KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA




1. UME HA JIEKAPCTBEHMUA ITPOAYKT

' U3MbJi MTENHA ArrHuwa N0 NEKAPCTBATA |

Cenedbpekc 100 mg TBbpaM Kancy/iu  Koamxa apanmepucmura na npogyxma - punoxenue

Celebrex 100 mg hard capsules K bM Pez. Ne XQOJ—O,ZYBK(/Q ...............

Cenebpekce 200 mg TBBpAM KancyJ/iu P33pe‘“5”“3 N;

Celebrex 200 mg hard capsules BG/MA/MP - ... a?},.!:? ..... // 1QUBZUZB
OQOBDOHUB MR ... orocovcomsssnsasesssssan Sovssicinncicigiasisiiisisssiss

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska kancyna ebabpxka 100 mg unu 200 mg uenekokcu0 (celecoxib).

[loMOLLIHO BELLIECTBO C U3BECTHO JIGHCTBHUE: JIaKTO3A.
Besika kancyna ebabpxa cboTtBeTHO 149,77 mg unu 49,8 mg nakro3za moHoxuapat. Buxre Touka 4.4,

3a N'bJIHUA CITHCHK HA MOMOLIHHUTE BELUECTBA, BUXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

TBbpau kancynu (karncysa)

Cenebpekc 100 mg TBbp/IM Kancy/M ca Hernpo3payHH, O€j, ¢ JIBe CHHU UBULM, ¢ 0003HaveHue 7767
n 100.

Cenebpekc 200 mg TBbPAM KancyJiyd ca Henpo3pavyHu, O€eid, ¢ JIB€ 3/1aTHU MBULIK, ¢ 0DO3HAYEHHE
7767 v 200.

4. KJIMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKAa3aHHA

Cenebpekc e nokasaH npv Bb3pacTHHU 3a CUMNTOMATHUYHO JICUEHHE HA OCTEOAPTPUT, PEBMATOMU/IEH
apTPUT U AHKHUJI03MpalLLl CIIOHANJIHUT.

PelneHueTo 3a npeanydcBaHe Ha CelleKTHBEH LMKJI0OKcUreHasa-2 (COX-2) uuxuburop TpsOBa j1a ce
OCHOBAaBa Ha OLIEHKA Ha LISJIOCTHUSA PUCK NMPU OTAEIHUSA NnaumeHT (BK. Touku 4.3 u 4.4).

4.2 Jlo3HpOBKAa H HAYMHH HA MPHJIOKEHHE

1o3upoBKa

Tbi kato cbpaeuHo-cbaoBUTe (CC) pUCKOBE Ha LIEJIEKOKCHO MOraT J1ia HapacTBar ¢ ao3ara U
NPOAb/IKUTETHOCTTA HAa €KCIO3ULIMA, TpsAOBA Aa ce U3MOo/3BaT Bb3MOKHO Hal-KpaTKara
NPOJABHKHUTEHOCT Ha JIeYeHWe U Hail-HUcKaTa epeKTUBHA JHEeBHA n03a. HyxauTe Ha nauveHTa oT
CUMMNTOMATHYHO 00JIEKYEHHE U OTIOBOPBT KbM JIeHEHHETO TpsOBa /1a ObaaT npeoleHs BaHu
NEPHUOAUYHO, OCOOEHO NPH NALUEHTH C OCTEO0apTPHT (BXK. TOUKK 4.3, 4.4, 4.8 u 5.1).

Ocmeoapmpum
OOuyaiiHaTa npenopbunTenHa aHeBHa 103a e 200 mg, B3eTH Be/IHbK JAHEBHO U1K pa3/ie/IeHH B /1Ba
npuema. [lpu HAKOM NAUKMEHTH ¢ HEAOCTATbYHO 00/IeKYaBaHE HA CHMITOMMUTE, YBEJIMUEHATa /103a OT
200 mg aBa NbTH AHEBHO MOKeE /1a YBEJIHYH epuKkacHocTTa. TpsaOBa n1a Ob1aT 0OCHACHHW APYTH
TepaneBTHYHW Bb3MOXKHOCTH, aKO HSIMA HapaCcTBaHE Ha TeparneBTHYHATA 110J13a clie]]

Pesmamouoen apmpum
Hauannara npenopbudTesta JHeBHa ao3a e 200 mg, pasjae/ieHa B JiBa npuema. 11
Moske aa Objae ysenuuena no 200 mg aea nbTH AHeBHO. Tpsadea na 6baaT odOMUch



TEPANCBTHYHH Bb3IMOXHOCTH, aKO HAMA HapacTBaHE Ha TEepalneBTHYHATA NON3a cneqa ABe CeaMULIU
JICHEHMUC.

Anxunozupawy cnoHourum

[IpenopsunTenHata aHeBHa no3a e 200 mg, B3eTH BEIHBLH AHEBHO WM pa3fieneHH B ABa npuema. [1pu
ManbK OpoH NMauMeHTH ¢ HeJocTaTb4HO obneKyaBaHe Ha CHMNTOMUTE, yBesinueHaTa ao3a ot 400 mg
BEIHBK AHEBHO WY pa3Ae/iCHH B ABa fIPUEMA MOXKe 1a yBenH4H epukacHocTTa. Tpabea na Obaar
o0CBAEHU APYIU TEPANEBTUYHHN BB3MOXKHOCTH, aKO HAMA HapacTBaHe B TepaneBTHYHATa N03a Ciel

ABC CCAMHLUH NCHCHHE.

MakcuManuara npenopryuTeNHa AHEBHa 1032 € 400 mg npy BCHUKH NMOKa3aHMS.

CrneuyanHy nonyiailuy

Iayuenmu 8 cmapuecka eb3pacm

Kaxrto 4 npu no-mMnaau naudeHTy nbpeoHavyanHo Tpabea aa 6vaar usnonzsauy 200 mg Ha aeH. Ipu
Hy»/a 003aTa MOXeE 0-KbCHO Ja 6bae yBennueHa no 200 mg aea nmbTH AHEeBHO. OcobeHo BHUMaHue
€ HeOOXOAUMO TNPH MAUUEHTH B CTAPUECKa BB3pacT ¢ TenecHo Terdio noa 50 kg (8. Touku 4.4 n 5.2).

Ileouampuuna nonyrayus
{enekokcHb He € rokasaH 3a ynotpeba npw aeua.

baenu CYP2C9 memabonuzamopu

[Ipu nauyeHTH, 3a KOUTO € U3BECTHO WK Ce ouakea aa Owaat 6asHU CYP2C9 metabonuzaropu, Bh3
OCHOBA Ha ONpe/ie/IfHE HA FEHOTUNA WK aHaMHe3a/npeanuieH onuT ¢ apyrku CYP2C9 cyberpary,
nenekokcud Tpabea na ce npeaAnNUCcBa C NOBULLIEHO BHUMaHKE, Tbil KATO PUCKDBT OT A0303aBHCHMHU
He)elaHHu peakuuun ce yBeauuyasa. 1psOra 1a ce Uma fipeaBua NPUIOKEHWE Ha 2034, IBA NbTH MO-
HMCKa OT Hal-HHCKaTa NMpenopbUYrHTENHa fo3a (BXK. Touka 5.2).

Yepnoopobro yspeosicoane

[Ipy nauMEeHTH ¢ YCTAHOBEHO YMEPEHO YepPHOAPOOHO YBPEMKAAHE CBC CepyMEH anbymuH 25-35 g/l
NeYEHHETO TpaOBa Aa Obae 3anovHATO ¢ MOAOBHHATA OT NpenopbyYKTenHaTa fo3a. OnuThT NpU TakKUBa
MalMEHTH CE€ OrpaHWuaBa R0 NaLUeHTH ¢ uupo3a (Bx. Touku 4.3, 4.4 u 5.2),

bvbpeuno yepeosicoare

OnUTLT ¢ UENEKOKCHD npH MALMEHTH ¢ IEKO WM yMepeHo Ob0peyHo yapexaHe e OFrpaHUUEH,
CNneaOBRaTENHO, TAKUBE NAUMEHTU TpaOGBa na ObAAT JIEKYBAHHM ¢ MOBULUEHO BHUMaHKHE (BXK. TOUKH 4.3,
4.4 un35.2).

HauuH Ha MNPUITOKCHHUE

Ilepopanno npunoowcenue

Cenebpexc Moxe 1a Obae npuemaH cbC Wau Oe3 xpaHa. 3a [aLUMEHTH, KOMTO UMAT npobieMHu ¢
nperablUaHETO Ha Kancynure, CbAbpKaHWETO Ha Karncynara uenekokcud moxe 1a Owvne nobGaBeHo
KbM S0BAKOBO MIOpE, OPU30Ba Kalla, KUCEN0 MIISKO MM Miope oT OaHaH. 3a Ta3u uen Uanoro
ChAbPAAHHE Ha KancyJsiaTta TpsOBa BHUMATENHO a4 CE€ U3Mpa3HH BLPXY €/JHa PaBHA YaeHa MTbXUUKa
OXNaIeHO WK Ha CTaitHa TeMnepaTypa S6BIKORO MIOpPE, OPH30B8a Kallia, KHCENO MNAKO WIIH MIOpe OT
OanaH U TpabBa na ce npueme seaHara ¢ 240 ml poaa. [TopbCeHOTO ChABPIKAHKHE HAa Kancynara BbpXy
A6bIKOBO MIOpE, OPH30BA Kallla WK KUCESIO MISKO € cTabuiHo 3a nepHoa 10 6 yaca B XNaauiaHuk (2
no 8°C). IloprceHOTO chabpacaHUe Ha Kancynara Bepxy ntope or 6aHad He TpabBa Aa ce ChXpaHABa B
XJTaIMIHYK U CIEABA 1A C€ NPHEME BEHAra.




4.3 IIporuBonokazanus

CBpbXUYBCTBUTETHOCT KbM AKTUBHOTO BEHIECTBO MM KBM HAKOE OT MOMOILIHHTE BELIECTRA,
U30poeHu 8 Touka 6.1.

M3secTHA CBPBbXUYYBCTBUTENHOCT KbM CYA(POHAMUIH.

AKTHBHa MENTHYHA A3Ba UK KbpBEHE OT racTpouHTectuHanHuga (I'N) Tpakr.

[TaunenTH, bonenysanu ot acTMa, OCTbP PUHUAT, HOCHU MOAHNK, AHTHOHEBPOTHYEH €EM, YPTHKAPHA
WK JAPYTH peakLUM OT ajiepriuyieH THN CJIed NPHEM Ha aueTHICANHLWIIOBA KUCENHHA (aCNUPUH) UITH
APYrA HECTEPOHAHU NpoTHBOBBL3NanuTenHu cpeacrea (HCIBC), sxnwuurenno COX-2 HHXUbUtopu.

[Tpu OpemenHu U XeHH B AETEPOHA Bb3PACT, OCBEH akO HE U3NOM3BAT e(heKTHBEH METO/ Ha
KOHTpauenuus (Bx. Touka 4.6). YCTaHOBEHO €, Y€ UeNeKOKCHD npean3snkpa Mandopmauru npu
IBaTa EKCNEPUMEHTANIHY dKHBOTUHCKH BUAA (BXK. TOUKH 4.6 1 5.3). [IoTeHUMANHHAT PUCK NMPHU YOBEKA
Nno BpeMe Ha OPEMEHHOCT € HEW3BECTEH, HO HE MOXKeE /1a ObAe U3KIIKOUEH.

Kbpmene (Bxk. Touku 4.6 v 5.3).

Texko HapyweHHe Ha yepHoapoOHaTa GpyHKUKUA (cepyMmeH anbyMuH < 25 g/l unu unaexc Ha Child-
Pugh > 10).

[TaMeHTH ¢ KpeaTUHUHOR KIHpBHC < 30 ml/MuH.
Bb3nanuTteaHo upeBHo 3abonsaBaHe.
3acTokHa ¢cbpaeyHa HeaoctaTbuHOCT (II-IV knac no NYHA).

Y¢TraHOBeHa UcxeMHyHa DonecT Ha cbpueTo, nepudepHa aprepranHa 601ecT W/ HIH MO3BYHO-CBAOBA
oonecr.

