
3EI,IPEH I43BEIIITAJ 3A OCOEI,IHI,ITE HA JIEKOT

1. UME HA JIEKOT, JAqIIHA I,I OAPMAIIEBTCKA AO3I,IPAHA OOPMA

VERAPAMIL/ BEPAIAMI4JI 80 mg o6toxeua ta6uera

2. KBAJII4TATI4BEH I4 KBAHTI4TATI,IBEH COCTAB

1 o6rox<eua ra6lera coAp)rtrl 80 mg BeparaMrrn xr,rApoxnopr{A.

Excqunueucu
3a qerocua ilvcraHa eKcur{[rreHcr4 nvgu roura 6.1

3. OAPMATIEBTCKA AO3T4PAHA @OPMA

O6lorreua ra6lera

Bepanaltul ra6lerure eAHorurrHu, oKpyrJrr4, 6IaxoHeexcuz, o6roxenu ra6lerr4 co xoJrra
6oja.

4 KJII4HI4TIKI4 IOAATOIIII

4. 1 TepaneBTcKrr rrHAHKarIulr

Bepananaul ra6lerrare ce r4HAr{q[paHr.r 3a:

o Tperlaau u npo@unaKca Ha aHrHHa neKropt4 c (nxlyvynaj ku sapujanrna auruua).

o Tperuan Ha HapylxyBalia Ha cprleBrror pprraM Kaj rapoKcr43MirnHa
cyrrpaBeHrpr4KynapHa raxuxapauja, arpujatma $r.r6pznaquj a/$mrep co za6pzaua
arpl4oBeHrpl4KynapHa crlpoBoAnvnocr (ocnen raj naqueHra co Wolff-Parkinson-White
uru Lown-Ganong-Levin cuH4pona).

r Cexyu.{apHa npeBenqaja na peuurpapxr r<aj na[]reHrrz
ilpuMaar .qaypertlUrr (ocneu Arryperlruu Kotr ce
yuorpe6ynaar 3a Apyrr{ uHA:aRa\uLr, a He 3a 6era
6,noxaropure He ce cooABeruu. TpernaaHor Mopa Aa
aKyreH Mr4oKapAeH ranrlapxr.

o TperuaH ualtaraAo yMepeHa xunepreu:uja.

4.2. fiozupan e H HarrHH ua ynorpe6a

Aosupame

,aKoHHe
, KOta ce

no



flosara Ha BepanaMut rpe6a ]IHAIzBI4AyaJIHo Aa ce [pI4JIaroAIr, Bo 3aBlrcHocr oA

Te)ro4Hara sa 6olecra. ,{olroro4urrrHoro IUII4HI4T{I(o ucrycrBo [oKa]I(yBa AeI(a cpeAHara

AHeBHa Ao3a 3a cvTe 1HAI4I(aIII4H e nolreiy 240 mg u 360 mg. IIpu 4olrorpajua
ynorpe6a, AHeBHara Ao3a IIe tpe6a Aa HaAMI4Hyea 480 mg, HaI(o Bo IIoKpaToK BpeMeHcKI'I

lepr{OA Mo)I(e la ce yloTpe6yBaaT IIoBIzcoKH Ao3a" Hepra orpaH7qyBalLe 3a

BpeMerpaeH,eTo Ha yIIOTpe6aTa.

f[o lor.orpajHa yrorpe6a, BepaIIaMI4JI He Tpe6a HalJIo Aa ce npeKI{He, ryKy, ce

lpenoparryBa nocrelleHo HaManyBarbe Ha Ao3ara"

Xunepmeusuja
Boo6uqaeua Ao3a e 240 mg Ha AeH. I(ora craHyBa a6op ea [aUI{eHrI'I KoH rlperxoAHo He

3eMaJre BepaIIaMIIJI, JIeKapoT Tp6a ilaja serrae Bo npeABIIA MO)KHOCTa 3a 3anoqHyBalse Ha

rperMaHor co roqerHa Ao3a oA 120 mg. floneicero ilaIIrIeHrrI pearupaar Ha Ao3a o1240

mg Ha AeH, AaAeHa KaKO eAI4HerIHa 4OSa. [orOnKy He Ce nOcTIllHe KOHTpOna Ha 6oleCra

,o-.rapro4 o4 najualKy eAHa HeAeJra, Ao3ara Mo)I(e Aa ce 3loneMrr 4o najrr'trory 480 mg

Ha Ae; (no4elena Bo ABe A63II, eAHa HayTpo I4 e.4Ha HaBer{ep Ha pacTojauae upu6ll4}I(Ho

oA 12 qaca). ,{onomrureJrHo HaMaJryBarr,e Ha I(pBHHO',r IpI4TI{COK MO)I(e Aa ce [ocTI4lHe co

KoM6[Hupar5e Ha Bepanauul ra6nerr.rre co Apyrl4 ar.ITI4xIrlep'reH3I4BH, oco6eHo co

Ar{yperllqu.

Auzuua neKmopuc
Boo6a.raeHara [o3a e 240

rroMaJla [o3a, A BO Cnyqal4

mg eAHaIx AHeBHo.

XEIIATAJIH

mg ABa ].lurkr Ha AeH. Man 6poj ualrueHrl4 peafl4paa,,I Ha

KOfa TOa e ITHAI4III{paH0, Ao3aTa Mo)I(e Aa ce ]Hal/.aJil4 Ha 240

Cexyudapua npeeentluia ua peuurfuapKm rcai na4ueumu 6% cpqe60 cna|ocnt, a KoLt He

npiuaam duypemu4u (ocaeu duypernuqu t{ott ce dacaant eo uanu dosu, KoZa ce

ynompe,yaaam sa dpyzu uudurca4uu, a He 3a cpqe7a cna6ocm) u rcade rumo 6ema

1norcamopume He ce coodlemHu
Tpernaanor Mopa Aa 3aIorIHe HajManKy eAHa HeAeJIa IIo aKyTeH MI'IoKapAeH I4HSapKT'

flo:ara e 360 mg Ha AeH, BO IIOAeneHI{ AO3I'I, KOI4 ce 3eMaaT Ha CneAHI4oB HarII4H: 240 mg

Hayrpo u 120 mg HaBeqeP, ceKoj AeH.

Ropouapua apmepucKa 6onecm, napoKcu3qanHa cynpa7eHnxput{ynapHa maxurcapduia,

ampuianua Sufipunaquja u ampuiarctr clnantep (aospacHu Lt adonec4enmu co nleilecHa

me)rcuHa no\orewa od 50 kg)

120 mg ao 480 mg noAeneHo Bo rpv unh rIerl4pu Ao3H'

floce6uu non)rlauuu
IfeduiampucKa nonyttaquia (caruo 3a HapyuLynaLba Ha cpqecuom pumau)

Aeua ao 2 rogunu:20 mg, ABa Ao 'rpvilaru Ha AeII'

Aeua oa 2 rc 6 roArrHH: 80 mg rc 120 mg, roAeJreHo Bo ABe Ao rpl{ Ao3I4.

IeUa oA 6 Ao 14 roAlauu: 80 mg Ao 360 mg, IIoAeneHo Bo ABe Ao rpl{ Ao3I4'

Ilocmapu
Ce npe Bo3pacHI{, ocBeH Bo cnyuaj Ha HapyuyBarbe Ha

(nu4ere rct 4.4).
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MouesralHo AocrarIHI{Te noAarorlu ce om{[raHrr Bo AeJr 4,4,Kaj rarlrzeHTrd co HapyureHa
peHanHa rlyurquja, BeparIaMI,In rpe6a Aa ce ylorpe6yna co nperna3Jrr.rBocr r4 rrauueHTr4Te
rpe6a BHrrMarerrHo Aa ce cneAar.

