
1. r{MB HA JTEKAPCTBEHT,IS IIPOAyKT

Coxtral 100 mg tablets

Nimesulide

Korccrpa;r 100 mg ra6rerrcu

Hurvrerynug

2. KAIIECTBEH I4 KOJII{TIECTBEH CbCTAB

JlercapcrneHo BerrlecrBo: Huue:ylua 100 mg B eAHa ra6nerrca.

flouorqHu BerqecrBa: Jlaxroga MoHoxnrpar

3a urrHu-f, crrracbK Ha noMorIIHHTe BeruecrBa BH)KTe roqxa 6.1.

3. JIEKAPCTBEIIA OOPMA

Ta6rerxu.

Buuuteu oud:

Cserro )I(bJrrH, Kp6DrI{, 6uronsercHwradr-.errcu, c "CX" ulaMnoBano or eAHara crpaHa.

4. KJII,IHI,ITITIU,IIAHHII

4. 1. TepaneBTrrtrHrr nona3anns

JleqeHne Ha ocrpa 6orxa (nx. ro.rna 4.2).

flrpwr.rua Ar.rcMeHopefl .
Hau*yru4 cJreABa Aa ce npeArII.IcBa eAHHcrBeHo Karo reveHl4e Ha BTopI{ us6op.
Peruenuero 3a [peAnr.rcBaHe Ha HHMe3yJrr4A rpr6na Aa ce ocHoBaBarra [peIIeHKa ua o6qur pucr
3a BceKr,r orAeJreH naIrIteHT (rx. rouxn 4.3 u 4.4).

4.2..{ornpoBKa lr Harr[H na ynorpe6a

Mr,rnuuannara e$exruaHa.qo3a rpx6na Aa ce r,r3rroJl:na c nafi-rcparKa [poAbJDKI4TeJIHocr, 3a Aa ce
HaMar.f,T HexeJraHI4Te JreKapcrBeH[ peaKIII{Lt.

MancuualHara npoAbJDKr,rreJrHocr Ha eAHH Kypc Ha JIeqeHI4e c HI,IMe3yJII4A e 15 AHI,I.

Coxtral rpr6na .qa ce r.r3[oJr3Ba Bb3Mo)KHo naft-rparxo, B cborBercrBlde c I4sIdcKBaHllITa Ha

KJrr{Hr,rqHaTa cvTy a\r4fl .

BrspacrHn:

EAsa ra6lerra 100 mg2 nrru AHeBHo cneA xpaHeHe.

flaunenrr.r r nanpe.uuara srgpacr: flpv naqueHTl{ B HanpeAHiIJIa Bb3pacr He e'

HaMiurrBaHe Ha.qo3lrpoBxara (nux r. 5.2.).
i

Aeua (< 12 roalaun)' Hnuesynug e nporuBorroKa3aH rrprd re3I,I [aIrHeHTH (slax crtqb
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Mraaexu (or 12 no 18 ro.uaHra): Brr ocHoBa Ha KuHernqHr{rr upofrr,rn [pr{ Bb3pacrnvr vl

Sapuano4nHaMnqHr,rre xapaKTep[cr]rKra Ha Hr,rMe3yJrHA, He e seo6xoAauo KopI,IrpIpaHe Ha

AO3HpOBKaTa IIpIl Te3Lr naqrreHTa.

flauueuu c yspeaeHa 6r6pequa OyHruuq: He e seo6xoArrMo npucnoco6rBaHe Ha Ao3ara npu

naqr{eHTr.r c JreKo Ao yMepeHo yBpexAaHe ua 6r6pequre (xpea'ruuuHoB KJrLrplHc 30-80 mVmin),

AoKaro n cnyuaft Ha re)rcKa 6r6peuua HeAocrarbqHocr HlrMe3yJIHA e nporl,IBonoKa:au (xpearuHI,IHoB

Krrr{pbHc no.q 30 mVmin) (ruxc r. 4.3. u 5.2.).

flaurenru c yspeaeHa qepHoapo6Ha 0yHxuuq: HnuesyrrE4 e [por]rBonoKa3aH npr,r naqueHr]r c

yBpeAeHa vepnogpo6Ha QyHrcqnr (rr.rx< r. 5.2.).

Hexerauure JreKapcrBeHH peaKrlr,ru Morar Aa 6r4ar HaMaJIeHpI Karo 3a KoHTpoJrItpaHe Ha

clrMlroMr{Te ce ynorpe6ssa srsN,roxno naft-nucxara eQexu4BHa Ao3a 3a Bb3MoxHo uafi-rpatrK cpoK

or BpeMe (nuxre r.4.4.).

4.3. Ilporunoroniltannq

I,lgsecrHa cBpbxrryBcrBlrreJrHocr KbM HLrMe3yIrrAr4lrr4 KbM HrKoe or rroMorrrHure BerrlecrBa.

Pearqnu Ha cBpbxrryBcrBrrreJrHocr B aHaMHeeara (uanp. 6porrxocna3bM, prrHr,rr, yprurcapux)

cBbp3aHr,r c arleTr{JrcairnrlHJroBa KlrceJrr,rHa wfi4 Apyr*r HecTepor,rAHr,r [poTHBoBb3rrrrJraTeJrHr4 cpeAcTBa

(HCIBC).

XenatotorcurrHr,r peaKqlrn KbM Hr4Me3yJrHA B aHaMHe3ara.
E4HonpeueHHa eKcrro3r4rlnr KbM Apyrn noreHunaJrHo xelaroroKcl,Ir{Hl,I BetuecrBa.