4.4 Cnennainu npeaynpexaenus H npeanasHd MepPKH NpH ynotpeba

[acrporHTecTHHanHn (') edekTy

[Ipy nauueHTH, NekyBaHHU ¢ uenekokcud, ca HabmoaaBaHH YCIOXKHEHUA HA TOPHUS M Ha JOJTHHUA
racCTPOUHTECTHHANEH TpakT (nepdopaunH, 1381 HAM KPbBOH3JIMBH), HAKOH OT KOUTO PaTanHu.
[IpeniopbuBa ce NOBHLIEHO BHUMAHHE MPH NE€YEHHE HA NAUUEHTH C HAl-BUCOK PHUCK OT pa3BHTHE Ha
FACTPOMHTECTHHANHU yenoxHeHns ot HCTIBC; Ha nauuenTH B cTapuecka Bb3pacT, Ha MaLMeHTH,
ynorpedaBallM €AHOBpeMeHHOo kKoeTo U aa e Apyro HCIIBC nnu tpombouuTHM aHTHarperaHTH (Karo
HaNpUMMep aUETHNCATMLUIIOBA KUCENNHA) HNH [TTIOKOKOPTHKOU/IM, Ha NaUHUEHTH, ynoTpedaBaLlu
ANKOXOJ, HIIH HA NALMEHTH C aHAMHE3a 34 FACTPOMHTECTUHANHO 3a00/IgBaHe, KaTo A3Ba U KbPBEHE OT
['H Tpakr.

an CAHOBPCMECHHO JICHCHHE C ALIETUWICAJTIHLUHW/10Bd KHCCITMHA (,El.":l}l{e H B HHCKH ,D.OBH) H LEeNeKOKCHD
CbUICCTBYBd AONBJIHHUTCIHO IMOBHIIEH PHCK OT NIACTPOUHTECTUHATHH HCXKE/TAaHH pEakKLUHH 3a
LeNeKOKCHO (FEICTPDHHTECTHH&HHH yaucpauHd Ui Apyrv raCtTpoMHTECTHHa/IHH yCﬂD}KHEHHH).

3HauMMa pa3jiMKa B raCTPOMHTECTHHANHATA Oe30onacHoCT Mexay ceneKTUBHH COX-2 nuxubuTopu +
auetTwicanuurnosa kucenuHa cnpaMo HCIIBC + auetuncanuuunosa krcennHa He € A€MOHCTPHUpaHa
B ABJATOCPOYHHU KIIHHUYHHU NpOoy4BaHUS (BXK. Touka 5.1).

Ennospemenna ynorpeba ¢ HCIIBC
EanoBpemennara ynotpeba Ha uenekokcud ¢ HeacnupvHosn HCTIBC tpsabBsa na




CbpaeuHO-CBA0BH €EKTH

YBenunued Opoi cepuo3HM CbpAEHHO-CBIAOBH CLOUTHUA, OCHOBHO MH(APKT Ha MHOKap/a, ca
HabAaaBaHY B IBIATOCPOUHO MNaLeb0-KOHTPONHPAHO NPOYUBAHE NPH HHAWBHIH CBC CNOpaIHYHH
aJ€HOMAaTO3HH MNOJUMNH, EKYBaHHW ¢ uerekokcHb B 1o3u oT 200 mg asa nvTH aHeBHO W 400 mg aBa
I['bTH JHEBHO, CpaBHEHO ¢ nauedo (Bx. Touka 3.1).

T®H KaTO ChpAEYHO-CHAOBUTE PUCKOBE OT LENEKOKCHD MOraT aa HapacHaT C yYBe/lHuaBaHe Ha 403aTa
H NPOABHKHTENTHOCTTA Ha €KCNO3uUMsA, TpAOBa Ja c€ U3MON3BAT Bb3MOKHO Hal-KpaTKaTa
NPOABLKUTENHOCT Ha JieweHue U Hail-HuckaTa edexruBHa aHeBHa no3a. HCIIBC, sxiountento
COX-2 cenekTuBHUTE HHXMOUTOPH, CE CBBP3BAT C NOBHLLIEH PHCK OT ChPASHHO-CHA0BH H
TPOMOOTHUYHH HEXEMaHH CbOUTHA, KOTAaTO C€ NPHEMAT NPOALILKUTENHO BpeMe, TouHaTa cTeneH Ha
TO3W PUCK, CBBP3aH C NPUIOKEHHETO HA €AMHUYHA 10334, HE € ONPEeaeNeHa, HUTO € onpejesieHa
MPOAB/IKUTETHOCTTA HA JIEYEHHE, CBbp3aHa ¢ NnoBULIEH puck. IlepuoanuHo Tpabea aa ce oleHABaT
HY>KIUTE Ha IMalUeHTa OT CUMINTOMATHHHO JIEHEHHE W OTIOBOPLT KbM TepanuaTa, ocobeHo npu
MAUMEHTH C OCTEoapTPUT (BK. Touku 4.2, 4.3, 4.8 u 5.1).

[TauyeHTH CbC 3HAYHMU PUCKOBH (PAKTOPH 3a CbPACHHO-CBAOBH CHOUTHA (HaNp. XHNEPTOHMA,
XUNepnunuaemMus, zaxapes auaber, oTioHonylueHe) Tpabsa na 6baat IeKyBaHU ¢ LUETEKOKCHO caMo
C/eA BHHMATENHA npeleHka (Bxk. Touka 3.1).

CenektuBruTe COX-2 HHXUOMTOPH HE €A 3AMECTUTENHM HA aUETHICANIMUWIOBATA KHCEMHA 3a
NpoUIAKTHKA Ha CbpAEYHO-CbAOBH TpoMOoeMOoNtHKM 3abonsaBaHKA, NOPAAH IMNCATA Ha
aHTHarperaHtTHH egexktu. ETo 3au0, aHTHarperaHTHOTO neyeHne He TpaOBa aa Obae NpekpaTaBaHo
(BK. Touka 5.1).

3aapbikKa Ha TEUHOCTH M OTOLM

KakTo W nMpH Apyry NekapcTBeHU NPOAYKTH, HHXUOUpaLUM NpocTarnaHaMHOBaTa CHHTE3a, NPH
MalMeHTH, NPHEMALIU LIETEKOKCHD, € Bb3MOXKHa 3aApbXKKa HAa TEYHOCTH H NORBA HA OTOLIH.
CnepoBarenHo, uenexokcHd Tpabea aa 6bae M3N0A3BaH ¢ NOBMULUEHO BHUMAHHE MPH NALIMEHTH C
aHaMHe3a 32 CbpAevHAa HEAOCTATLYHOCT, JIEBOKAMEPHA AHC(HYHKUWA WY XUINEPTOHUA U NIPH
TALUUEHTH C NpeauecTBallkd OTOUHW C Ppa3nHUeH MPOU3X0, ThbH KaTO NpoCcTarjaHAUHOBAaTa HHXHUOULIKS
MOXE [a NOBeAE A0 8iowasaHe Ha ObOpeunaTa dyHkUMA U 3aApBKKa Ha TeYHOCTH. Heobxoaumo e
MNOBHLICHO BHUMAHHE H NPH NAUUEHTH, NPOBEXKAALINW AHYPETHUYHO JIEHEHHE HIIK C NOBHLLIEH PUCK OT
XHUINOBOJEMHS.

XHUNEPTOHUS

Kakto Bcuuku HCIIBC, uenexokcnd moxke na aoBeae A0 HOBONMOABUAA C€ XHITEPTOHHUA KN
BNOLWIABAHE HA BEYE CHUIECTBYBAllA TaKaBa, BCAKA OT KOUTO MOXKeE [la AOMPHHECE 3a YBEJIMYaBaHE Ha
Opos Ha CHPASUYHO-CBAOBHTE CBOHTHA. [lopaan Tora KpBEBHOTO HandraHe Tpsabpa ga ce npocneasna
CTPHUKTHO MPH 3al04YBaHE Ha TEPAIHUATA C LENEKOKCHO W M0 BPEME HA LEHA KYPC Ha NeHeHHe.

Edektu BbpXy YepHoapodbHata v 6b6peuHa dyHKumuS
Komnpometupara 61x0peuna nau uepHoapobna ¢pyHkums u ocodeHo cbpaeyHa AHCHYHKLMS ca no-

BEPOATHH NMPH NHLIA B CTapUYECKa Bb3PacT, NMopaau KOETo npu Tax Tpsdbea na 6bae ynpaxuHsapaH
CbOTBETEH MEAULMHCKH KOHTPOJI.

HCIIBC, BKAIOUUTENHO USNEKOKCUO, Morat Aa nprHuHHAT 610peuHa TokCHuHOCT. KNHHHYHH
MpoyuBaHUs ¢ LeneKoKeub nokasear 6ubpeunn edextH, nogodHU Ha Te3u, HabnroaaraHd NPH
uinonisaxe Ha cpapHuTeaHy HCTIBC. [lauueHTH, U3NOXKEHHW HA HAH-ronam puck ot 6LO6peyHa
TOKCHYHOCT, Ca OHE3M C HapyleHa 0bOpeuHa GyHKUUSA, CbpACYHA HEAOCTATHYHOCT, YepHOAPOOHA
AUCHYHKUHA, OHE3U, NPUEeMaLY AMYPETHLUH, UHXUOHUTOPH HA RHTMOTEH3HH-KOHBEPTHPALLKSA €H3UM
(ACE-unxubutopu), anrnoredsmns Il peuenTopHH aHTaroHUCTH M NMALMEHTH B cTapyecka Bb3pacT { BiK.

LeneKoKcHo.

Hsakonko ciyyad Ha TeXKKK HepHOAPOOHH peakiiMK, BKNKUUTENHO hyNMHHAHTEH
daraneH U3xoa), yepHoapoOHa HeKpo3a U YepHoApoOHA HEAOCTATBYHOCT (HAKOH



WM U3UCKBALUKY HEPHOAPOOHA TPAHCILIAHTALMA) ca CbOOLLABAHM TPH NieveHHe ¢ Luenekokcuo. Cpen
CJIYYaHUTE, B KOUTO € ChOOLIEHO BpeMe Ha Bb3HUKBAHE, MOBEUETO TEXKKHU HEXKEAHH YepHOAPOOHH
CHOMTHSA Ca HACTBLIIUIIK B paAMKHTE Ha €IMH Mecell Ciel 3ano4BaHe Ha JieHeHHE C UEIEKOKCHO (BXK.
Toyka 4.8).

AKO Mo BpeMe Ha JieueHue ce BNowaT GyHKLUHWHUTE HA KOATO H [a € OPraHHa CUCTEMa, ONHCaHMU Mo-
rope, TpaOBa na ce nmpeanpuUeMaT NOAXOAALLM MePKH U 1a ce OOMUCTH NpekpaTaBaHe Ha JICYEHHETO C
LETeKoKCud.

Unxubupane Ha CYP2D6

Llenexoxkend nuxubupa CYP2D6. Bornipeku ue To# HE € cHleH HHXUOUTOP HA TO3M €H3HM, MOXKE 1A €
HeoOx0AMMO HaMafaBaHE Ha 103aTa Ha JIeKapCTBEHHTE NPOAYKTH, H3UCKBALLHW HHAUBHUAYANWU3IUPAHE
Ha TUTPUPAHETO Ha J03aTa, nopaax ToBa 4e ce Metabonusupar or CYP2D6 (Bx. Touka 4.5).

bagHu CYP2C9 metabosnzaTopu
[TaureHTH, 33 KOWTO € U3BeCTHO, ue ca 6aBHu CYP2C9 metabonuzatropu, Tpabea na 6baaT neKyBaHu
C MOBHLIEHO BHUMaHKe (BK. ToOuka 5.2).

KO)XXHH KU CUCTEMHH peakUUM Ha CBPHXHYBCTBUTEHOCT

MHoro paaxo ca cbOOLUIABAHH CEPHO3HU KOXKHHU PEaKLUM, HAKOY OT KOUTO (PATATHH, BKIIKOYHTENHO
eKC(hOSMAaTHREH AEPMATHT, CHHAPOM Ha Stevens-Johnson 1 TokcutHa enuaepmaiHa HEKPOJIH3a, BLB
Bpb3Kka C ynotpedara Ha uenexokcu6 (Bx. Touka 4.8). ®ukcupana nexapcreeHa epynuus (fixed drug
eruption, FDE), ko410 moxe aa ¢e nposBM KaTo No-TexbK BAPHAHT, U3BECTEH KATO reHepaHiupaHa
Oynosna pukcHpana nekapcTeeHa epynums (generalised bullous fixed drug eruption, GBFDE), cbluo
ce cbobllasa BLB Bpb3ka ¢ yrnorpebara Ha uenexkokcud (Bx. Touka 4.8). [1pu naumedTy, nonyuasaiuu
LeNeKOKCHO, ce cbodluaBa 3a cepHo3HM peakUudH Ha CBPBXUYBCTBUTENHOCT ( BKIIKOUMTENHO
aHaMIAKCHA, aHTMOEAEM H eKkapcTBeH 00puB ¢ eo3uHoDUANA U cnucTeMHH cumnromud (DRESS), unu
CUHAPOM Ha CBPBLXYYBCTBHTEAHOCT) (BxX. To4YKa 4.8). [1pn naumeHTH ¢ aHAMHe3a 3a Aepryua KbM
CYAPOHAMH/M HJIM aNepryus KbM BCAKO APYro JEKApCTBO MOXKE a CbLIECTBYBA MO-BUCOK PHCK OT
CEPHO3HH KOXKHH peakUUH HIIH PEAKLHK Ha CBPBXUYBCTBUTETHOCT (BXK. To4ka 4.3). [lauHeHTHTE
M3IJIEKIa €A ¢ HAM-BUCOK PHCK OT TaKMBA peakilUy B HAYANOTO HA NEUSHHETO: MOABaTA Ha pPeaKLiMATa
B MOBEYETO CAy4aH ce Habmioaasa rpe3 nbpBUa Mecel oT ieueHHeTo. Lienekokcnb Tpabea na 6bae
CHpSAH MPH MbpBaTa NMoABa Ha KOXKEH O0OpUB, JIMTABUYHU JI€3WK WK BCAKA ApYyra NposBa Ha
CBPBXYYBCTBUTEHOCT.

