcadbaH).

[loMOUIHY BelleCTBA
Cenebpekc 100 mg 1 200 mg xancynu cbabpika nakTo3a (CboTBeTHO 149,7 mg v 49,8 mg). IlaunexTH
C peKH HaclneAacTBeHN npobaeMn Ha HEMOHOCHMOCT KbM ajlakTo3a, ITHJICH JIAKTa3€H AS(PHLIHT HITH

MIKOKO30-ranakTo3Ha ManabcopOuma He TpabBa Aa npueMart ToBa JIeKapCTBO.

Cenebpexc 100 mg n 200 mg cpabprka no-Manko or 1 mmol Harpu#t (23 mg) Ha xancy;
Ia Ce Kaxe, 4e MPaKTHYECKH HE ChAbpP)Ka HATPHA.




4.5 BianmoaencTBHe ¢ APYTH JeKApCTBeHH NPOAYKTH H APYIrH HOpPMH HA B3aHMOAEHCTBHE

dapMakQIWHAMHYHU B3AUMOINCHCTRUA

Anmuxoazyranmu

[Ipy mauueHTH, nonyyasaiiy sapdapyd UNH Apyrv aHTUKOATYJaHTH, € HEOOX0AUMMO NpociesBaHe Ha
aHTHKOArynaHTHATa aKTHBHOCT, 0COOEHO npe3 [IbPBUTE HAKOAKO JHH Clie]] 3ao4YBaHe WIH NPOMAHA
Ha J03aTa Ha UEIEKOKCHO, Thit KaTO NpY Te3H NalHeHTH HMa NOBHUILIEH PHCK OT XeMOparH4HH
ycnoxHeHusa. CrneqoBaTenHo, NpM NaLUMEHTH, NOJMyYaBallld NepopaiHi aHTHKOAryJIaHTH, €
HeOOXO0AMMO YECTO U3CIEABAHE HA MPOTPOMOHHOBOTO BpeMe/MEXAYHAPOAEH HOPMAaNTU3HpaH
koeduureHT (INR), ocobeHo npes nbpBUTe AHY OT 3aMoU4BaHe Ha JICUEHHUETO WIH NPH NPOMSHA B
no3ara Ha uenekokcub (Bx. Touka 4.4). CprobiuiaBa ce 3a XeMOparn4Hy MHLMIAEHTH, CBBP3aHU C
YAb/DKABAHE Ha MPOTPOMOMHOBOTO BpeMe, MPeIMMHO NPH MAUMEHTH B CTApYECKa Bb3pacT,
[MOy4aBalul LENEKOKCHD eIHOBPEMEHHO ¢ BapdapuH, HAKOM OT KOHMTO (haTallHHM.

Anmuxunepmen3ugru cpeocmed

HCIIBC MoraTt aa HamanAat edekra Ha aHTHXHNEPTEH3NBHU JIEKAPCTBEHH NMPOAYKTH, BKIFOUHTEIHO
ACE nnxuburopuy, anrnorexsun Il peuienropiu aHtaroHucTu, Anypetau U 6era-6iokepu. Kakro M
npu apyrure HCIIBC, pucksT oT octpa 6nbpeuna HegocTaTh4HOCT, KOATO 0OMKHOBEHO € 0OpaTHMa,
MOXKE /12 C€ YBEMHUYHM NPH HAKOH NALMEHTH ¢ KoMIIpoMeTHpaHa 616peuHa ¢pyHkuus (Hanp.
AeXuapaTHpaHy MNaLMeHTH, MalUeHTH Ha AUYPETUYUHO I€YEHHUE WM NMallHeHTH B CTapuecka Bb3pacT),
xorato ACE unxubutopy, anruorensut Il peuenTopHn aHTarOHUCTH W/ HIIK AUYPETULIH CE
kombunupar ¢ HCIIBC, smrountento uenekokcub (Bx. Touka 4.4) . ETo 3amo kom6uHaumaTa
TpsOBa Aa ce npuiara ¢ BHUMaHue, 0cobeHO Npu nauMeHTH B cTapuecka Bb3pacT. [lauuentuTre Tpabea
Aa 6baaT aieKBaTHO XUAPATHPAaHHU U Aa C€ UMa MpEeABHA npocieasaBaHe Ha OnOpeunara GyHKUMA cnen
3anoYBaHe Ha CBHITHTCTBALLATA TEpanusa H NEPUORHYHO Chael] TOBA.

B 28-aH€BHO KNMHKYHO NPOYYBAHE MPH NMALKEHTH ¢ JIM3HHONPHUA-KOHTpOoIHpaHa xuneprosus [ u 11
CTENEH, JieueHueTo ¢ Lenekokeud 200 mg nea mbTH JHEBHO CNpAMO rUiauebo, He BOAW A0 KNHHHYHO
3HAYHMO YBEJIHUYEHHE Ha CPEIHOTO AHEBHO CHCTOIMYHO UIIM JHACTOIMYHO KPBbBHO HANAraHe,
onpeaeneHo upes 24-yacopo ambynaropHo uzmepsade. [1pu 48% oT nauHeHTMTE, TEKYBaHH €
uenckoxcud 200 mg nBa NbTH AHEBHO, CE CUMTA, HE HE Ca Ce MOBIHANU OT JIEYEHUETO C JIM3HHONPHI
MpH NMOCIEAHATA KIMHHWYHA BU3UTA (ONpeaeneHo KaTo AHACTONMYHO KPpbBHO Hansrade > 90 mmHg
WIM NOBULLIEHHE HA JUCTONMYHOTO KPbBHO HanaraHde ¢ > 10% cnpamMo H3XOAHHTE CTOMHOCTH), B
cpaBHeHME ¢ 27% OoT nauueHTHTE Ha Maunebo; Ta3u pa3iHKa € CTaTUCTHYECKH 3HAUMMA.

L{uxnocnopurn v maxporumyc

[Ipeanonara ce, 4e enHospemeHHoTO npunoxxeHHe Ha HCTIBC v uMKJIOCNOpHH HIIH TAKPONHUMYC
yBENM4aBa HEPPOTOKCUUHUA eDEKT ChOTBETHO Ha LIMKJIOCTIOPUH WM Takpoaumyc. I1pu komOuHnpane
Ha LEJICKOKCHO M HAKOH OT Te3H JieKapeTBeHM npoayKTH 6B60peunara ¢pyukuuna Tpadsa na 6bae
MOHHTOPHpPaHA.

Ayemuncaruyunosa KUceauna

Ilenexokcub Moxe Aa Obje npunaraH ¢ HUCKKM 034 aUeTHACANIMIIMIOBA KHCEIMHA, HO HE €
3aMECTHTEN HA alleTUICATHUMNOBaTa KHcenyHa 3a uenure Ha CC npodunaktuka. KakTo u npu
apyrure HCIIBC, npeacrapeHUTE NPOYUBAHHA NOKA3BAT MOBHLIECH PUCK OT raCTPOMHTECTUHANHH
pa3fa3BABAHE M APYTU raCTPOMHTECTUHAIHU YCIOKHEHHA TPH €AHOBPEMEHHOTO NPUIOKEHHE Ha
LIEJIEKOKCHO M aLIETHACATHLIWIOBA KHCEJIHHA B HHCKH 034 B CPaBHEHHE ChC CAMOCTOATEIHOTO
MPHIOKEHHE HA LeNeKOKCHD (BxK. Touka 5.1).

DapMaKOKHHETHYHH B3aUMONEHCTBUR

Egexmu na yenexoxcub vpxy opyau 1ekapcmeenu npooyKmu

Hnxubupane na CYP2D6
Lienexokcud e nuxuburop Ha CYP2D6. [InazsMeHHMTe KOHUEHTpALIMK Ha NEKAPCTBEHH Npod
KOUTO ca cyOCTpaTH Ha TO3H €H3MM, MOraT J1a HapacHAT NpPH €AHOBPEMEHHO NMPUIOKEH




nenexokey6. [IpuMepu Ha nekapcTBeHH NPOAYKTH, KOUTO ce MeTtabonuaupar ot CYP2D6, ca
AHTHUACIIPECAHTUTE (TPHLUMKINYHU aHTHACNIPECAHTH H CEJIEKTUBHH MHXHOUMTOPH Ha 00OPaTHOTO
3axBallaHe Ha cepoToHrHa (SSRI)), HeBponenTULIMTE, AHTHAPUTMHUYHUTE JIEKAPCTBEHU NPOAYKTH H
T.H. [IpK 3anousaHe Ha JJEYEHHUE ¢ LENEKOKCHD € BB3MOXHO [1a C€ HaNOXH HAMaJISBaHe Ha J03aTa Ha
CYP2D6 cyberparure, npu KOMTO € HEOOXOOMMO HHAMBUAYAIHO TUTPUpaHe Ha A03aTa, a NPH
cnUpaHe Ha NEYEHHETO C HENEKOKCHO — noBHLaBaHe Ha Ta3H Ao03a. EAHOBpeMEeHHOTO NPUIIOKEHHUE Ha
nenexokcud 200 mg aABa NbTH AHEBHO BOAMU AO CHOTBETHO 2,6 MBTH U 1,5 MbTH NOBHILABaHe Ha
[JIA3MEHHUTE KOHUEHTpauMH Ha aexcrpoMeTopdan U metonponon (CYP2D6 cyberparn). Tesu
YBEJIHYEHHUR C€ ABb/DKAT Ha UHXUDHpaHe oT uenekokcud Ha Metabonuama Ha CYP2D6 cyberpara.