Amoxorr.tstM, npucrpacreHocr KbM HapKorurrHn BeulecrBa

ArcrrieHa croMarrrHa uJrH AyoAeHarrHa r3Ba, anaMHecruLrHr{ .qaHH}r 3a noBTapf,rrlu ce yJrr{epaqulr

I4JII{ IaCTpOLIHTeCTLIHaJIHO KbpBeHe B aHaMHe3aTa, MO3SIIHO-CbAOB KpbBOLI3JII{B I4JIII Apyro aKTI,IBHO

KpsBOTeqeHne vrlrvr HapyureHr,rr, cBbp3aHr4 c K5pBeHe..

Texxo HapyneHue B KoarynarlnJrra Ha KpbBTa.

Texra ccpAeqHa HeAocrarbqHocr.

Texro 6r6pe.rHo yBpexAaHe.

tlepno4po6Ho yBpexAaHe.

flaqsenru c $e6punrlrer u/ uttw rpunono4o6Hl,I cHMTIToMLI.

.Ileqa noA 12 ro!:urtu.

Tperu rpr,rMecrbp or 6peuenHocrra rd ro BpeMe Ha KbpMeHe (rux r. 4.6 u 5,3.).

4.4. CneqfiarHrr npeAyrrpe]r(AeHrrs rr c[eqnaJrnrr [peArra3nrr Meprn [pr yrlorpe6a.: -.]:i-:-':::;

Hex<enaurare neKapcrBeulr peaKrrur,r Mofar Ea 6r$ar HaMuureHH Karo 3a rcoud&npantii&;\\

cuMnroMlrre ce ynotpe6.flBa Bb3Moxno nafi-nracrcara eSercruBHa Ao3a sa ntsuoxug 5!

or BpeMe (rr,rNcre r.4.2. H no-AoJry nocoqeHl,ITe facrpo-IrHTecrktHulllHrl rI cb
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Jleqenuero rpr6na aa6rle npeKbcHaro, aKo Hf,Ma BI,IALIMo no4o6penue.

flo npervre Ha JreqeHr,re c Nimesulide 100 mg ra6nerndrpanynlt naIIHeHTtIre rpr6na Aa6'sAar
csBerBaHr,r Aa ce Bb3Abp)car or ynorpe6ara Ha Apyru aHaJrrerl,Iqu. He ce npenopbqBa eAHoBpeMeHHa
ynorpe6a c pa3rnrrHn HC[IBC., BKJrrorrnTeJruo COX-2 ceJIeKTLIBHIt unxu6uropu.

flaquennr, rroJryqaBarur{ HHMe3yJrnA, Kor{To pa3B[r{T <fe6prururer ulwv rpznonogo6Hu cIiMnroMI,I,

rpr6ea Aa npeycraHoBrr JreqeHl{ero.

CtpAeqHocrAos H uepe6ponacxyrapeH e0err

Heo6xoAurvro e Aa ce ocnryprr noAxoAqrrlo Ha6rrcgenue u cbBer 3a naqlleHTu c aHaMHe3a 3a

xr{rreproHlrr u/ultu JreKa Ao yMepeHa KoHrecrr,rBHa cbpAer{Ha HeAocrarbquoct, .rrft Karo llMa

cro6qenn.r 3a ororru H 3a.qpbxffia Ha reqHocru, cBBp3aHH c JleueHrrero c HCfIBC.

Krnnnqnu [poyqBaHItJI r{ em.rAeMr,roJroruqHu AaHHI,I [oKa3Bar, ve ynorpe6xra Ha HrKoI,I

HCIIBC (oco6eno BbB Br,rcoKtr Ao3ukr npu [poAbJrxr4reJrHo [pI4iIoxeHI,Ie) lroxe Aa6's4e cBbp3aHa c

JreKo noBr{rleH pprcK or aprepr,raJrnra 'rpou6oru'rnu cl'.6}fiur (uanpurvrep MHoKapAeH raH$apxr unu

rnncynr). Hrua 4ocrarrqHo AaHHu, 3a Aa ce r.r3KJrrorrpr raKbB pHcK npl{ HnMe3yJItIA.

flaquenru c HeKoHTpoJrvpana xr,rleproHr.rr, KoHrecr[BHa cbpAeqHa HeAocrartqHocr, ycraHoBeHa

HcxeMr,rrrHa 6orecr Ha c6pr{ero, sa6orrnane na nepn$epHuTe apreptzrakr ulwnu Mo3lqHo-cbAoBa

6olecr rpx6na Aa ce JreKyBar c Hr.rMe3yJru,q caMo cJreA BHlrMareruro o6naucrsne. Taxona o6MucrqHe

rpt6za Aa ce npaBlr npeA[ 3arroqBaHe Ha Alnrocpor{Ho JreqeHue Ha [aqneHTI{ c plrcKoan $axropu :a

cbpAeqHo-cbAoBr,r cr6urus. (nanp. xu[epronr.rr, xnlepJrulrl{Aev'nfl,3axapeH gua6er, rtorroHorryrueue)

rlepnoApo6nn ederrn

Ps.qKo ca AoKJraABaHr,r cepr{o3Hr,r qepHoApo6nz peaxquvr, cBr'p3ar.I,I c HIIMe3yJILIA, BKJIIoqureJIHo

MHofo pfl.qKo - SaranHr.r raKnBa (nux crrqo r. 4.8.). Jle.renuero rpx6na Aa 6tAe rlpeKpareHo rpu

narlneHTr,r, rroKa3Barrlu nplrcHaqr{ Ha rrepHoApo6no ynpex4aHe no BpeMe Ha Jler{eH}Iero c HHM*yJII,IA

(xaro anopeKcur, raAeHe, rroBpbrrlaHe, croMarrrrn 6olrcra, yMopa, [orbMHtBaHe Ha ypnHara) wm

TaKHBa, [pr.r Kolrro p$yJrrarr,rre or qepHoApo6nure recroBe ca LI3BIH HopM{TJIHI,ITe rpannqn. flpu