Q6wu edekTn

Llenexoxkcnb moxe aa 3aMackupa GeOpUIHTET UNK APYTY NPOABHY HA Bb3NANEHHUE.

Ynotpeba ¢ nepopaiii aHTUKOAry1aHTH
[1py MaumeHTH Ha CBOBTCTBALLO JieueHHe ¢ BapdapHH ca cboOUIEHH cepuo3HU ChOMTUS HA KbpPBEHE,

HSKOH OT KOHTO (haTanHM. [1py cbbTeTBalLO NeueHHe € ChOBIIEHO YABIKEHO NPOTPOMORHOBO BpEME
(INR). CnepoBarenHo Topa Tpadsa Aa ce cneid BHUMATENHO NPH NALIMEHTH, IIPHEMALILH
BAp(apUH/NepoPaIHH AHTHKOATYNaHTH OT KYMapUHOB TUM, 0COOEHO KOTaTo € MHHIMHPAHO NeUYeHUE ¢
Lie1eKOKCHO UK ao3aTa uenekokeund e npomeHeHa (Bx. Touka 4.5). EqHoBpemenHara ynotpeba Ha
antHkoarynaHtd ¢ HCIIBC moxke ga yseanuM pucka oT KbpBeHe. HeoOXoauMMo € nosuLueHo
BHMMaHHe Npyd KOMOUHUpPAHE Ha LEeNeKOKCHO C Bap@apuH WK APYrY NEPOPATHY aHTHKOAryNaHTH,
BKJIIOYHTENHO HOBUY aHTHKOArynauTu (Hanp. anukcaban, naburatpaH n pusapokcaban).

[loMOLIIHH BEWIECTBA
Cenebpekc 100 mg u 200 mg kancynu cuabpka nakro3a (cboreeTHO 149,7 mg u 49,8 mg). [TauvenTu
C pEAKH HACIEeACTBEHH NPOOAEMH Ha HEMOHOCHMOCT KbM TalakTo3a, MbJIeH JAaKTa3eH Ae(HUIUHT HIH

rIK0KO30-TajlaKTO3Ha Manabcopbums He TpaOBa fa npvemar ToBa n1€KapcTBo.

Cenebpexkc 100 mg 1 200 mg cvabpxka no-manko ot 1 mmol Hatpuit (23 mg) Ha ka
[a C€ KaKe, Y€ NPaKTHYECKHU HE CbAbPKa HaTPUH.




4.5 BiaanmoaeiicTBHe ¢ APYTH JIeKAPCTBEHH NPOAYKTH U ApYrd opMu Ha B3aHMoAeHCTBHE

PapMaKOAHHAMHYHHY B3AUMOJEHCTBHS

Anmuxoacynanmu

[Ipn naumedTH, nonyyasaluy BapdapuH UKW APYTH aHTUKOAry1aHTH, € HE0OXOAUMO IpocieifiBaHe Ha
AHTHKOAry/1aHTHaTa aKTUBHOCT, OCOOEHO NMpe3 MbPBUTE HAKONKO AHM Cle] 3anoyuBaHe WIK NPOMRHA
Ha 103aTa Ha LIeNeKOKCHO, ThH KaTO NPH TE3U NALUEHTH MMa MOBULLEH PUCK OT XEMOParuiHH
ycnoxHeHus. CreloBaTenHo, NPy NaLKMEHTH, MOMy4YaBallld NepOPATHA aHTHKOArYJIaHTH, €
He0OX0AHMO YeCTO H3cneaBaHe Ha NpOTPOMOUHOBOTO BpeMe/MeXAYHAPOAEH HOPMATU3HPAH
koepunuueHT (INR), ocobeHo npes MbpRUTE IHKU OT 3aMOYBAHE HA JICYEHHETO HIIKW NpH NPOMAHA B
f03aTa Ha uenekokeud (Bx. Tovka 4.4). Crobwasa ce 3a xeMopariyHy MHUUAEHTH, CBBP3aHH ¢
yAbIKaBaHe Ha MpoTpoMOMHOBOTO BpeMe, NPeAMMHO NpY NaUMEHTH B CTApUYECKa Bb3PacT,
MoSy4yaBally LeaekOKCHO eTHOBPEMEHHO ¢ BAp(apHH, HAKOH OT KOUTO (haTaHHu.

Anmuxunepmenzusnu cpeocmea
HCIIBC morar pa HaManaT edexra Ha aHTHXUIIEPTEH3HBHHM JIEKAPCTBEHU NPOAYKTH, BKIKOUUTENHO

ACE unuxuburops, aHrnoteHsuH Il peuentopHy aHTaroHMCcTH, anyperunu U 6eta-6nokepu. Kakto u
npu apyrure HCIIBC, pucksT oT ocTpa 6b0peyHa HenoCcTaTbHHOCT, KOSTO OOMKHOBEHO € ofpaTuma,
MOJKE A C€ YBEJWYM MPH HAKOU NAUMEHTH ¢ KOMNpoMeTupaHa ObOpeurHa dyHkuus (Hanp.
AEXHAPATHPAHH MALMEHTH, NALMEHTH HA AHYPETHUHO JEUEHHE WITH NAaLIUEHTH B CTapHecka Bb3PacT),
korato ACE uHXHOMTOPH, aHrMOTEH3UH 1] peuenTopHU aHTarORUCTH W/ KK OMYpPETHLIM Ce
xkoMOuHupar ¢ HCIIBC, skntounTento uenexokcrd (Bx. Touka 4.4) . ETo 3au0 komOunauuaTa
TpabBa ga ce npunara c BHUMaHMe, 0COOEHO NpH NAUMEHTH B cTapuecka Bh3pacT. [Haudenture Tpsabaa
na ObaaT aAeKBaTHO XMAPATHPAHHU U Ja ce HMa NpeBuA npocneaseaHe Ha 6bbpeuHara dhyHKLUMUA chen
3aM04YBaHE Ha CbNBTCTBALUATA TEPANIUS U NEPHUOANYHO ClIEA TOBA.

B 28-aHEBHO KIIMHHYHO npoy4BaHe Npy NAUMEHTH C JIM3UHONPUN-KOHTpONKpaHa xvneproxdus | v Il
CTereH, JieueHUeTo ¢ uenekokcut® 200 mg nea nbTH AHEBHO cApAMO nnauedo, He BOAY A0 KIHHHYHO
3HAYUMO YBENHUYEHUE HA CPEAHOTO AHEBHO CHCTOMIMYHO WK IHACTONMYHO KPbBHO HalisAraHe,
onpeaeneHo upes 24-yacoso aMobynatopHo uamepsae. [1pu 48% OT nauneHTHTE, NEKYBaHH C
uenekokcud 200 mg nBa MbTH AHEBHO, CE CUMTA, Y€ HE Ca CE NOBAUANIU OT JIEYECHHETO C JIMZUHOMPUI
[pH NOCaAEAHaTa KIMHUYHA BU3WTA (ONPEACNEHO KaTO AHACTONHYHO KPBBHO Handrane > 90 mmHg
UK NOBHULIEHNAE HA AUCTONIHYHOTO KpbBHO HanaraHe ¢ > 10% cnpaMo U3XoaHUTe CTORHOCTH), B
cpaBHeHue ¢ 27% OT nauneHTHTE Ha Nnauedo; Ta3u pa3siuka € CTaTHCTHUECKH 3HAYUMa,

Luxnocnopun u maxponumyc

[lpennonara ce, ue €AHOBPEMEHHOTO NMpUNoKeHUe Ha HCTIBC U uMKAOCNOPHH WKW TAKPOIHMYC
YBETHYABA HEPPOTOKCHUHUA €(PEKT CHOTBETHO HA UMKJIOCTIOPHH UAK Takposiumyc. [pn koMOKHUpaHe
Ha LENICKOKCHO U HAKOM OT Te3U NeKapcTBeHHW NpoayKTH ObOpeuHaTa pyHKkUMs TpsabBa Aa Obae

MOHHUTOpPHpPaHa.

Ayemuncaruyurosa Kuceiuna

Llenekokcud Moxe aa 6bae npunaran ¢ HUCKK 4034 aUSTUICANHLUNIOBA KHCENHHA, HO HE €
3AMECTHTE] Ha AaLETUICANTULIKIOBATA KHCEHHa 3a uenuTte Ha CC npodunaktuka. Kaxto W npH
apyrure HCIIBC, npeacrapeHuTe npoyuBaHna NOKa3BaT NOBULIEH PUCK OT FACTPOUHTECTHHATHH
pa3A3BABAHE U APYTH raCTPOMHTECTUHANIHU YCIOXKHEHHA PH €1HOBPEMEHHOTO TNIPHIIOKEHHUE Ha
HENEeKOKCHO 1 aLUeTHIICATHULIMIIOBA KUCETHHA B HHUCKH 03K B CPaBHEHHE CBHC CAMOCTOATETHOTO
NPWIOKEHUE HA LeneKOKCUO (Bx. Touka 5.1).

d’&pMﬁKO KHHCTHUYHH B3aHUM oggﬁ CTBHUA

Eexmu na yerexoxcub 8bpxy opy2u sexapcmeen NpooyKmiu

Huxubuparne na CYP2D6
Llenekokcu6 ¢ uHxubuTop Ha CYP2D6. [1nasMeHUTEe KOHUEHTPALUH Ha JIEKapCT
KOWTO ca cCyOCTpaTH Ha TO3M €H3UM, MOTaT 2a HapacHaT NpH €AHOBPEMEHHO NpH

= e e



ueaekokcu0. [lpumepn Ha nekapcTBeHM NPOAYKTH, KOUTO ce MeTabonuzupar ot CYP2D6, ca
aHTHAENpPecaHTHTE (TPULMKIHYHH AHTHAETPECAHTH U CENEKTURHU WHXUOUTOPHU Ha 0OpaTHOTO
3axBalllaHe Ha cepoToHMHa (SSR1)), HerponenTuumMTe, aHTHAPUTMHUYHUTE JIEKAPCTBEHH NTPOAYKTH H
T.H. [IpK¥ 3anouBaHe Ha JIeUEHHE ¢ LUENEKOKCHD € Bb3MOXKHO Aa C€ HAJIOXKH HaMandBaHe Ha 103aTa Ha
CYP2D6 cyberpatuTe, Npy KOUTO € HEOOXO0AMMO HHAHBHAYATHO TUTPUPAHE Ha 103aTa, a [PH
CMUpPAHE HA JIEUEHHETO ¢ LENEKOKCHO — NOBHLLIABAHE Ha Ta3W A03a. EAHOBPEMEHHOTO NPUITOXKEHHE Ha
uenekokcud 200 mg aea nbTH AHEBHO BOAW A0 CHOTBETHO 2,6 NbTH M 1,5 nbTH NoBHIaBaHe Ha
NNa3MeHUTE KOHUEHTPALHWH Ha aekctpomeTopdaH H Metonponon (CYP2D6 cyberpatu). Tesn
YBEJIHUEHHA Ce AbJKAT HA MHXHOMpaHe OT uenekokcud na metabonusma Ha CYP2D6 cyberpara.

Huxubupane na CYP2CI9

[IpoyuBaHMa in vitro noxKaspar, 4€ LeJ1eKOKCHO UMa M3BeCTeH NoTeHUHUan 3a MHXUOUpaHe Ha
katanuiupasus o1 CYP2C19 merabonnzsm. KnuHuuHaTa 3HA4HUMOCT Ha TE€3M in vitro NaHHH €
HeusBeCcTHa. [IpuMepH 3a nexapcTeeHH NPOAYKTH, KOUTO ce MeTaboaunzupar or CYP2C19, ca
AHa3enaM, UMTanonpamM H HMHUIIPaMUH.

Memompexcam

[Ipy nauueHTH ¢ peBMATOMAEH apTPHUT LENEKOKCHD He € NoKaszan CTaTHCTHYECKH 3HAYUM edeKT BbPXY
(hapMaKOKHHETHKaTA (11a3MeH Uiy 0bOpedeH KIMPBHHC) Ha MeTOTpeKeaT (B pEBMATONIOTHYHH J03H).
[1py kOMOUHMpaHEe Ha Te3u ABa JIEKapCTBEHHU NpoaykTa obaue, TpAOBa Aa ce MMa NpeaBU AAEKBATHO
MOHUTOPHUPAHE 338 METOTPEKCAT-TIPEAH3IBUKAHA TOKCHYHOCT.