Huxubupane na CYP2CI19

[IpoyuBaHus in vitro moxa3spart, ue LIEJIEKOKCHO HMa U3BECTEH NOTEHILIHMA 38 HHXHOHpaHe Ha
katanuzvpanus ot CYP2C19 merabonusbM. KnuHuyHaTa 3HAYUMOCT Ha TE3M in Vitro NaHHU €
HeussecTHa. [IpumMepu 3a nexapcTBeHM NpoayKTH, koUTo ce MeTtabonusnpar ot CYP2(C19, ca
OHa3enaM, LUTanNonpaM H HMHITpaMHH.

Memompexcam

[Ipn nauMeHTH ¢ peBMaTOUACH aPTPHUT LENEKOKCHUO HE € MOKa3an CTaTUCTHUECKH 3Ha4YMM e(DeKT BbpXY
(hapMaKoKuHeTHKaTa (IU1a3MeH WK OpOpeyeH KIMpBHC) Ha MeTOTpeKeaT (B peBMAaTONOTMYHHU A03H).
[Ipu komMOHHHUpaHe Ha TE3U ABa JIEKapCTBEHH NpoAyKTa obave, Tpabpa na ce umMa nmpeaBua aaeKBaTHO
MOHHUTOPHPAHE 34 METOTpEKCaT-NIPEAH3BHKAaHA TOKCHYHOCT.

Jlumui

ITpu 3apaBy HHOMBHUAK €AHOBPEMEHHOTO MPUACKEHHE Ha nenekokend 200 mg aBa NbTH JHEBHO ¢
nutHid 450 mg ABa NBTUH AHEBHO € HOBENO A0 CpeaHO HapacTBaHe Ha Cumax ¢ 16%, a Ha nnoluTa nox
kpuBaTa KoHUeHTpauHa — speMe (AUC) ¢ 18% 3a nutus. CneaoBaTenHO, NALMEHTH, NPOBEXKIALLH
neveHue ¢ NUTHIA, TpaOra Aa 6bAaT BHMMATEHO NPOCAEAABAHM MPY BKIKOUBAHE WNH M3KIOYBAHE HA
LEeNEeKOKCHO.

[lepopannu koumpayenmusu

B npoytpaHe 3a B3aMOAEHCTRHUATA Le/IeKOKCHO HE € NMoKazan KIMHUYHO 3HAUNMH €(DeKTH BbpXY
(apMaKOKHHETUKATA HA NEPOPATHUTE KOHTpaLenTHBH (1 mg HOpeTHCTEPOH/35 MUMKporpaMa
ETHHHJIECTPAHON).

Iubenxnamud/monbymamuo

LlenekoxkcuO He NOBAMABA B KIMHUYHO 3HAYMMa CTElNeH dapMakOKHHETHKATa Ha TOJI0yTaMKa
(cybeTpat Ha CYP2(C9) unu Ha rnnbenknamus.

Edexmu na dpyau nexapcmgernu npodyxkmuy 8vpxy yenexoxcub

basnu CYP2C9 memabonuzamopu

Hpu maaneuan, kouto ca 6asau CYP2C9 meTabonuzatopu 1 A€MOHCTPUPAT YBEJIHUEHA CHCTEMHA
EKCMO3UIIUA Ha LieNIeKOKCHO, chbTeTBammo fieueHre ¢ CYP2C9 uuxubutopy, karo ¢gaykoHason, 6u
MOTJIO Aa AOBEAE A0 MOCAEABALIO0 YBEJIMYEHHE Ha eKCIIO3NLIMATA Ha Lenekokeub. Takuea
xomMOuHauWHU TpAOBa 1a ce U30ArBaT npu NaUMeHTH, 38 KOMTO ce 3Hae, 4ye ¢ca 6basau CYP2C9
mMetabonuszaTopu (Bxk. TOUkH 4.2 ¥ 5.2).

CYP2C9 unxubumopu u unoyxmopu
Txit kaTto uenexokcud ce merabonusupa npegumHo ot CYP2C9, toii 1psbsa na 6bae U3non3saH B

n03a, papHa Ha MONOBHHATA OT MpenopbynuTe/IHATa J03a, NPU MaLKHEHTH, nonyuasamy GAyKOHa3ON,
EnsospemMeHHoTO npunoxeHue Ha 200 mg enHokpaTtHa ao3a uenekokeHb u 200 mg BeAHBK AHEBHO
pnykonazon, Mottiled CYP2C9 unxuburop, € 1o8eno A0 cpeaHo HapacTBaHe Ha Cmax € 60%, a ue

LHenreKoOKcHD.



Kemoxonazon u anmuayuou
He e HabarogapaHo NoBAHMABaHE HA (PapMaKOKHHETHKATA Ha LIEJIEKOKCHD OT KETOKOHA30J1 HIIH
AHTHALIMAH,

[leayaTpu4Ha nomyaawus
[TpoyuBaHKs 3a B3aMMOACHCTBHATA C4 MPOBEXIAHU CaMO NPHU Bb3PacTHH.

4.6 DepTHIAHTET, OpeMEHHOCT ¥ KbpPMeHe

bpeMEeHHOCT

[IpoyuBaH#uA NMPH XHBOTHH (IUTbXOBE M 3aiiliM) NOKa3BaT PENMPOAYKTHBHA TOKCHYHOCT, BKIIOUHTESHO
MangopMmaluy (BxK. Touku 4.3 u 5.3). [loTuckaHeTO Ha CUHTE3a Ha NpocTarjiaHAWH MOXKE J1a MOB/IKAE
HeOnaronpuaTHO OpeMeHHoOCTTA. JIaHHU OT ENHAECMHONIOrHYHH NPOYYBAHUA NpPeAnoaaraT NOBHLIEH
PHCK OT CNOHTaHEH abopT cnexn ynorpeba Ha MHXHOUTOPHM Ha CHHTE33 Ha MPOCTarjaHAHHH B HAYAJIOTO
Ha 6pemeHHocTTa. [IoOTeHUMaNHUAT pHUCK MO BpeMe Ha OPEMEHHOCT NMPH XOpa € HEM3BECTEH, HO He
Moxe aa Obae uakmoueH. Llenekokcud, KakTo U ApYrHUTe NeKapCTBEHH NMPOAYKTH, NOTHCKAUIH
CHHTE3a Ha NNPOCTarlaHAUHM, MOXe /1a NPean3BUKa POAOBa caaboCT H Npe)KaeBpeMEHHO 3aTBapaHe Ha
OYKTYC apTepuo3yC Npe3 NOCACAHHS TPUMECTB].

Axo ce H3NOJ3BAT N0 BpeMe Ha BTOPUS WM TPETHA TpUMeCTbp oT OpemerHocTra, HCIIBC,
BKJIIOUMTENHO LENEKOKCHO, Morar aa npeau3sukat 6p0peyHa AucyHKLUKA HA TU10[1a, KOETO J1a
AOBEAE KO HAMAaABaHe Ha o6eMa Ha AMHHOTHYHATA TEYHOCT WAM ONTHIrOXHAPAMHHMOH, B TEXKKHTE
cnyyad. TakuBa edexr MOraT 4a ce MoABAT CKOPO CNEA 3aM04YBaHe Ha JICUEHHETO U OOMKHOBEHO ca
o6paTHMK NpH NpeKpaTiBaHe Ha NprUeMa,

Llenexkokcud € npoTHBONOKa3eH npy HpeMeHHH M MPH )KEHU, KOWTO Morar ga 3abpeMeHenT (BXK. TOUKH
4.3 n 4.4). Ako xeHaTa 3abpeMeHee N0 BpeMe Ha NeueHUeTo, NpUeMbT Ha LenekokcHb Tpabea aa 6nae
NpeKpaTeH.

KbpMeHe

[lenexkokcub ce eKCKpeTHpa B MAAKOTO Ha KbPMELLH IUTbXOBE B KOHLUEHTPALMH, NOJOOHK Ha Te3U B
nuasmara. [lpyemMpT Ha UeneKOKCHO NpH MaatK Opol KbpPMELLH KEHH NOKa3Ba MHOIMO HUCKH
KOHUEHTpaLHMU Ha uenexkokcud B kbpmarta. JKeHu, npueMauiu Cenedbpekc, He TpsaOBa na KbpMAT.

DepTUINTET
Ha ocHoBaTa Ha MexaHu3ma Ha aekcreue, ynotpebara va HCIIBC, skmiounTenHo uenexokcHuod, Moxe

na 3abaBu MM NPENOTBPATH Pa3KbCBAHETO HA AHYHUKOBHA (PONHUKYI, KOETO Cce CBbp3Ba ¢ 00paTUMO
Ge3mnoaue NpU HAKOHU XKEHH.

4.7 EdexTH BBPXY cnocobHocTTA 32 modupane u pabora ¢ MalINHU

Cenebpekc MOXE Aa OKaXKe JIeKO Bb3ACHCTBHE BbPXY CIOCOOHOCTTA 3a 1MogHpaHe U paborTa ¢
MaiMHU. [1lalMeHTH, KOUTO ycellaT 3aMagHOCT, CBETOBBPTEXK HJIH CHHIUBOCT, JOKATO NpUemar
Cenebpekc, Tpabpa aa u3bsarear aa wodupat WK aa paboTAT ¢ MALIMHM.

