
1 ,  t 4ME

CkIOOOP@ 500 mg, ShnM-o6noxeHV ralnern
C/IOOOP @ 850 mg, Qrnu-o6nox euv ta6nerLA
C[4OOOP@ 1000 mg, Qnnna-o6noxeHr ra6nerm

2. KB Afi l'lTATt t B EH Vl K BA HTl'lTATl4 B EH CO CTA B

E4Ha Qrnrrn-o6noxeua ra6nera C[4OOOP@ 500 coApxr4 500
xhApoxnopNA
E4Ha Smnrv-o6noxeHa ra6nera C[/OOOP@ 850 coAp)Kh B5O
xLlApoxnopilA
E4Ha Qmnu-o6noxeHa ra6nera CTIOOOP@ 1000 coApxr4 1000
xLrApoxnopnA.

-3a excqwnl4e+clt etngn 6.1

3. OAPMALIEBTCKI4 OEfl 1,1K

Orn ru-o6noxeH w t a6 nett
C[4OOOP @ 5OO, Sr,rnrrn-o6noxeH vt ta6nervt
C[4OOOP @ 850, Qrrrnrvr-o6noxeH vt ra6nervt
Ct4OOOP@1 000, Sranrr,,r-o6noxeH tt ta6nerut co

3El4PEH [,138E[UTAJ 3A OCOFyIHt4TE HA f lEKOT

mg

rvrer$oprunH

ruer$opnltrH

uerSoprunH

4. KJil4H[4q K[4 nOEATOL{vl

4. 1 . TepaneBrcK u vrtryvrKaqu H

TpervraH na gr,rja6erec Mennryc trrtn 2, oco6eHo xaj rojasHh naL{heHTh, eo cnyvaj
Kora nponmuaHara Afiera i l  sex6m He ce AoBonHr 3a oApx<yBaFbe Ha KoHrponara
Ha rnnKerrlrrajara.

.  Kaj  Bo3pacHra, CtzlOoOP@ 500 mg, Cf lOoOP@ 850 mg, Cl4OoOP@ 1000 mg
Qranrvr-o6noxeHvt ta6neril Mo)Ke Aa ce Kopr4crar KaKo MoHorepannia vtnn
ao xoM6NHaqrrrja co Apyrr opaflHh anrupvtja6etu4rrt vnv Bo xona6mnaqnja co
hHcynnH.

. Kai AeL{a novHyaajku og 1O ro4rauHa Bo3pacr h agonecl{eHrx, CIzIOOOP@
500 mg, CI4OOOP@ 850 mg, CI4OOOP@ 1000 mg Qmnu-o6noxeHu ra6nerh
MO)Ke Aa Ce KOpr4CTar KaKO MoHoTepanrrrja nn\ Bo xov6mHaqHja co HHcynhH.

3a6enexaHa e pe4yxqnja Ha gtja6etnHHr KoMnnilKaliht4 Kaj Bo3pacHh rojasHr
naLlheHTN co rmn 2 4nja6er rpernpaHh co rrrerQopurH xhApoxnophA KaKo
npuMapHa repanrrrja no Heycnex co AheT a ( avtgvt 5.1 OapMaKoAt4HaMcKt4 oco6vttttt).

4.2. fiosnpalbe H Har{nH Ha ynorpe6a

B-o_spacliltl

Mouorepannja u xorv6nnaqnja co Apyrn opanHu anrwgnja6ern4n :

Boo6rrqaeHo noLrerHo AosupaH,e Ha verSopMr4H xt4ApoxnopnA oA 500 mg r 850
mg e eAHa ra6nera 2 Ao 3 narn Ha AeH 3E
AeHa Ao3ara rpe6a Aa 6nge noAeceHa
KpBHara rnrxevnja.  locreneHo sroneMyB
racTpor4 HTecrnHafl Ha noAHocnh Bocr.
Kaj naqkleHTyt Kor,1 npnMaar BhcoKLr Ao3r4
rpaMh Ha geu),  MoxHo e Aa ce 3aMeHar AB(

mg

mg



o6noxeHm ra6nerr co eAHa ra6nera oA CI4OOOP@ 1000 mg Sranrvr-o6noxeHn
ra6n ern.
MaxculranHa npenopaqaHa Ao3a e 3 g Ha AeH, 3eMeHa Bo rpt4 noeAhHeqHfi Ao3l4.
Arco e norpe6no Aa ce HanpaBH 3aMeHa oA Apyr opaneH npenapar: nperxoAHara
awupnja6ermqHa repanvtja ce npeKhHyBa n ce 3aMeHyBa co vrerQopMhH cnopeA
nperxolHo HaBeAeHoro Ao3lilpaFbe.