JTumuti

[1pu 3q0paBH HHOWBHAM €AHOBPEMEHHOTO MPHIMKEHKHE Ha uenekokerd 200 mg nBa nbTH AHEBHO ¢
nuthii 450 mg Asa ITbTH AHEBHO € J0BENO A0 CpefHO HapacTBaHe Ha Chmax ¢ 16%, a Ha nnowira noa
KpvBaTa KOHLUeHTpauud - speme (AUC) ¢ 18% 3a nutna. CnenopaTenHo, NauMEHTH, APOBEXAALLH
nevyeHue ¢ IUTHH, Tpabea ga 6b4aT BHUMATENHO NPOC/IEAABAHH NPU BKIKOUYBAHE HIH M3KIHOYBAHE HA
LeNeKoKCHO.

ITepopanuu koumpayenmuau

B npoyuBaHe 3a B3aUMOJEHCTBUATA LIEJIEKOKCHO He € N0Ka3an KIMHAYHO 3HAYWMH €EKTH BbPXY
(hapMaKOKHHETHKATA Ha NepopanHuTe KOHTpauenTusH (1 mg HopeTucTepon/35 MUKporpama
CTHHUIIECTPARNON).

Tubenrxnamuo/monbymamuc
LlenekokcHb He NOBIMABA B KNHHMUHO 3HAYKMMA CTeneH dapMakoKHMHETUKATA Ha TONOYTAaMHA

(cybctpar Ha CYP2C9) unu Ha rnuGeHKIaMua.

Edbexmu na opyeu nexapcmeernu npooykmu 6bpPXy Ye1eKoKcub

basuu CYP2C9 memabonuzamopu

[Ipy uHAKMBHAK, KOHTO ca OaBHU CYP2CY merabonuzaropn M AeMOHCTPHPAT yBEIMUEHA CHCTEMHA
eKCrOo3KLKA Ha UejlekokcHd, cenbreTBawo neveHune ¢ CYP2C9 nuxuburtopu, kato daykoHason, ou
MOr0 Aa A0BeAe A0 NocneABallo YBEIHYEHHE HAa eKCMO3ULMATa Ha Llenekokcub. Takusa
koMOuHalvu Tpabsa ta ce U3BArBaT npu nauHeHTH, 3a KOUTO ce 3Hae, ue ca 6apuu CYP2C9
meTabonuszaropy (Bx. Touku 4.2 n 5.2).

CYP2C9 unxubumopu u undyxmopu

T kato uenexkokcnd ce metabonusupa npeanmHo or CYP2C9, toit Tpabea na O6bae n3nonassaH 8
1033, paBHa Ha MONOBHHATA OT NPENOPbUUTE/IHATA 3034, NTPY NALKUEHTH, Nony4vaBally GpayKoHazon.
EaHoBpemMeHHOTO npuaokenue Ha 200 mg egHOKpaTHa no3a Henekokckd 200 mg BeIHDK JHEBHO
¢nykonazon, mouled CYP2C9 nuxuburop, e 1oseno 0o cpeaHo HapactTBaHe HA Coax SBN
cbe 130% 3a uenekokceud. EnHoBpeMeHHaTa ynotpeba Ha nHaykTopu Ha CYP2C9 /.‘( @ ]
kapbaMasenuH 1 DapOuTypaTH MOXKe Aa AOBEAE 10 NOHMXEHHUE HA MTa3MEHHUTE EHTDALIOAOS

HenmeKoKCHO.




Kemoxonazon u anmuayuou
He e HabnoaaBaHo nopausBaHe Ha hapMaKOKHMHETUKATA HA LIE/IEKOKCHO OT KeTOKOHAa30/1 WK
AHTHAUUH.

[leapaTpuyHa nonynaums
[IpoyuBaHus 3a B3aAUMOAEHUCTBUATA Ca MPOBEXKIAAHH CAMO NPU Bb3PACTHM,

4.6 OepTuanTeT, OpeMEHHOCT H KbPMEHE

bpeMeHHOCT
[IpoyuBanns nNpu KUBOTHH ([L1BXOBE H 3aiLd) NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT, BKJIIOUHTENHO

MandopMauuu (Bx. ToUkH 4.3 1 5.3). [loTuckaHeTO HA CHHTE3a HAa NPOCTAarfaHANH MOXeE Aa NOBAUse
HeOnaronpuaTHo SpeMeHHocTTa. JJaHHW OT ENHMAEMHONOMHYHHU NMPOYUYBAHUA NPEANONaraT NoBHILEH
PUCK OT CMOHTaHeH abopT cnel ynotpeda Ha HHXHOUTOPHU HAa CHHTE3a HA NPOCTArNaHAMHHY B HAYAIOTO
Ha OpeMEHHOCTTA. [1I0TEHUHANHHAT PUCK MO BpeMe Ha HPEMEHHOCT NPH XOpa € HEM3BECTEH, HO He
MOXe Aa Obae u3kmoueH., 1lenexokcud, kakTo U Apyrute nNeKapcTeeHH NPOAYKTH, MOTHCKALULH
CHHTE3a Ha MpocTarinaHiAnHH, MOXe 1a rMpean3BrMKa poaoRa ¢1abocT U NpeKaespeMEeHHO 3aTBapsAHe Ha
AYKTYC apTEPHO3YC NpeE3 FOCNEIHHA TPUMECTDP.

AKO Ce M3N0J13BaT [10 BPEME HA BTOPHA WK TpETUA TpUMecTsp OT OpemennoctTa, HCIIBC,
BKJIOUMTEITHO LENEKOKCHUD, MOraT aa npean3BHKaT 0b0peuHa nMCPYHKUHA HA 1044, KOETO Ja
NOBee 10 HaMallABaHE Ha 00eMa Ha AMHHOTHUYHATA TEUHOCT MW ONTHFOXHUAPAMHHOH, B TEXKKHTE
cayudau. TakuBa epekTH MOraT 4a ce nosBAT CKOpO Clej 3anouBaHe Ha TEHEHHETO U OOMKHOBEHO ca
oOpaTUMH MpH NpeKpaTABaHE HA NpUEMa.

[lenekokcHb e NpOTHRONOKA3EH NpY OPEMEHHU M MPH XKEHM, KOUTO Morar /Ja 3abpemMeHeAT (BXK. TOYKH
4.3 u 4.4). Ako xeHara 3abpemeHee o BpeMe Ha JIeYEeHHETO, MPUEMBT Ha Luenekokcud Tpadbea na 6bae
[peKpareH.

Knpmene

Llenekokenb ce ekckpeTHpa B MIAKOTO HA KbPMEUWIW MITbX0BE B KOHLICHTPALMH, NOA0OHH HA Te3H B
naasMara. [ IpueMsbT Ha nenexokeHd npu Mansk Opoil KbpMeELLH KeHH MOKa3Ba MHOMO HHCKH
KOHLEHTPaUHH Ha LenekokcHO B kbpMmarta. XXeHu, npuemamn Cenebpekc, He TpaOBa Ja KLpMAT.

DEPTUANTET

Ha ocHOBaTa Ha MexaHH3Ma Ha aeicTBUe, yitoTpebarta va HCITBC, BrumiouuTenHo Henekokeud, Moxke
Aa 3a6aBu UM NPefoTBPaTH Pa3KbCBAHETO Ha AHYHHUKOBHA QONNKY, KOETO C€ CBbP3Ba ¢ 00paTHuMo
Oe3nnoaue Npyu HAKOU HEHM,

4.7 EdexTH BHpXY cnnocodHOCTTA 32 wiopupaHe H pabora ¢ Maliunn

Cenebpekc MOXe na OKaxXe 1€KO Bb3AEHCTBHE BbPXY CHOCOOHOCTTA 3a wodupane n pabora ¢
MallKMHK. [lalMeHTH, KOUTO yCelaT 3aMasHOCT, CBETOBBLPTEK MK ChbHIIMBOCT, A0OKATO MpHEMAT
Cenebpexc, Tpabpa na u3darear aa wodupat UAK aa paboTAT C MALLHUHA.

4.8 Hexenann nekapcrBeHu peakuyu

HexxeslaHuTe peakunm ca u3bpoeHu no CUCTEMO-OPraHHKM KN1acoBe Y NOAPEREHH NO YECTOTA B

Tabauna 1, oTpa3sssaiua 4aHHUW OT CACAHUTE UITOYHUUMU:

. HexxenaHm peakuuu, AOKIAJABaHH [PH MaLAEHTH C OCTEOAPTPHUT U MALUEHTH ¢ peBMAaTOHAEH
apTpHT, ¢ yecToTa no-sucoka ot 0,01% W no-sucoka ot yecrorara, cbobuiaBaHa Mpu nﬂaueﬁo

NPOABIHKATENHOCT A0 12 ceaMHuUM, NpU AHEBHU 1034 uestekokeud ot 100
ROMBIHUTENHU NpoyusaHus ¢ HecenekTusH HCTIBC kato cpaBHuTENHU
npudauzutenHo 7 400 nauMeHTH ¢ apTPHT Ca NEKYBAHHU C LEAEKOKCHO B
800 mg, skmounrento npubauszurenno 2 300 nauneHTH, NEKyBaHH 3a ne



AOMNBJIHATC/THHY NMPOYUYBAHUA, OTIroBaAPAT HA TC3U, MNPH NALUKUCHTH € OCTCOAPTPUT U

peBMaTOMAEH apTpuT, U3bpoedu B Tabauua 1.

. Hexenaln peakuuu, cbOOLLIEHH ¢ 4eCTOoTa NO-roismMa, 0TKONKOTO Npy naauedo 3a yyacTHHULIM,
NeEKyBaHH ¢ lenekokeud 400 mg AHEBHO B ABLJMOCPOMHH NMPOYYBAHKA 3a NMPEBEHLKA Ha
MNONUNH C MPOABHKUTENHOCT A0 3 roauRu [lpesenyusn na aderomu ¢ yenexoxcub Adenoma
Prevention with Celecoxib, APC) n [Ipeagenyus na cnopaduunu xonopexmaini aoesoMamosHu
noaunu (Prevention of Colorectal Sporadic Adenomatous Polyps, PreSAP) npoyyBaHHATA;

Bk. Touxka 5.1, CrpaeuHo-cbaoBa 6e3onacHocT — JIbNrocpouHU NpoyUuBaHHA NPH NalHEHTH
CbC CMTOPAAHYHH AAEHOMATO3HH NOJIUIH).

e HexenaHy JCKAPCTBECHH PECAKLIHH OT MNOCTMAPKETHHIOBO NPOC/ICARABAHE, ROKTAJABAHN KATO
CMIOHTAHHH CHODLLEHHS 32 rncpuoa, B KOHTO npnﬁnnamenuo > 70 MUIMOHA NaLMEHTA ca
JICKYBaHH C L[EHEI{OKCHS (pﬂBﬂHqHH AQ3H, NPOADBITAKHUTCTHOCT U I'IOK&SEI.HHH). B'bﬂpEHH HE TCBA
Ca pCaxiiny, HﬂﬁHTHd)HLalHHH OT NOCTMAPKCTHHIOBH C'bOﬁlﬂEHHH, HPH ONpCcaC/IAHC Ha
HyeCcToTaTa €a B3CTH NpeaABUA AaHHHUTE OT NPpOoyvYBaHUATA. YecToTHTE Ca OonNpcaciICHHU Ha DazaTta
Ha KYMVJIATHBEH MCTa-aHallu3 ChC C'bﬁl-’lpaHe Ha JaHHU OT NpOoyHvBaHWA, NpecacTrap/iaeaul

ekcno3uuua npu 38 102 nauueHTHn.