4.8 Hexenann JeKapcTBeHH peakiiyu

HexxenaHUTe peakumy ca M30pOCHU Mo CUCTEMO-OPraHHY KNACOBE U MOAPESACHH M0 YECTOTA B

Tabanua 1, oTpasssaiia JaHHH OT CJACIHUTE UITOUHHULIN:

. Hexxenanu peakuuu, JOKIaABaHU MPKH NALIMEHTH ¢ OCTEOAPTPHUT H NALMEHTH ¢ peBMaToOHAEH
apTpHT, ¢ yectoTa no-eMcoka ot 0,01% M no-Bucoka ot yecTorara, cprobluaBaHa rnpu niaauebo,
no Bpeme Ha 12 mnauebo- /UM aKTHBHO-KOHTPOMHPAHH KIIMHHYHYU NMPOYYBaHUA €
NPOOBJDKHTEIHOCT 0 12 ceAMHULIM, NPH AHEBHM A03H Lelekokcub ot 100 mg no 800
JOMBJIHUTENHU npoyuBaHus ¢ HeceaekTuesHY HCIIBC xaTo cpaBHUATENHM NeKapeTh
npubnauzuTenHo 7 400 naupieHTH ¢ apTPUT €A JEKYBAHHU C UEIEKOKCHO B AHEBHM |
800 mg, snountenHo npudauzurenno 2 300 nauneHT!, TIEKyBaHH 3a NEPHOI O
WK noseye, Hexxenanure peakuuu, HabMOAaBaHHU NIPH JIeUYEHHE C LIEAEKOKCHD B




JOMBAHHTEIHH NMPOYYBAHKA, OTTOBAPAT Ha TE3H, NMNPH NAUHCHTH € OCTCOAPTPUT U

peBMaTOMACH apTpuT, n3dpoeHu B Tabauna 1.

¢ Hexenanun peakuus, choOleHH ¢ Y€CTOTA MO-rojiaMa, OTKONKOTO MpH nnauebo 3a yyacTHHLM,
nekysaHu ¢ Henexkoken® 400 mg AHEBHO B ABATOCPOUHH NPOYYBAHHS 34 NMPEBEHLIUA HA
NOJIMIIH C IPOABIDKUTENROCT A0 3 roaunu [lpesenyua na adenomu ¢ yeaexkoxkcub Adenoma
Prevention with Celecoxib, APC) v IIpesenyun na cnopaduyHu KOROpeKmMaiIHu A0eHOMAamo3ny
noaunu (Prevention of Colorectal Sporadic Adenomatous Polyps, PreSAP) npoy4BaHHATA,
BK. To4ka 3.1, CbpaedyHo-cbaoBa 6eaonacHoOCT — AbArocpodHM npoyvYBaHHA MPH NaLKEHTH
ChC CMOPAAHYHM AACHOMATO3HHN MOJHUIIH).

. Hexenanu nekapcTBEHHU peaKLIMK OT MOCTMAPKETHHIOBO NpOoC/ieasBane, AOKIaABaHH KaTo
CMOHTAHHH CHOOLIEHHA 3a NEPUHO, B KOKTO MpUOIN3MTENnHO > 70 MUITMOHA MAalLIMeHTA ca
NeKyBaHH ¢ Lenekokcud (pasinaeu 1034, NPOABIKUTENHOCT M noKasauus). Bunpeku ve ToBa
ca peakuuu, HACHTHPHULMPAHH OT MOCTMAPKETUHIOBH CHOOIIEHHS, TIPH OTIpEeAe/AHE Ha
YEeCTOTaTA Ca B3IETU NPEABHA JAHHHUTE OT NpOoyuBaHuATa. HecToTHTe ca ornpeaenedHy Ha HazaTa
Ha KYMYJIaTHBEH MeTa-aHaIK3 CbC ChOMpaHe Ha AaHHH OT NMPOYUBaHW, NpeACTaBIgBallH
ekcno3uiua npy 38 102 nauneHTy,

Ta0auna 1:

Hexenanmn n1exapcrBeny peaknHi B KIHHHYHK NPOYYBAHHA ¢ HEJEKOKCHE H
nocTMapKeTnHroso Habaoaenue (npeanoyutTann Tepmunan no MedDRA)!

HecToTa HA HEXKENAHATS JIEKAPCTBCHA peaKLHA

Cucremo- Mmuoro Yeetu HeuecTH Peaxkn Muoro C
OpraHeH YeCTH =1/100 0 | (= 1/1 000 (> 1/10 000 peaku HeH3IBECTHA
KJac (= 1/10) < 1/10) no<1/100) | no<1/1 (< 1/1 0000) [ 4vecToTa
000) (oT
HANHYHUTE
AAHHH He
MOKe Na
6bae
HANpAaBReHA
olleHKA)
Hudexkuun CHHY3HT,
M HHEKLMA HA
HHpeCTALH TOPHUTE
H AAXaTENHY
LTHILR,
(bapHHrHT,
HH(pEKLHA Ha
MUKOUHHTE
ML THILA
HapyiteHnu ABHeMHA JlepkoneHusa, | IlaHuutoneH
1 Ha TpomGouuto | uat
KpPBLBTA H neHus
JumMpuaTa
CHCTEMA
Hapyumienn CBpBXUYYBCT AHapunakTH
1 HA BHTEITHOCT qeH ok,
HMYHHATR aHapUIaKTH
CHCTEMA YHA
peakums*
Hapywenu XHAEpKaHe
fl HA MU
meTabo113
MAa H
_XpaHeHeTo .
[cnxnuun beacwHue TpesoxHOCT, | ChCTOARUE
HAPYILIEHHS Aenpecus, HA
yMoOpa 0OBpKaHOCT,
XaTHO1IWHA
G0y
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HecToTa HA HEXKENAHATA JIEKAPCTBEHA PEAKLHA
Cucremo- MHuoro Yeern HetuecTn Peaku Muoro C
OpraMeH YeCTH (>1/100n0 | (2 1/1 000 (> 1/10000 | peakwu HeH3BECTHA
KJIAC = 1/10) < 1/10) a0 < 1/100) oo < 1/1 (< 1/1 0000) | yecroTa
000) {oT
HATHYHMTE
NAHHH He
MO’Ke Ja
Obae
HATIPABREHA
OLIEHKA)
Hapyuienn 3amaiiBane, Uucynr!, ATakcus, Brrpeuepen
1 Ha XHIEPTOHYC, | [apecTe3nH, | AUCrey3us eH
HEPBHATA rnasoGomuet | cpHAMBOCT KPHBOU3NHB
CHCTEMA (BKITIOYHTEN
HO daTaneH
BbTpeueperne
H
fphBGHlHHB)
1
acenTuyex®
MEHHHIUT,
enuIencus
(BRITIOMUTEN
HO
BJIOLLIABAHE
Ha
CHIICCTBYBA
wa
enuaencus)?,
areysus’,
aHocMua®,
HapyuieHH 3aMbraeHo Kpnsousnue | PeruHanHa
A HA OYHTE BHXKIAHE, B 0KOTO* apTepUaiHa
KOHIOKTHBHT OKITY3HA,
4 peTHHANHA
BEHO3HA
OKJITy3ns*
Hapywenu Lliym B
1 HA YXO0TO YIUHTE,
H Hamanenue
nabupuHTa Ha cryxa'
Covpaeunu Mupapkr Ha | CepreuHa Aputmus®
HAPYIUEHUS mMHoKapaa! HEJOCTAThY-
HOCT,
MANMHTALHH,
TaXKapIHus
Cbaosn XunepToHus benoapoben | Bacxynwut?
Hapymenusa | ! eMBonu3IEM*,
(BKIIOUMTEN 3aMepBABaHH
HO gt
BOLIABAHE
Ha
CBILECTBYBA
1a
XHIIEPTOHHSA)
PecnupaTtop PHHuT, bpoxHxocna ITuesmMouut?
HH, FPbAHHA KaLuTHLa, 3bM*
H AMcrHes'
MeJHACTHHA
JIHH

HapyIUEHKH
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HecTOTa HA HEXENAHATA JIEKAPCTBEHA PEAKIIHA

Cneremo- MHuoro Yectn Heuectn Peaxu Mnoro C
oprasex YecTH (= 1/100 po | (= 1/1 000 (= 1/10000 | peaxmn HEH3BECTHA
KJjac (= 1/10) < 1/10) no<1/100) | mo<1/1 (< 1/1 0000) | uecToTa
000) (oT
HAJUYHHTE
AAHHH He
MOe aa
Onae
HanpaBeHa
OLIEHKA)
CToManiHo- apeue*, 3amnex, CToMallHo-
YpeBHH Oonka B racTPMT, YypeBeH
HapYIEeHHA Kopema, CTOMATHT, KpbBOU3NUB®
AHapHs CTOMALIHO- ,
OUCNEncHs, YPEBHO AyOJcHalHA
QuiaTyNeHUH | Bb3MajeHHe | A3Ba,
1, (BKMIOUMTEN | CTOMAaLIHA
nospsiiane’ | HoO A3Ba,
aucgarms' BlOLIaBaHe | e3odareaHa
Ha A3Ba, A3Ba Ha
CBLUECTBYBA | Y€pBaTa,
{4 rojasiMa a3pa
CTOMAIIHO- Ha uepBara,
YPERHO ypesHa
Bh3ManeHue), | nepdopauus,
OopHreaHe e3odarur,
MeEJIEHa,
MaHKPEaTHUT,
KOJIUT?
XenaroOMn AOHOpMHaA Xenatut? YepuonpobH
HapHH 4YEpPHOAPOOH a
HApPYLIEHHSA a QyHKuA, HEeJOCTaThY
YBEJIMUEHUE Hoct?
Ha (nonaxora
yepHOApOO- (batanHa WM
HHUTE CH3HMH H3HCKBALLA
(BKNIOUHTEN yepHoApoOH
HO a
NOBUILEHH TpaHCILIaHTa
CI'OTwu LHHA),
CI'TIT) (YIMHHAHTE
H XenaTut®
(noHAKora <
(daraneH
H3X01),
yepHOApolOH
a
Hekpo3a®,xon
ecTasa’,
XOJIECTATHYE
H XEMaTuT?,
»bITeHHA