Korv6u na4nja co uHcy n kIH:

Mer$opMhH xhApoxropt4Aor t4 t4HcynnHor Mox(e Aa ce Kopl4crar eo xoru6nHhpaHa
repanrja 3a Aa ce nocrnTHe no4o6pa KoHrpona Ha rnrKeMhjara Bo Kpera.
MerSopMl4H xr4ApoxnopmA ce npr4MeHyBa co eoo6u.laeHa noL{erHa Ao3a o4 500 mg
nnyr 850 mg H roa eAHata6neta 2 Ao 3 narm Ha AeH, AoAeKa Ao3ara 3a tAlcynn1
ce noAecyBa aps 6asa Ha oApeAyBaFbe Ha HHBoro Ha KpBHara rnta revnja.

l-lo_crap-La:raqa: llopaAn Mox(Hocra 3a HaManeHa 6y6pexHa SyHxqmja xaj nocrapm
nhL{a, norpe6Ha e xopexqr,rja Ha Ao3ara Ha rrner$optvttlH xl4ApoxnopvlA Bo
saBhcHocr oA creneHor Ha cManeHocra Ha 6y6pexHara SyHxr-4nja. HeonxoAHil ce
nocrojaHr npoBepKh Ha 6y6pexHara SyHxqraja (aury't 4.4),

[e4a-u-ar+one-c-q-etr4:

Mouorepannja w xotvlnna4wja co nHCynnH:
.  Cyro$opt 5OO mg, Cmo$opt B5O mg, Curo$opt 1000 mg Smnnr-o6noxeHu

ra6nerr Moxe Aa ce Kopt4crar Kaj Aeqa novHyaajxra oA 10 roAkluHa
BO3paCT v KaJ aAOneCqeHTh.

. Boo6hL{aeHa nol{erHa Ao3a e eAHa ra6nera og 500 mg vnv 850 mg eAHaLU

AHeBHo, sa BpeM e vnv nocne o6pox.
flo 1 0 Ao 1 5 AeHa Ao3ara rpe6a Aa 6uge noAeceHa Bps ocHoBa Ha
KoHLleHTpaqurjara Ha KpBHara rnnxeumja. ilocreneHo 3roneMyBaFbe Ha Ao3ara
AoBeAyBa Ao nogo6pa racrpor/HTecrhHaflHa noAHocnfi Bocr. MaxcrvanHa
npenopaLtaHa Aosa na uersopMtrH xr4gpoxnopilA e 2 g Ha AeH, noAefieHa Ha 2 nnn
3 noegnHeqHn Aosh.

4.3. KonrpauHflnKaquu

. XrnepceH3hl4BHocr Ha uer$opMr4H xt4Apoxnopn A nnv Ha HeKou oA
eKOL{HnheHcHTe.

o [rja6erhL{Ha KeroaqrAo3a, gnja6ernL]Ha npe-KoMa.
o 6y6pexHa rancyShqheHL{k1 ja tant ' t  6y6pexHa 4rrrcSyuxqnja'(xpearnHrH

Kni lpeHc <60 ml /min) .
o AxyrHn cocroj6ra co noreHqr,rjanHr npoMeHn Ha 6y6pexHara SyHxtqNja xaxo

Ha nprMep: AexhAparaqmja,reuxa nHQerl{r ja, uroK, hHTpaBacKynapHa
aAMvlHt4crpaqmja Ha jo4rapaHn KoHrpacrHt4 cpeAcrBa (em4r 4.4).

. AxyrHtA LAILA xpoHr4L{Hr 6onecrLl Kor4 Mo)Ke Aa npeAnSgnKaar rKI4BHa
xunoKcrl ja xaxo Ha nprMep: cpl{eBa vlnv pecni lparopHa rucy$NqneHquja,
cBe)K MnoKapAmjaneH r,rHQapxr, uloK. 

'b

. XenaralHa rzrHcy$r4qheHqnja, axyrHo rpyeFbe co af lKoxon, anKoxonh3aM.

. flaxraqraja.
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4.4. CneqmjannH npegynperqyBalba H nperna3flHBocr npn ynorpe6a

IfaxrusLraiquAo3-a:

f laxrnqnara aqmAo3a e perKa, Ho cepho3Ha vera6onHa KoMnnhxaqraja (arcor
Mopranhrer Bo orcycrBo Ha HreH rperMaH) xoja ce jaeyea nph aKyMynaqmja Ha
uer$oprrarn xmApoxnophA.[ ipNjaeenr  ce cnyqah Ha naKrhL]Ha aqhAo3a Kaj
nal{heHTkl Kot4 ce Ha TperMaH co ruerQopruNH xhApoxnophg, a HMaar
curnvtSttKaHrHa 6y6pexHa hHcyQraqraeHl{hja, Hejsyrnara nojaaa Moxe u tpe6a

Aa ce HaMaflh npeKy nphMapHo cneAeFbe Ha Apyrhre Qaxropn Ha pt 3tAK KaKo
ruro ce: HepegoBHa KoHTpona Ha gnja6erecor, KeTo3a, nponoHrHpaHo
rnaAyBaFbe, hHTeHskrBHo KoHcyMr4paFbe Ha anKoxofl ,  xenaTarHa
rHcyQmt-lneuqttja r cexoja cocroj6a acoqhpaHa co xnnoxcrja.

flnjarnocrt44t4pa:be:

Pnshror oA naKrvrqHa aqh4o3a Mopa pa6wpe 3eMeH B npeABvlryVl Bo cnyL.{aj na
HecneqhSNunu 3HaL{r KaKo urro ce MycKynHh rpL{eBh co AhrecrlrBHr4
nopeMeryBaFba KaKo uJro ce a64oMfiHarHa 6onxa h reuKa acreHnja.
flaxril.{Frara allhAoga ce KapaKTeph3hpa co aqhAosHa AncnHea, a64oHlraHanHa
6onxa n xhnorepvraja npocne4eHa co KoMaro3Ha cocroj6a. f l r jarnocrnL{Ko-
na6oparopl lcKr4Te recroBh noKaxyBaar HaMafleH KpBeH pH, nna3MarcKo HhBo
Ha naKTaru HaA 5 mmol /L,3roneMeH aHjoHcru "gap" n grof leMeH oAHoc Ha
naKTarH lnvtpyaarn. floxonxy nocror4 coMHeBaFbe 3a vera6onrqKa aqhAo3a,
3eMaF.bero Ha uer$oprrrrr,rH xnApoxnoph4 rpe6a ga ce npeKhHe L nal{f ieHTor
NrHo Aa ce xocnhrannsvpa (engt 4.9).

P e_nan n a_rFyn rcrlnj_a

5ngejkt rvrer$opMr4H xLlApoxnopklA ce eKcKperhpa npexy 6y6pe3nre, HhBoro Ha
cepyMcKr4or Kpearv+vl+ rpe6a Aa ce oApegyBa npeA noqeroKor Ha rperMaHor v1
nocrojano Bo reK Ha rperMaHor:
o HajManKy eAHal.u roAr,lruHo xaj nallreHrll co HopManHa 6y6pe>KHa SyHxqrja,

" HajH,lanKy ABa Ao L{erilpn narLA roAr4LxHo rcaj naqueHTyl co cepyMcKvl KpearHHHH Ha
ropHara HopManHa rpaHHqa n KaJ nocrapH nhqa.
HauaneHara 6y6pexna Qyxqvtja xaj nocraph nNqa e L{ecra h achMnroMarcKa.
florpe6Ha e noce6Ha snhMareflHocr Bo cflyqah KaAe 6y6pexHara SyHxqrja uoxe
ga 6npe HaManeHa, Ha nphMep Kora ce 3anolrHyBa aHThxhnepreHgrBHa repanuja
Ltnv AHyperHLJHa repanrja n Kora ce sanoqHyBa repannja co HecrepotAq+tA
aHrnmHQnaMaropHh neKoBkl.

AArvrraHracrpaqlrja Ha xoHrpacrHm cpeAcraa xoil coApxar joA: \

l4nrpaeacKynapHa aAMhHtAcrpaqtAja na KoHrpacrHl4 cpeAcrBa Kon cogpxar jo4 eo
paAuonouKt4 mcnfiTyBaFba Moxe Aa AoBeAe Ao 6y6pexua raHcySllLlheHqhja, saroa
uerQopMr4H xhApoxnophA He rpe6a Aa ce 3eMa npeA nnn sa BpeMe Ha recroT vl
48 L{aca no hcnhryBaHrero v Aa He ce 3anoL{He noBTopHo co geMaFbe oA
BocnocraByBaFbero Ha HopManna 6y6pe)KHa $ynxqnj a (angra 4.5).

)fup-ypuru sa$arm

MerQopMr4H xr4ApoxnoprA He rpe6a Aa ce 3eMa 48.{aca npeA oApeAeH xupypuJKt4 :
saQar co onutra, cnr4Hanla nnv enrAypanHa aHecresrja. Tepannjara He rpe6a 4a
ce 3anoqHe co noBTopHo 3eMaHre nopaHo oA 48 Lraca no xPlpypllJKaTa
nHTepBeHqrja unil noBTopHo 3eMaFbe Ha nepopa
Hee BocnocraBena HopManHa 6y6pe)KHa SyHrqu



Aeqa n aAone-c-rl-elrrn

l-lpeA Aa ce 3anoqHe co rperMaH co ruerSopruraH xmApoxnopnA norpe6Ho e
KoHcrarhpaFbe Ha gnjarHo3ara Ha rhn 2 gvt)a6erec Menvryc.
He ce norBpAeHr euavajHr eSexrN Bo pacreFbero v1 ny6epreror Kaj AeL{a npkl
repanraja co rvrer$opMr4H xll4poxnophA 3a neptaoA oA eAHa roAHHa.3a ennjaHmero
Ha nrersopMr4Hor Bo nepno4or Ha pacreFbero tA ny6epreror Kaj
noAonroroAll[ueHTpeTMaH 3acera HeMa rusoprrrr a+tAt . 3aroa ce npenopaL{yBa
BHhMareflHo cneAeFbe Ha uer$opMmHcKrare e$exrn 3a oBhe nepnoAh xaj 4eqa
KoH ce rperhpaHh co verQopMr4H xr4poxnopLlg, oco6eHo xaj npeA-ny6eprercKara
BO3pacr,

Aeqa Ha Bospacr ueiy 10-12 roAhHn:

Cavro 15 naqheHTkr Ha Bospacr oA 10 Ao 12 roAhHr,l 6ea BKyqeHH Bo
KoHrponhpaHilre KnhHrlL{Kvl crygr4r4 cnpoBeAeHH xaj 4eqa u aAonecl{eHTvl, lAaxo
eQnxacHocra tA chrypHocra Ha ver$opunH xhppoxnopnA Kaj oBhe Aelia He ce
pasnhKyBa Bo oAHoc Ha e$rxacHocra n chrypHocra Kaj nocrapn AeL{a LA
aAoflecl{eHTkl, norpe6Ha e noce6Ha npernasnhBocr nph npenhuyBaFbe Ha neKor
raj geqa norvreiy 10 u 12 rogtwHa Bo3pacr.