Tadinua 1:

HexkenaHH JIEKAPCTBEHH PEAKIHN B KJIHHAYHR NPOYYBAHHA C HENEKOKCHO H
NOCTMAPKETHHIOBO Habmonenne (npeanoyuTanu tepmuanu no MedDRA)'
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HecToTa HA HEXNENAHATA JEKAPCTBEHA peaKLHA
Cucremo- Muoro YecTH HevecTn Peaxu MHoro C
opraHeH YecTH (> 1/100 no (> 1/1 600 (= 1/10 000 PeaxKH HEM3BECTHA
KJ1ac (= 1/10) < 1/10) a0 < 1/100) jo < 1/1 (< 1/1 0000) | uecToTAa
000) (oT
HAJTHYHHTE
OAHHH HE
MOXKe aa
brnae
HanpaBeHa
OLIEHKA)
Hudexnnn Cunysur,
H HHPEKUHA Ha
HHdecTanM FOPHHUTE
H AHUXATENHH
NbTHILE,
bapHHryT,
WHpeKLUs Ha
NUKOYHUTE
NbTHLLA
Hapyumesn AHemMus Jleskoneuus, | IlaHuuTONEH
fl HA Tpomboumnto | na
KpbBTa H NeHWUS
JguMbHaTa
CHCTEMA
Hapywenu CBpBbXUYBCT AHabunnakTu
q Ha BUTETHOCT yeH wok?,
MMYHHATA aHa(KUIAKTH
CHCTEMA YHa
peakuus®
Hapywenn Xunepkanue
f1 HA MU
mMeTab0/IH3
MAa H
| XPAaHEHETO
[Mcuxnunu bescwHUe TpesoxHocT, | CbeTOAHUE
HApPYLIeHHS Aenpecus, Ha
yMopa 0OBPKAHOCT,
Xa/lFOLKHa
UMUK




HecToTa HA HEXENAHATA JIEKAPCTBEHA pEHK“HH

Cucremo- Muoro UecTH HeuecTH Peaku Muoro C
OpraHeH YecTH (= 1/100 o (= 1/1 000 (= 1/10 000 pPEAKH HeH3BECTHA
KJac (> 1/10) < 1/10) no<1/100) | mo<1/1 (< 1/1 0000) | uecToTa
000) (ot
HAINYHKTE
JAHHH He
MoO’Ke 1a
bbae
HAaNpaBeHa
OLEHKA)
HapylieHn 3amaiipaue, Uncyar!, ATakcus, Bbrpeuepen
Al HA XUNEPTOHYC, | NApecTe3ud, | AUCTey3Ius eH
HepBHATA rnasoGonue* | cLHAMBOCT KpbBOWUINUB
CUCTEMA (BKIHOYHTEN
Ho daraneH
BbTpEUEpene
H
KPBBOH3INHKB)
4!
acentuuen?
MEHUWHTUT,
enunencus
(BKTIOUHTEN
HO
BNOWABAHE
Ha
CbLUECTBYBA
wa
enunencun)®,
areysus®,
aHOCMUA®.
HapyweHu 3aMBrNeHo KpbBoH3nuB | PerWHanHa
A HA OYHTE BUXOaHe, B OKOTO" apTepHanHa
KOHIOKTHBHT OKNy3us?,
4 peTHHANHA
BEHO3HA
OK1y3us®
Hapywenu [I1lyM B
fl HA YXOTO YIUMTE,
H HamaneHue
nabupuHTa Ha cnyxa’
Coupaevnu Uudapkr Ha | CbpaeuHa Aputmus®
HApYilIEeHHS MHOKapaa! HEJIOCTATbY-
HOCT,
MajlnuTaLny,
Tax UKapaus
CuaoBH XuneproHus Benoapoben | Backyaur
Hapymesua | | emMOonu3IBM?,
(BkMOUYUTEN 3aYepPBABAHY
HO a*
BJIOLLIABAHE
Ha
ChIUECTBYRA
1A
XHNEPTOHMS)
PecnupaTtop PHHHT, bponxocna [MseBMOHUT?
HH, [PBAHH Kalayua, bM?
H AUCIHES'
MEIAHACTHHA
NHH

HapYLIeHHA
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UYecTOTa HA HEXKEIAHATA JEKAPCTBEHA peaAKLIHA

Cucremo- Muoro YeceTn HeuecTn Peaxn Muoro C
OpraHeH HeCTH (z1/100 00 | (= 1/1 000 (= 1/10 000 peaKH HEU3BECTHA
KJIac (> 1/10) < 17/10) no < 1/100) | no< /1 (< 1/1 0000) | gectoTa
000) (oT
HAJTHYHHTE
JAHHH He
MOKe a4
Obae
HANPaBeHA
OleHKa)
CToMallHo- CaneHe?, 3anex, CToMallHO-
YpeBHH fonka B racTpur, qypeBeH
HAPYLUEHHS KOpeMma, CTOMaTHUT, KpbBOK3AHB?
AHapus CTOMALUHO- ,
AMCIIENCHA, | YPEBHO OyoleHanHa
dbnaryneHud | Bb3lnaneHue | A3Ba,
1, (BKROUKTEN | CTOMALIHA
MoBpbIUaHe' | HO 13Ba,
ancdarus’ BJIOLIABAHE e3odarealHa
Ha A3Ba, A3Ba Ha
CblIEeCTBYBAa | 4YepBaTa,
11O rojsMa A3Ba
CTOMAaLIHO- Ha uepBara,
YpeBHO YpeBHa
Bb3NaNeHne), | nepgopaums,
OpWrBaHe €30(arur,
MENeHa,
NaHKpeaTHT,
KoauT?!
Xenatobun AbOHOpMHa Xenarut YeproapoOH
HAPHH yepHOaApOOH a
HAPYLUEHHA a pyHKLuUA, HeAOCTaThy
YBEJIHYEHHE HocT?
Ha (NOKAKOra
yepHOaApOO- ¢dharanHa MU
HHTE EH3UMH H3WCKBalla
(BKIIQUUTEN YyepHOaPOOH
HO a
MOBULLIEHH TpaHCN1aHTa
CIOT # LA ),
CI'rm) $yaMuHaHTe
H xenaTut
(NMTOHRKOfA C
datanex
HIXon),
4YepHOAPOOH
a
Hekpo3at xon
ecTaza’,
XOnecTaThye
H XenaTuTt?,
KbJTeHuua®
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HecTOTa HA HEXENAHATA JIEKAPCTBEHA peaKuns

Cucremo- Muoro Yectn Heuecru Peaku Mnuoro C
opraHeH YecTu (> 1/100 no (= 1/1 000 (> 1/10 000 peaKH HEH3BECTHA
K1ac (> 1/10) < 1/10) a0 < 1/100) po < 1/1 (< 1/1 0000) | yecTOTA
000) (oT
HAJTHYHHTE
NAHHH He
MOXe na
Obae
HaMpABCHa
OUEHKA)
Hapyumtexn O6pus, Vprukapus, | Adruvoeaem?, | Exchonnatn | Tenepanuiup
fl HA cbphex eKXUMo3n* anoneuus, BEH aHa Oyno3Ha
KOXATa H (BKJIKOUBA GoTOuyBCTB | AepMaTHT?, dUKCHpaHa
NOAKOMXKHAT reHepanuiup HTENHOCT epuTEMa NEKApCTBEHA
A TbKAH aH MYATUQOPME | EpYMLNUS
copbex) %, cMHOpOM (GBFDE),
Ha Stevens- ¢dukcHpana
Johnson?, NeKapCTBEHa
TOKCHUYHA epyNLHS
enunaepmann | (FDE)
a
Hekponuzat,
NeKapCcTBEHa
peakuus C
€O3MHOPHNU
K
CUCTEMHH
CHMNITOMH
(DRESS)?,
ocTpa
FEHEPATU3NP
aHa
€K3aHTEMATO
3Ha
nycTynosa,
Oyno3eH
nepmarut?
Hapywenu Aprpanrds® | MyckynHu Muoaut?
! Ha Cra3iMiu
MYCKYJTHO- {KkpaMnu Ha
CKeJ1eTHATA [HOJIHUTE
CHCTEMA U KpanHUUK)
ChHEeAHHUTEN
HATA TbKaH
Hapywenn YBenuuenne | Octpa TybynonuTte
f HA Ha O6bOpeuHa pCTHUHANEH
61u6pennTe KpeaTHHHHA | HeaocTaThu- | HedpHT®,
H B KPbBTA, HOCT?, He(POTH
NMHKOYHHTE YBENHUYEHHE | XHIMOHATPHUE- | UeH
NbLTHILA Ha mMus® cuBaApom?,
ypeAaTa B FJIOMEPYNOH
KpbBTa edpuT C
MUHHAMANHY
nezuu®
Hapyurenu MeHcTpyaH besmnoaue
f HA 7 RAE
Bb3MPOH3BO HapyLeHus*
AHTENHATA
CHCTeMa H
rLpaaTa
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YecTOTA HA HEXe1aHaATA JICKAPCTBCHA PCAKLIHA

Cucremo- Mmuoro YecTH HeuecTH Peaxw Muoro C

opraHeH YecTH (> 1/100 no (= 1/1 000 (= 1/10 000 PeaKH HeHN3IBeCTHA

Kaac (= 1/10) < 1/10) no < 1/100) no < 1/1 (< 1/1 0000) | yecTOTA

000) (o1

HaNHYHHTE
NAaHHH He
MOXe na
0bae
HanpapeHa
OlleHKa)

O61um ['punonoaod | OTok Ha

HapyWeHUA HO JIMLETO,

H edeKTH 3abongasaHe, | OONKH B

Ha MACTOTO nepudepHn | repaure?

Ha OTOLM/

NPHIONEHH 33JpbiKKa Ha

e TEYHOCTH

HapansgaH HapaHaBaHe

n¥, (cnyyaltHo

OTPABAHHA HapaHABAHE)

H

YCA0MHEHH

H,

Bh3HHKHA

HB

pe3yaTaT Ha

HHTEpBEHU

HH

CI'OT - cepyMHa rnyraMmat-OKCalatleTaT TpPaHCAMKHA3A

CI'TIT — cepyMHa rnyraMaT-nMpyBaT TpaHCaMWHa3a

! Hexenauy nexapcTBeHH peakUWH, HACTBIHIH B NPOYUYBAHKSA 3a NPEBEHUNA Ha TMOJIKNH,
KOUTO BKIIOYBAT NAUMEHTH, IeKyBaHK ¢ nenekokcud 400 mg AHEBHO B 2 KJIMHHUYHU
npoyuysaHua 3a nepyoa 00 3 roanHu (APC u PreSAP npoyuBaHusATa). OnucanuTe no-rope
HeXCeTAHH JIEKAPCTBEHH PEaKUUHK OT NPOYUBAHWATA 3a NPEBEHLMA HA NOJUIHUTE €a CaMO TE3H,
KOUTO BeYe ca NO3HATH OT NOCTMAPKETHHIOBUA OMMT WNH €A HACTHLIMUMY ¢ NO-FONAMa
YeCTOTa, OTKOJKOTO B NIPOYUBAHUS IpH apTPHT.

2 B nonbAHEHUE, CEAHHTE Heu3secmuu 00cea HEKENAHN PEAKLIKH €A HACTBITHIMW B
MpOYyYBAHUA 33 [PEBEHUMA HA NMOJHUNH, KOUTO BKJIFOUYBAT MALUEHTH, NEKYBAHU C LENeKOKCHE
400 mg NHEeBHO B NBE KJIHHUMHH IPOyuBaHUA 3a nepnoa 20 3 rondHu (APC u PreSAP
NMPOYYBAHHUATA):

HecTH: aHrMHA NEKTOPHC, CHHAPOM Ha PAa3fpa3HeHOTO Y€pBO, HEPPOIHTHA3A, NOBUILICH
KpEaTHHUH B KpbBTa, 400pOKaveCcTREHA XUMIEPNNA31A HA NMPOCTATATA, NOBHLIEHO TEAECHO
TErno.

Heuectn: wuuHdexumsa c¢ helicobacter, xepnec 3octep, epusunen, OpOHXOMHEBMOHHSA,
NAOUPUHTUT, THHCHBHT, JIUNOM, TWIABALUKH MBTHHHU B CTbKAOBHAHOTO TANO, KOHIOHKTHBANEH
KpLBOM3NUB, AbA00Ka BEHO3HA TPOMOO03a, AMCHOHUA, XEMOPOUAANEH KPBBOU3IUB, YCKOPEHa
nepucTanTuka, A3BH B YyCTaTa, anNepryHyeH OepMaTHT, TaHTNIHOH, HUKTYPHS, BaruHajeH
KPBBOH3JIUB, YYBCTBUTETHOCT HAa MbpAUTE, (pakTypa Ha J0JeH KpalHUK, MOBUIUEH HATPHU B
KPbBTA.

} XeHuTe, KOUTO UMAT HamepeHUe Aa 3a0pPeMEeHABAT, ce MIKIIOYBAT OT BCHYKM NMPOYUBAHUA.
[lo Tasu OpUUMHA OLEHKATa 3a 4HecTOTaTa HA TOBA CbLOWTHE, CBLrAacHO fAaHHHUTE OT
NPOy4Y8aHUATA, € OHMNa HEOCHOBATENHA.

* YectoTHTe ca onpeaeneHu Ha OCHOBATA HA KYMYJIaTHBEH METa-AHANU3 ChC ChOMpaHe Ha
AaHHHK OT NpOYYBaHKWA, MPEACTABNABALIM €KCNo3HUUA NpH 38 102 nanuenTy.