12




13

HecToTa HA HEXKENAHATA IEKAPCTBEHA PEAKIIHSA
Cueremo- Mmoro Yecrn He4vectn Peaxu MHuoro C
OpraHeH 4eCTH (> 1/100 no | (= 1/1 000 (> 1/10000 | peaxn HEH3BECTHA
KJiac (= 1/10) < 1/10) no<1/100) | mo<1/1 (< 1/1 0000) | uecTOTa
000) (oT
HANTHYHHTE
OAHHH He
MOXe 18
6bae
HANPaBEHA
OlEHKA)
Hapyweun O6pus, Yprukapusa, | Aurunoemem®, | Ekchonuatu | [eHepanusup
f HA chphex ekxumosu? anonenus, BEH aHa Oyno3Ha
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CIroT - cepyMHa riytaMar-oKkcanaueTar TpaHCcaMyHasa

CI'TIT - cepyMHa rimytaMar-nupyBaT TpaHCaMKHA3a

! Hexxenauu feKapCTBEHH peakuyH, HACTBNKIM B MIPOYYBAHMSA 33 [IPEBEHIIUA HA NOJHIIH,
KOMTO BKJIIOYBAT MALHEHTH, IEKYBaHH ¢ LIeNEKOKCHD 400 mg AHEBHO B 2 KNIKHUYHH
NMpoy4uBaHus 3a nepuon Ao 3 roguHu (APC u PreSAP npoyusanusara). OQrnucaHuTe mo-rope
HEXENAaHH JIEKApCTBEHU pPeakiii OT IPOYUYBAHUATA 33 TPEBEHLMA HA MOMUNHUTE €3 CaMO Te3H,
KOWUTO BeYe ¢a IO3HATH OT NOCTMAPKETUHTOBUA OMMUT UM Ca HACTHITMIK ¢ M10-ToJIIMa
4eCTOTA, OTKOJKOTO B ITPOYYBAHUA NIPH apPTPHT.

‘ B nombnHeHUe, CIeAHUTE Heu3secmiu 0oce2a HeXeNaHK peakLiii ¢a HACTHLIMAH B
NMpOy4YBAHKSA 32 NPEBEHLMA HA MOJUMK, KOUTO BKIHOYBAT NALKEHTH, NEKYBAHHU ¢ UENEKOKCHD
400 mg AHEBHO B ABE KIHHHWYHH NpOoyuBaHuA 3a nepuoi A0 3 roanHu (APC u PreSAP
MpPOyYBaHUATA):

HecTH: aHrMHA [TEKTOPHC, CHHAPOM Ha pa3sipa3sHeHOTO YePBRO, HedpoauTHasa, NOBUILEH
KPEATUHHH B KPLBTA, J100pOKaYEeCTBEHA XMNEPIUIA3HA HA MPOCTATATA, NOBHUIUEHO TEIECHO
TErno.

Heuectn: uHbekuus c¢ helicobacter, xepnec 30CTep, epu3unen, OPOHXOMHEBMOHUSA,
NAOHPUHTUT, THHTUBUT, JIMIIOM, INABALLY MBTHHHH B CTHKJIOBUAHOTO TANO, KOHIOHKTUBAIEH
KpBBOH314B, Ab100Ka BEHO3HA TPOMDO3a, TUCHOHHUS, XEMOPOHIANEH KPBBOU3NHB, YCKOpPEHa
IEPUCTANITHKA, AZBH B YCTaTa, alepryued OEPMAaTHT, TaHIJIMOH, HUKTYpUs, BardHaJIeH
KPBBOM3JIMB, YYBCTBUTEIHOCT HA IbPAUTE, PpakTypa Ha AONEH KpalHMK, NOBUIIEH HATPuil B
KPBBTA.

3 JKeHuTe, KONTO HMAT HaMepeHue Aa 3abpeMeHsaBaT, ce M3KTIOYBAT OT BCHUKY NMPOYUYBAHHUA.
[lo Tasy npuyMHA OLUCHKATAa 33 4YEeCTOTaTa HAa TOBAa CBHLOHTHE, CBIMACHO HAHHHTE OT
IpOYYBaHMATA, € OUNa HEOCHOBATEHA.

* YecToTHTE Ca OMNpeleseHH HAa OCHOBATA HA KyMYJIATHBEH METa-aHalH3 CbC ChOMpaHe Ha
A2HHH OT MPOYUYBAHMA, MPEACTABIABALIY excrnoduiius npy 38 102 nauueHTH.

B oxonuarenHute aaBHH (oueHesn) oT APC u PreSAP npoyuBaHusTa NpU NALMEHTH, JIEKYBaHH

To4Ka 5.1 3a pe3ynTaTuTe OT OTACNHUTE NMPOYHuBaHUA), O-BUCOKATA HECTOTA CIIPAMOATNLE
HHpapkT Ha Muokapaa ¢ 6una 7,6 crbutna Ha 1 000 naumnenTa (HeuecTH) U HAMA T -#( o0 ey
32 HHCYAT (BUAOBETE HE Ca OnpeAeNeHH) CripaMo mwauedbo. s W
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CrobuuiaBate Ha NORO3MPAHH HEKENAHU peaKLUy

CpobmasaHeTo Ha NOAO3MPAHM HEXKENAHHU pEeakLMu Clie]] pa3peliaBaHe 3a ynoTpeda Ha nexapcTReHHS
MPOAYKT € BaxKHO. TOBA NO3BOJABA Aa NPOABDKU HAOIIOAEHHETO Ha CHOTHOLIEHUETO NON3a/pHUck 3a
neKkapcTBeHHA NpoaAYKT. OT MeULIMHCKHUTE CIELUAIINCTH Ce M3UCKBA a ChoOLIaBaT BCAKa
NOJ03NpaHa HEXeNaHa peaklHs upes U3nbnuuTenHa areHU s no aekapersara, yi. ,,Jlamau ['pyes” Ne

8, 1303 Codus, ten. 02 8903 417, yebeaiiT: www.bda.bg.

4.9 IIpeno3zupane

Hsama xnvHUueH OnMUT ¢ npeaosdpande. EanokpaTthiy no3u Ao 1 200 mg ¥ MHOrOKpAaTHH A03H A0

1 200 mg nBa NbTH AHEBHO ca NIpUAAraHy NpH 3paByd MHAUBMIU B NPOAB/DKEHUE HA EBET AHHU e
KJIHHUYHO 3HAYMMHU HEXeaHH peakuuu. B ciiyyai Ha nogo3upaHo npeac3upaHe tpadsa aa 6vpaaT
OCHT'YPEHHU CHOTBETHH NOAABPKALIK MEPKH, HANP. OTCTPAHABAHE HA CTOMAUIHOTO ChABLDKHUMO,
KUTMHUYHO HabMIoACHHE M MpH HeoOXOAMMOCT NpunaraHe Ha CUMITTOMATHYHO JledeHue. Manko
BEPOATHO € ZHAIM3aTa Ja Ce OKaXe eMKaceH METOA 3a OTCTPAHABAHE Ha JIEKAPCTBEHHSA MPOIYKT,
nopaaud BUCOKATA CTETNEH HA CBLP3BAHE C MIa3MEHHTE OenThiuM.

5. OAPMAKOJIOTHYHA CBOUCTBA
5.1 OapMaKOARHAMHYHH CBOHCTBA

(bapMakoTepanesTH4HA rpyna: HecrepouaHy npoTUBOBB3NAIMTENHA U aHTHPEBMATHYHY CPE/ICTBA,
HCIIBC, Kokcubu |
ATC xoo: MO1AHO1

MexaHH3BM Ha RENCTBUE

Llenekokcub e nepopanen cenektuBeH COX-2 HHXUOUTOP B paMKKTE HA KJIMHMYHKTE A03H (200-

400 mg nHeBHO). B TO3M 1030B HHTEpBaN NpH 3apaBy A00pOBONLIM He ce HabMoaAaBa CTATUCTHYECKH
3HayuMa uHxubuIma Ha COX-1 (oueHeHa kaTo ex vivo HXHOMpaHe Ha o0pa3yBaHeTo Ha TpoMOOKcaH

B [TxB:]).