Apyru-npeAynp-eAy-B-atl-a:
Cltre naqreHTm rpe6a Aa ia npoAonxar caojara Ahera co cooABerHo BHecyBaFbe
ua jarnexnAparu Bo reKor Ha AeHor. l laqueHrhre co npeKyMepHa re)Knna rpe6a
Aa npoAon)Kar co HklBHara crporo KoHrponhpaHa Ahera.
[1orpe6no e nocrojaHo h3BeAyBaFbe Ha soo6hl{aeHh KoHrponv Ha rnhKeMnjara.
Mer$opMhH xhApoxnophA 3eMeH caM HhKorau He npeAh3Br4KyBa xhnornmxeunja,
Ho, Mopa Aa ce BHhMaBa nph HcroBpeMeHa annrrcaqmja Bo xotrr6nHaqhja co
hHcynNH vnn cy nQournypea.

4.5. l'lnrepaKl{}tn co Apyrr" neKoBH H Epyrn $opr'an Ha HHrepaKqnn

KoM6h H a+r,r yr xo t,r He_ce n p-elopa.{ye aax

Anxoxon:

3ronenaen ph3r,tK oA flaKTLl''{Ha aqhAo3a npH aKyrHa hHToKcLlxaqnja co
anKoxon,oco6eHo Bo KoHTeKcr Ha: rnaAyBaFbe vnn ManHyrpn4taja, xenaranHa
nHcySrqreuqraja. lAs6erHyeajre KoHcyMhpar-be Ha anKoxonHh nnjanoqr nntA
neKoBr4 Kor4 coApxaT anKoxon.

KourpacrHu cpeqcrBa KoLt coqpx<ar jog @ugn 4.4):

l,4HrpaeacKyflapHa aAMvrHvrcrpaqraja Ha KoHTpacrHtl cpeAcrBa KoH co4px(ar joA
Mo)Ke Aa AoBeAe Ao 6y6pexna raHcy$nqheHl{hja, pesynrrapajkvl co aKyMynaqrja Ha
naerQopMnH xylApoxnopvrA 14 3FoneMeH pLA3tAK oA naKTyrqHa al{krAo3a.
MerQopMktH xl4ApoxnopnA He rpe6a Aa ce 3eMa HenocpeAHo npe A v1 aa BpeMe Ha
Tecror, KaKo v1 48 L.raca no hcnhryBaFbero, v1 Aa He ce 3anoL{He noBTopHo co
3eMabe Ao BocnocraByBaFbero Ha HopManHara peHanHa cocroj6a.

Koru6ruraqnu-ra jxqr-e-rorge-6-na-np-enra3ftLocri

[-nyxoxopruKoHAn (cncreucxn H noKanHu HaqLrHu Ha annnKa4nia); 69
aroHncTu u AnypernL4u rMaaT hHrpl4H3r4L{Ha xhneprnhKeMHcKa a
tzlHQopnampajre ro nal{heHror t4 r,l3BeAere noQpeKBeHreH MoHr4rophHr rya-4psriatat. *ri:

rnuxeurja, noce6Ho Ha noqeroKor Ha TperMaHor. ,Qoxonxy e; ;ngrpe6r-lp '1...,:
r J r ! 4 K e M y t j a ,  l l u u e u H u  r - r d .  i l u Y U l r J r \ r J r  H c r  r P e t M d f l u r .  H U I \ \ J J r ^ y  u ' ' u u r P - e ( , F l . v  t . r . ' * i t

npHflaroAeTe rh Ao3HTe Ha aHTH4r,rja6erHL{Hr4oT fieK Bo TeKoT Ha Tepanr,rjara cd-r it '- j la \,\J 
; i,; _ i;

ApyrHoT f leK ce Ao HeroBoro npeKHHyBaFbe.
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AKE-llnxn6nropn
Mo)Ke Aa ro HaManar HhBoro Ha rnyKogara Bo KpBTa. ,Qoxonxy e norpe6Ho,
npfinaroAere rA Ao3vlTe Ha rrnersopMvlH xr4ApoxnophA Bo reKor Ha repanrjara co

Apyrhor neK ce Ao HeroBoro npeKhHyBaFbe.

4,6. SpeMeHocr H Aoerbe

,Qo ,qeuec, He nocrojar chrypHvr ennAeMhono[IrKt4 noAarol{tA naKo ttcnvryBaFbara

Kaj xytBorHt4 He noKaKane urerHh e$exrn Ha 6peveHocra, evr6proHanHhor,

SeraneHror paeaoj, nopoAyBaFbero f i  nocrHaranHror paseoj (ar4n 5.3)
Kora naqheHTKara nnaHmpa 6peveHocr v1 Bo reK Ha 6pervreHocra, gnja6etecor He
rpe6a ga 6nge rperhpaH co rvrer$opMtaH xr4ApoxnophA, Ho rpe6a Aa ce Kopt4crt4
v+cyntA+ co L{er Aa ce oApxyBa HhBoro Ha KpBHa rf lnKeMhja eo HopManHh rpaHHL{r4
tA KorKy Lrro e MoxHo no6nrcrcy co qen Aa ce HaManh ph3r4Kor oA QeranHN
rrlanQopMaqrH acoqhpaHfi oA a6nopruanHh BpeAHocrvl Ha KpBHara rnttKevrja.