Te3r{ naq[eHTn He rpr6ra rroBTopHo Aa ce or[TBa npunaraHe Ha HltMe3ynpr.q. Aorna.qBaHo e

yBpexAaHe Ha rrepH[fl Apo6, n noBeLrero clry.v;av o6paruuo, AopH cJIeA xparxorpafiHo npI4JIoxeHI,Ie

Ha JreKapcrBeHoro BeulecrBo.

facrpounrecrunarurn eOemn
Brguoxno e Aa ce nosBu racrporrHTecrr{HaJrHo KtpBeHe r,IJIIt yJrrlepaqm/uep$opalll{fl rro BpeMe

Ha JIetIeHItero) c vurtr 6es npeAynpeAuTeJrHt4 cr4MnroMu HJrn racrpouHTecrl{HtulHrl upo6reun e
MuHturoro. flpruraranero Ha HuMe:yrl.up,rpr,ir,a Aa6r4e flpeKpareHo rlpu rrotBara Ha

racrpolrHTecrlrHaJrHo KbpBeHe lrnu yJrrlepaqur. Hxnreeyrr,r4 rpr6na Aa ce [pllJlara BHI{MareJIHo rrpu

naqlIeHTI,I c racTpoI,IHTecTuHaJrHtr HapyuleHut, BKJrroqnTeJIHo frenrr4qHa fl3B,a, racTpollHTecqaEaJlfiq,
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Kou6uHupaHa repanu.s c nporeKTuBHr{ cpeAcrna (Hanp. Ml,I3orlpocrol n rartxraOl{Topll Ha

nporoHHara nouna) rpx6na Aa ce HMa npeABHA npr.r resll [aq]IeHTH, KaKTo It rrpu naquelrru, Kollro ce

HyxAacT oT eAHoBpeMeHHo npr4Jro)r(eHr,re Ha HlIcK]r Ao3I,I aCIII,IpI"'.}{ vIxlr4 Apyru neKapcTBeHI,I [poAyKTI'I,

Kor,rro rroBlrllraBar croMallrHo-qpeBHn.fl pucrc (nr,rx r. 4. 5 ).

Heo6xoquuo e noBlrrneHo BHrdMaHr,re npu raquerITll, [pueMarUl4 eAHoBpeMeHHo JleKapcrBa'

Kor{To 6uxa uouu Aa rroBr.rrxar pr.rcKa or yJrrlepaqnr vIJrvI KbpBeHe, Karo HanpvMep [epop{UIHI'I

aHTlrKoaryJraHru (napQapnu), Koprr.rKocrepougu, ceJreKrI,IBHI{ ttHxu6uropn Ha o6parHoro 3axBalrlaHe

Ha ceporoHl,IHakrIrv an'rnrpou6oullTHll areHTI,I Karo acnnpltn (nux r'4.5).

flpu naqner{Tu c 6r6peuHra Hr[ cbpAeqHn sa6orrsaHnr. e neo6xoAul,Io BHIaMaHlte rtft xaro

JreqeHr,rero c HHMe3yJrr,rA Moxe Aa npeAn3BrdKa BnolrraBaHe Ha 6r6pe.*rara Syuxqus. B rogu c.rryuafi

JreqeHlrero rpr6na Aa Aa ce rpeKbcHe (nnx< clqo r. 4.5.).

flaquenrnre B HanpeAHiura Bc3pacr ca oco6eno .{yBcTBLITeJIHH KbM HexeJIaHHTe peaKI{I{H Ha

HCIIBC, BKJrroqlrreJrHo racrpor,rHTecrr,rHulJrHa xeMoparurt u nepQopaqnr, BJIoIIIeHa 6r6peuua,

cbpAeqHa l,t qepHoApo6Ha OyHrcrlIau. flopagu roBa ce nperropbqBa cborBerHo KJIHHLIqHo sa6lroAeune.

Cepuosnn Koxcnrr peaKII[[
Brn nprsra c ynorpe6ara ua HCIIBC pslxo ca cro6qanauz ercc$omaraBeH AepMarl{r, cI{sIpoM Ha

Stevens-Johnson r{ ToKcrarrHa errLIAepMaJrHa HeKpoJrr,r3a, Karo H.gKoH or rf,x Morar Aa6r4ar Qaranrm
(nnrcre pa3Aen 4.8). flaquermrre ca noAJroxenfi Ha uafi-sprcoK pI,IcK 3a raKI,IBa peaKIILIH B HaqaJlcrto Ha

Kypca Ha fleqeHlte: B [oBeqeTo oT cJD/qar,rTe Te3r,r peaKrlr,rn ce notBsBar npe3 lrbpBl,rs Meceq oT JIeqeHIteTo.

flpneurr Ha Korccrpal 100 mg ra6lgrrcz rpr6ra ga ce npeycraHoBu rlpu IrbpBI{ np}rsHallu ua o6pnn no

KOX€rTa, r\,fyKo3Hrr Jlq3V[,', UnV Apyfn CLIMITTOMIT Ha CBpsXq'tsCTBUTenHOCT.

Apyrn eQenru

Trft raro HnMesynprl Moxe Aa [oBJrr4re rpona6oqaruara $ymqu-a, rofi rpx6ra Aa ce I{3rIoJI3Ba c

BH[MaHne npn nau]reHT]r c xeMopar[r{Ha Anaresa (aux ctqo r. 4.3.). O6aue, HIIMe3yJILIA He e

3aMecrureJr Ha arrerr4JrcannunnoBara KnceJrr,rHa rrpu KapAHoBacKyJIapHa upo$uraxttxa.