PapMakOAUHAMHYHH edeKTH

[ luknookcureHasara € OTroBopHa 3a o6pa3yBaHeTo Ha npoctarnadamiy, UneHtnduunpaH ca aBe
uzogopmu, COX-1 u COX-2. COX-2 e n3odopmara Ha eH3UMa, 33 KOATO € A0KA3aHO, Ye ce MHAYLMpa
OT NPORBINANUTEIHH CTUMYJIH U 3a KOSTO Ce MpeAnosnara, e € 0CHOBHO OTTOBOPHA 32 CUHTE34Ta Ha
NPOCTAHOMAHU MeaUaTOpH Ha OoJjikaTa, BB3naneHHETo U pebpunurera. COX-2 y4acTsa CbILO U B
OBYJIALMATA, UMIUTAHTALMATA M 3aTBAPSAHETO HA AYKTYC apTepuosyc, peryiauniara Ha 6u0peyHara
(pyHKUMS ¥ PYHKLHMUTE HA LCHTPANHATA HEPBHA cHCcTema (MOBUIIEHHE Ha TENECHATa TEMNepaTypa,
BB3NpUsTHE 3a O0/Ka U no3HapaTenHa GyHKLUMA). BB3MOXKHO e 1a Mrpae poJis U NpH 3a3ApaBABaHe Ha
a3suTe, COX-2 € HACHTHPHULIMPAHA B ThKAHTA OKOJIO CTOMAUIHU A3BH [IPHU YOBEK, HO OTHOLUEHHETO M
KbM 3a3[papaBaHETO Ha S3BUTE HE € YTOUYHEHO.

Paznukara B aHTHarperaiTHara akTUBHOCT MEXAY HAKOW COX-1 unxubupauwn HCIIBC u
cenektuBHUTE COX-2 HHXUOUTOPH MOXKeE [1a € OT KIIHHHYHO 3HaU€HWE NPH NMALKEHTH ¢ NOBHILIeH
puck oT TpoMBoeMbonn3eM. CenexktuHute COX-2 HHXUOUTOpH HamansBaT oOpa3yBaHETO Ha
CUCTEMEH (M M0 Ta3u NPHYKHA, BEPOATHO, EHAOTEJIEH) NPOCTALMKNKH, Oe3 fa 3acArat TpoMOOLMTHHA
TpoMOOKCaH.

Llenexkokcubd npeacraBiaBa AHAPHUII-3aMECTEH MMHPA3OA, XHMHYECKH CXOAEH ¢ APYrH HeapHIaMHHOBH
cyndoHamMHaH (Hanp. THa3KMAH, Gypo3eMHa), HO Ce pa3jiMuaBa OT ApUIAMHHOBHTE CyN(hOHAMHIN
(nanp. cyndameTokcason U Apyru cynpoHAMHAHY aHTHONOTHLIN).

Cnen npunaraHe Ha BUCOKM JO3H LIENIEKOKCHO ce HabmoaaBa 10303aBUCHM e(DEKT BBPXY

obpazypaHeTo Ha TxB,. [Ipu 3apasu unausuau obayve, 8 MANKH Npoy4YBaHMA ¢ MHOTOKpa
no3a ot 600 mg aBa NbTH JHEBHO {TPH ITbTH [10-BUCOKA OT HAH-BUCOKATA NPEMOPBUNTEN
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LENEKOKCHO He € HMan eeKT BbpXy TpoMOOLIMTHATA arperalys U BpeMeTO Ha KbpPBEHE B CPABHEHHE C
nauedo.

KnuHn4Ha epukacHocT K 6€300acHOCT

[IpoBeneHu ca HAKOJIKO KNMHUYHH NPOYYBAHHA, NOTBbPXKAaBALH ePHKACHOCTTA U 5€30NacHOCTTA
pH OCTEOAPTPHUT, PEBMATOKUIEH apTPUT M aHKKIO3Upaul cnoHAuAHT. B nnanebo- M akTHBHO
KOHTPOAMPAHH MPOYUBAHUA C NMPOABLIKUTENHOCT A0 12 ceamuum npu npubnnsurento 4 200
nauuMeHTH € 6Mna HanpaseHa olleHKa Ha LielekOKCHO 3a NeyeHHe Ha Bb3NaNeHueTo U Gonkara,
IBJDKALIM Ce HAa OCTEOAPTPUT Ha KOJIAHOTO U TazobenpeHara ctapa. B miaue6o- u akTHBHO
KOHTPONHUPAHH NMPOYYBAHHUA C MPOABIKUTENHOCT A0 24 ceaMuLM npH npubansutenHo 2 100
[MALMEHTH LEJEKOKCHO e O OLIEHEH U 32 JIEYECHUE Ha Bb3NaneHHeTo # OoNlKaTa npH peBMaTOHAEH
apTpHT. Llenekokcub B anesHa no3a ot 200 — 400 mg e nokasan obnekyapaHe Ha 6ONKaTa B paMKUTE
Ha 24 yaca oT Ha4yanoTo Ha neueHueTo. Lienekokcub e oueHeH 3a CUMIITOMATHYHO JIeYeHHUe Ha
aHKHAO3MpaLll CIOHIWIHT MpH 896 nauuenTy B muauebo- U akTHBHO KOHTPOJIMPAHH MPOYYBAHUA C
NPOABLDKUTENHOCT A0 12 ceaMuun. B Te3u npoyusanus uenekokcub B go3u ot 100 mg aBa nbTH
adeBHo ¥ 200 mg BeaHBbX AHeBHO, 200 mg apa nbTH AHeBHO U 400 mg BeOHBX OHEBHO, € NOKa3all
3HaYUMMO noJoOpeHre Ha boskara, obuiaTa akTHBHOCT Ha 3a004BaHETO U QYHKLMATA NpPH
AHKWIO03HpaLl CNOHAWIHT.

IIposenes ca NET paHAOMU3HpPAaHH, IBOHHOCENH KOHTPOJIHPAHH NMPOYUBAHHA, BKIFOYBAIIH TUIAHOBA
ropHa raCTpOHHTECTHHANIHA eHaocKkonua npy npudbnnzutenHo 4 500 nauueHTH 6e3 HauanHa
yinuepauus (1o3u Ha nenekokcud ot 50 mg a0 400 mg aBa nbTH AHEBHO). B npoyuBaHua ¢
eHpockonus ¢ 12-ceamudna npoasmivrenHoct uenekoxcud (100-800 mg nHeBHO) e cBBP3aH Che
3HAYHUMO 10-HUCBK PHCK OT racTpo-AyOAESHAITHH A3BH OTKOJIKOTO HanpoxceH (1 000 mg aHeBHO) M
ubynpoden (2 400 mg aneBHo). CpaBHUTENHUTE NIPOYUBaHHS crpaMo AuknodeHak (150 mg aHeBHO)
ca NpoTUBOpeYUBH. B aBe oT 12-ceAMHYHUTE NMPOYYBAHHUSA MPOLEHTHT NAUMEHTH ¢ €HAOCKONCKH
OAHHH 33 racTpo-AyOAeHaHa yAlUepauua He NOKa3Ba CTATHCTHYECKH 3HAUHMMA Pa3THKa MEXAY
rpyNuTe, NEKYBaHH ¢ rnauedo, U Te3M, JeKyBaHH ¢ ueaekokeud 200 mg asa meTH gHeBHO ¥ 400 mg
ABa NbTH JHEBHO.

B npocnexTHBHO ABJATOCPOYHO NpoyusaHe 3a 6esonacHocT (npoyusaHero CLASS, ¢
NPOABIDKHTENHOCT OT 6 a0 15 mecena) 5 800 nauueHTH ¢ octeocapTput 1 2 200 nanueHTH ¢
pEeBMAaTOMAEH apTpUT ca nonyuasanu Lenekokcud 400 mg aqepa nbTH AHEBHO (CHOTBETHO 4 M 2 BTH
[I0-TOJIAMa OT NPENnopbYBaHaTa 1032 NPU OCTEOAPTPUT ¥ pEBMATOMEH apTpuT), ubynpoden 800 mg
TPH IIBTH AHEBHO MK AUKNodeHak 75 mg ABa MbTH AHEBHO (TepaneBTHYHHU JO3H 32 MOCAEAHHUTE ABA
NpoAyKTa), J1BafieceT M ABa IIPOLEHTA OT BKJIOYEHUTE NALUEHTH ¢a B3eMalIH ¢ JHOBPEMEHHO HUCKA
A03a aUueTHACATHLWIOBA KHMcendHa (< 325 mg/aeH), rnaBHo 3a CC npopunaktuka. I1o oTHOoWeHne Ha
DbpPBUYHATA KpakHa LeN YCAOMHEHHU 43BH (ONpeacsieH KaTo racTpo-UHHTECTHHAIIHO KbPBEHE,
nepgopaums UNv obCcTpyKImA) LeIeKOKCHO He € OHUn CUrHUUKaHTHO pasnuueH oT ubynpodeH Uiu
ankiodeHak, B3eTd nootaeano. Cbilo Taka 3a koMGuHupaHata rpyna HCIIBC He e umano
CTaTHCTUYECKH 3HAUMMa pa3liMKa 32 YCJIOKHEHMTE A3BU (oTHOocHTeneH puck (0,77, 95% C1 0,41-1,46
Ha 0a3aTa Ha Leua Nepuoa Ha npoyyBake). ITo oTHoWIeHHMe HA KOMOHUHUpaHAaTa KpaiiHa Len
YCIIO)KHEHH U CUMITITOMATUYHH S3BH, YecToTaTa € OMna CMriipMKaHTHO NO-HHCKA B IpyInara
NalHEeHTH, JEKYBaHH C LIeNeKoKCHb, oTkonkoto npu Te3y, nekyeanu ¢ HCTIBC, otHocuTeneH puck
0,66, 95% CI1 0,45-0,97, HO He U Mexay uenekokcud U auknogenak. [TauueHTHTE HA LIENEKOKCHD H
CBITBTCTBALLK HUCKH JO03H aleTUICATTMLMIIOBA KHCETMHA ¢a UMATH 4 MBTH MO-BUCOKA YeCcToTa Ha
YCIIOXHEHH A3BH B CPABHEHHE C TE3H HA MOHOTEpanus ¢ uenekokeub. YectoTaTa Ha KIMHHYHO
3HAYMMUTE [TOHWKEHNU HA XemMornobuHa (> 2 g/dl), noTBbpaeHH ¢ MOBTOPHO H3CNEABaHe, € 6una
CUrHU(PHMKAHTHO IMO-HUCKA [IPU NMaLUeHTH Ha nenekokcud B cpaBHeHHe ¢ rpynata Ha HCIIBC,
otHocuTeneH puck (Lb29, 95% CI 0,17-0,48. YectoTaTa Ha TOBA YCAOKHEHHE NPH JIEUCHHE C
Lenexkokcub e buna CUrHUpUKaHTHO NMO-HHCKA HE3aBUCHMO OT TOBA Xa/lH MallMEHTHTE Ca B3
HE U aUSTUICATMLIMIOBA KHCETHHA.