Mer$opMr4H xytApoxnophA ce eKcKpernpa Bo MneKoro raj craopqr sa BpeMe Ha
naxraqnja. CnH.rHN noAaroqr Kaj )KeHnre Bo nepnoAor Ha naxraqnja He ce
norBpAeHhh Ho cenaK e norpe6Ho Aa ce npeKHHe AoeFbero nnrA TperMaHor co
uerQopMhH xklApoxnophg a npta roa Aa ce HMa Bo npeABhA 3Apaejero Ha rrrajxara.

4.7. ESeKTU Bp3 cnoco6Hocra 3a ynpaByBalbe co Bo3yr na n MaurHHh

MerSopMr4H xhApoxnopr4A KaKo MoHorepanuja He npeAr3BLlKyBa xilnorflvt<evuja vt
3aroa HeMa HuKaKoB eQexr Bp3 cnoco6Hocra 3a ynpaByBaFbe co Bo3rf la v1
MAtUL,IH14.

Cenax, naqheHrhre rpe6a Aa 6wpar npeAynpeAeHh 3a MoxeH ph3r4K oA
xfinornhxeurja Kora uer$opMr4H xmgpoxnopfiA ce nphMeHyBa Bo xou6nHaqrja co
Apyrh aurn4raja6ernqnH areHch (cynQoHnnypea, nHcynHH, penarn vtnvp,) .

4.8. HecaKaHu ,qejcrea

Moxe Aa ce nojaear cneAHhre HecaKaHH 4ejcrea nph rperMaH co lrerQopvrrH
xr4ApoxnophA co Qpex$eHqmja ge$nnnpaHa KaKo uro cneAh: MHory qecrul: >1/10;
Hecrr l  >1/100,  <1 i  10;  Heeoo6rL{aeHH >111,000,  <1/100;  perKh >1110,000,<1/1  ,000;
MHory perKr4 <1110,000 v1 Heno3Harh cnyvah (ne Mo)Ke Aa ce npol{eHar oA
AocranHfire noAaroqn).
Cexoe rpynrpaFbe no SpexQeHrHocr Ha HecaKaHhre 4ejcrea ce npercraBeHr
KaKO UrTO Ce HaManyBa CepHO3HOCTa.

tlap-yl-tye-am-a-rra-nep B H 14 or c 14 cre M :

lecrn: Hapyu.ryBaFba Ha BKycor

f acrpo_uHre-crft reilHuHap_y_ruyl_ab_ai

MHory qecrh'. l-acrporHTecrhHanHH cr4MnroMu KaKo raAeFbe, noaparcaFbe, ,qrjapea,
a64ourHanHn 6onxr n ry6vttoK Ha aneTnr. OeHe HecaKaHr eSexrvl ce nojaayeaar
o6nqHo Ha noHeToK Ha repanlrjara v chMynraHo ylcltegHyBaaT eo HajrofleMhor 6poj
cnyL{avt. 3a npeaeHqr,rja Ha oBHe AhrecrhBHh HapyLUyBaFba ce npenopaLryBa
AHeBHara Ao3a Ha uerQopnarH xilApoxnopLlg Aa ce noAerh Ha 2 LAntA 3 narh,
3eMeHa ga BpeMe Hnh nocne o6pox. 6aeHo noKaLryBaFbe Ha Ao3aTa Mo)Ke ga ja
nogo6prr racrpot4 HTecrh H afl H ara rone paHTHocr.

flap-y-u:ya-aru-a-u- l

MHory peTKu: KoxHlr peaKqnh KaKo qpBeHhno, qeluaFbe, yprvtrcapnia
"+. 

r'



f\ileta6_onhe_aM_JaHap_y[LyBarh-a_B_o_ttrcxpaflarai

MHOry peTKn:
flarcru.rHa al{nAoea (amgn 4.4.)
HavanyBaFbe Ha ancopnqnjara Ha BfiTaMhHor 812 co HaManyBaFbe Ha cepyMcKoro
HklBo npr Aonrorpajna repannja co rvrer$opMLtH xr4gpoxnopktA. Oeaa nojaea rpe6a
Aa ce seMe Bo npeABhA AoKonKy ce pa6orlr 3a naqheHr co uerano6nacrHa
aHeunja.

X eaaro6n n N n vr j apHrftLerpy ut_y B a ru_al

Henosuaru cnyLtan: lAsonnpantu cnyqavr Ha a6HoprvranHocl4 Ha qpHoApo6nrre
SyrtKqhoHanHh recroBt4 vnv xenarhl4c Koj ce noBneKyBa co npeKhHyBaFbe Ha
verSopM 14 H xhgpoxnopklA.