Ilatyueumu co HapyrueHo xenamarua Styum4uja
Kaj naqaeurl,I co HapylreHa xelaraJlHa Qynxquja, Mera6orusMor Ha JreKor e oAno)r(eH Bo
noloJleMa vIWr noMaJIa Mepa, Bo 3aBHcHoCT OA CepHO3HOCTa Ha XelaTaJIHaTa
4uc$ynxquja, [rro Mo]I(e Earut floreHrlr.ipa H rrpoAon)Ka edlex'rnre Ha BeparraMr4Jr. 3aroa,
Kaj naIII4eHTI4 co HapymeHa xellaranna $yuxquja, norpe6Ho e BHr4MareJrHo Aa ce
flpunatoAr,r ro3ara r4 TperMaHor Aa ce 3anor{He co noMaJr}r 4osu (nu4ere aelr 4.4).

Ha.ruH Ha ylorpe6a
3a nepopanua ynorpe6a.
Ta6lerare ue rpe6a la ce pacrBopaar Bo ycrara uru [a ce uBaKaar, ryxy rpe6a ra ce
lorlTHar co AoBonHo reqHocr, rro Mo)KHocr co o6pox LrJtv BeAHaru no o6pox. Bepanarraun
He rpe6a Aa ce ynorpe6yna co coK oa rpejn$pyr (nu4ere ael 4.5).

4.3, KourpauuArrrarlur.r

o flpeocerrlltBocr Ha BeparlaMHrrur.vua6urro r<oja og [oMorrrHr.rre cyncraHrlr4u.
o KapAuoreH rrroK.

o Brop [InH Tper creIIeH Ha arplioBeHTpr.rKynapeu 6lor (ocnen xaj uaqueurr4 co
rpynxquonaJreH Berrrrauxu nej cnaej xep).

o CIlngpoM Ha 6olen cLIHyceH jason (ocneu xaj naur{eHTrr co (fyuxqraoHaJreH
Berrrrarrrra nej cruej rep).
Cpuena cra6ocr co HaMaJrena ejerquoHa Sparquja rroMrlJra oA 35oA ulwu co
nyJrMoHaJreH oKJry3r.rBeH rrpr{Tr4coK HaA 20 mm Hg (ocneu ceKyHrapHo Ha
cyrpaBeHTpr.rKynapHa raxurapguj a rroAnoxHa Ha repa[ uj a co nepanarr,run).
Arpraja;rna (fu6punaqraja/(pnarep co npr4cycrBo Ha aKrlecopeH cnpoBoAeH uar (na
rpr.rMep Wolff-Parkinson-White cr.rHApoM, Lown-Ganong-Levin cuu4pou). Kaj
oBlle [au[eHTrr, [p]r ynorpe'a na BepaflaM]rn flocror,r pr{3r{K o4 uojana Ha
BeHrpr{KyJrapma'raxvaprErrrrraja nxuyvynaj*r,r BeHrpuKynapna $u6putaqnja,
Xunoreusuja co clrcroJreH np[Tr.rcoK rroMaJr oa 90 mm Hg.
Irlcronpeuena ynorpe6a co una6pa4uu (nu4ere gel4.
Irlcronpeuena ynorpe6a co coK oa rpejnspyr (

4.4, [Ioce6nu rpeAynpeAyBarba r{ MepKr.r Ha r

a

o

a

Axyreu nuoxapleu uuOapxr
flpernaslunocr e norpe6ua xaj aKyreH M
6pa4nxap4 uj a, uzp azeHa xnfroreH suj a utu s araj yn arre Ha n

paH co

IIPB CTE

Bepanattul nnujae Ha arpvoBeHTpr4KynapHuor kr crauoarpujaruuor jason v ro
lpoAonll(yBa BpeMero Ha arplroBeHTpr4KynapHara cnpoBoAJrr4Bocr. Tpe6a [a ce
ynorpe6yea co nperna3JruBocr, 6ugejku nojanara Ha arpuonbHrprrrcynapeu 6lox oA BTop
I{nIr rper creIIeH (xonrpauu4Iaxaquja) uttu yuu$acquxynapeu, 6u$acqr.rKynapeH r.rnr4

rpuQacqurcynapeH 6lox ua rpaHKa 6apa nperuH Ha 3eMarLero Ha cJreAHr.rre Ao3rr Ha
BepanaMr.rn Ir, AoKonKy e norpe6uo, 3arrorrHyBarre co cooABereH TperMaH.



Bepanauzl nnujae Ha aTpr4oBeHTpr{KynapHr,ror I4 clzuoarpujalHaor jason u peTl(o Mo)I(e

Aa AoBeAe Ao arpgoBerrprnyrupen 6lor oA Brop I4nI4 rper creIIeH, 6pa4uxap.Uuia u, no

eKcTpeMHI{ crry.uaal, aau-cTont4ia. Oea e iloBepojarHo Aa ce nojann xaj naqueurl'I co

cuuAponr Ha 6oneH cLIHyceH ja:on, Koj e iloqecr l(aj nocTapl4Te IIaIII4SHTI4'

OcseH I(aj naUI{eHTIr co cI4HApoM Ha 6oneH cI4HyceH jasol, acllcTonl4jaTa e leHepanHo

KparKorp;jHa (nero.nry ceKyHAr{ vrtv roManKy), co crloHra,o npaftan'e Ha

aTprroBeHTpprKynapeH HoAaJIeH I4nI4 HopManeH cl4Hyc pHTaM. floro:rxy Toa He ce Cnyt{u

u.lnu-, rpe6a Aaie sauoqHe co cooABereH TperMaH o4rraa (u,4ere Aen 4.8).

Auruapuruuutl
I4cronpe1teuara yloTpe6a Ha BepaIIaMI'{n u aHTI4apIITMI{U7 Mo)I(e ila AoBeAe Ao

AorronHr.rrer"u, ,.upArouacKynapeH eSerr (rra np. arpr'IoBeHTpplKynapeH 6nor oA IIoBIrcoK

crefreH, 6panuxaputfia, cprleBa cJra6ocT, Ir3pa3eHa xuuoren:uja). flOrpe6na e

rrpeTna3nlIBocT npll y[oTpe6a Ha BepaIIaMI'IJI co aHT]IapIITMHIII4 co Koj 6uno HaqI4H Ha

ynorpe6a.

Bera-6roxaropu
IrlcronpeueHara yflorpe6a ga BepaflaMl{n kl 6era-6loraropu Mo)I(e Aa AoBeAe Ao

Ao[onHrrreneH KapALIoBacI(ynapeH erfexr (ua up. arp[IoBeHTprrKynapeH 6nox oA rIoBI'IcoK

crerreH, 6p aauxap lLaj a, cpqen a cJIa6 o cr, I'I3pa3eH a xl4[oreH3l4j a)'

Kaj naquep noj IIcToBpeMeHo ynorpe6ynan rI{MoJIoJI (6era-a4peHepu4qeH 6norarop)

KarrKrr 3a oqu r4 nepopanHo BepanaMrrr, 3a6elexcaHa e acr'IMIIToMarcKa 6paguxaplwja (36

orr{yKyB arb al wuny r a) co M LI rpl{p auxz arpuj aneH cpIIeB cTI4MynaTo p'

Bepanarurul He tpe6a [a ce ynorpa6yru "o 
t<olr,t6nuaquja co I4HTpaBeI{cKI4 6era

6:roraropu. Bo cnyqaj Ha I4croBpeMeHa aAMIIHI4crpa\uia Ha BepaIIaMHn co 6era

6loraropu HaMeHeTr{ 3a rrepopanHa aAMI4HI4CTp a\Llia, uorpe6Ha e noce6Ha

npeTrIa3nIrBocT.