Ynorpe6ara Ha HHMe3yJTHA Mox(e Aa yBpeAr,r $eprumrocrra rrplt )KeHI{Te H He ce rrperropbrlBa npn

xeHI,t, Kolrro ce onarBar 4a ea6perrteuerr. flpu xeHH, KoI,ITo Iauar npo6leMlt cbc aa6peueHmaHero

r{Jrn npoBexqar n3cJreABafrvrs. ga crepuJrHocr, rprr6r,a Aa ce o6crAu cnupaHe Ha JletleHfiero c

HuMe3ynr,rA (u.rx r. 4.6.).

Korcrpal cbAbp)Ka JraKTo3a MoHoxr,rApar. flaquesru, KoI{To IdMar peAKLI HacJleAcrBena npo6leun,

cBbp3aHr,I c raJIaKTo3Ha HerloHocuMocr, HeAocrur Ha Lapp larrasa Iinn nrIoKo3o-fzIJIaKTo3Ha

rvraJra6cop6uvlfl) He rpr6na Aa rlpHeMar ro3l{ ileKapcrBeH rIpoAyKT.

4.5. BrauuoAeftcrnus c Apyru JrenapcrBeHrr rrpoAyKTrr rr Apyru Qoprvrn Ha B3a[MoAeftcrnne

Oapl,raroru.rHaNru.rHra ngauMo.4efi crsus

HCIIBC Morar Aaycw:ur e$erra Ha aHrr.rKoaryJraHrr{Te, raro napQapun (nHxcre pa3AeJI 4.4) llpu
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E4uonpeuenHara yrrorpe6a Ha anrn'rpolr6oqurHr.I cpeAcrBa ranu SSRI noBltlrraBar pucKa or

racrpor,rHTecrl{HaJlHo KbpBeHe (onxcre pasrct 4.4).

Vnorpe6ara Ha Koprr.rKocrepolrAt4 Moxe Aa noBl,Irrrn pucKa or racrpoHHTecrLIH:uIHo KbpBeHe I'I

ynqepaqlul (nuxcre pazrcl 4.4).

OaplraxoAunanrprquu/OapMaxoxfi ueruqHu ssal,ttuoAeft crsI,tr c Apr.Vpert,tUpl

flpra 3ApaBLr cy6erru HLrM$yJrr,rA noHnxaBa npexoAHo e$erta Ha Qypoeeuua Bbpxy

eKcKpequ{Ta ua narpuit u n [o-MaJrKa crefleH Bbpxy eKcKpeqlrqra Ha Kiulllir u sauansna

Aryperr,rqHoro Nry Aefi crsae.

E4nonpeueHHoro rrplr,JraraHe Ha HHMe3yJrra4 u r[ypo3eMnA npeA[3BItKBa rIoHI/DKaBaHe (orcolo

20%o) ua AUC n HapacrBaqo orAenflHe ua $ypoaervrup,, 6es Aa ce rIoBJItItBa HeroBI4t 6t6pe'ren

KJrr,rpsHc.

E4uonpeueHHara ynorpe6a Ha HlrMe3yJrng n apyposeMl4A H3I,IcKBa BHHMaHITe npl4 qyBcTBHTeJIHH

cbpAer{Ho- n 6r6peuno6omru naqueHTlt, KaKTo e o[HcaHo sr.4.4.

oapMaroxuHeru.{Hu gsaHlvlo.[eficrsHq c Apyrlt rerapcrseHH npo4vrtn

Hecrepoa4nnre nporuBoBb3nurJrr.rrenHr{ cpeAcrsa sa6anrr KJIIapbHca Ha llaTvtfl, B p$yJITar ce

loBlrrrraBar rrJla3MeHure lrrvBa v roKcltr{Hocrra Ha Iwnvg. Arco HHMe3yJIHA ce npeAnldcBa Ha

laqneHTu, flplreMarrlu rvruit, HLrBara Ha lwffyrfl:rpr6na Aa ce KoHrpoJII,Ipar BHHMareJrHo.

floreHrlnalnu SapualcoKlrHeruqHn esauraoAeficrBnfl c uu6enxlaung, reo$rutun, oapQapuH,

AHroKctrH, rllrMerr,rAprH v arrna\v4rE (rarcuna rcaro rcou6uHa\vs. Ha anyMuHrleB I,I MarHe3HeB

xu4poorlrc) ca na6lrcAasaHr,r in vivo. He ca na6rroAanaHn KIILIHLITIHo 3HaquMLI nsaur4oAeficrsu.fl.

Hnuesyln4 uuxu6upa CYPZC9. flnaglreHure KoHueHTpaquH Ha neKapcrBeHu npoAyKTI{, KotITo

ca cy6crparlr 3a ro3r4 eH3nM, Morar Aa ce rroBlrruar Kofaro ce npfiJrarar eAHoBpeMeHHo c HI,IMe3yJIHA.

Heo6xoAnnao e BHuMaHue, aKo Hr,rMeyJrr,rA ce flpnJrara [o-M€LIIKo or 24 qaca npeAI,I wtl4 cre[

IeqeHr,re c MeToTpeKcaT, 3arrloTo cepyMHoTo Hr{BO Ha MeTOTpeKCaTa MOXe Aa Ce floBHIXH LI TaKa Aa Ce

rroBHIIrn I,I TOKCUqHOCTTa My.

I4rrxu6uropure Ha cnHTe3a Ha lrpocrarJraH,4uHu, Karo HI,IMe3yJILIA, Morar Aa noBI,IuIar

ue$pororccuqHocrra Ha rruKJrocnoplrHlrre [opaAI,I T{xHoro Blrvflrrne Bbpxy 6l6pevuure

npocrarJraHAHHH.