Bo ny6nut<aqnvre oA nocr-MapKerrHru Khre tlcnvrylaFba v KoHrpon npaHnre
KnL HVlKn cry AtAtA Kaj negrjarphcKa nonynaqraja oA 1 0-1 6 roAruHa Bospacr
rpermpaHr Bo reKor Ha eAHa roAhHa, nprjaeeHnre HecaKaHn 4ejcraa no nphpoAa
fi Te)KuHa ce cnhL{Hr4 KaKo oHfie rcaj eospacHn.

4.9. l-lpego3uparbe

Aypr,r H npkr ronKy Br4coKr4 Ao3r4 KaKo 85 g He e sa6enexaHa xhnornhKeMuja, uaxo
BO BaKBfi OKOnHOCTLI nrrra nOjaBa Ha naKThLrHa aqhAOSa. BhCOKH npeKyMepHr AO3r1
Ha nrerSopnaNH xhgpoxnopLlA tAnn nphApyx(Hh pvgnqn Mo>Ke Aa AoBeAar Ao
naKThL{Ha aqnAosa. fiaxrhL{Hara aqhAo3a e ypreHTHa MeAhqhHcKa cocroj6a xoja
6apa hHrepBenqrja eo 6onHhL{Kr4 ycnoByl. Hajgo6ap HaL{nH 3a orcrpaHyBaFbe Ha
flaKraror n uerQopMyrH xr44poxnophA e xeuogrjantAsa.

s. OAPMAKOfiOUKI,I OCOEEHOCTM

5.1 . OapMaKorqnHaMilcKlr oco6nnn

OapnaarcorepaneBrcKa rpyna: Opannn awvtpuja6ernqn. EnrsaFt nAn; ATU KoA:
A1 OBAO2
Mer$opturn xnApoxnopklA e 6nraan14 co aHrhxhneprnHKeMhLteH e$err,
HaManyBajku )a vt 6aeanHara vr nocrnpaHgr,rjanHara nna3MarcKa KoHqeHrpaqraja Ha
rnyKo3ara. He crhMynilpa cexpeqmja Ha hHcynhH v1 3aroa He npeAh3BklKyBa
xhnorflhxeunja.
MerQopMr4H xyrApoxnopilA Moxe Aa AenyBa npeKy 3 rvrexaHnsMLl:

(1) 3ronetuyaa npeB3eMaFbe v1 hcKopr4cryBaFbe Ha rnuKo3ara Bo HanpeLrHo-
npyracrara MycKynarypa co Lrro ja cvanyBa r4HcynnHcKara pe3hcreHqNja.

(2) Cvranyaa npoAyxqraja Ha rnnKo3a Bo L{pH Apo6 (ycnopeHa rnnKoHeoreHe3a
v rnnKoreHonnsa))

(3) Crraanyea HrBo Ha nnnonporenHh co Mana n MHory Mana rycrfiHa
(vDL,VLDL)

(4) r sa6aeyBaFbe Ha hHrecrrHanHara a6copnqmja Ha rnyKo3a.
MerQopMt4H xr4Apoxnopur4 ja crraMynnpa rHrpaL{enynapHara cnHre3a Ha rnnKoreH
4enyaaj kn nairr yl KoreH chHTa3a.
MerQoprunH xtlApoxnophA ro 3roneMyBa rpaHcnoprHt4or Kanal{hrer Ha chre
rhnoBh Ha nrena6paHcKr4 rnyKo3HH rpaHcnopreph (GLUT) no3Harh Ao AeHec.
Kaj nyie, ocBeH oBhe eQexl,r Ha KpBHara rnHrcevNja, vrerQopM14H xr4ApoxnophA
nMa He3aBh-ceH no3HTurBeH eSexr Ha uera6onn3Mor Ha nvnnryn. Oea e
AeMoHcrphpaHo nph repanhcKr4 Ao3r4 Ha cpeAHo- v Aonrorpq1l,/ KoHrporHpaHyl
Kfit4HllqKr4 HcnHTyBaFba: uerQoprunH xv1
Hv4BoTo Ha roranHmor xonecrepon, flAfl-)

'::_;€*pjhFi
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l lpocnexrnBHara paHAoMr43t4paHa cry4rrja (UKPDS) rra norBpgt4 AoflrorpajHrre
npeAHocTn Ha hHTeH3hBHa KoHTpona Ha rnrKer,aNjara xaj eoepacHV naqHeHTLl co
run 2 gnla6er.
AHanrshre oA pe3ynrarnre xaj naqreHrh co npeKyMepHa re)KhHa rpernpaHn co
ver$opM14H xr4ApoxnopvrA no Heycnex caMo co AHera noKaxaal
-crarHurQhKaHTHo HaManyBaFbe Ha anconyreH pnsLAK Ha 6mno xoja KoMnnhKaqmja
noBpsaHa co gnja6erec raj verSopMhHcKara rpyna (29.8 cnyuavtl1000 naqneHrfi-
ro4ruHo) Bo oAHoc Ha rperMaH caMo co At era (43.3 cnyuanl1000 naL{HeHrLl-
roAHtrJHo),p=0,0023, tA Bo oAHoc Ha rpynrre Ha xou6rHnpaHa MoHorepanvtja
cyn$ounnypea tA tt lcynnn (40.1 cnyuam/1000 naLlheHru roAhr.uHo), p=0,0034;
-crrnu$nKaHrHa pe4yxqmja Ha anconyreH ph3lrK Ha MopranmTer noBp3aH co
grja6eror: ruer$opMmH xhApoxflopr4 A 7.5 cnyuaul1000 naqreHrh-roAruHo, caMo
co Ahera 12.7 cnyuatal1000 naqreHril-roAhurHo, p=0.017;
-cnrHrShKaHTHa pegyxrqnja Ha anconyreH pv3tAK Ha BKyneH MoprarHrer:
rrrrerQopMr4H xnApoxnopLlg 13.5 cnyuawl1000 nal{ueHrv-roryvluHo Bo oAHoc caMo Ha
AtAera 20,6 cnyuanl1000 naqheHrh-roArtuHo (p=6.01 1), t4 Bo oAHoc Ha rpynnre Ha