Kolxrluun
flocr-uapxerl{H1lKlI, npujanen e eAeH cnyqaj Ha 51apryil4sa (rerpauapesa) roBp3aH co

r4cToBpeMeHa yloTpe6a-Ha Bepan a]NILrr u KOJIXI4III4H. llpuuuuara 3a oBa Mo)I(e Ia 6uAe roa

nrro xo.rxuqun ja npeMHHyBa KpBHo-Mo3oqHaTa 6apuepa Kola BepanaMIIJI lI{ t4txv64pa

cyp3A4 u p-gp. He ce rpenopaqyBa r4croBpeMeHa yrlorpe6a ua BepaIIaMI'In I{ KOJIXI4IIHH

(nu4ere ael4.5).

nuroxcptu
florco:ucy BepalaMl4n ce ynorpe6yBa IIcToBpeMeHO cO AHroI(cI4H, .4O3aTa Ha AIITOKcI'{H

rpe6a Aa ce HaMall'I (eIa4e:re ae"rr 4.5).

Cpueea cra6ocr
G .ruur.rrr4 co cpueBa gar69., co ejerquona OpaKIIeIja roroJleMa ol35o/o IIpeA A1::
3aIIoqHe neKyBarbe norpe6ua e KoMrIeH3a\uja u norpe6eH e cooABereH

TperMaH AOAeKa

XranoreHguja
Yuorpe6ara ua
np[TprcoK IIoA o

qeCTO npeAI'{3BI4KyBa IlaMaJIyBaI{'e Ha I(pBHI'IOT

urro o6uqno e N,IHHJII'IBo H acHMIIToMarcI(o, Ho
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r:x Hd

//r
/s.
olo:
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HMG CoA peayrraga ranxz6raropu (crarunv) - BrAere rct 4.5 l,Iureparqur co Apyrr
JreKoBr.r r.r Apyrr.r Sopr'ru Ha r4HTepaKrlr4ra.

Eorecrr.r xaj xou e riapyureua HespoNa)rcryrnara rpaHcNar..rcuia
Bepanantill Mopa Aa ce ynorpe6yBa co rperna3nr.rnocr xaj [aur4eHTa co 6orecrn xaj ron
e HapymeHa HeBpoMycKynHara rpancl,rucuja (rr,rujacreHr.rja rpannc, Lambert-Eaton-on
cr.rHApoM, HanpelHara Duchenne-oBa MycKynHa 4racrpo(f nj a).

lloce6Hra nonylauuu
II e d uj a mpu c rc a no nyt L at1 uj a
Bepananaul He rpe6a La ae ynorpe6yna r<aj Aerla co apvrMztv 6es upelopaKa oA
cnequjalacr; HeKoLl cynpaBeHTpl4r(ynapHrr apurM:ar4 Bo AeroKa Bo3pacr Mo)r(e Aa ce
sa6pzaat co BepanaMuJr, co cepr4o3Hlr nocneAr4qr4.

Ilatlueumu co HapyweHa peHalHct fiyuru4uja
IzIaKo so po6ycnv KoMnaparrrBHr4 cryAr{H ce rloKa}r(aJro AeKa HaMaJ.IeHara peHanHa
rpynxuaja ueua e(texr nps SapuaKoKrrHerr4Kara Ha BepanaMr.rn raj raquenrr.r oo peHanHa
uucyrfuquenquja Bo KpaeH cra1layM, HeKonKy cnyqau rroKalKyBaar AeKa BepailaMttrr
rpe6a Aa ae ynorpe6yna co flpernas:runocr: raj [auaeHrr.r co HapyrreHa peHanHa
$ynrquja u.4eKa oBr4e narlueuru rpe6a peAoBHo Aa ce cneAar.
Bepauauur He Molr(e ra ce orcrpaHr4 co xenao4ujarusa.

Ilatlueumu co HapyueHa xenamaltua rpyurcquia
Tpe6a Aa ce ynorpe6yna co nperna3Jrr.rBocr rcaj naqueurr,r co ceppro3Ho HapyuyBarLe Ha
xerararrHara r[yHxquja (nu4ere rct 4.2).

Excuunnencu
BEPAIIAMtr4JI o6noxeHllre ralteru coApxar JraKro3a. flaqueuru co perKr4 HacneAHr.r
npo6leuu Bo oAHoc Ha HeloAHocJraBocr Ha raJraKToza, Lapp naKTo3a 4erlraqur ula
tnyKo3o-tanaKTo3Ha Manancopnqnja, ue Mo)r(e Aa ro yrrorpe6ynaar osoi reK.
I4cto raxa, BEPAIIAMI4II o6:roxeHr4re ra6rerr.r coAplr(ar caxapo3a. flaqueurr co perKr.i
HacneAHI'I npo6leuu Bo oAHoc Ha HelroAHocrrr{Bocr ua $pynro3a, tJryKo3o-taJraKTo3Ha
Iralancopnqnja kllvl caxapo3a-rr3oMaJrra3a nHcyouquenqaja, He Moxe Aa ro
yuorpe6ynaar onoj ler.

4,5. I{urepaxqur{ co Apyru JreKoBrr H Apyru Qopmu Ha rHTepaxrlurr

In vitro Nrera6omz.{Krzre cryAr.rpr yxaxyBaut Ha roa reKa BeparraMuJr ce uera6olu3krpa
rrpery rdr.rroxpoM P450 CYP3A4, CYPlA2, CYP2CB, C. 18. Bepanaivrun
e unxu6urop Ha CYP3A4 eH3lrMr,rre u P-uuron
IrHTepaKrIHu ce npzjaBeHu co urrxuluropr4 Ha
IrIra3MaTCKHTe HHBOa Ha BepaIIaMLIn, AOAeKa r4HAy

unrE suauajHra
3roJreMyBaaT

KyBaaT

rpe6aHaManyBarse Ha IIJTa3MaTCKVTe HI{BOa HA Be
BHr,rMaTeJrHO Aa Ce CJreAaT [opaAr4 MoxHr.rTe H

florertqltj:tJIHu IrrlTcpitKulrlr roBp3arrrr co CYP-450 ensuNrcrrror crrcreM
I,lc'lonpeivrerro

Ytt0't Pe6\,xtillI JIeI(
Morxrul erpexllr ua
Bel)aIrAr\{IIJI HJflr

Kouern'ap

Cre4Hara ra6ela tu rroKa)r(yBa Mo)r(Hr4Te $apnraroxun



lrc'l oRpellcllo 
I

yuorpc(i)'Bnt

npa3ocI4H 3roJreMeII Cmax ua
napo3l{crIH (-40%) 6es

n rruj atue H a rlony)KlaB oror
Ha erII4MIrHa\u.ia

flonoruureleH
xunoreH3plneu eQeru.

Tepa3ocI4H 3rorIeMeHI4 AUC Q2a%) u
Cmax (-25%) ua
Tepa3ocLIH

Aumuapumuuulu
(pnerauula4 Mr{HLIMaJIeu e$err ua

KJrr{peHcor ua tf lercauuu4
oA rIJIa3Mara(<-10%);
ne nnujae Ha KJILIpeHcor Ha

BeparraMllI OA IIJIa3Mara

BuAere rct 4.4.

KIIHI,IAI,IH rraMaJIerI ilepopaneH
KnHpeHc Ha KIIFIpIAI4H

(-3s%)

Xuuoreusuja.
I(aj rraqueurl4 co

xuueprpotpzuua
oncTpyl(TI{BHa
KapAHoMIro naruja Mo)I(e Aa

ce iaetl nynMoHaJIeH eAeM.

Aumuacuamulru
reoSuruu HaMaJIeH KnlrpeHc (-20%)

IIo flepopaJlHa I4 CI{CTeMCKa

ynorpe6a

Haua,lynamero Ha

KnrrpeHcor 6Ialo norolelto
xai nYuraqu (-11%).

A u muro u evn s ue u/Au u e nun

rap6arraa:enun 3roneMyBame na AUC
(-46%) ua xaP6anta:enun

raj uaquenrlr co

pe$pamepna napuujanua
enureucuja

3roreuynalbe Ha HLIBoro I{a

rap6auaseuuu.
Toa uoxie Aa AoBeAe Ao

nojana Ha HecaxaHu 4ejcrna
[peAH3BLIKaHI4 OA

rap6anra:ell4H, KaKo ilrro
ce Ar4rlnonuja, uano6olxa,
arar<crai a I4JrIn BprotJIaBI4ua.