BJI}rsHI{e Ha ApyrI,I rercapcrneHll npoA_yrcrlr stpxy Hnlvlesyrfi,{

In vitro I,I3cJre ABaHLI{ ca noKaszurI,t r,r3MecrBaHe Ha HHMe3ynHA or Mecrara Ha cBbp3BaHe

ron6yrauu4, caJrlrquJroBa KlrceJrrlHa u valproic acid. Hesanucnl{o or Bb3Mo)KHoro n4nngfQi

rrlla3MeHlrre HlrBa, Te3u gsauMoAeficrBtr.rl He ca rIoKa3aJrI,I KJILIHHT{Ha 3Haql{Mocr.

4.6. BperuenHocr rI ICbpMeHe
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Epeueunocr

Ynorpe6ara Ha HuMe3yJrr,rA e rrporr,rBonoKa3aHa [pe3 TperI,Is rplrMecrbp or 6peueuuocrra (nNx

r .4 .3 . ) .

floAo6no Ha ApyrHTe HCIIBC HHM$yJrr,rA He ce nperropbqBa npu )I(eHH, KoIaTo ce onHTBar Aa

sa6peuene.rr (nux r. 4.4.).

Crulo KaKTo Apyrr,rre HCIIBC, 3a KoHTo e r,r3BecrHo, .re uHxN6upar cI{HTe3a Ha npocraruIaH4Lrnvl,

HrrMe:ynIlA Mo)rce Aa npeAlr3B]rKa rrpe.qBapr,rreJrHo 3arBapsHe Ha ductus arteriosus, rryJIMoHrlJIHa

xlr[epTeH3]tt, o|vtrypvrfl, oJrr4roxHlpaMHr{oH lI noBI{IIIeH pLICK OT KspBeHe, nOTI,IcKaHe Ha MaToqHI,ITe

KoHTpaKrIr,rn r,r nepuQepeH oroK. Ha6ruoAasaHrr ca LI3oJIrIpaHH cJryqan Ha 6r6per{Ha HeAocrarbqHocr

lplr HoBopoAeHr,r or ruafircu, Kolrro ca nplreManlr HI4Me3yJIIIA B HanpeAnala 6peueuuocr.

I4gcreAsaHr,rnnpuzaitgu ca noKutszurn arrvffivtrlna penpoAyKTuBHa roKctlquocr (nux t.5.3.) I,I HtMa

AOCTaTbqHO AaHHr.r 3a Lr3nOJr3BaHeTO Ha CbAbpx(aIqLI HItMe3yJr[A JIeKapcTBeHU npoAyKT]I npu

6peuennu xeHr.r. flopa4u roBa noreHr{r,rzrJrHr,rrr pI,IcK rlpn xopa e Heu3BecreH }I [peArII'IcBaHero Ha

JreKapcrBeHr{rr rrpoAyKT rrpes nbpBt4Te ABa rpnMecrbpa Ha 6penaeHnocrra He ce flperlopr'qBa.

Krpuene

He e ugsecrHo Azurr{ Hr,rMe3yJrtrA npeMrrHaBa s N,rafiquHoro MJItKo. Huuesyll,tg e [porllBonoKa3aH

B nepuoAa Ha KbpMeHe (nr,rx r. 4.3. u 5.3.).

4.7. Erferru Bbpxy cnocoSnocrra ra uroQnpaHe r pa6ora c MaIITTIHIT

llrl,ra ascreABa:auA Ha Brwnrnnero Ha Hr{MesyrMA Bbpxy cnoco6nocr, a sa ruo$upaue n pa6ora c

MarrrHHH. Ho, naqxenrv, npu Korrro cJreA [pueMaHe Ha H[rMe3yn[A ce na6ruoAaBar BI,IeHe Ha cBtr,

3aMarHocr uru c:';tsrvrBocr rpr6na Aa ce Bb3Abpxar or uo$upaHe wtu pa6wa c MaITIIIHH.

4.8. Hexe.nanlr JreKapcrBeHlr peaKqrl[

Brg ocHoea Ha KonrpoJrvpanpr KJTHHLTqHT{ n3cneABaH[JI (npx6nnsnrelHo 7 800 naquenrn) n nocr

MapKernHroBr,r rtpoyqBanvrfl ca Ha6ruoAananu cJreAHure HetteJIaHIi JreKapcrBeHH peaKIII,I4 KoHTo

Morar Aa ce KJracn$uqupar B 3aBucr{Mocr or qecrorara Ha rtxHoro rlpofB[BaHe, ycJIoBHo raKa:

MHoro lrecru (> 1/10), qecrn (> l/100 < l/10), Heqecru (> 1/1000 < l/100), peAKLI (> l/10000 <

1/1000), MHoro peAKr.r (< l/10000), c HeH3BecrHa r{ecrora (or namuurTe Aa:errvr He Morar Aa6's4ar

oqeuenu).

:::::--.

Hapyureru.s Ha KpbBTa a runu$nara PeAru AHe[aHq*. eosuHoduru-g

cIlcTeMa Mnoro penKlt Tporu6oqnroneHr,rrr, nanqnroneilraa;ryypirlpa
HapyueHu-s Ha HMyHHara cucreMa PeArcu CaprxqvscrsnrerHocr* . .i". ----'-: {r'\5

Mnoro DerKIi AHadurarccu-q : , .,, :r'ii:i?*^.. ',?:

Hapyruenur na ruera6onn3Ma I,l
XDAHEHETO

Pe,{xn Xnnepraruennx* , :' i,i*r$i#r,gi) F
llcrrxuqnu HapyrxeHl,It PeAxu TpesoxHoctt, nepnsocCf '"p6uMStiidF, aFY' *'
Haovurenu-fl Ha HeDBHara cncreMa Heqecru 3auasnocr* '. t-.'i;^ " "-. ---L**t" ti
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Msoro peAKI,t fraso6orue, clHJrltBocr,
enuedarouarns (cnHapol\a Ha Pefi)

