
3EI4PEH I43BEIIITAJ 3A OCOEUHI,ITE HA JIEKOT

1. 3AIUTI4TBIIO r4ME HA MEAI4IIIIHCKI4OT fIpEfIApAT
REMUREL, 20 mg/ml, pacrBop:a nujercrapaH,e Bo rraroJrHer nujercqucrcn urpnu.

2, KBAJIHTATTIBEH I4 KBAHTI4TATI'IBEH COCTAB
EgeH uururr4rap pacrBop sa rau.jercraparbe coAp)r(u 20 mg rJ'rarhpaMep allerar eKBHBiureHTso Ha 18

mg rnarHpanaep 6a:a Bo eAerr HanoJrHer aHjercrlxcrcu urtpnu.

* flpoceuHara MoJreKynapHa re)r(fiHa Ha rJrarupaMep auerar e Bo orcer oa 5000-9000 Aamoua.
3apa4u KoMrrJreKclrocra ua cocraBor, He Mo)r(e ueJrocHo Aa ce oApeAH peAocneAor Ha aMHHoKricJrehHH

Ho rcpajHuor cocraB rra lJralupaMep auerar He e ci'ryqaeH.

3a xoannemHa Jrucmo ua eK4lrnuetrcu noztrcdneme Bo de,t 6.l

3. OAPMAUBTITCKA @OPMA
Pacrnop sa uHjexraparbe oo rrattorrrrer uH.iexqucxn rxrrpuu.
Eacrap, 6es6oeH Ao 6.rreAo ruo,rro-rca(leaBKacr pacrBop 6e: npucyrHl4 BVAIr4Bu uecruvrca. pH
BpeAHocra Ha pacrBopo'r H3FrecyBa 5.5- 7.0 a ocMonapriocra e oKony 265 mOsmol/L.

4. KJII4I{UAIKI4 OCOBEHOCTU
4,1 Tepaneercmrr rrrrArrKarlrrrr
REMUREL e urrAurlHpar{ 3a reparraja rra penarrcHn $opnru Ha Mynrprlna cKnepo3a
(MC)(nuaere Aen 5.1 :a Balr(Hrr urrtfopuaqvu3a norynaquoHr4 rpyrru Kaj Kor4 e norBpAeHa
6e:6e4uocra o4 ynorpc6a).
REMUREL He e Hrrr{HrlrlpaH 3a rperMaH Ha npr4Mapnavrwr ceKyHAapHa nporpecaBHa MC.

4.2 [ozupan,e rr Harruu ua ynorpe6a

3anouHyeartero Ha rperManor co REMUREL rpe6a Aa 6uye HaArJreAyBaHo oA HeBpoJror HJu4 JreKap

co HcKycrBo Bo JreKyBar{)cro ua MC.
.llo:ulrau,e
flpenopavaHa Ao3a ra-f no:pacuu e 20 mg rJrarupaMep auerar (e4eH HanorHer anjexqucxu urnpuq),
aAMHHhcrpHpaH KaKo oy6rcyraHa unjexquja, eAHau Ha AeH.

.{o cera, HeMa floAaror(H r(oJrr(y AoJrro rpe6a Aa rpae neKyBarbero.
O4lyrcara 3a BpeMerpaerbero rla 'fpe'rMaHor AoKTopor rpe6a La ja AoHece sa cercoj [arIHeHT
t4HAVBt4AyulHo, Bo 3aBHcrrocr oA crarycor ua 6o,recra.

feqa u odonec4ertnrrr
He ce c[poBeAeu14 Ill]ocncK'r'r4nrrH, paHAoMH3HpaHH, KoHTponHpaHH KJIHHHTIKH r4Ju4

Qaprr,tarcorcuHTecKu cly/r[iH Ka-i Aer]a H aAonecueHTH. Orpauuveuure r,r noAaTouH
yKDKyBaar Aerca 6e:6eAHocHr4or npo(lrar rcaj a4o,recqeHTH Ha Bo3pacr

AeH npuMane rnarr.rpaMep auerar, cy6rcyrauo, e cJrHqeH co oHoj ua
AoBoJ'rHo troAarollu :a yno'r1te6a ria rnarr.rpaMep aqerar Kaj Aerla Ha .ce

KajH3BeAar flpenopaKu 3a rreroBa ynorpe6a; 3apa1t4 Toa, tJ'tarapaMep
oBaa r-pyna Ha frauHen't'I4.

Iloce6uu nonvlauuu sa nauuenru
Ilocmapu naqueilmu
Ynorpe6ara Ha fJlarhllaivrell arlera'f ue e noce6Ho ucnuTaHa rcaj nocrapa n

trIaqueumu co pet t aJu t o ot u nrcnt! ou t be

fnarupauep auerar rre e noce6uo ucrruraH rcaj naqueHru co Hapyueua rlyHrcquja na 6y6pesure
(nu4ere rct 4.4).
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Haqnn ua ynorpe6a
REMURE,L e sa cy6rcyraua ynorpe6a.
flaqueHrare rpe6a Aa ce o6yuar 3a rexHuKr4re Ha canouujexlupalbc, a NTeAHqHHoKH HaAo3p e

norpe6eH caMo npa cauo uujerrHparbe Ha [pBara Ao3a oA Jrer(o'r rz 30 uurry'r'H rrocJre ynorpe6ara.
Cercoj aeu rpe6a Aa ce KopHcrH pa3ruLrHo auilToMcl(o N,recro Ha aflnHr(aL1.r.ia co ueJ'r Aa ce n:6erue
upuratryja uln 6olrca Ha Mecroro Ha rau-irceruparsc. Mcc'ra 3a czrMo-Hrr.jcrrurparue rh BruryLryBaar

a64oueuor, paKara, KoJrKor Hlu 6e4poro.