B okoHuarenHuTe aaHRM (oucHeHH) oT APC W PreSAP npoyusadusaTa r1pu nauneHT
nenekokcndb 400 mg nHeBHO 3a nepuoa A0 3 roaAHHH {0beanHeHU NaHHU OT JBeTe
TO4KA 5.1 3a pe3yaTaTuTe OT OTAEAHUTE NPOYHUBAHMA ), TO-BUCOKATA YECTOTA CIIPS
HHpapkT HAa MHOoKapaa e buna 7,6 cuOuTHa Ha 1 000 nauneHTa (HewyecTH) U HAMA
3a UHCYAT (BUOOBETE HE ca onpeacneHu} crnpamo niaauebo.
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CpofuiaBsaHe Ha N0A03UPAHY HEXENAHW PeaKliuu

CbobliasaHeTo Ha MOAO3MPAHU HEXKENaHU PeaKUMK cnel paspellaBaHe 3a ynotpeba Ha JleKapcTBEHUA
MPOAYKT € BaxxHo. ToBa no3BonABa Ja NpOAbAXKH HabAKOAEHUETO HA CHOTHOLLIEHUETO NOJI3a/pUCK 3a
nexapcTBeHHA NpoayKT. OT MEAUIMHCKHTE CIELKANIMCTH CE M3HCKBA Aa ¢boOIlaBaT BeaKa
Mogo3upaHa HexenaHna peakuus upes Manbanurenua areHuWa no nekapcrTeara, yi. ., Jlaman I'pyes” Ne

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

4.9 IIpeno3supane

Hsama xwinHU4YeH onuT ¢ npeaosupane. EaHokpatHu A03u ao 1 200 mg u MHOTOKpaTHU 103U 10

1 200 mg aBa NbTH AHEBHO Ca ApHNaralu nNpY 31pasu MHAKBHUIHW B NPOAb/KEHHE Ha AeseT AHK Oe3
KIMHWYHO 3HaUMMH HeXeNnaHu peakuvu. B cnyua# Ha nogosupaHo npeno3upane TpadBa Aa Obaar
OCHFYPEHH CHOTBETHH MOANBPKALLH MEPKH, HAMNP. OTCTPAHABAHE HA CTOMALLHOTO ChAbPKUMO,
KITMHUYHO HaONIOIeHWE U NPpH HeoOXOAUMOCT NpUnaraHe Ha CHMITTOMAaTHYHO JieueHHe. Manko
BEPOATHO € AHATH3aTa Aa CE€ OKaXe €(PUKACEH METO 38 OTCTPaHABAHE Ha JIEKAPCTBEHHUA POAYKT,
NOpaaH BHCOKATA CTENMEH Ha CBLP3BaHE ¢ M1a3MEHUTE DENTHLH.

5. ®APMAKOJIOTMTYHHA CBOUCTBA
5.1 DapMaKOAHHAMHYHE CBOHCTBA

(apmaxoTepanesTHUHA rpyna: HecteponiHK NPOTHBOBBINANIMTENHU H aHTHPEBMATUUHY CPEACTBRA,
HCIIBC, Kokcnbu
ATC xon: MO1AHO1

MexaHn3bM Ha AeHcTBHE
Llenexokcubd e nepopaneH cenektiBeH COX-2 UHXHMOMTOP B paAMKHUTE Ha KIIMHUYHWTE 0034 (200-

400 mg aHerHO). B TO3M A030B MHTepBAN NpH 3ApaBH A00pOBONUM He ce HabNKaaBa CTATHCTHUYECKH
3HauMma HHXHOHUMA Ha COX-1 (oueHena kato ex vivo MiHxuOWpaHe Ha o0pa3yBaHeTO Ha TPOMOOKCaH

B, [TxBz]).

dapMakoAHHAMUYHU e(PEeKTH

LlnxnookcHreHasara e OTroBopHa 3a 00pa3yBaHeTO Ha npocrarnaHiuHu. Maentuduuunpanu ca ase
nzogopmu, COX-1 u COX-2. COX-2 e usodopmara Ha €H3UMa, 33 KOATO € N0KA3aHO, Ye ¢€ UHAYLIMpa
OT NPOBBINATHTE/IHY CTUMYJIK 1 33 KOATO C€ nNpeanonara, 4e € OCHOBHO OTTOBOPHA 3a CHHTE3aTa Ha
MpocTAaHOUAHU Meauaropu Ha foskara, Bb3naneHueTo U pedbpunurera. COX-2 yyacTBa CbLIO H B

OBYNALIMATA, UMNNAHTAllUATE K 3aTBAPAHETO Ha AYKTYC apTepHO3ycC, peryraumudara Ha 6u6peunara
dyHKUNA ¥ OYyHKUMUTE Ha LieHTpaNnHaTa HepBHA cucTeMa (MOBULICHHE Ha TeleCHATA TEMNEPATYPA,
BbL3NPUATHE 3a DoJika M no3HaBaTenHa GyHkuns). Br3MoxKHO € aa urpae posia ¥ np# 3a3apaBaBaHe Ha
aaguTe. COX-2 ¢ uaeHTUdHLUMpaHa B ThKAHTa OKOJIO CTOMALLHU A3BHU [1PH YOBEK, HO OTHOLUEHHETO M
KbM 3a3paBABAHETO HA AZBHTE HE € YTOUHEHO.

Paznukara B aHTHarperaHTHata akTUBHOCT Mexay HakoH COX-1 nuxubupawm HCTIBC u
ceneKTUBHHTE COX-2 UHXHUOUTOPU MOXKE 114 € OT KINIWHUYHO 3HAYEHHE MPH NALHEHTH C NOBULLUEH
pUCcK oT TpomboeMmbonnabM. Cenexkrtusuute COX-2 nHxubHTOpH HaMansaBaT obpaszysaHeTo Ha
CHUCTEMEH (M 110 Ta3K APUYKHA, BEPOATHO, EHAOTENEH) NPOCTALMKINH, Oe3 na 3acArat TpoMOOHHTHHUS
TPOMOOKCaH.

Llenexoxcud npeacrasnsapa auapun-3aMecTeH NMUPasosl, XHMUUECKH CXOAEH C APYTH HEAPUIAMUHOBH
cynpoHamuan (Hanp. THasnaM, Gypo3eMua), HO ce pa3nHuyara OT ApPUIAMHHOBHTE cyndoHaMHaN
(Hanp. cyndaMeToKca3zon ¥ ApYry cynipoHaMUAHH aHTHOHMOTHLIN).

Cnen npunaraHe Ha BUCOKM A03U LienekokcHd ce Habonasa 10303aBUCHM ede
obpaszyraHeTo Ha TxB;. [1pn 3apaBu nuavsuan obave, B Manky nNpoyuBaHUA C
ao3a ot 600 mg aBa MbTH IHEBHO (TPH MBTH NMO-BUCOKA OT Hal-BUCOKATA NpENoO
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LIeNEKOKCHD He € uman edekT BLpXY TpoMOOUKTHATA arperalMa v BpeMeTO Ha KbpPBeHEe B CPABHEHHE C
nnaueodo.

KianHu4Ha epukacHOCT ¥ 6€30NacHOCT

[IpoBeaeHU ca HAKOJIKO KIWHHYHHA NPOY4YBaHUA, NOTBBPKAAaRALIK ePUKACHOCTTA H 6e30MacHOCTTa
IMPU OCTEOAPTPUT, PEBMATOHACH apPTPHT W AHKWJIO3UpaLL CTIOHAUNUT. B nhauebo- u akTUBHO
KOHTPOJIAPAHU NPOYYBaHUA C NPOABKHTENHOCT 40 12 ceamuum npu npubnusurenHo 4 200
naiueHTy e OuNa HanpaBeHa OLICHKA HA LeNleKOKCUO 3a ieyeHre Ha Bb3naleHueTo U 6onkara,
AbJKALLY €€ HA OCTE0apTPUT Ha KONAHOTO M TazobeapenaTa cTtasa. B nnauebo- ¥ akTHBHO
KOHTPOJIHpAHH NPOYUBAHHA C NMPOABIDKHTENHOCT A0 24 ceamMuuu npy npubauazntento 2 100
MaLMeHTH ueaekokcud € OMT OLEHEH M 33 IeUeHHE Ha Bb3NaneHUeTo U 60nKaTa NpH peBMaToOUIeH
apTpuT. Llenexkokenb B queBHa noza ot 200 — 400 mg e nokazan obnekuapane Ha GosikaTa B paMKHTE
Ha 24 yaca OT Ha4anoTo Ha nedeHueto. Llenekokcud e oLieHeH 3a CHMNTOMATHYHO feHeHUe Ha
aHKWNO3upaly CNOHAWIKT NpH 896 nauueHTH B nnaucbo- 1 AKTHBHO KOHTPONUPAHH MPOYUYBAHHUS C
MPOABJDKUTENHOCT A0 12 ceaMuuH. B Te3n npoyuanna uenekokend B 1o3u ot 100 mg aBa nmuTH
aneeHo H 200 mg BeaHbx AHeBHO, 200 mg ABa nbTH AHeBHO H 400 Mg BeAHBK IHEBHO, € NoKasan
3Haunmo nojodpenue Ha Bonkara, obulata akTUBHOCT Ha 3ab0nNABaHETO U QYHKUHATA TNEPU
aHKWN03Mpalll CMOHAMIINT.

[IpoBeaenu ca net paHAOMU3HUpaHK, ABOWHOCNENH KOHTPOJMPAHH NPOYyUYBAKHS, BIJIIOUBALIH MJIAHOBA
ropHa raCTpOMHTECTHHANHA eHaockonua npy npubansutento 4 500 nauuesTH 63 Havatua
yauepauus (1o3u Ha nenekokcnb ot 50 mg a0 400 mg apa nbTH AHEBHO). B npoyuBanus ¢
eHaockonua ¢ 12-ceaMnyHa npoaLKUTERHOCT LeaekokeHb (100-800 mg nHeBHO) € CBBLp3aH Che
3HAYHUMO MO-HUCBHK PHCK OT racTpO-AyOoACHANHH 43BH OTKONKOTO HanpokceH (1 000 mg aAHeBHO) U
nbynpodet (2 400 mg aHeBHo). CpaBHUTENIHUTE NpoyuBaHus cnpamo auwiodenak (150 mg aHeBHO)
ca npoTHBopeunsu. B age ot 12-ceAMUYHUTE NPOYUBAHHS NPOLEHTHT NALUHEHTH C €EHAOCKONCKH
JaHHH 3a racTpo-ayO/ICHa/IHa Y/LEpaLys He N10Ka3Ba CTATUCTHYECKH 3HAUMMaA Pa3THKa MeX 1y
rpynuTe, NEKYBaHH ¢ nnauedo, U Te3M, neKyBaHu ¢ nenekokcud 200 mg aga mbtr AHesHo ¥ 400 mg
ABa MbTH OHEBHO.

B npocnekTyBHO ABArocpodHO npoyueaHe 3a Oe3zonacHocT (npoyusaHeTo CLASS, ¢
npoaAbKKTENHOCT OT 6 00 15 meceua) 5 800 naunenTu ¢ octeoapTput v 2 200 naumeHTH ¢
pPEBMATOUJIEH apTPHT ca nonydasanu uenekokcud 400 mg ABa NbTH AHEBHO (CHOTBETHO 4 U 2 MbTH
No-rofiiMa oT NpEnopbuBaHaTa 103a NpY OCTE0APTPUT M PEBMATOMACH apTpuT), bynpoden 800 mg
TPH NBTH AHEBHO WK AMKNOdeHaK 75 mg nBa NbTH AHEBHO (TEpaneBTHYHM 103H 3a NOCNEAHHUTE JBa

ripoaykra). JIgaaecer v Ba NPOLIEHTA OT BKNIOYEHHUTE NALUEHTH ¢a BIEMa/IH €NHOBPEMEHHO HUCKA
7033 auetuacanuuuniosa kucelmHa (< 325 mg/aen), rnasno 3a CC npodunaktuka. I'lo oTHOliIeHHe Ha

NbpBUYHATE KpalHAa Les1 YCN0MKHEHU A3BH (ONpeneneH KaTo raCTpo-HHTECTUHANHO KbPBEHE,
nepgopanms UK o0CTpyKLMA) uenekokeud He e Oun CUrHUPUKAHTHO pa3nvyeH oT UOynpodeH nau
auKnodeHak, B3eTH nooTaenHo. Cbuio Taka 3a kombuHupanaTta rpyna HCIIBC He € nmano
CTATUCTHYECKH 3HAUMMA pa3/IMKa 3a YCJI0XKHEHUTE a3BU (OoTHOocHTeNeH puck 0,77, 95% CI 0,41-1,46
Ha ©a3aTa Ha Uenug nepuoa Ha npoyuBaHne). [1lo oTHOWEHHe Ha kOMOKMHUpaHatTa KpaiiHa uen
YCJIOKHEHH U CUMNTOMATHYHH A3BH, YecToTaTa € Ouna CUruMpMKaHTHO NMO-HUCKA B rpyrnara
MaLUeHTH, JIEKYBAHH C LETEKOKCHO, OTKONKOTO NpH Tesu, siekysanHu ¢ HCTIBC, otHocuTenen puck
0,66, 95% CI 0,45-0,97, Ho He 1 Mexay uenekokcHO u guinodenak. Tlaumentyre Ha nenekokcHub K
CHABTCTRAIIK HUCKH N03M ALeTUNCATHLMIOBA KKCEAUHA ¢a UMANH 4 MbTH NMO-BUCOKA YECTOTa Ha
YCI0)KHEHH A3BH B CPaBHEHHE C T€3W Ha MOHOTEpanHa ¢ uenekokcnb. HectoraTa Ha KIMHHUYHO
3HAYUMHUTE NMOHMKEHUE Ha XeMornoOuHa (> 2 g/dl), noTebpAcHHU ¢ NOBTOPHO H3cneaBaHe, € Ouna
CUrHU(PUMKAHTHO MO-HACKA NpU NaUKMEHTH HA LuenekokcuO B cpaBHeHue ¢ rpynaTta Ha HCIIBC,
oTHocHuTeneH puck 0,29, 95% C1 0,17-0,48. HecToTrara Ha TOBa YCIOKHEHUE MMPH IEUYEHHE C
LEeKOKCHD e Onna CHrHU(HUKAHTHO NO-HUCKA HE3aBHCHMO OT TOBa Aajlid NaLMEHTHTE Ca B3EMAaNH KM
HE W alEeTHICATHUMUIOBA KUCEIIHHA. o~

B npoCneKTHBHO paHAOMH3HpaHO 24-ceAMHUYHO NpOoyUBaHe 3a H€30nacHOCT npu
Bb3pacT Ha/Hag 60 roaAMHK WK ¢ aHaMHe3a 3a FacTPo-AYOASHATTHU A3BY (NpHEM
aLIETH/ICANULIHI0BA KMCEMHA CE U3KTKOYBAT), NALUUECHTHTE C MOHMXKEHHW XEMOT]
xeMaTokpHT (= 10%) or cTOMalHO-4YpeBeH NPOU3X0L ¥ NEKYBAHH C LUETEKOKCUD
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aHeBHO (N = 2 238) ca no-manko B cpaBHEHWE ¢ NAUMEHTHTE, NieKyBaHK ¢ auknodexak SR 75 mg asa
MbTH AHEBHO H oMenpason 20 mg Beanbxk AHerHO (N = 2 246) (0,2% cpeiny 1,1% 3a Te3u ¢
YCTaHOBEH CTOMALLHO-upeBeH npousxoa, p=0,004; 0,4% cpewy 2,4% 3a Te3n ¢ npeanoJsiaraem
cToMawHo-4peseH npousxoa, p=0,0001). HecroraTa Ha KAIMHUYHO U3ABEHH CTOMALLHO-4PEBHH
YCIOXKHEHHA KaTo nepdopauund, odCTpykUHs WM XeMOparua ca MHOTC HUCKH, 6e3 pazjinung Mexay
nekysaHure rpynu (4-5 3a rpyna).