Hapyurerrlrr Ha or{I{Te PeAxu 3aurrleno gpenue*

Mgoro pe.rIKI4 3oraremru HaDVIITeHI4JI

HaovrueHnfl Ha Yxoro u ta6ur.unra MHoro peAKLl Beprnro
CrAosr,r HapyrreHltfl Heqecru Xuneprengnq*

Pe,urlt Xeuoparu.n*, necra6ulrHo KpbBHo HarrraHe*,
roperql{ BrTHLI*

Crpaeqnn HapylxeHnt PeAnn TaxurcapAu.s
PecnnparopHr,r, rpbAHIr I,I
MEAHACTI{HZINHI,I HAPYIIEH}Ifl

Heqecru .IIprcnne.fi*

MHoro De.IIKI,I Acrua, 6porrxocnagtM
Crouaruno-qpeBHl,I HapylreHl,It t{ecru iluapus*, raAeHe *, nonprulaue *

He.recrn KoHcrunauus*. Nlereopn3tM*, tactpl.trx

Msoro peAKLI Kopeuna 6oma, rvtcr:,encul, croMarllT,
MeJIeHa, XeMareMe3uc, racrpoltHTecrHHalnHo
KbpBeHe, AyoAeHanHa lsBa v nepSopaqnr,
croMarrlHa t3Ba Lr nep$opaunx, .s3BeH

CTOMATI'IT

Xenaro6uruapHn Hapyuenux (uEx
4.4. CuequanHr.t
nporrrBonoKa3aHvr[ u cnequaJIHI,I
nDerryrrDe)greHn r rrDn ynome6a)

Msoro peAKH Xeuarr,rr, Sym,rnnarneu xenarzT
(srclrounrenHo cMtpHLI ctryuau), xbJITeHItqa,
xoJrecra3a

Hapyruenu.r Ha Kox(ara H
NO,IIKO}KHATA TbKAH

Heqecrpr flpypuryc*. o6pus*, noBalrleHo ugnotseaHe*

Pe.unu Epureua*, Aepnaaur:r*
Mnoro peAKH Vprnnapnr, aHrl,IoHeBporrrrreH eAeM, oroK Ha

Jrr{rrero, erythema multiforme, cI{HApoM Ha
Stevens-Johnson, ToKcI4qHa erII4AepMtrJIHa
HEKPOJIU3A

Hapyrueur,r-n ua 6r6pequre u
NIIKOqHI.ITE N6T}IIUA

Pe4nu fiuzypux*, xeuarypurx, 3aAbpxaHe Ha
ypuna+

Mnoro peAKH Er6pevHa HeAocrarbr{Hocr, oJll,Irypns,
ItHTepcTllqualen HeSpur

O6rur.r HapyureHnt Heqecru Orox*
PeAru HeoagnoloxeHue*. cra6ocr*
Msoro DenKr.r Xznorepuus

JIa6 oparopu vr vt3c ile rBanvrfl r{ecrn flosr,rruasaHe Ha treDHorpo6Hure eH3unIux

* qecrorara e onpeAeJleHa rlpu KJTI,IHI{qHII I,I3cJIeABaHIz.f,

Hexelasure JreKapcrBeHI4 peaKunlt Morar Aa 6's4ar HaMaIIeHa, aKo

cnMrrroMI,ITe ce nocrura npu B63Moxno nafi-rcparrorpaftno JIeqeHHe.
Hafr-qecro cpeqaHprre He)KeJraHr.r peaKrlr,rra ca racrpor,rHTecruHaflHl,I rro rrpupoAa. Morar Aa ce
na6moAanar,ryoAeHaurHa fl3Bau nepQopaqnr r4Jrr4 racrpol,IHTecrl,IHanHo KbpBeHe, Kolrro rloH{Kora
Morar aa ca Qaratnn, oco6eHo rrpu naqlreHrr.r B HalpeAHiura Bb3pacr ( nmcre pa3AeJI 4 .4) . llpw [p]IeM
ca AoKJIaABaHn CJIeAHr,rTe He)r(eJraHI{ peaKrlr.rH: faAeHe, IIOBpbIIIaHe, AI,,.ApU'., MeTeOpH3bM, KOHCTI'IIIaIIH',

Aprcnencv:A, KopeMHa 6orrca, MeJreHa, xeMareMe3rrc, s3BeH croMaruT, o6ocrpen KoJIHT u 6orec'r ua KpoH

(nuirre pa3Aen 4.4). Ilo-praxo ce na6lro.qaBa racrpr4r. Brn nprsra c rplleMa na HCIIBC ca

AoKJraABaHr.I eAeM, xufleprolavrflvrc\p4eqHa HeAocrarbqHocr. KrnHn.{Hldte w3nvffBalan;lla

enr{reM}roJror[rrHr4re AaHHu npeAnoJrarar, ue 5morpe6ara Ha HnKoIt HCIIBC (oco6eno npll pI,IcoKtI

Ao3r,r n npoAbJDKlrreJrHo JreqeHHe) uorar Aa ce cBbp)(ar c rroBI,IuIeH pHcK or aprepnnnHl,l

cr6*trus. (Hanpnnrep MIroKapAeH nn$aprr wturprncylrr) (nraxre pazaet 4.4).

4.9. [pegosrpaHe

KOHTpOnupaHero Ha
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Cuunrolrrnre rpu ocrpo rrpeAo3r,rpaHe Ha HCIIBC o6nrnoseHo ca ofpaHnqeHu Ao rerapruq,

cbrrJrnBocr, raAeHe, noBpbrrlane n 6orrca B errxracrplryMa, KoLITo B noBeqero cryqau ca o6paruun.