Seuurouu HaMaJIyBarse Ha HI'IBOTO Ha

BeparraMl4n BO IIJIa3Ma

Aumudenpecugu
I,IMr,rnpaMI,IH 3roneMyBame Ha AUC

(-15%) Ha I{MI{rIpaMHH

Heua nru.iauue Bps HI{Boro

r{a aKTLIBHHot treta6olut,
Ae3r4npaMHH.

Anmuduiademuuu
ruu6enrlauuA ,'ffi

/(*l\,,",,,,

-3roJIeMyBarbe Ha Ctnax
,t:gx) u AUC (-26%) ua.'(. \,DnI{}OHKNAM14A

Jlercoeu npomu#*'dn "':'oti\* U.?

k'"":k
KOJIXHIIUH ItroB&$satre Ha AUC (-2

r'Harh)'/l cmax (- 1,3 naru)
udrol#ru^

fla ce HaManIr ,4o3ara Ha

I(OJIXI{ULIH.

An&a 6aorcamopu

muuu

vil:T't'g



Aumuururhercmuau

Knapr{TpoMr.rrlr4 H MOXHO 3fOJIeMyBaIbe Ha
HT4BOTO Ha BepanaMr.rJl

epHTpoMr.rur{H MO}KHO 3rOneMyBaISe Ha
HHBOTO Ha BepaIIaMLII

pI4(baMrHrlr..rH HaManyBarbe Ha AUC
(-g7%),Cmax Q9a%)u
IIepopaJrHaTa

6uopacnoloxr.rBocr (-92%)
Ha BeparraMHn

Moxe Aa AojAe Ao
HaMaJryBarbe na eSexrure
Ha BepalaMfiIrHA
HaMaJryBarbe Ha KpBHr{oT
lpl{Tr{coK.

Tenr4 TpoM14rlr4 H MOXHO 3roJreMyBarbe Ha
HT4BOTO Ha BepanaMLtJI

Arumuueontacmuqu

4or<copy6uquu 3roneMyBame na AUC
(-104%) u Cmax (-61%)
Ha AoKcopy6wJuu 3a BpeMe
Ha rrepopanna ynorpe6a Ha
BepaIIaMr4n

Kaj naqzeurr.{ co
Mr{KporlenynapeH
KaprIr4HoM ua 6elure
no6osu.

neua snavajHr{ rrpoMeuu Bo
(p aprraaronuHerrrKara Ha

4orcopy6raqr,rH rrocJre
HHTpaBeHcra yuorpe6a ua
BeparraMl,ur

Kaj naqueurr.r co
HaIIpeAHaTI,I HeOIIJIa3MLI.

Eap6umypamu

Seuo6ap6rron 3roJIeMyBa[Le Ha
[epopaJrHr,roT KJrrrpeHc Ha
BeparraMr{Jr (- ner natra)

E e us oduas e nuuu u dpyz u au rc,c u on u m uqu
6ycrupon 3rorreMyBarLe Ha AUC u

Cmax ua 6ycnripou za -3,4
ilATLI

Mr,rAiBonaM 3roneMyBarre na AUC
(-rpa uaru) pi Cmax (-asa
natu) Ha MuAa3oJraM

Eema 1not<amopu

MeTOlponon 3roJreMyBalre Ha AUC
(-32,5%) u Cmax

E D

Ha MeTonpotol xflrv
_K|narIrIeHTpI CO

terr 4.4.

T:s 61
'.)'J =Ul ,r'I

:,"{f
lponpaHonoJr 3roJreMyBarLe Ni 

--?i.4
x{Q..E(*65%) u Cmax

IIpoIIpaHonoJr
co aHrr{Ha .c,,

,(ur

Cptleeu znl!rcosudu

AI,III{TOKCIIH HaManyBarLe Ha BKynHr,roT
KnrrpeHc (-27%) u
eKcTpapeHilIHLIOT KJIIIpeHC
(-29%) Ha Ar.rrr.rroxcrrH

Ir4foKcrlH 3ApaBr4 u cnr.rTaHrarl[ : ,{a ce HaMaJrLr Ao3ara Ha



3roneMyBalbe Ha Cmax
(-44%), Cl2h (-53%), Css

(-44%) ir AUC (-50%) ua

AHIOKCHH

AI4TOI(ClIH.

tr4cro rara BrIAere aet 4.4.

y'utnnznuualnu. Ha Hl D€il€llfttt opume

II}IMETIIAI,IH 3roneMyBarl,e Ha AUC R-

(-2s%) z S- (-40%) ua

BeparIaMI'In CO

nocJIeAOBaTeJIIIO

HaManyBalbe Ha Kn[IpeHcoT

na I{- u S- nePanauun

Wuvuoc.vnnecuBl)

rlr,rKnocIIopI{H 3roneMyBarbe Ha AUC, Css

u Cmax Ha IIIrKnocloPI'IH
(-4s%)

eBepoJII4MyC 3roneMyBarre ua AUC
(-3,5 naru)uCmax(-2,3
naru) Ha eBeponl4Myc,

3roneMyBalre na Cmin
(-2,3 narw) ua nePananul

Mox<e la6uae norPe6uo
oApelyBarLe Ha HIIBOTO Ha

eBeponuMyc I{

flpunaroAyBalr,e Ha Ao3aTa.

cuponI,IMyC 3roneMyBame sa AUC
(-2,2 r..aru) ua cuPolI'IMYc,

3roneMyBan e rra AUC
(,-1,5 naru) ua S-

BeparlaMI,In

Moxte La6ure uorPe6uo

oApeAyBarbe Ha HI4Boro Ha

crrponHMyc t4

npunaroAyBalse Ha Ao3aTa.

TaKpoJI,IMyC MOXHO 3roneMyBalbe Ha

HI'IBOTO HA TAKPO JII.,IMYC

Y 1)1)11

aTopBacTaTI4H MOntHO 3roneMyBarbe Ha

KoHlreHrpaguiarar^a
aropBacrarlau IE AUC na

BepaIIaMI,In (-43%)

BuAere ger 4.4.

JIOBACTATI'IH MO)r(HO 3loneMyBarLe Ha

KoHIIeHTpaqujara ua
JroBacrarl{H ra AUC na
(-63%) u Cmax (-32%)rua
BepaIIaMlrn

C14MBACTATI,IH 3roneMyBalbe Ha AUC na

(-2,6 naru) u Cmax (-4,6
naru) Ha cHMBacrarI'IH

/,,ancaut tnnTt u n ?onntnnultH ckum.e neUenmODU

anMorpI,IrITaH =-:roneMyBarbe I{a AUC rra

(")qX; u Cmax (-24o/o) ua

'arfto\puuran

ffii,ua
cyn(prnnu .,gr&6ilivsalbe Ha''q*i,gilh"u 

or x*tpeuc ("-
.$gd#arra) H H aMan YBarLe
lfrffiuop acn o JI o )I(H B o cra

Moxe Aa AojAe Ao
HaMaJryBarr,e na etf errure
Ha BepaIraMVIr Ha

HaMaJIyBaIse Ha I(pBHITOT



?60%\ Ha BeparIaMI{rI npr{Tr{coK,

trpyzo
coK oA rpeju@pyr 3roJreMyBarLe ua AUC R-

(-49%) u S- Q37%) ua
BepanaMr{ir, 3roJleMyBarbe
na Cmax R- (-75%) u S-
(-51%) Ha BeparaMr.rrr

IloryNunoror Ha

elurraunaquja u peHanHr{or
KJrr,IpeHc H9 Ce 3aoerHaTr.r.

3aroa, coxor oa rpejuSpyr
He rpe6a Aa ce 3eMa co
BepalraMHJr.