CrpaeuHo-cbaosa 6ezonacHocT — JIbJArocpoyHy NPoy4BaHMs NPU NALIMEHTH Che CMOPAIUYHH
aleHOMAaTO3HK NOJUNH

[lpoBeneHu ca aBe Npoy4BaHUA C LUENESKOKCUD NpU NALMEHTH CHC CIOPAAHYHH al€HOMATO3HH
noaunu, a uMeHHo APC npoyusaHeTo ¥ PreSAP npoyusakeTo. B npoyusaHeto APC uma
N10303aBUCUMO YBETUYECHME B KOMOMHUpaHaTa kpaliHa uen (oueHeHo), Bknousawna CC cMbpT,
WHAapPKT HAa MUOKapaa UKW HHCYAT NPH UENEKOKCHO, cpaBHEH ¢ nnauebo 3a 3-roauiuHo neveHue.
PreSAP npoyu4BaHETO He NOKa3a CTATUCTHUHECKH 3HAUYUM YBENTMYEH PUCK 34 ChlllaTa KOMOUHMpaHa
KpaiHa Len.

B npoyusaneTo APC, oTHocuTENHUTE pHCKOBE CripaMo maunebo 3a koMGMHHUpaHa KpaiiHa uen
(oueHeHH), BximouBaina CC cMbpT, HHPApKT HA MHOKapaa MK HHCYAT, ca 6uinn 3.4 (95% CI 1,4 —
8,9) ¢ uenekoxecub 400 mg apa nbTH AHeBHO U 2,8 (95% CI 1,1 - 7,2) ¢ uenexokcut 200 mg aBa
MbTH AHEBHO. KyMynaTtuBHMTE CTOMHOCTH 3a Ta3uM KOMOMHMpaHa kpaiiHa uen 3a 3 rogrHy ca bunu
3,0% (20/67] yvactHuum) u 2,5% (17/685 yuacthuumn) croTBeTHO, cnpamo 0,9% (6/679 yyacTHULIN)
3a Mu1auefo. YBennyeHUATA 3a ABETE MPYNH A03MW UeNekoKCHO cnpsaMo niauebo ca ¢e AbAKanu rnaBHo
Ha YBEJHYEHA 4ecToTa Ha HHQAPKT H& MHUOKapAa.

B npoyuBaHeTo PreSAP, OTHOCHTENHUAT PUCK CpAMO rutanebo 3a chluaTta kKoMOHHUpaHa KpaiiHa uen
(ouenen) e 6un 1,2 (95% CI1 0,6 - 2,4) ¢ uenexokeund 400 mg BeaHbk AHEBHO cnpaMo niaaLedo.
KyMynaTMBHATA 4ECTOTA HA Ta3u KOMOMHHMpaHa KpaiHa uen 3a 3 roaMHu e 6una 2,3%

(21/933 yuactauum) u 1,9% (12/628 yuactHuuM) cbOTBeTHO. YecTOTaTa Ha HH(ApPKT Ha MUOKapaa
(oueHeHa) e 6una 1,0% (9/933 yuactHnum) ¢ uenekokcut 400 mg BeAHBK AHEBHO U

0,6% (4/628 yyacTHUUHM) ¢ nranedo.

JlaHHuTe OT TpeTo ABArOCPOYHO NpoyuBaKe [Ipoyueane 3a npesenyus na v3narenuemo npu borecm
na Anyxaumep (Alzheimer's Disease Anti-inflammatory Prevention Trial, ADAPT) He nokassar
3HAYUMO yBenHUYeHHe Ha CC puck ¢ uenekokend 200 mg aga nbTH AHeBHO cnpaMo miauebo.
OTHOCUTENHHAT PUCK CIIpAMO Nnauebo 3a cumara koMOHWHUpaHa kpaitHa Touka (CC cmbprT,
MHUoKapaeH UHdapkT, uHcynT) e 6un 1,14 (95% CI 0,61 — 2,15) ¢ uenexkokcud 200 mg nBa nupTH
aHeBHO. YectoTaTta Ha MHGapKT Ha MHOKapaa € 6una 1,1% (8/717 naunentn) ¢ uenekokcud

200 mg apa nbTH aHesHO U 1,2% (13/1 070 naupneHTH) ¢ nnauebo.

HPOCHEKTHBHH. PaAHIAOMHW3IWPDAHA OLUCHKA Hd KOMNJICKCHATA 0€301acHOCT HA LEJIEKOKCHO CIIpAMO

nbynpoden nnu HanpokceH (Prospective randomized evaluation of celecoxib integrated safety vs.
ibuprofen or naproxen, PRECISION)

[Tpoyusaneto PRECISION e asodinocnano npoyusaHe Ha Cbp/eHHO-cbaoBaTa 6€30MacHOCT NpH
nauueHTH ¢ ocreoaprput (OA) unu pesmatonaeH aptpuT (PA) ¢ BUCOK pUck 3a MU CbC CbP/IEYHO-
cbA0BO 3abongaBane, cpasHgBailo uenekokcubd (200400 mg aHesHO) ¢ HanpokceH (750-1 000 mg
nHeBHo) ¥ bynpoden (1 800 — 2 400 mg aHeBHO). [bpBUHHATA KpaitHa TOuKa, KOoATO PaboTHaTa
rpyna Ha uscjieaoBarenuTe Ha aHTUTpoMOOTHUHM cpeacTBa (Antiplatelet Trialists Collaboration,
APTC) onpenens He3zaBHCHMMO, € KOMOMHMpaHA KpaHHa TOYKA, BKIOYBALLA ChPAEYHO-ChA0BA CMBPT
(BIJTIOUMTENTHO CMBPT NOPaAH KPBBOU3IUB), HedaTaneH MHPAPKT HA MHOKApaa UnH HedaTaneH
UHCYNT. [1poyueaneTto € nnaHupaHo ¢ 80% BBL3IMOXKHOCT Ja OLEHHM cxoaHaTa Be3onacHoC




CbAOBAaTa, CTOMalIHO-4peBHAaTa ¥ ObOpeuHaTa cucrema. CpeaHara ornycHaTa no3a e 209+37 mg/nex
3a uenekokcud, 2 045::246 3a ubynpodiex u 852+103 3a HanpoKceH.

[lo oTHOLIEHHE HA MbPBUYHATA KpaliHa TOUKA, LIENEKOKCHO, B CPaBHEHHME KAKTO C HAMPOKCEH, TaKa U ¢
nbynpodeH, OTroBaps Ha BCHYKUTE YETUPH TPEeABAPUTEHO OnNpeae/ieHd H3MCKBAHUA 3a CXOAHa
fe3onacHocT (non-inferiority) (Bwxre Tabnuua 2).

Hpyrure He3aBUCHMO OnpeacneH BTOPHYHHA M TPETHUHK KPaliHY TOYKHW BKAKOUYBAT NOCNEACTBHATA OT
NIEYEHHETO TNI0 OTHOLLEHHE HA CbPAEYHO-CBA0OBATA, CTOMALLIHO-YpEBHaTa U ObOpeuHaTa cucTeMa.
OcseH TOBa € nNpoBeaeHo 4-MeceyHo NoANpoyUBaHe, ¢ GOKYC BbpXY €(QEeKTHTE Ha TPUTE IEKapCTBEHM

NPOAYKTa BbPXY apTEPHATHOTO HalAraHe, H3MEPEHOTO Upe3 aMBynaTopHO npocaeasBaHe
(Ambulatory Blood Pressure Monitoring, ABPM).

Tabauua 2. lILpeayen ananns ua onpeaenesara or APTC xomb6unupana kpaiiua Touka
Ananus Ha nogaexamara HA JeueHue rpyna (ITT, no mecen 30)

IHenexoxkcunb Hb6ynpoden Hanpoxkcen
100-200 mg 600-800 mg 375-500 mg
ABA NBbTH ZHEBHO TPH NbTH AHEBHO ABA NbLTH JHEBHO

Epoit 8072 8 040 7 969
YYacTHHLH CBC 188 (2,3%) 218 (2,7%) 201 (2,5%)
cHOUTHUA
CpaBHeHue no Henexokend cnpamo lenexkoxkcud cnpamo Hoynpoden cnpamo
ABOMKH HAMPOKCEH noynpogen HANPOKCEH
KoeduuueHT Ha 0,93 (0,76; 1,13) 0,86 (0,70; 1,04) 1,08 (0,89; 1,31)
pucka (95% CI)

AHaJaH3 HA MoAH(UuHpaHaTa, noaJexalua Ha jJedenre rpyna (mITT, Ha neyenne 10 Mecen
43)

Lenexoxkcud Hoynpoden Hanpoxcen
100-200 mg 600800 mg 375-500 mg
ABA MbTH JHEBHO TPH NbTH AHEBHO ABA MbTH AHEBHO

bpo# 8 030 7990 7933
Y4acTHHLUMH CBC 134 (1,7%) 155 (1,9%) 144 (1,8%)
CHOUTHSA
CpaBHeH#He no IHenexoxcHb cnpamo IHenexkoxcuod cnpamMo Hbéynpoden cnpamo
ABOWMKH HANPOKCEH Héynpogpen HAIIPOKCEH
KoeduuueHT Ha 0,90 (0,72; 1,14) 0,81 (0,64; 1,02) 1,12 (0,889; 1,40)
prcka (95% CI)

KaTo uano, peaynraTure ca YHCNeHO CXOAHH B rpynara Ha UenekokcrHd W B Ta3¥ Ha CPABHUTENIHUSA
NPOAYKT, 32 BTOPUUHHUTE U TPETUYHUTE KPAWHHU TOUKH U, NO NPUHLNM, HAMA HEOHAKBAHK HAXOJKH MO
OTHOLlIeHHe Ha De3onacHoCTTA.

Kato ce B3eMe npeasna Bcuuko Toea, npoyueaHeto PRECISION nocoura, ue uenekoxcud B Hait-
HUcKaTa o100peHa posza ot 100 mg ABa NbTH AHEBHO € cbe cXxoAHa Be3onacHOCT cripaMo KOynpodeH,
npunarad B 2vanasoH ot 600 mg—800 mg Tpu NbTH AHEBHO, WK HANPOKCEH, NPHIaraH B AHana3ox
375 mg-500 mg nBa MLTH OHEBHO, NO OTHOLIEHHE HA ChPAEHHO-Ch/IOBUTE HEXENAHH PEAKLIUH.
Covpaeudo-cpaosuTe puckose Ha knaca HCTIBC, skntountenno COX-2 uHxubutopure, ca 3aBUCHMH
OT 03aTa ¥ MOpanAH TOBA PE3YATATUTE 3a LEAeKOKCHO 200 mg AHEBHO MO OTHOLLIEHHE HA CHPTTTHE
cbaopaTa KoOMOMHMpaHaTa KpaiiHa TOMKA HE MOXKE [a Ce eKCTpanoiMpaT KbM CXEMH 1 ' \\
M3MO/M3BAHE HA TIO-BMCOKH J03H LEeIEKOKCHD.
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5.2 PapMakOKHHEeTHYHH CBOKCTBA

Abcopbuuns

[[enekokcub ce pe3opbupa nobpe, KaTo AOCTHra NUKOBH NNAa3MEHH KOHUEHTPALMH Cnen
npubnnsuTenHo 2-3 yaca. [fpueMbT Mo BpeMe Ha XxpaHeHe (XpaHa ¢ BUCOKO ChAbPIKAaHHE HA MA3ZHUHU)
3abaBa pezopOumaTa Ha Lenekokend ¢ okono 1 yac, koeTo Boau 10 Tmax OT Ok0N0 4 vaca u
yBeMueHne Ha buoHannuHocTTa ¢ okono 20%.