BtsMoxHa e rroflBara Ha racrpotrHTecrr,rHaurHo KbpBeHe. PsAro e Bb3Mox(Ha noflBara Ha xl{[epreH3l4t,

ocrpa 6r6peqHa HeAocrarbtrnocr, [orr,rcKaHe Ha A]IIIraHero LI KoMa. AHaQulaxroLIAHH peaKlluu ca

AoKJraABaHrd npr{ [pveMaHe Ha repaneBTr.rqHu Ao3H HCIIBC n e Bb3MoxHo Aa ce ilpotBtr rrpn

npeAo3npaHe.

B crryvafi Ha rpeAo3r,rpaHe Ha HCIIBC Ha narlueHrure rp.n6ra Aa rIpHJIoxa cI,IMIrroMarlIqHo I,I

noAA6pxarqo JreqeHrre. Hql,ra cnequSuueH aHTr.rAor. HqNIa AaHHI{ orHocHo orAersHero Ha

H[Me3yJrI,rA qpe3 xeMoAvraJlvl3a, Ho rrpeA BHA BprCOKaTa CTeneH Ha cBbp3BaHe c IUIiBMeHItTe upoTeI,IHI,I

(rc 97,5%o), MaJrKo BeporrHo e Anurkr3trra Aa e e$exranna npu [peAo3upaHe. IlotptrqaHe uluttu

aKTuBeH Bt'r.lreH (60 ao 1009 nprE nrapacrnu) ulutu ocMoruqHo oqltcrBaHe Morar Aa ce np[Jlox€r Ao

4 ,raca cJreA rrpeAo3r,rpaHero lz'rru cJreA norBara Ha cItMlroMLITe. flpnnyaureJlHa Al{ype3a,

anKiurlr3r,rpaHe Ha ypvHaTa, xeMoAr,raJrHga vrrrl,1l xerr,ronep$pHf, Bepo.flTHo HtMa Aa [oMorHaT nopaAH

BlrcoKara creneH Ha cBbp3BaHe c nporeunLrre. Tpr6na Aa ce cJreAflr $yurqnure Ha 6t6pequre u

uepnur gpo6.

5. OAPMAKOJIOTITIHIII CBOfr CTBA

5.1. (DaprvraroA[HaMlltrnH cnoft crsa

Oaplrarorepanesfl,rqHa rpyna:

Hecrepon4no [poruBoB]3[arrvreJrHo cpeAcrBo c aHaJIrerHqHvIv aHTvInvIperHqHI4 csofic'rsa.

ATC roa:MOIAX17

MexannsrM Ha .{eicrsue:

Hr,ruerylug e HecrepouAHo [por]IBoBa3rrarrrnTeJrHo cpeAcrBo c aHaJIrerIiIqHI,I H aHTHTI[pernqHH

cooftcrna, Koero Aeficrsa Karo Itnxr{6r,rrop Ha [pocrarJIaHAI,IHoBIifl cHHTe3 Ha eH3uMa UHKJIo-

oKcufeHa3a.

5.2. Oapuanoxnnernquu cnoftcrna

Huuesynra4 ce a6cop6zpa go6pe cneA [epopaneH rrpneM. CneA [p]rJlaraHe Ha eAI{HLIqHa Ao3a or

100 mg rpn Bb3pacrHr4 Aocrr,rra MaKcr,rMaJrHa rrJIa3MeHa KoHIIeHTpaqruI or 3-4 mgfl cpeg 2-3 uaca.

AUC e 20-35 mglh. F{qMa crarr,rcruqecKr,r 3Har{r,rMV pa3rturtrlrfl Mexqy regn c:roftsocrll H 
":T-o,fit 9gIT"

roJryqeHlr cneA nprnaraHe Ha 100 mg HvMe3yJrHA ABa nbrlt AHeBHo B rIpoAbJDKeHlre u.a /..4}rhi::i,lio.

lo 97,5Yo ce cBbp3Ba c IrJIa3MeHI,ITe [poTeHHH.

Hurueeyrng ce uera6orr,Bupa HraBHo B qepHI,It Apo6, cle4nafira pa:mrvuu

ur{ToxpoM P450 (CYP) 2C9 t43oeH3uMn. 3arona cbrrlecrByBa rroreHur,r.rJrHa, ulsl4oi
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B3aEMoAeficrBlle c ApyrH, eAHoBpeMeHHo npvrl€;raHj1' JreKapcrBeHr,r [poAyKTr4, KoHTo ce

Mera6onl,I3upar r{pe3 CYP?C9 (nnx< r. 4.5.). franuvsr r\4era6oJrr4T e rrapa-xr{ApoKcr{ Aepr,rBar, xofiro

cblrlo e QapuanonorllqHo aKTHBeH. Bpeuero npeAr,r no-sBara Ha ro3r,r naera6olnr B

xptnoo6pauqeHllero e KparKo (orono 0,8 uaca), Ho HeroBara KoHcraHTa na o6pa:yaaHe He e Br.rcoKa u

e 3HaqHTeJIHo rIo-HHcKa or a6cop6quonsara KoHcraHTa Ha Hr,rM$yJrra4. Xn4poKcr,rHaMe3yJrlrA e

eAIdHcrBeHH.flr naera6orl,IT orKpur B rrJra3Mara n rofi e rroqrr,r HanGJrHo cBbp3aH. T172 e Meln[ 3,2 u 6

qaca.

Hnrr,resyrl,t4 ce orAer.fl fJraBHo c ypHHara (npr,r6nusrare nl/lo 50%o or rpueraTa 4osa). caMlo l-3Yo

ce orAersr B He[poMeHeH BI4A. Xu4poxcuuuMe3yJrnA, ocHoBHr,rrrr uera6olur, e orKplrr caMo Karo

nIIOKypOHaT. flpu6rusnTeJrHo 29Yo or npHerara .qo3a ce orAeJrflT creA [aera6orH3upaHe trpe3

Qerarrure.