KaHTaplroH HaManyBarbe ua AUC R-
(-78%) u S- (-80%) na
BeparraMr{Jr co HaMaJryBarLe

na Cmax

O cranaru HHTep aKrrrrrr lr Ao rr oJrHHTe!'rH rr unQ o pnraq w za HHTep aKrrurr

A H ruxa n epre H grzea. rli yperu uH. ea3onur ararop Lr

3ro:reuynarbe Ha xrzrroreH3r4BHrror e$err.

Xtr4B anrusupycHr.r rexosu
Ilopa4rz N4era6ora.rKlzor lrHxrr6uropeu noreuqujar Ha HeKou XI4B autnBr4pycHr4 Te
,IeKOBII, KaKO IrITO e pI4TOHaBr.rp, rrJra3MarcKlrTe KoHrleHTpar\llkrHa BeparraMrrn Moxe Aa ce
3lorleMar. Bepananaul rpe6a Aa ce ynorpe6yna co nperrra3JruBocr raJrr.r HetoBara Lo3a
rpe6a Aa ce HaMaJrH.

Ilrarrayrr
3a6e"rrexana e 3roJIeMeHa ocerJraBocr Ha edrexrure Ha rrLrtktyM (uenpororcuvuocr) sa
BpeMe Ha I4croBpeMeHa aAMI{HI,Icrpa\uja Ha BepalaMrrJr rr rptrrryM, u roa ulu 6ez
npoMeHLI uru co 3roneMyBalbe Ha cepyMcKr{Te HHBoa Ha nxruyM. Mefyroa, AoAaBarLero
Ha BepanaMLIJI, I4CTO TaKa, pe3ynTr4pano co HaManyBarse Ha cepyMcKr{Te Hr.rBOa Ha
nI{TI4yM Kaj IIaUITeHTLI Ha xpoHrrqHa cra6umta nepopanHa repauuja co nr.rrr4yM.
llorpe6Ho e BHI4MareJIHo MoHrzropaparre Ha rrauveHTuTe Kor.r ce Ha rrc'roBpeMeHa
repanuja co BeparraMLrn v nLrrr4yu.

Heepo N,t ycx)rrHI.I 6r o rcaro pLI

llo4aroqure o4 I(JIITHI4.IKI4 ucrrtrryBarLa Lr cryrprpr Ha )Kr4BorHrz noKalr(yBaar .qeKa
BepanaMun Mo)I(e Aa ro noreHqr4pa erfexror Ha HeBpoMycxynHare 6loxaropz (xypape ra

JIeKoBI{ 3a Aeronapuza\uja). Moxe Aa 6u[e HeonxoAHo Aa ce HaMirJrr4 Ao3ara Ha
BepanaMr4n ulutw no3ara Ha HeBpoMycKynHr4or
yuorpe6ynaar r4croBpeMeHo.

Auerulcaluuulna rzceluna
3rorenaeua cKJroHocr KoH r(pBapeu,e.

Erauon (anroxon)
3ro:reuynarre HlrBoara Ha aJ'IKoxon Bo KpB.

HMG CoA pealzxraga uuxa6uropz (crarllHu)
Tperuauor co HMG CoA peAyKra3a uwxu6uropu (ua nplrMep, cr,rMBacrarr.rH,
aropBacrarhr ulru JroBacrarkru) raj [au[eHTu rperr.rpaHr,r co BeparraMru, rpe6a Aa ce
3aIIoqHe co uajnucxara Moxua Ao3a r{ flocrefleHo Aa ce rurpvpa..{oxolry, TperMaH co

JIEKOBI{ CE

KF".::::qir



BeparraMyn rpe6a Aa ce AoAaAe raj rraquenrlrre KoH neite :lenaar HMG CoA pe4yrrasa

uuxz6urop (ua upuuep, cr4MBacrarr4H, aropBacrarlrH I4JILI JloBacraran), rpe6a Aa ce 3eMe

BO [peAB[IA HaManyBabe Ha .4o3aTa Ha cTaTI',IHOT H Aa ce peTlzTpHpa Bo oAHOC Ha

cepyMcKIrOT xonecTepon.

@lynacrau{H, npaBacrarnH H pocyBacTarl4H He ce lrera6olv3:zpaaT IIpeKy CYP3A4 u ce

co rroMaJra nepojarnocr na crarrar Bo HHTepaKqraja co BeparraMrrn.

Aa6urarpatt
Ce overyna IIcToBpeMeHaTa ynorpe6a Ha Bepa[aMLlil Ll ga6uratpaH Aa pe3ynTapa co

3roJreMyBar+,e Ha KoHueH'rparlr4r4Te Ha aa6ura:rpau Bo rlrla3Mara' florpe6na e

npeTrIa3nLIBocT [opaAl4 pI'I3HKoT oA KpBaperbe. IIpu I4cToBpeMeHa [epopanna yuorpe6a

HaBepanaMI4JI co Aa6urarparr (150 ffig), Cn,o, u AUC nala6urarpau 6une 3roJIeMeHpI,

Ho roJIeMIrHaTa Ha oBaa npoMeHa oe pa3nl4KyBa Bo 3aBI{cHocT oA BpeMeTo nolrefy

aAMr4Hlrcrparyujara u rpopnaynaqujara Ha BepanaMral. llpu yrorpe6a Ha BepanaMI{JI co

rrpoAoJrlr(eHo ocno6oAyBarie Bo .qo3a ol 240 mg 6ana 3loneMeHa I43JIo]I(eHocra Ha

ga6uratpari (rronenryBarLe Ha c,.,.,0* 3a or(ony 90o/o U Ha AUC 3a oKony 70 %).

Ce upenopaqyBa BHr.rMareJrHo KJrr.rHr.rrrKo cneAelre Kota BepalaMl'In ce xou6unupa co

4a6raiarpau, oco6eno npr4 rrojaBa Ha KpBapeme, 3a6erexaHo Kaj naIIIreHrIr co 6naro Ao

yMepeHo peHanHo HapyrlyBarLe.

Llsa6paAuH
tr4cronpelteTaTa yrloTpe6a co usa6pagum e KoHTpaI'IHELlrJVpaHa3apa4r4 AoIIonHI4TenHI{oT

eserr ua ,ur-yuu*i Ha cpueBara $percneHuuja ua BepanaMl4n ua uea6pagtzu (nn4ere

aer 4.3).

Mer0opruran
Irlcronperueuara ynorpe6a Ha BeparlaMl{n co uerSopuuu Mo)I(e Aa Ja HaMa"rru

erf uxacuocra Ha rraer$oPuIaH.

4.6. Ynorpe6aza BpeMe na 6peueuocr Ir Aoebe

ffi,eTHI4noAaToIIH3aynorpe6aHaBepanaMurrr<aj6peueuu)I(eHI{'
Bepanauul rpe6a Aa ce ynorpe6yna 3a BpeMe Ha 6peMeHocr caMo AoKonKy e ancoJlyrHo

HeorrxoAHo.
Bepanauul ja npenauuyBa nnaUeHTiltav e II3MepeH Bo KpB oA raloqHaTa BpBKa'

,IIoerse
Bepauauul ce u3raqyBa eo uajvuHoro MJreKo. OrpauuueHuTe IIoAaroUI{ 3a nepopanHara

ynorpe6q_ua BeparraMr4n Kaj lyfero noKalr(yBaar AeKa Ao3ara xaj goeuqvlbara e HI{cKa

Hara Ao3a sa naaixara) Ia 4era BepanaM?IJI Mox(e Aa ce yuorpe6yna

v HecaKaHn gejctna raj
Ha AOeIbe caMo AoI(onKy e

AoeHrll4rr,ara, BeparlaMulr tpe6a Aa ce

HeorrxoAHo norpe6uo :a s4panjero ua

HOCTa 3a BO3eH,e II 3a paKyBaILe CO MaIIIIIHII

Bo
---ocr oA \LHIlLIB]l|IyanHaTa oceTJIpIBOCT, BepalaMIIJI MO)I(e Ia BnI4Jae Bp3

Wis
cnoco6nocra Ha flarlpreHTor 3a Bo3er$e, paKyBalle co MaITII{HI,I unu paior.else Bo reIrIKpI



ycJroBr4. Osa oco6eHo e r,r3pa3eHo Bo rroqerHara Sasa na rperMaHor, rIpLI 3foJreMyBarbg
Ha Ao3ara, npv [poMeHa Ha tepatujata Hrrvt ilpv r4croBpeMeHa ynorpe6a co aJrKoxor.
Bepauauul Mo)I(e [arur 3roJIeMI4 KoHrleHTpauur.r Ha a,rrKoxoJror Bo KpBTa u ga ja yclrop]r
HeloBara elulrunaqlrja. 3atoa, e$exrure Ha aJrKoxoJror Mo)r(e la6unaJ[ 3toJreMeHr{.