B npocnexTUBHO paHOIOMHU3HPpaHO 24-ceAMHUYHO Npoy4yBaHe 3a 6e30nacHOCT npy na
Bb3pacT Ha/HaA 60 roaMHU HIK C aHAMHE3a 3a racTPO-AyOACHANHH A3BH (npueman
al[eTWICATIMLMIIOBE KHCEIMHA Ce U3KIHOUBAT), MALtMEHTHTE C NOHKWKEHH XeMOrNmoOu
xeMaTokpuT (= 10%) oT cToMalHO-UpEeBEH NPOU3XOA H JIEKYBAHH C LeaeKkokcub 20
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nneHO (N = 2 238) ca no-Maiko B cCpaBHEHHE C NAlLIMEHTHUTE, NeKyBaHH ¢ AHkiIodeHak SR 75 mg asa
MbTH AHEBHO H oMenpason 20 mg seanbx AneBHO (N = 2 246) (0,2% cpewty 1,1% 3a Tesn ¢
yCTaHOBEH CTOMalUHO-upeBeH npousxo, p=0,004; 0,4% cpewy 2,4% 3a Te3u ¢ npeanonaraem
cTOMaLWHo-upeBeH npousxoa, p=0,0001). YectoTara Ha KIMHHYHO U3SBEHHU CTOMALLHO-UPEBHH
YCIIOXHEHUR KaTO nepdopaLus, OOCTPYKUMA HITH XEMOparug ca MHOTO HUCKH, 6e3 pasiiuuus Mexay
nexkysaHuTe rpyn (4-5 3a rpyna).

CBPHEHHD-C'MIUBH f6e3onacHoCT *ﬂ'BJIFOCpU'-IHH [Ipoy4HBaHHA IMPH MALIHCHTH ChC CIIOPAAHWYHH
AACHOMATO3IHH TOJHIH

[TpoBeaeHM ca ABE MPOYUBAHMA C LIEJCKOKCHUO NMpPY NALMEHTH CbC CNOPaAUYHH aIeHOMATO3HH
noauny, a uMeHHO APC nipoyusaketo ¥ PreSAP npoyusanero. B npoyusanero APC nMa
[10303aBUCHMO yBeNHueHue B KomOuHUpaHaTa KpaitHa uen (oueHeHo), Bntousaia CC cMbpT,
MH(papKT Ha MUOKapAa UM UHCYAT NPU Lenekokcub, cpasHeH ¢ manebo 3a 3-roauliliHoO JeueHue.
PreSAP npoy4yBaHETO He [10Ka3a CTAaTUCTHUECKH 3HAUUM YBEIHYEH PUCK 32 ChlltaTa KOMOMHUpaHa
KpaiHa Len.

B npoyusaHero APC, oTHOCHTEIHATE pUCKOBE cnipaMo iauebo 3a KoMOMHHpaHa KpaitHa Le
(oueHeHH), Bioysaia CC cMBbPT, HHQPAPKT HAa MUOKApAa WAH UHCYAT, ca Omnu 3,4 (95% CI 1,4 -
8,5) ¢ uenexkokcub 400 mg apa nbTH AHeBHO U 2,8 (95% CI 1,1 — 7,2) ¢ nenexkokend 200 mg apa
MbTH JHEBHO. KyMyNaTUBHUTE CTOMHOCTH 3a Ta3u koMOMHMpaHa KpaifHa uen 3a 3 roJuHH ca Ounu
3,0% (20/671 yuactHuum) 1 2,5% (17/685 yvyactHuuH) cboTBETHO, cnpaMo 0,9% (6/679 yuacTHHLN)
3a naauebo. YBenuyueHuATa 3a ABeTe rpyny Jo3M uenekokeud cnpamo iauedo ca ¢€ ab/Kanu riaBHO
HA YBEJIMHEHA YecTOTa Ha HH(APKT Ha MMOKapaa.

B npoyuBaHeTto PreSAP, OTHOCUTENTHUAT PUCK CNIPAMO M1auedo 3a cbijata KOMOMHUpaHa KpaikHa Len
(ouenen) e 6un 1,2 (95% CI 0,6 - 2,4) ¢ uenexokcud 400 mg BeaHBK AHEBHO cripAMO hauebo.
KyMynaTtueHaTa 4ecToTa Ha Ta3u koMOMHHpaHa kpaiiHa uen 3a 3 roauny € 6una 2,3%

(21/933 yuactHuum) ¥ 1,9% (12/628 yuactHruun) cboTBeTHO. HecToTaTta Ha MHbapKT HA MUOKapaa
(oueneHa) e 6mna 1,0% (9/933 yuactHuumM) ¢ uesekokcHd 400 mg BeaHBX THEBHO U

0,6% (4/628 yuacTHHUH) ¢ riauedo.

JTaHHUTE OT TPETO ABArOCPOUHO npoyuBane llpoyusane 3a npesenyus Ha gv3naneHuemo npu boaecm
nHa Anyxativep (Alzheimer's Disease Anti-inflammatory Prevention Trial, ADAPT) He nokassat
3HauuMo yBennueHHe Ha CC puck ¢ uenexokcHd 200 mg npa mbTH AHEBHO cnpAMO ruianefo.
OTHOCHTETHUAT pUCK cnipamo nanedo 3a ¢bmara komOuHUpaHa kpaiida Touka (CC cmbpr,
MuokapaeH HHapKT, HHCYNT) e 6un 1,14 (95% C1 0,61 — 2,15) ¢ uenexokcud 200 mg aABa nuTH
aHeBHO. YecToTara Ha MH$apKT Ha MUokapaa € Ouna 1,1% (8/717 nauneHTH) ¢ UENEKOKCHO

200 mg npa mbTH AHeBHO M 1,2% (13/1 070 nauuenT!) ¢ miauebo.

[TpocnekTHBHA, PAHAOMH3IUPAHA OLIEHKA Ha KOMIJEKCHATa §e30NacHOCT HA LIENEKOKCHD cnpaMo
ubynpoden unu Hanpokcen (Prospective randomized evaluation of celecoxib integrated safety vs.
ibuprofen or naproxen, PRECISION)

[TpoyusaneTo PRECISION e aBofiHocnsANo npoy4yBaHe Ha CbpAeUYHO-Ch0BATa 0€30MacHOCT MpH
nauMeHTH ¢ octeoapTpuT (OA) nnu pesmaronacH apTput (PA) ¢ BUCOK pHCK 38 WIH CBC CHPAESHHO-
cbAOBO 3abonsapaHe, cpasHaBailo venekokcud (200400 mg anesHo) ¢ Hanpokcen (750-1 000 mg
aHeBHo) W ubynpodeH (1 800 — 2 400 mg aHerHO). [IvpBUUHATA KpaitHa TO4Ka, KoaTo PaGoTHaTa
rpyfna Ha H3cae0BaTenuTe Ha aHTHTPOMOOTHUHN cpeacTra (Antiplatelet Trialists Collaboration,
APTC) onpeaens He3aBUCHMO, € KOMOMHYpaHa KpaiiHa ToOuKa, BIJIHOYBALLA CBPACYHO-CHAOBA CMBPT
(BKJIIOYHMTENIHO CMBPT NOPAIH KPbLBOU3JIWB), HedaTanes HH(papKT Ha MHOKapna WK HedaTase
uHcynT. [Ipoyuranero ¢ manupado ¢ 80% BB3IMOMHOCT J1a OLEHH cxoaHaTa He30nacHoOCT
inferiority). Ha BCHUKHM naleHTH € npeanucaHo OTKpUTo e3omenpazon (2040 mg) 3a nip
Ha cromaxa. Ha nauneHTHTe, rippemMaily HACKa 1038 ACNHPHUH, € pa3pelleHO 4a NPOAE 203
JIeYEeHUEeTO; Ha U3XOOHO HUBO TOYTH MOJIOBUHATA OT YHACTHULIMTE Ca Ha aCHPHH, BTEp

TPETHUHHTE KpPalHHM TOUKH BKJIIOUBAT [IOCNEACTBHUATA OT JICUEHHUETO 10 OTHOLEHHE Hé ﬂ? S0
AR AR

v
\
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ChAOBaTa, CTOMAlIHO-YpeBHaTa U Obp0Opeunara cucrema. Cpeanara otiycHara no3a e 209+37 mg/nen
3a uenekokckb, 2 0451246 3a ubynpoden u 8524103 3a HanpokceH.
[lo oTHOLIEHHe HAa NBPBHYHATA KpaiiHa TOUYKa, LEJIEKOKCHO, B CpaBHEHUE KAKTO C HAIPOKCEH, TaKa H C
ubynpodeH, oTroBaps Ha BCHYKMTE YETHPH NpPEeABAPHUTENHO ONpeae/ieHH H3UCKBAHHA 32 CXOOHA

6e3zonacHoct (non-inferiority) (pvwxre Tabnnua 2).