' xou6nHmpaHa 'cynSonrflypea v hHcynilH MoHorepanmja 1 8.9 cnyuanll000
naqneHril- roAll ru Ho (p=9. 021 ) ;
-cnrHraQHKaHrHa pegyxqxja Ha anconyreH pn3hK oA Ml4oKapgrjaneH ruQapxr:
rvrer$opMhH xmApoxnopllA 1 1 cnyuavtl1000 naLiNeHrH- roAmruHo, Bo oAHoc caMo Ha
Ahera 1 8 cny'ranl10O0 nal{reHrh-roAqtuHo (p=0.01 )
Kora vrerQopruran xnApoxnophA ce Kopr4cl,1 KaKo neK oA Brop ms6op Bo
xovr6NHaqltja co cynQoHfinypea He noKaxyBa KnhHhLrKh npeAHocl4.
Kaj rmn 1 gnja6et, xou6nuaqhja Ha ruerSopvnn xhApoxnophA v1 hHcynHH e
Kopr4creHa xaj ceneKTHpaHH naqheHTh, Ho He ce npNjaaeHn KfinHnvKV npeAHocrl4.

KoHrponr4paHnre Knr4Hr4LrKt cryAIAV KaJ nHMHTr4paHa neArajarprcKa nonynaqnja o4
10-1 6 roAyrlHa Bo3pacr rperhpaHa Bo reKor Ha eAHa roAhHa AeMoHcrphpaa
cnHL{eH oAroBop Bo rnmKeMncKara KoHTpona KaKo oHaa rcaj eospacHm.

5.2. OapMaKoKr4FNerHLrKH oco6uutr

AOaoplqnial

ilo nepopaneH annnxaqnja ruerQopMvrHor ce a6cop6r,rpa oA reHKhre qpeBa tA
Cmax ce nocrr{rHyBa 3a oKoJry 2 qaca. Smopacnofiox(t4Bocra Ha rrrrer$opvrmH
xr,rApoxnopulA o4 500 mg hnv 850 mg ra6nera e npN6nh)KHo 50-60% xaj sgpaen
go6poaonqn. f lo nepopanHa annnxaquja oA Hepecop6npaHara KoflhqhHa Bo
Qeqecor ce eflNMr4Hfipa 2O-3O%.
I-jpn xpoHhLreH nepopaneH TperMaH co nlterQoprrnraH norpe6eH nephoA 3a
ypaMHorex(yBaFbero Ha nna3MarcKmre KoHqeHrpaL{l1l4 (steady state) e 24 4o 48
Lraca h Bo 3aBhcHocr oA roneMnHhre Ha noeAnHeqHHTe Ao3yt ce ABh)Kar oA 1-3,1
vrqr/vn.
Xpanara v naToflourKnre cocroj6r npareHr co ea6psan Mol4nHTer Bo
racrporHrecrnHaflHhor rpaKT Mo)Kar sHauajuo Aa ja HaManar a6copnqnjata Ha
v erQo p M r,1 H xr4,Apoxn o phA.

AurcrBzr6-yllria

Bpsyaar-sero 3a nna3Ma nporemHnTe e 3aH(
ce Ahcrpvt6ynpa H Bo eprrpoqvrvre. llrxor
v1 ce nojaeyea cKopo Bo t4cro BpeMe. Ut
npeTcTaByBaaT BTopt4oT KoMnapTMeHT 3a A!
4racrplr6yqilja (Vd) e r',refy 63-276 L. /.'i i ;
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Mera6onursav:

MersoprrlraH xklApoxnopktA ce eKcKperHpa HenpoMeHer Bo yphHara. He ce
N4enrraShKyBaHu ruera6on wu xai nyie,

Ennvrnnaqnla

PeHanHnor KnnpeHc Ha uer$opMr4H xl4Apoxnopng xaj s4paer oco6n e nororeM oA
400 ml/rvrrrrH, LUTo r4HAt4qt4pa AeKa ruerQopMt4HoT xt4ApoxnopnA ce entAMtAHtApa co
rnoMepynapHa $lrnrpatyja n ry6ynapHa ceKpeqr,rja. l- lo nepopanHa annmxaqrja,
TepMnHanHhor eflf iMr4HaqHcKr/ nonyxnBor Ha ruerSopMhH e oKony 6.5 .{aca.
Kora 6y6pexHara $ynrqrrrja e HauaneHa, 6y6pexHhor KnhpeHc ce HaManyBa Bo
oAHOC Ha KpeaTHH14HOT tA enHMilHal-{t4oHr4oT nony)Kr4BOT e npoAonxeH,

AoBeAyBajxn Ao noKaLreHh BpeAHocrv Ha uer$opMLrH xLlApoxnophA Bo nra3Mara.