4.8. Hecarcanu 4ejcrna

C.reguune HecaKaHI4 4ejcraa ce npnjaneHrz Bo KJrprH[rrr(HTe [rcnraTyBarLa, crroHTaHr4
npujauu ilo craBILe Ha BepaIIaMHJr Bo flpoMer urrv 3a BpeMe Ha Krr.rHilrrxr.rre r{clrzryBa:e,a
eo Sa:a IV, u ce HaBeAeHH [oAony rro KJraca Ha optaHcxrr crrcreMr,r.

@pexrpenqujara na nojanyBarLe e 4erpunupaua Ha cneAHr.roB Haqr4H: MHory qecra
(>1/10); qecrrr (>1/100 ao <1/10); noManxy rrecrr4 (>1/1000 ao <1/100); perKr4
(>1/10000 Ao <1/1000); MHory perKrr (<1/10000) v Heno3Hara Spexgeuquja
(Opexrfenuujaru He Mo)r(e Aa ce npoqeHrr oA AocrarHrrre no4aroqu).

Pe:Hrr,re ua 6es6enHocnaor npo0ur
Hajuecro npujanynaHll HecaKaHu 4ejcraa ce uaso6orrKa, BprorraBnr\a, HapymyBarba Ha

Ar.rrecrr,rBHr,ror cucreM (ra4erre, oncunaquja u a64olruua,rna 6onxa), KaKo Lr

5paguxapauja, raxuxapauja, rIaJIrrr{TarIH}r, xr.rnoreneuja, upBeHr4no co rryBcrBo Ha
rorrJrrrHa, nepu(pepeH eAeM 14 3aMop.

Hecaxaun 4ejcrna npujaaeHlz Bo KJrrzHrrqKlrre r.rcrrr4TyBa*a 14 rro craBarLe Ha BeparraMr.,rJr

BO npoMeT:

Oprancrcu crrcreM rlecru flo*ra.nny
IIECTII

Perrcu Henoguara

$percSeuqnia
Hapyurynarba Ha

r{MyHI,IOT Ct4CTeM

IIpeoceTJrprBocT

HapyruynarLa Ha

HepBeH cHcTeM

uaeo6olxa,
BpTornaBHua

,/,

IIapecre3r{Ja,

rpeMop

ffiDx
eKcTpanupa]',lkr4aJrllkr
HapyrxyBarsa,
rrapaJil43a
, .l
(rerparape3a)',
KOHBYJI3I,IU

HapyurynarLa Ha

uera6orusMor a
rrcxpaHaTa

/;
(ii 

r
i"k^*'fi ifuail E I

\:unepxarerrar.rja

flcr.rxlrjarpacra
HapyrxyBar[,a \

pros#idlffi 'l
Hapyurynarra ua
yBoro u la6upunro:r

\ w BepTr.rro

Cpuenra HapyuryBalba 6pa4uxapgula ila"JlrrvTal\uu,
raxuxapyuja

aTplro B eHTpr{ KyJrap eH

6nor (ups, Brop,
tper crenen),
cprleBa cna6ocr,
clrHyceH apecT,
cr,rHycHa

6paauxapguja,
acucrottuia



Bacr<yrapura
HapymyBalba

rlpBeHr{iro co
TIYBCTBO HA

TOIJII,IHA,

xvnotensuia
Pecnnpa'ropun,
TOpaKaJIHH [I
uegujacruHarult
HaDVIXVBarsa

6ponxocna:al,t,

AlICIIHea

HapyuynaEa Ha

racTpoI4HTecTHHaJIeH

CI4CTCM

oncunaquja,
raAerbe

a6Aouunanna
6oma

rroBpaKarbe r.rJreyc,

II,IHfI4BAJIHA

xuuepnrasuja,
a6Aouunares
aprcxona$opr

Hapymynama ua
KOXaTa I{
IIOTKOXHOTO TKI,IBO

xr4rrepxl4Ap03a aHfI4OeAeM,

Steven-Johnson-oB
craHApoM,

eprrreMa
uyrra$opue,
aronequja,
rrpypl4ryc,
ryprypa,
MaKynoIIalrynapeH
r4cutr,
ypruxapuia

Hapyulynalsa Ha

MycKynHo-
CKEJIETHI{OT CI{CTEM

I{ CBP3HI,ITE TKIIBA

aprpa:rrrlja,
MycKynHa cra6ocr,
wuawula

Pesarsu pt

ypu}]apHr4
HapylryBalsa

6y6pextua
uucy$uqueuquja

HapymynaruaHa
penpOAyKTI4BHIrOT

crrcTeM LI Ha lpaAI4Te

epeKTI4JIHa

4ucrfyuxrluja,
rrzuexouacruja,
raraxropeia

Onurru
HapylryBarba I{

Hapy[ryBarLa Ha

MECTOTO HA

anMIrHHCTpaU4la

nepurpepen
eAeM

3aMOp

Vlctturynat+,a 3rorleMyBaILe Ha

BpeAHocTI4Te Ha

XCIIATAJIHI4TC

EH3IIMI{,

3roneMyBalLe Ha

BpeIHOCTATe Ha

rrponaKTuH BO KpBTa

'llo cran{
cnyqal Ha

KOJIXI,IUT4H.

vIeT, BO IIOCTMapKeTI{HIIIOTO CIeAeIbe, IIppIJaBeH e eAeH

) nonpsaH co I4croBpeMeHa ynorpe6a:r'a BeparlaMl4n I'1

6una npe4I,I3BpIKaHa oA MI,IHyBarbe Ha KoJIXI'IqI'IH HI'I3



KpBHo-Mo3or{Hara 1apuepa nopaArl uHxr.r6raquja ua CYP3A4 u P-gp oA BoparraMr4Jr

(nagere aen 4.5).

Ilpujarynarre Ha HecarcaHr{ gejcrna
llpujanyrarLero Ha HecaxaHlrre gejcrna perr4crprzpaHu rro go6unarre ua ogo6peHrre 3a
craBalre Ha JIeKor Bo npoMer e oA roneMa Ba)KHocr. Ha onoj Haqr,rH ce o6es6e4yna
KoHTI{HyIIpaHo cIIeAeILe Ha KopHcTa HaCIIpoTLI pI43LIKOT OA ynoTpe6ara na JreKoT.

34pancrnenure pa6orrruqll Mo)r(e Aa ro npzjanar ceroj conHe)K 3a HecaKaHo gejcrno o4
JIeKor no HaquonaJlHuor IIeHTap :a QaplraxoBr.rrr{JraHrla \pu Areuqujara 3a JreKoBr4 r4
MeAI4ITHHoKH cpercrBa (yn.Cn.Kupur u Meroguj 6p.54 xar 1) HJrr{ no eneKrpoHcKr{ nar
rrp eKy n e6 crp au ara H a Areuq uj aru http : I I malmed. gov. mk/

4.9. [Ipego3rrpan,e

Curunrotru
Crau4pou Ha aKyreH pecnaparopeH Azcrpec, xprrroreuzuja, lpaguxapluja go Br{coK
crerleH Ha arpl4oBeHTpl4Kynapen 6ror H caHyceH apecr, xr{neptJruKettuja, cryrrop 14

naera6olua aul4Ao3a. 3a6e;rex<asa ce cMprHu cnylrav KaKo pe3ynrat Ha npeAo3r{par6e.