JApyrure He3aBUCHMO OnpeaeseHH BTOPUUHH U TPETHYHM KpaiiHH TOYKH BKIIKOUBAT MOCHEACTBHUATA OT
JICYEHHETO MO OTHOIIEHHE Ha ChPAEYHO-ChAOBATA, CTOMALLHO-YpeBHaTa U OLOpeuHaTa cucTtema.
OcBeH TOBa € NPOBeAEHO 4-MECEHHO NOANPOYyUYBaHE, C POKYC BbPXY €(EeKTHTE Ha TPUTE IEKapCTBEHH
NpOAYKTa BbpXY apTEPHANHOTO HANATIAHE, H3MEPEHOTO Upe3 aMOyaaTOPHO NpocaeasiBaHe
(Ambulatory Blood Pressure Monitoring, ABPM).

Tabauna 2. IIbpsuuen anaans Ha onpenesenara ot APTC koMOnuupana xpaiina Touka

AHaNH3 HA moafexamaTa Ha Jedenune rpyna (ITT, 10 mecen 30)

Henexokcubd HAoynpoden Hanpokcen
100-200 mg 600-800 mg 375-500 mg
ABA NbTH AHEBHO TPH NBTH NHEBHO ABA I'BbTH JHEBHO

bpoi 8 072 8 040 7 969
Y4yacTHHLH CBC 188 (2,3%) 218 (2,7%) 201 (2,5%)
cbOMTHA
CpaBHeHue 10 Henexokcub cnpamo Ienexoxeud cnpsimMo Hoynpoden cnpamo
JABOHKY HAMPOKCEH ubynpoden HAMPOKCEH
KoeduuueHT Ha 0,93 (0,76;.1,13) 0,86 (0,70; 1,04) 1,08 (0,89; 1,31)
pucka (95% CI)
AHanu3 Ha MOJRPHUMPpAHATA, NOAIEKAWA HA Jedenne rpyna (ImITT, Ha neueHue D0 Mecell
43)

Llenexkoxcuob Nb6ynpoden Hanpoxkcen

100-200 mg 600-800 mg 375500 mg

ABA MbTH JHEBHO TPH IbTH AHEBHO ABA OBbTH AHEBHO

bpoi 8 030 7990 7933
Y4acTHHULM CBC 134 (1,7%) 155 (1,9%) 144 (1,8%)
cHONTUS
CpaBHEHHE M0 IHenexokcud cnpsamo Lenexokcub cnpsamo H6ynpoden cnpamo
ABOWKH HANPOKCEH uoynpoden HANPOKCEH
KoepuuueHr Ha 0,90 (0,72; 1,14) 0,81 (0,64; 1,02) 1,12 (0,889; 1,40)
pucka (95% CI)

Karo usno, pesylTaTure ca HUC/ICHO CXOOHHU B rpynaTa Ha LieJIEKOKCHO M B Ta3u Ha CPaBHHTEJIHHUA
NPOAYKT, 33 BTOPUHHHUTE U TPETHUHUTE KpaWHHM TOYKH U, O MPHUHLKN, HAMA HEOYAKBAHH HaXOAKH IO
OTHOLIEHHE Ha 6e30nacHoCTTA.

Karo ce B3eme npeasua ecHuko ToBa, npoyuBaHeTto PRECISION nocousa, e uenekokcub B Hait-
HucKkara oaodpena n03a ot 100 mg ABa MBETH ZHEBHO € CbC cXoAHA Oe3onacHoCT cnpaMo HoynpodeH,
npunarad B guanasod ot 600 mg—800 mg Tpu bTH AHEBHO, UNKU HANPOKCEH, PHIATAH B JHANA30H
375 mg-500 mg ABa NbTH JHEBHO, MO OTHOWEHHE HA ChbPAEHHO-ChAOBHTE HEXEIAHHM PEAKLIMHU.
CypaeyHo-coaoBure puckose Ha knaca HCIIBC, eknwounrtenno COX-2 MHXMOHTOPHTE, ¢a 3aBUCHMH
OT 103aTa ¥ Nopaiy TOBA pe3yaTtaTure 3a uenekokcudb 200 mg AHEBHO NO OTHOLIEHHE HA ChPIEHHO-
CbAOBaTA KOMOWHHMpPAHATA KpaiiHa TOYKA HE MOXE J1a C€ €KCTPanoiHupaT KbM CXEMH Ha JI03UpaR

HU3MO3BaHEe HA MO-BUCOKHU Q03U LEJAEKOKCUD.
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5.2 PapMAKOKHHETHYHH CBOHCTBA

Abcopbumns
[Henexokcub ce pesopdbupa nobpe, kKaTo AOCTUra NMUKOBH [1a3MEHH KOHLUIEHTPALIHHU cnen

npubnuzutenHo 2-3 yaca, [IpueMbT NO BpeMe Ha XxpaHeHe (XpaHa ¢ BUCOKO ChABPXKAHWE HA MA3HHHH)
3abaBa pe3opOuuaTa Ha LENEeKOKCHO ¢ okomo 1 Yac, KoeTo BoAH N0 T max OT 0k0A0 4 yaca ¢
yBenHYeHUE Ha OnoHanuyHoctTa ¢ okono 20%.

[Tpu 3apaBu BB3pacTHH 10OpoBONALM oblaTa cucTeMHa ekcnoszuuns (AUC) Ha nenekokcuo e
€KBUBAJICHTHA, KOTATO LIENEKOKCHO ce npuema noj ¢gopMara Ha Lsaja KancyJsja WM CbOLPXKAaHHETO Ha
KalcyJsaaTta c¢ nopscBa BpXy 10bikoBo mope. Hama 3Haunmu npoMeHH Ha Cmax, [ max 1IN T12 cnen
NPUEMaHE Ha ChABPXXAHUETO Ha Kancynarta BbpXy A0BAKOBO Niope.

PasnpenesieHue
CBBbp3BaHETO € IUIA3MEHUTE MTPOTEUHHU € 0KOJ0 97% npH TepaneBTHYHM M1a3MEHA KOHLEHTPALIMH,
KaTO JIEKAPCTBEHUAT MPOAYKT HE C€ CBBbP3Ba npedepeHUHATHO C €PUTPOLIUTHTE.

buorpaxcopMalug

MeTabonn3MbT Ha LENEKOKCHO ce OCBLUECTBABA OCHOBHO upea nuroxpoM P450 2C9. Tpu
meTabonura, HeakTMBHHU KaTto COX-1 nnu COX-2 uuxuburopy, ca HACHTHOHUIKPAaHH B YOBELLIKATA
[J1a3mMa, 8 KUMEHHO ITbPBHYEH ANIKOXO0JI, CbOTBETHATA KapOOKCHIHA KUCETHHA M HEHHHA MTIOKYPOHH.

AKTHBHOCTTA Ha LHTOXpOM P450 2C9 e HamaneHa npu NALMEHTH C reHeTHYEH NOJHMOP(PHIBM, KOETO
BOAU A0 HaMaNEeHa €H3MMHA aKTHBHOCT, KaKTo npu XxoMo3urotHy 3a CYP2C9*3 nonumMopdusbm
HHIUBUIH.

Btk dpapMakOKHHETHUYHO NpoyuBaHe Ha uenekokcnd 200 mg, npueMaH BeOHBK AHEBHO, [IPH 3ApaBH
ao5posonum ¢be cneaHure resotinu CYP2Co9*1/*1, CYP2C9*1/*3 uau CYP2C9*3/*3, MeauanHara

Cmax 1 AUCo-24 Ha LeeKokcHO, Ha aeH 7, € OWna npHONUIUTENHO CHOTBETHO 4 TBTH M 7 NBTH
yBENHUeHa, Npy¥ HHAKWBUAU ¢ redotun CYP2C9*3/*3 cnpamo Apyru reHOTUNOBE. B TpY OTACAHH

NPOy4YBaHHMA ¢ €HOKpATHA 1032, BKIOYBaLM o610 5 yyactHHuM ¢ reHotun CYP2C9*3/*3, AUCo-24
NpY €THOKPaTHA 1032 € NpUOIH3IUTENHO 3 MbTH YBENIKYUEHA CIIPSMO Ta3H NMPH HOPMAJIHHUTE
MeTaboH3aTOPH. Y CTAHOBEHO €, Y€ YECTOTaTa Ha XOoMO3uroTHua *3/*3 redorun e 0,3-1,0% cpen
Pa3NIMYHH €THUYECKH TPYIIH,

[Tpn maumeHTH, 32 KOUTO € U3BECTHO WM ce npexarnoJara, 4e ca 6asHu CYP2C9 merabonuzaTtopy b3
OCHOBAa Ha aHaMHe3a/npeauiueH onut ¢ Apyru CYP2C9 cyberpatu, uenekokcud tpadbra ga ce npuema
C MOBUILIEHO BHUMaHHE (BX. TOuKa 4.2).