[eua m a.qonecuenrm:

Cry4rja Ha eAHoKparHo Ao3NpaFbe: i lo eAHoKparHa Ao3a Ha nrerQoptrrmH
xt4gpoxnopytA 500 mg Kaj ne4mjarphcKr4 naqheHrkl noKOKaH e cflnLreH

SapvraxoKrHeThL{Kr4 npo$ran KaKo v Kal3ApaBH Bo3pacHn tAHAL Bvlqyv.
Crygnja Ha noBer(exparHo Ao3hpaFbe: l-lo4aroqhre ce caMo oA eAHa cry4nja, l-lo
noBropyBaFbe Ha Ao3ara oA 500 mg ABa naru AHeBHo 3a 7 gena xaj ne4rjarpmcxn
naqheHrh nhKor Ha nna3Ma KoHqeHrpaqujara (Cmax) h chcreMcKara eKcno3url{t4ja
(AUCO-I) ce HaManeHh oKony 33To L4 4O%, Bo cnope46a co Bo3pacHr
pnja6etrL{apfi Koh 3eMafle noBexercparHr Ao3r4 og 500 mg ABa narh AHeBHo sa14

AeHa. Sngejkn Ao3ara vHAt BnryyanHo ce rrrpllpa Bo 3aBhcHocr oA rfihKeMhjara,
oBfie noAaToqn t MaaT nnMnTnpaHa KnHHhL{Ka Ba)KHocT.

5.3. l- lpeAKnHHHrrKu noiqaroqn 3a curypHocHa ynorpe6a na neKor

Pesynrarnre oA npeAKnhHNL{Khre hcnhryBaFba Ha cneqnjanh3hpaHara
ToKc14LJHocr ( uyrareHocr, TeparoreHocr, eu6praoroKcrlLrHocr, KaHqeporeHocr,
penpoAyxqrja) yKDKyBaar AeKa uerSopMr4Hor noceAyBa npr,rSarnvB npo$rn xaj
xpoH14L{eH TpeTMaH.

6. OAPMAqEBTCKI4 OCOEEHOCT14

6.1.  I lucra Ha eKcqunueHcn

CNoQop* 500 mg: xhnpoMeno3a, noBhAoH, MarHe3HyM creapar, MaKporon 6000,
rnraHnyM AvrKcr4A (E 17 1).

CmoQopt 850 mg: xnnpoMeno3a, noByrAoH, MarHesmyM creapar, MaKporon 6000,
rnra+VyM Ay{KcvrA (E 17 1).

Cr,roQop@ 1000 mg: xnnpoMefiosa, 15000 mPas, noBLtAoH K25, MarHe3hyM
creapar, MaKpor-on 6000, rtAraHnyM At4Ko4A (E171)

6.2. 14n xoMnaru6unnocr

I

6.3. Pox Ha rpaebe

3 ro4nHm (CI4OOOP @ 500 mg; C/IOOOP t BS0 mg;

6.4. Cnequrjannvr ycnoBn Ha r{yBarbe

Heua noce6Hn npe.avnDeavBaFba 3a vcnoBhre Ha Lnoce6Hn npeAynpeAyBaFba 3a ycnoBhre Ha L{yBaFbe,

SIOFOR 1000  mg)



6.5. npuporqa H cogpx(uHa Ha naKyBatbe

C t4 OOO P@ 500 m g : l-1 B { anyMvlHtAyv 6n N c r ep vnn n B LVn B,[l-t/Aan y Mnlny M
6nrzrcrep co 30 ra6nern, 60 ra6 nerl^ u 120 ra6nern

C [4OOO P@ BS00 m g ' l-1 B l{anyM h H t4yvr 6n nc r ep nnv n BLVF Bfl LfAanyM H H r4yM
6nrcrep co 30 ra6nervt, 60 ra6 nerv u 120 ra6nern

C t4 OOO P@ 1 000 m g : l-l B l-t/anyM h H 14 yM 6n urcrep u nn IlBLJ/n BAryAanyM Lr H r4yM
6nNcrep co 30 ra6nern, 60 ra6 nerv vt 120 ta6netu

6.6. Cneqnjanna nperna3ru4Bocr 3a orcrpaHyBaHre

Heva noce6Hr 6apar-ua.

7. HOCHTEJT HA OflOEPEHI,,|ETO 3A npOMET

CEnTHMA IOOEn,
I loH4oucxa 19 ,  1000 Cxonje,
P. MaxegoHmja

8. 6POJ HA OfqOEPEHHETO 3A nPOMET

t6netu
t6neru
ra6nern
l6nern
r6nerur
ra6ne-ru
ra6nerr
ra6neryr
t ra6nern

L ,qATvM HA nPBA PETHCTPAI{nJAI OEHOBA HA PEI-HCTPATIHJA
31 .03.2009

10. rqATyM HA PEBH3[4JA HA TEKCTOT

1 1 .03 .2009

fl poraaeerqyBa:
Berl in-Chemie. AG. (Menarini  Group)
Sepnran, l-epruaHuja 
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