Tperuau
Tperualror Ha rrpeAo3l4pal]e co BepalaMr,rn tpe6a Aa ce cocror4 on cynoprr.rBHn Meprr4 r,r

tpe6a ila e vHI:uBaAyaneH. Eera-agpeueprvqHara crauynaquj a ulutu [apeHTepar'rHo
aAMI4IlIrcrpI,IpaH Kanllzyrr,r (rcanqr4yM xnopu4) ycneurHo ce Kopr4crar 3a neKyBarre Ha
lepopanHo [peAo3lrparbe co BepanaMzn. KrilHa.rxu zuauajua xr4rroreH3rrnua peaxquja
unl{ arpl4oBeHTpl{Kynapen 6lox co BracoK creleH rpe6a .4a ce neKyBa co Ba3onpecoppr
I4nv cpueBa eneKrpocrunayraquja. Acucrotuja rpe6a Aa ce neKyBa co noo6u.{aeuu
cynoprr.iBHr4 MepKr,r, nr<nyvynajrtu 6era-aApeueprurrHa cruuynaquj a (na nprrMep,
r43onpeH&rruu), 4pyru Ba3orrpecopLt krtkr KapAr4onynMoHirJrHa peauulraquja.
llopa4Ia norenquja,ruo oAJro)r(eHara ancopnquja Ha npor.r3BoAr.rre co rpoAonlxeHo
oclo6o4yname, rlauuel{Tl4Te rpe6a Aa ce 3aAprxar 6onsz[a sa Ha6JbyAyBarle 4o 48 uaca.
Bepalauu:i He Mo)r(e Aa ce orcrpaH:a co xeuoguja,rusa.

5. @APMAKOJIO IIIKI,I IOAATOUI{

5. 1. tDapuarcoAr.rHaMcrcu cnojcrna

OapnrarcoreparreBTcna rpyla:
6roraropu Ha Kanrlr4yMoBrrre KaHaJrr{

tpeuula,rruJraMr.rH
ATC rcoa: C08DA01

I(AHaJIVI, CeJIe(TLIBHI,I

eSerr, Aepr.rBarr.r Ha

Bepauanaur ro 6.noxupa rpaucuerra6paHcKuor rau$ryxc Ha Kanrluyuonure jouu Bo
cp rIeBr{Te 14 BacKynapH HTe MycKyrrH r,r KJreTKr{.

Ja HaManyBa norpe6ara Ha MuoKap,{or 3a Kr4cnopon co Ar,rpeKTHo lejcrno Ha
uera6olsure npoqeca Ha norporxyBaqKa na euepruja Bo KJrerKhre Ha cprleBr4or MycKyn
h IIHAI4peKTHo CO HaManyBaEe Ha IIpI{TIZCOKOT Ha OIIToBapyBaI['eTO Ha CpIIeTO
(.,afterload").
EQexror ua 6noxuparLe Ha Kanr{rryMoBuTe KaHaJrrr Ha Ma3Horo MycKyJrHo rKrrBo Bo

KopoHapHI{Te aprepl{u ro no4o6pyBa [poroKor Ha KpB Bo Mr4oKapAor, Aypr{ rr Bo rKraBara

'6t:tt%
fi; #

,'o4xu?,2(on.:e :



JrorI[paHr4 noAaJreKy oA CTeCHyBarLeTo Ha I(pBHIaOT CaA 14 lO HaMaJIyBa cla3aMor Ha

KopoHapHrrTe apTepHH.

AuruxunepreH3r.rBHraor erfexr Ha BepanaMlln ce reMeJII{ Ha HaManyBarLe Ha

nepusepuuor BacKynapeH oTIIop, 6es ilocneAoBaTenHo 3loneMyBalLe Ha cpIIeBaTa

Spen@eHUuja. Henta auauajuo otujauue Bp3 HopManHI,Ior KpBeH IIpIITI'{c9K.

Bepanauul noceAyBa 4o6pu aHTI4apI4TMr'ITIHI'{ eQelcru, oco6eno Bo c:ryuaj Ha

cyrlpaBeHTpl4Kyn apHa apv'tMtrr4.

Ja oAnoxyBa cnpoBoAnl4BocTa Bo aTpI{oBeHTpI4KynapHI4oT ja:on. Pesylraror, ro
3aBr4cHocr oA Br4Aor Ha HapymyBarre Ha cpUeBI{oT plrraM, e o6uonynatbe Ha cl4HycHrloT

pr{raM ulntm HopManI,I3I4paIae Ha BeHrpllKynap*aTa $pexneuquja. He n.rrajae Ha

HOpManHIroT CpIIeB pI4TaM I{JII',I CaMO ManKy lo HaMaJIyBa.

5.2. @apruaKoKlrHercxra cnoj crna

Bepauaruul e paueMcKa cMeca roja ce cocrot4 oA eAHaKBLI AenoBI4 na R-enanruouep u S-

eHaHTI4OMep.

Bepauaur.u eKcreH3r.rBHo ce trera6 onkavrpa. Hopnepauaul4Jl e eIeH ol, I2-te uera6oluru

u4eHruSuryBaHu Bo ypl4Hara, xoj uua 10 rc 20o/o o4 $apvraronouKoro 4ejcrno ua

BepanaMr4n r4 cor{uHyB a 6o/o oI er(cKpeTr4paHLIOT ler. fl"na:Ma KoHueHrpaul{Te rIpI4

cocroj6a Ha ArrHaMur{Ka paMHoTe)r(a Ha I{opBepaIIaMLIJr t4 BepalaMl'In ce cJII4rrHH.

Cocroj6a Ha AHHaMr4qKa paMHorex(a rro noneicerparHo Ao3plpane eAHaIIr AHeBHo, ce

rrocTl[HyBa no TpH AO qeTHpu AeHa.

Ancopnuuja
llo uepopanHa rrpHMeHa, noneite on90o/o oA BepanaMun 6p:o ce ancop6upa oA reHKoro

up"uo. Cpa4rruru cr4creMa pacnonolrfl4Bocr Ha HenpoMeHerara cyncranrlraja nocJre

eAHoKparHa Ao3a Ha BepanaMr4Jr co 6pso oclo6oAyBarbe e 22o/o, a 33oh flocJle eAHoKparHa

Ao3a Ha BepanaMrrn co npoAon)r(eHo ocJlo6o4yaae'e, rropaAli :Hauajuuor rraera6orusa]v{

lpr{ npBr4or npeMr4H Bo xenapor. EraopacuoJlox(rrBocra, upu6:ruxno e 4nojno rroloJleMa

rrocJre rIoBTopyBaHa rIpLIMeHa.

MarcutralHr4Te rrJra3MarcK[r I(oHrIeHTpaWV Ha BepanaMlzn ce rocrl4rHyBaar eAeH Ao ABa

qaca no [pIIMeHa Ha BepalaMI4JI co 6p:o oclo6O.Uyname v q,eT]1.pv Ao IIeT rlaca ilo

lpr{MeHa Ha BepanaMI4JI co [poAonxeHo oc.no6o4yBalLe.