He ca ycraHOBEHH KIIMHHYHO 3HAYHMMH Pa3/IMKH BbB (JapMaKOKHHETHUYHHUTE NapaMeTpH Ha
LeneKoKcHO Mexay adpo-aMepHKaHUM U THLA OT KABKAa3KaTa paca B HanpeHasna Bb3pacT.

[InasMeHaTa KOHUEHTpalMA Ha LenekokeHd e ysenuueHa npubnuzurenso 100% npu xexute B
cTapuecka Bb3pact (> 65 roauum).

B cpaBHeHMe ¢ nHLA ¢ HOPMa/IHA YEPHOAPOOHA PYHKLUNA, MALMEHTUTE € JIEKO YepHOAPOOHO
yBpEXIAaHe ca UMANH CPEAHO YBENUYEHHME HA Cmax ¢ 53%, a Ha AUC ¢ 26% 3a uenexkokcuoO.
CbOoTBETHHTE CTOMHOCTH MPH NALIMEHTH C yMepeHO YepHoapoOHO yBpexcaaHe ¢a 6MnKn ChbOTBETHO
41% n 146%. MetaGoAMTHHAT KaNnaLMTET NPH NMALIKEHTH C JIEKO /10 YMEPEHO YBPEXKAAHE ChOTBETCTBA
Ha-nobpe Ha cToiiHOCcTUTE Ha anbymuHa. [IpH nauueHTH ¢ ymepeHo uyepHoapoOHO yBpexaaHe (Che
cepyMeH anbymuH 25-35 g/l) neuenuero Tpabea Aa 6b/le 3aM0YHATO ¢ MOJOBHHATA OT
npenopbuKTeNHaTa go3a. [Ipy naumeHT# ¢ TexKo YepHoApobHO yBpexnaHe (cepymeH anby
< 25 g/1) He ca npaBeHH NIPOYYBAHUA H LIEIEKOKCHO € IMPOTHUBONOKA3aH ITPH Ta3u rpymna

ChIiecTBYBa OPaHHYEH ONMUT C LieJIEKOKCHO npH mauueHTH ¢ 6p0peyHo yBpexaaHe.,
DapMakOKMHETHKATA Ha LIENIEKOKCHO HE € MpoyueHa NMpy NauueHTH ¢ 6u6pedno yspes
MaJIKO BEPOATHO TA [1a € 3HAYKTENHO NTPOMeHeHa MPH Te3u nauueHTu. ETo 3auo, npu
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naumneHTH ¢ 6HO0pEeYHO yBpekaaHe ce nperopbyusa NOBUILIEHO BHHMaHKe, TexkoTo 6u6peuno
YBpPEXJaHe € NMPOTHBONOKA3aHHE.

EnuMuaupate
[{enekokcuO ce enMMUHMpa rnasHO Ype3 MeTabonuieM. ITo-manko ot 1% oT no3aTa ce ekcKpeTupa B

YPHHATA B HENPOMEHEH BHA. Pa3nuKuTe B €KCMO3MLMATA HA LUENEKOKCHO MEXAY pa3sNHUHU NALUEHTH
€ OKOA0 AeceT mbTH. Llenexkokcud MMa n1030- ¥ BpemesasucuMa GapMaKOKMHETHKA B TeparneBTHYHUSA
[0308B MHTepBa. Bpemero Ha nony»usot € 8—12 yaca. PaBHoBecHHTE Njl1a3MeHH KOHUEHTPALIHHU CE
OOCTHIaT B PAMKHTE Ha 5-AHEBHO JIEHUEHHE.

5.3 [IpeaknyHNUHH JaHHK 32 De30MacHOCT

HexnuHnuauTe JaHHH 3a O€30MacHOCT He NMoKa3BaT ocoOeHU PUCKOBE NMPH XopaTa, Ha 6a3ara Ha
CTAHAAPTHHUTE NPOYUBAHHUA 38 TOKCHYHOCT MPYU MHOTOKPATHO NPUNAraHe, MyTareHHOCT HITH
KapLIMHOr¢HEH NOTEHIIHAJ, OCBEH TE3H, NMOCOYEHH B TOUKa 4.4, 4.6 1 5.1 Ha KpaTKaTa XapaKTEpPUCTHUKA

Ha NPOAYKTA.

[{enexokcub npu nepopanuu nosu 2150 mg/kg/xen (mpubansutento 2 mbTH HAX EKCTIO3HLIKUATA MPH
Xopa ripy zo3a 200 mg asa nuTH AHEBHO, HaMepeHa ¢ AUCp24) € NpUYHHKI NOBHILIEHA YECTOTA HA
KAMEPHHTE cenTaniH AedexTH (paaxo apieHue) 1 peTanHu U3MEHEHMs, KaTO HaMpUMep clieTH pebpa,
CJIAT CTEPHYM M AedOopMHpaHa rpbHAa KOCT MpH 3aiLM, TPETUPAHH 10 BpeMe Ha OpraHoreHesara.
Habnioaasano ce € 10303aBUCHMO yBENHUEHHE Ha [HadparManHuTe XepHHH NPH INTBX0BE, MOMYYHIIH
uenexokeud npu nepopanuu qo3u 230 mg/kg/neH (okono 6 NbTH HaA EKCMNO3IMLMATA ITPH XOPa,
ocHoeaHa Ha AUCy.24 npu no3a 200 mg apa nbTH AHEBHO) MO BpeMe Ha opraHoreHe3aTa. Te3u edekTy
CE€ O4aKBar cliel HHXUOUpaHe Ha CUHTe3a Ha npocTarJaHauHM. [Ipy m1bX0Be EKCro3HUHUATA Ha
LiesieKokcHO 1o BpeMe Ha PaHHOTO eMOpHOHANHO pa3BUTHE € QOBENO A0 Npe- H NOCTHMILTAHTALIMOHHH
3aryOu ¥ oo HaMansaBaHe Ha eMOpuo-deTanHaTa NpexUBAEMOCT.

].IBI'IEKOKCHﬁ CC CKCKPETHPa B MNAKOTO MNPH ILUTEXOBE. B nepri- H NOCTHATANHO rIpoy4vBaHE TPH
[UTbXOBE ca HabMIOAaBaHH TOKCHYHH E(bEKTH BLPXY MNOKOJCHHLETO.

B 2-roaviuHo npoy4saHe 3a TOKCHYHOCT € Ha0roAaBaHO HapacTBaHe HA HeaJpeHanHara TpoMbo3a
NPU MBXKKH FITBXOBE NPHU BUCOKHU RO3M.

6. O®APMAIEBTHYHH JAHHHA

6.1 CrnuchK HA MOMOLHHTE BEIIECTBA

Kancynure or 100 mg cbAbpXAT:
JlakTo3a MOHOXHApAT

Hatpues naypuncyngar
[Toennon K30

Kpockapmenosa HaTpHid
Marne3unes creapar

Obsugxume na xancyaume:
Xenatuu

TuraHoB avokcun E171
Macmunomo cvovpirca:
Huaurorun E132

Hlenmnak

[IponuneHrankon
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Kancynute ot 200 mg coabpKar:
JlakTo3a MOHOXHApAT

Harpues naypuncyndar
[Tosuaon K30

KpockapMmenosa HaTpui
MarHe3uneB cTeapar

Obsusxume Ha xancyaume.
Aenarun

Turasos anoxena E171
Macmunomo cvovporca:
XKenesen okeua E172
[Hlennak

[Iponunenraukon

6.2 HechbBMeCTHMOCTH
Henpuioxkumo.

6.3 Cpok Ha rogHoct
3 roguHu

6.4 CneuHaaHy YOI0BUA HA ChXpaHeHHe

Jla ce cxxpaHapa non 30°C.
6.5 Bua ¥ chabp:RaHHE HA OMAKOBKATA
[Ipoapaunu unu Henpo3paunu PVC/anyMHuureBH Oancrepu.

Cenebpekc 100 mg TBBpaAM Kancynu ce npeanarar B onaxkosku no 10, 20 u 30 xancynu.
Cenebpexc 200 mg TBBpAK KanCcynu ce npeanarar B onakoBkH no 2, §, 10, 20 u 30 kancynu.

He BcHuYKM BHAOBE ONMAKOBKHM Morart Ja 0baat nycHaTH B npoaaxoba.
6.6 Cnennajinu npeanasHy MepKH NpPH HIXBLpJsHe H pabora

Heusnon3paHMAT 1EKapPCTBEH NPOAYKT HAH OTNAAbYHHTE MaTepPHAIH OT Hero TpadBa 21a ce H3XBBPAT
B ChOTBETCTBHE C MECTHUTE M3UCKBAHHA.

7. IIPUTEXXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
Upjohn EESV

Rivium Westlaan 142
2909 LD Capelle aan den IJssel

Hunepnanaus

8. HOMEPA HA PASPEILIEHHETO 3A YIIOTPEBA

Cenebpekc 100 mg Tebpan kancynu: 20020248
Cenebpexc 200 mg TBupan kancynu: 20020249
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9. AATA HA ITbPBO PA3PEILIABAHE 3A YIIOTPEBA/TIOAHOBSIBAHE HA
PASPEINEHHETO 3A YIIOTPEDBA

Hata Ha nbpBo paspewasane: 18 mapt 2002 r.
Harta Ha nocnegHo nogHopsaBaHe: 09 asryet 2007 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

22