[1pu 3apasu BB3pacTHH f00posonuy obwara cucrtemHa exkciosnuus (AUC) Ha uenekokcub e
€KBUBANICHTHA, KOraTo LUENEKOKCHO ce npueMa noa gopMarta Ha u4sa Kancyna HiH ChAbPIKAHHETO Ha

Karcynara ce nopbcBa BbpXy 10bnkoBo mope. Hama 3nauumu npoMeHu Ha Cinax, Tmax nn T2 cnen
NpUEMaHe Ha ChABLPMAHHETO Ha Kancy/aTta Bbpxy A0bAK0OBO Mope.

Paznpenenexnue
CBBp3BaHETO ¢ NN1Aa3MEHHTE NMPOTEHHU € 0KOJ0 97% npu TepaneBTHYHYK NNA3MEHNH KOHUEHTPALIMH,
KaTo JIEKapCTBEHUAT NPOAYKT HE C€ CBLP3Ba NnpedepeHUHANTHO C epUTPOLUTHTE.

buotrpancdopmatims

MeTtabonu3mMbT Ha UenekokcHO ce OcbliecTBABA OCHOBHO vpe3 uutoxpom P450 2C9. Tpu
meTtabonuta, HeakTuBHH Kato COX-1 unu COX-2 nHxuburopH, ca uaeHTUHPULIHPAHH B HOBELLUKATA
[1a3ma, 8 UMEHHO MbPBUYEH aJIKOXO0J1, CbOTBETHATA KapOOKCHAHA KHCEJIMHA W HEHHHUA TNIOKYPOHHA.

AKTHBHOCTTa Ha uutoxpom P430 2C9 e HamaneHa nNpy NaUMEHTH ¢ T€HETHUYEH NOAUMOPGHU3IBM, KOETO
BOAM A0 HAMA/IEHA €EH3UMHA aKTHBHOCT, KakTO nNpH xoMo3urotHu 3a CYP2C9*3 nonumopduabm
HHIMBRAM.

BB (hapMakoknHETHYHO NpoyuyBaHe Ha HenekokeHO 200 mg, npuemMaH BEIHBX AHEBHO, MPH 3ApaBH
nodposonuu cve cneanure renotunu CYP2C9*1/*1, CYP2C9*1/*3 unu CYP2C9*3/*3, MmeananHaTa
Cmax u AUCo-24 Ha uenekokcud, na aeH 7, € 6una npuban3nTesHO CHOTBETHO 4 NBTU U 7 NMBTH
yBenrveHa, npu HHAuBKAK ¢ redorun CYP2C9*3/*3 cnpamo apyru reHoTHnoBe. B Tpu oTAenHU
NMPOYy4YBaHUA C €IHOKpAaTHA 1034, BKIOUBalH oduo 5 yuyactHuuu ¢ resorun CYP2C9*3/*3, AUCo-24
NpU €AHOKpaTHA 1033 € NpUOAN3UTENTHO 3 NBTH YBEWUEHA CIIPAMO Ta3H MPH HOPMATIHUTE
MeTab0aM3aTOpH. YCTAHOBEHO e, 4Ye decToTaTa Ha XoMo3uroTuus *3/*3 resorun ¢ 0,3-1,0% cpen
pasNUYHH ETHHYECKH FPYIIH.

[Ipu nauyeHTH, 32 KOUTO € HIBECTHO WM ce npeanosara, 4e ca 6asuu CYP2C9 merabonuzaropu Bb3
OCHOBA Ha aHaMHe3a/npeauuieH onut ¢ Apyri CYP2C9 cybeTpaTy, uenekokeud tpabea na ce npuema

¢ MOBUILEHO BHUMaHHUE (BXK. TOUKa 4.2).

He ¢a ycTaHOBEHH KJIMHUYHO 3HAYMMU Pa3invKH BbB GapMaKOKMHETHYHHTE NapaMeTpH Ha
Lenekokenb mexay adpo-aMepHKaHLM M IMLIA OT KABKAa3KaTa paca B HanpeaHana BbipacT.

[L1a3zMeHaTa KOHUEHTpaUns Ha uenekokend e ypenuueHa npubansutenHo 100% rpu xeHuTe B
cTapuecka Bb3pacT (> 65 roauHu).

B cpaBHeHHe ¢ /1MLIa ¢ HOpMaJIHA YepHOApoOHa pYHKUHS, NALHEHTHTE C IEKO YePHOAPOOHO
YBpEXAaHe Ca UMaiH cpenHO yBenHueHne Ha Chmax ¢ 53%, a Ha AUC ¢ 26% 3a uenexokcuo.
CBHOTBETHUTE CTOMHOCTH NPH MAUKEHTH ¢ YMEPEHO HEPHOAPOOHO yBpexKaaHe ca OUIH ChOTBETHO
41% n 146%. MeTaboONMUTHUAT KanauMTET NPY MALHUEHTH C JIEKO 10 YMEPEHO YBpeK1aHe ChOTBETCTBA
Hai-n00pe Ha cTOHHOCTUTE Ha anbyMuHa. [Ipu nauMeHTH ¢ ymepeHo uepHoapobHO yBpexaaHe (Che
cepyMeH anbymun 25-35 g/l) aevenunero Tpadea na Obae 3ano0uHATO ¢ NONOBHHATA OT
npenopbuMTeNHaTa A03a. [1py nauMeHTH ¢ TEXKO YEpHOAPOOHO yBpeK1aHe (cepyM

CroliecTByBa OrpaHMYEH ONMUT ¢ LIENEKOKCHD npy nauueHTH ¢ 6uOpeyHo yBpeKa
dDapMaKOKMHETUKATA HA UCNEKOKCHO He € npoyueHa npH nauudeHT™ ¢ Oubpeuno
MaJIKO BEPOATHO TA [a € 3HAUUTENHO NPOMEHEHa IpH Te3n nauuenTH. ETo 3awto,
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naunMeHTH ¢ 6OpedHo yBpexaaHe ce npenopbysa NOBHLLEHO BHMMaHMe. TexxkoTo 6BOpeyHo
yBpek/aHe € NPOTHBONOKAa3aHHE.

EnyuMuHupase

LlenexokcHO ce enMMHUHUpa rnaBHO 4pe3 metabonuabm. [lo-manko ot 1% ot go3ara ce ekckpernpa B
ypyHaTa B HenpoMeHeH BUA. PasjiukUTe B €KCrO3HLUMATA HA UEAEKOKCHO Mex Ay paifiMiHKW NMaUuKdeHTH
e oko0J10 aeceT NbTH. L{enekokcud umMa n030- U BpeMezaBucHMa apMaKOKHHETHUKA B TeparieBTHUHMS
10308 WHTEpBaL. BpemeTo Ha nonyxueoT e 8—12 yaca. PABHOBECHUTE NazMeHK KOHLIEHTPALIUH Ce
JOCTHUraT B pAMKUTE Ha S-AHEBHO JIeUeHHeE.

53 IIpeaknurHYRH AaHnH 32 De30nacHOCT

HeknnHWuHMATE naHHK 3a 6€30NacHOCT HE MoKa3BaT ocobeHU pUCKOBE NPU XopaTa, Ha 6a3aTa Ha
CTAHAAPTHUTE NPOYUYBAHHUA 32 TOKCHYHOCT MMPX MHOOKPATHO NpUiarale, MyTareHHOCT UM
KapUUHOI€HEH MOTEeHUMAal, OCBEH T€3M, NocoUeHH B Touka 4.4, 4.6 u 5.1 Ha KpaTKaTa XapaKTepHCTHKa
Ha NPOAYKTa.

LlenexoxcHd rpu nepopanum no3u =150 mg/kg/aen (npubausntenHo 2 NbTH HAJl €KCNO3ULMATA NPH
xopa f1py ao3a 200 mg aBa nvTd gHeBHO, naMmepeHa ¢ AUCq.24) € NpU4HHKA NOBULLEHA YeCTOTa Ha
KaMEPHHUTE CEMTANHU Je@eKTH (pAaKO ABIEHUE) U PeTalHH M3MEHEHM, KATO HANPUMEP CNETH pebpa,
CJIAT CTEPHYM H Ae(POPMHPAHA MPbAHA KOCT NPH 3aiiuM, TPETUPAHU NO BPEME Ha OpraHOreHe3ara.
HaGnronasano ce € 10303aBUCUMO YBETMUMEHHE HA AMA(ParMaIHHTE XEPHUM NPH NNBXOBE, MOAYUHIH
Lenekokeud npu nepopanuu go3u 230 mg/kg/neH (0kono 6 NbTH Hal €KCNO3HLUKATA NMPH XOpa,
ocHoBaHa Ha AUCy ;4 npu no3a 200 mg aAga NbTH AHEBHO) MO BpeME Ha opraHoreHesara. Tesu edekrn
ce O4aKBaT ciell MHXUOHpaHe Ha CHMHTe3a Ha npocTarnadHauHM. [1pH NIbXoBE eKCno3MUMATA Ha
11e/1eKoKCHG No BpemMe Ha paHHOTO eMOPUOHATHO pa3BUTHE € A0BEJO A0 Npe- K NOCTHMILUTAHTALMOHHHK
3arybu n a0 HamansBaHe Ha eMOpuo-heTanHaTa APEeXKUBAEMOCT.

Llenexokcub ce ekckpeTHpa B MASKOTO NPU MAbXOBE. B nepu- u nocTHATANHO NpOoy4YBaHe NMpH
NABXOBE ¢a Hab/toaaBaHU TOKCHYHH €(DEKTH BBPXY NMOKONEHHETO.

B 2-roaULIHO [NpOoy4HBaH< 3a TOKCHHHOCT € HabJOAaBaHo HapaCTBaHC Ha HEAAPCHATHATA TPDMGOEE
NpH MBAKKH ILTBXOBC [IPH BUCOKHK 3034,

6. PAPMANNEBTUYHHA NTAHHH

6.1 CnHebK HA MOMOUIHHTE BEIECTBA

Kancyaure ot 100 mg cbabpiKarT:
JlakT03a MOHOXHMApAT

Hatpues naypuncyndar
[Tosupon K30

Kpockapmenosa HaTpui
Marneaues cteapar

Obeuskume Ha xancyaume.
JKenatud

Twuranos avokcua E171
Macmunomo cvovpaca:
Muaurotun E132

Llennax

[MponuneHrnuKon
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Kancynute ot 200 mg cbabpXar:
JlakT03a MOHOXUIpAT

Hatpues naypuncyadar
[loBuaou K30

Kpockapmenoza HaTpHil
Marneaunes creapar

Obeusxkume Ha xancyaume:
KenaTun

Tutanos anoxcua E171
Macmunomo cvovpca.
Keneszen okewn E172
[lennak

[Iponuaenrnukon

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocrt

3 roouHu

6.4 Cneunajdu yc/ioBHus HA CbXpaHeHuUe

Jla ce cbxpansiea noa 30°C.

6.5 Bua H chabpKAHME HA ONAKOBKATA

[Ipospayvny unu Henpospaund PVC/anyMuHueBn OnHcTepH.

Cenebpekc 100 mg TBbpam Kancyau ce npeanarar s onakoeku no 10, 20 n 30 kancynu.
Cenebpekc 200 mg TBBbpAN Kancyu ce npeanarat B onakosku no 2, 5, 10, 20 u 30 kancynn.

He BcUukHM BAOBE OMAKOBKU MOTaT Aa ObAaT NyCcHATH B npoaaxoa.

6.6 CnennajiHi npeanasHH MepKH NPH H3XBLpJsine u pabora

Heusnon3saHHAT JNCKAPCTBCH POAYKT UWITH OTNAALYHHTE MAaTEPHAITH OT HETO TTJHGEEI Aa CC UIXBBPIAT
B CHOTBETCTBHUE C MECTHHUTE H3UCKBaAHHA.

7. [IPHTEXATEJI HA PAZPEIHEHHETO 3A YHOTPEDA

Buatpuc EOO/]

oduc crpana ,,Cepanka opucH
Oyn. CutHakoBo Ne 48, eT. 7
1505 Codus

bbnrapus

8. HOMEPA HA PAZPEILIEHHETO 3A YIIOTPEBA

Cenebpexke 100 mg Tebpan kancynu: 20020248
Cenebpexc 200 mg Tebvpam kancynu: 20020249
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9. JATA HA ITBPBO PA3ZPEILIABAHE 3A YIIOTPEBA/ITIOJHOBABAHE HA
PAPEIHEHHUETO 3A YIIOTPEBA

Harta Ha mbpeo pa3pewapate: 18 mapt 2002 r.
Hata na nocneaHo noaxoeseaxe: 09 asryct 2007 r.

10. JATA HA AKTYAJIMZBUPAHE HA TEKCTA
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