MaxcuualHara rrJra3Ma KoHrIeHTpa\nja Ha HopBepa[aMIrJI ce rocrlrlHyea npu6:rl4)I(Ho

eAeH qac [o [prrMeHa Ha BepalaMrrJr co 6pso ocno6oAyBalre I4 rler qaca rro npI4MeHa Ha

BepanaMl4n oo [poAon]I(eHo oclo6oAyBalse' Xpanara HeMa BnvJaH:ae Bp3

6uopacnoloxlrBocra Ha BepanaMlrrl.

ilucrpu6yuuja
Bepananrun 111upoKo ce auwpulyzpa Bo reJIecFILITe rKIrBa, co BonyMeH Ha .4l{crpu6yuvja
oA 1.8-6.8 l/kg xaj 3ApaBr4 lo6pononqu. Bp:ynau,ero 3a rlra3Ma nporelrHrlre e oKony

90%.

uera6olzsupa. I4rt BI4Tpo trera6oluqrure cryAlalaBeparalrul
IIoKaxyBaaT
CYP1A2,
BeparraMun
IIITO CE I,IAE

rurera6otuzupa rpeKy III{roxpoM P450 CYP3A4,
P2C18. I(aj :4pann Ma)I(H, rrepopanHo rlpuMeHerlzor

:Ir Ha eI(cTeH3pIBerI Mera60,r[saM Bo xeflapor, npu
Lrr:lr) olJ xou uoneftero ce Bo rparoBlr. Iloeef(ero or
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Mera6orr.rrr4Te ce r4AeHrlr$r4KyBatkr KaKo pa3nr,rrrHu N- u O-amurilpaHr4 rrpou3BoAx Ha

BeparaMzn. OA osue uera6oruru, caMo HopBeparraMilrr LrMa:uauajuo Qaprraarcororuxo
4ejcrno (upu6luxcno 20o/o oA ocHoBHraor rex), urro 6ulo sa6ereNaHo no cryAuja na
KyrIuEa.

Enuuanauuja
flo uurpaneHcKa Izu{y:uja, BeparlaMr4n ce eJrr4Mr4Hrapa 6uexcnoueHquja;rHo co 6p:a paua
4Iacrpu6yuuoua @a:a (nonyxznor Ha eJrr.rMwnaguja oA oKony rrerapa rrauuyrz) LI

no6aeHa repMI,IHanHa erI[IMIzHaIIuoHa $asa (nonyxr.tBor Ha eJrr.rMr4Ha\hja oA ABa Ao ner
uaca). flo nepopzulHa npHMeHa, rloJrylr(r4Boror Ha eJrlrMuHaryuja e rpr.r Ao ceAyM qaca.

oxony 50oh ol no3ara ce eJrr4Mr.rHapa rrpeKy 6y6pe:ure Bo poK ol^24 ,nca,70o/o Bo poK
oA rIeT 4eua. [o 76Yo ol Ao3aTa ce I43narlyBa co cronl,Iqara. Ilpu6la>xno 3 rc 4%o ol
JIeKor Ixro ce u3naqyBa npeKy 6y6pesure ce eJlr4Mr.rHupa Bo HenpoMeHera Qopiraa.
Brynuuor KnLIpeHc Ha BepanaMun e peq[crz eAHaKoB Ha nporoKot na xpn Hr,r3 xelapor,
npu6ruxuo l llUkg (oucer 0,1-1.3 UWkg).

floce6su rorryJraqurr

II e d uj ampucrca no nyn atluj a

,{ocrauuu ce otpaHuqeura $aprraaKoKr.rHercKr.r rroAarorlu no ne4rajarpr.rcKara nonynaqzja.
flo IaHrpaneHcKa IIpHMeHa, cpeAHr4or rronyx(rrBor Ha eJrHMHHaryuja Ha BepalaMul 6put
9.77 uaca, a cpeAHl4or KnlzpeHc 30 1/h, xoj e oKony 70 llh xaj nospacHr.r co reJrecHa
re)I(I4Ha oA 70 kg. IIo nepopanHa rIpI4MeHa, rrJra3MarcKara KoHrleHrpaqraja npu cocroj6a
Ha iluHaMLrtIKa paMHore)I(a e ManKy rroMaJra xaj ne4rajarprrcKara nouylaqnja Bo oAHoc Ha
BO3paCHr4Te.

Ilocmapu turya
Bo:pacra Moll(e ga vrrujae ua SaprraaxoKrzHerr.rKara Ha Bepa[aMr,rJr xaj naqueurr.r co
xl4rlepreH3Iaja. llolyxtl{Boror Ha eJrHMr4Haryv\a Mo)r(e na6uAe [poAoJr)r(eH xaj lo<;rapure
nuua. AnrrzxunepreH3r.rBHr,ror etpexr Ha BeparraMr4Jr He e [oBp3aH co Bo3pacra.

Hapyrue u a p e H aJry H a Syurctluj a
Hapyrueuara peHanHa $ynxquja ne uujae Ha QapnaroKr{Herrrrara Ha BepalaMr.rJr, KaKo
Irrro e npI4Ka)I(aHo Bo KoMlaparutBHLr c'ty4uu xaj uaquenra co peHanHa uncyQuqueuquja
Bo KpaeH craAuyM kr r4crtu'raHr4rla co 3ApaBu 6y6pesu.
Bepanauul I{ HopBepa[aMI{JI He ce orcrpaHyBaar suauajno co xelro4uj arru3a.

Hapyuteua xenematma $yurcquj a
flo.ryx<unoror Ha eluuuuaquja ua raj naqueurr{ co HapyrxeHa
xenaraJrHa $ynxqvja, rrrro ce
BonyMeH ua gucrpu6yquj a.

5.3. IlpearcJrlrHnrrKlr nogarorlrr 3a

He e npuueuJrr,rBo.

6, @APMAIIEBTCKI,I TIOAATOIII

6.L. Jlucra Ha eKcrlnrrrreHcu

KJII,IpeHC r{ IIOrOJreMproT

lS-S ;f,,,.\,;,, L])
r .< Aii;. \\ u- t

: ''r,si"";'ti 
ots-],

Qyl,,":ffi



M6porpucraJrHa rleJryiro3a, JIaKTo3a MoHoxuApar, rIoBI{,qoH, HarpLIyM crpo6 uII{KoJIar,

TaJrK, MatHe3LIyM cTeapaT, HaTpLIW fiaypvfi cyrlpat, caxapo3a, apallcKa ryMa, MaKporoJI,

TilTaH Ar,roKcr4A, 6oja xunoru,rH xoJrra E 104, 6oja xeneso oKct4A xoJITa E 172, HarpI'IyM

6eusoar, 6oja noptoKaJlyBa E 1 10.

6.2 llnrcorvrnatu6n.nno cr
He e nprrraeHJll{Bo.

6.3 Porc Ha rpaeH,e
4 roArasu Bo opurruranHo rraKyBarre.

.{a ne ce ynotpe6yBa rlocJre rlcreKor Ha poKor na ynotpe6a!

6.4Haqwr Ha rlyBarbe

fia ce tryBa Ha reMrleparyp a go 25o C, Bo opilrl{HanHo rIaKyBaBe.

6.5 [prpoga rI coAp]r(*tualr,a naKyBarbero
Kyruja co 30 o6roxenu ralneruoa 80 mg (6nrctep 3 x l0)iryrzja).

6.6 IIoce6nII Meprr Ha IIpeTIIa3JIrIBocT 3a oTcTpaHyBalbe II Apyro paKyBalbe

floce6uu MepKI,I He ce rlorped:nu.
HeucropucreHuor JreK r,rJrl4 orrlaAeu rr,rarepuja-n rpe6a.qa ce orcrpanar Bo colJlacuocr co

JroKaJrHlrre 6aparca.

T.HOCVITEJI HA OAOEPEHIIE 3A CTABAIbE HA JIEK BO IIPOMET
PEIIJIEK @APM AOOEJI Crconje, y.n: Koene 6p. 188, 1000 Crouje, Peny6rura

Cenepua Mare4oulaja

8. EPOJ HA OIOEPEHI,IETo 3A CTABAIbE HA JIEK BO IIPOMET
tt-36691r0

9, AATyM HA TIPBO OAOEPEHIIE
TIPOMET/OEHOBA HA OAOEPEHIIE
TIPOMET

t0.09 .2002 I 07 .02.20 t 8

10. AATyM HA fr
Jyru2023

BO
BO

HA
HA

3A
3A

CTABAILE
CTABAIT'E

A HA TEKCTOT

JIEKOT
JIEKOT

.. d \i-iv,/*
(O uJ \ r,t ,(

ail ,s,