IIpn naqueHu B Ha[peAHaJra Bb3pacr KnHerutrH]urr npo$r.rn Ha HLrM$yJrr.{A He ce npoMeHc creA

yAapHo H MHoroKpaTHo npI4JIoxeHLIe.

B ycloonrra Ha ocrpu eKcrrepnMeHTaJrHlr [poyqBaHr,rr, npoBeAeHH Ha naqneHTll c nerur Ao

yMepeHI{ yBpexAaHut, ua 6's6peqHnre Synxquu (rpearnuauoB KJrHpbHc 30-80 mUmin), He ca

ycraHoBeHn rIo-BHcoKa MaKcIMUIJTHH rrJruBMeHH HHBa Ha Hr,rMe3ynr.rA I,r HeroBr4r ocHoBeH uera6olur

orKoJrKoTo npn 3ApaBH 4o6ponolqn. AUC u tll2beta ca 50%o fro-BHcoKlr, Ho BHHarr ca B rpaHr,rqnre

Ha Kl{Heruqnure crofiHocr}r, rroJryqeHu c HHMe3yJrr.rA nprd 3ApaBr,r 4o6pononqu. Muororparnoro

npr4JraraHe He BoALr Ao HaTpynBaHe.

Hnvresyrl.I4 e rrporr,rBonoKa3aH npu naqneHrr,r c trepHoApo6Hr.r yBpexraHu;r (rrEx r.4.3.)

5.3. Ilpearurrlnurrnrl AaHHrr ra 6esonacHocr

flpegxruHnr{H[Te AaHHH, noflyr{eHv rtpu craHAaprHu rlpoyqBaHu;r Ha Qapuaxoloru.rua

6esonacuocr, ToKcI,ItIHocr rrpn MHoroKpareH npr,reM, reHoroKcuqHocr r.r KaHrreporeHeH noreHquaJr

rloKa3Bar orcbcrBlae Ha pHcK 3a xopara. Toxcuxonorr{qHure la3cne4Banvrs [pr,r MHoroKpareH npneM

Ha HnMe3ynHA noKa3Bar racrpor,rHTecraHanHa, peHirJIHa lI xenaro-ToKcntrHocr. Torccmonornqnu

LI3cJreABaHI{fl, B Aogkr HEToKcI,IqHrr ga uafixara, Bbpxy pelpoAyKTnBHocrra Ha gafiuu ca rroKiBzrnr4

eu6puororcuuHu vI TeparoreHHa srgAeficrszr (cxelernu naarSopuaqnu, Anraira:qya Ha

qepe6panHrre BeHTpHKynn), 4onaro nppr rurbxoBe raKnBa He ca na6moAasaHu. flpr,r rrJrbxoBe e

na6moAaeaua noBn[reHa cMbprHocr B [oroMcrBoro B paHHH{ rrocrHaraJreH rrepuoA lr HlrMesyJrHA

aua se6raronplrflTHo BJrHsHue Bbpxy Seprunnocrra.

6. OAPMATIEBTI,ITIHII IAHHI4

6.1. Cnncrrc Ha noMorrrurlTe BeluecrBa rI TexHrrre KoJrrlqecrBa
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Jlamosa MoHoxr.rlpar 158.70 me
I{enyrosa, MlrKpoKprrcraJrHa
Harpnen HrrurecreH urr{KoJrar (rnn A)
Xr,qpoxcrnnponr4JrrleJryJro3a
Harpuea AoKy3ar
Marnesnee creapar

100.00 mg
35.00 mg
0.80 mg
1.50 mg
4.00 ms

6.2. (DlrslKo-xllMlrqulr HecbBuecrrrMocrrr

He ca ycranoBeur{.

6.3. Cpon Ha roAnocr

3 ro4unu

6.4. Cnequarnrr ycnoBrrfl rra cbxpauenrre

He ce ngucrBar cnerruaJrHrr ycnoBr,rr 3a cbxpaHeHlre.

6.5..{anun 3a otraKoBKara
6,l0 nnu 30 ra6aerrur - 6nucrep or 6xno, Herpo3parrHo PVCIpvDC/AI Qonno,
aH$oprr.raqur 3a narIHeHTa, KaproHeHa rqrrur.
100 ra6lerrrE - 6tna, Henpo3parlena 6yrunra or HDPE, 6ara, uenpo3paqeHa KanaqKa Ha
BLIITT or PE c 6esqsETHa ocurypnTenHa rpr,rBHa or PE, ulrSopiraaqr,rr 3a naqnerrra, KaproHeHa
Kyrr4r.
100 ra6lerxu - xa$rna crbKJreHa 6ytunrca,6xra, neupo3paqeHa KanaqKa Ha Bgrrr or pE
c 6esqnerHa oc[rypldreJrHa fpHBHa or PE, uusoprvraqur 3a rrarlner{Ta, KaproHeHa Kyr[s.
Cr4rpxanne na I orraKoBKa:
6, 10, 30 unu 100 ra6nerxr.r

6.6. IlpenopbKrr rrpr ynorpe6a

3a nepopalna ynorpe6a.

7. TIPIITEXATEJI IIA PA3PEIIIEIIIIIETO 3A YTIOTPEBA

Zentiva k.s.,

U kabelovny 130,

10237 Prague l0
rleuma peny6nura

8. HOMEP IIA PA3PEItrEHI,IETO 3A YNOTPEBA

20060016

9. AATA
YNOTPEEA

17 .01 .2006r .

10. AATA IIA AKTYAJII,I3IIPAHE IIA TEKCTA
IOnu20ll
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