4.3 KonrparrHArrKarIrrH
frarnpanaep auerar e KoHTpaHHAHuupaH Bo cJIeAuH'r'e cocloj6a:

. llpe.ryBcrBuTeJrHocr Kou aKTuBHara cyrrorauqu.ia (r'",ra'r'HpaMep aqe'r'a'r) HrH KoH 6lzro rcoj o4
eKcuHnHeHcHTe HaBeAeHH so Aer 6.1.

4.4 Iloce6urr MepKH Ha rrper[a3JII{Boc'r Ir rpeiryrpcAyBallil
REMUREL rpe6a Aa ce anJrr.iqupa caMo cy6rcyrarro. I-,ra'rupavel) ar(erar rrc rpe6a Aa ce attrHqr.rpa

H HTpaBe HCKI,1, t4ltLi. VHTpaMyC Kyn H O 
"

3anouuynarrero Ha rperMaHor rpe6a Aa ce oABHBa noA nal(3op Ha ueBpoJrol' HJrH AoKTop co HcKycrBo

Bo rperMaH ua MC.

.{oxropor urro to crrpoBeAyBa rperMaHor rpe6a Aa My o6jacrru ua [arluerrr'o]'AeKa IIeKonKy MHHyTH

tto unjercrnpamero Ha rrarupaMep auerar Mo)r(e Aa ce janr eAna oA cneAHHTe peaKIrHH:

naso4ularaqnja (uyncrno Ha ronlurra), 6olxa Bo l-parlule, AHCtluea, flar[HTauHh HItLl

raxurcap4uja(nra4ere ael 4.8). floseftero oA oBHe cHMIn'oMH ce Kparr(o'r'pajurz H cnoHTaHo ce

roBireKyBaar 6e: 6rano KaKBH rrocneAuuH. Bo c.lryuai rta nojana IIa cepuo:lua Hecar(aHa peaxquja,
flarlueHTor rpe6a BeAHa[r Aa npeKuHe co ynorpe6a ua rJra'rupiIMep auerar H /la ro r(oHTaKTHpa caojor

AoKTop vtv Aa no6apa MeAhuhncKa noMorx. [1o rrpoqertKa rril lloKl'opo'r' Mo)r(e Aa ce BoBeAe

cHM rrroMarcra repannj a.

Henaa Aoxa3u Kot4 6u yrcairale AeKa nocron noce6rra lpyna Lra rrauuen'ru Kor4 ce H3JIo)I(eHH Ha

noce6eH pH3t4K og nojana Ha oBHe peaKrlnr,r. Karco u /la t:, IrpH ynorpe6a IIa rrarupaMep aqerar raj
fiaqueHTH co nocroeqKo cprreBo HapyuyBarbe 'r'pe6a Aa ce tlpeB3eN,ra'r noce6su MepKH Ha

[per[a3nHBocr. OeHe rtaqHeHTH rpe6a peAoBrro Aa ce creAar 3a BpeMe Ha rpelMaHor.
Perrco ce npujaneHV ctyqat4 rra KoHByJl3un ulustu attarpu,raxroL4Aur4 vJtv aneprucKr,r peaKIIHLr.

Cepno:ura peaKuHH Ha flpeocerJruBocr (np. 6pouxocna3nM, atta(ru"rtarcca HJn4 yprHKapnja) petto ce
janynaar. Arco oeHe peaKuHH ce re[rKn, rpe6a Aa ce rplr]vrorru ooo/lBcTrra lcpanuja v La ce npeKHHe

co ynorpe6a Ha rnarupaMep auerar.
Pearcrueuu aHThrera Ha urarnpaMep aqerar oe o'rr(pHclnr Bo cepyN,lol tra 6o,rHn [pr4 xpoHur{Ha,
cercojgueeua ynorpe6a r'ra JreKor. Marcurraa-nrroro rulBo 6u,ro noclurHilTo no rrpoceLrHo BpeMerpaerbe

Ha repanr.rjara oA 3 Ao 4 veceuu, a rtocrte roa nHBo'r'o rra anruTe,ril ct: HaN,rilJrHJro u cra6nru't3Hpano Ao
MajrKy IlOBHCOKO OA noqerHaTa BpeAFIOCT.

Heva floAarorlr,r KoH yKaxyBaar AeKa peaKTHBuHle aurul'era Ha rna'rHpaMep aqerar HMaar

HeyrpaJ'rH3HpaLrKH e(rerr ulu AeKa HHBHara nojana s,rrujae Bp3 KJIHnHtu(ara erpHxacuocr ua

REMUREL.
Kaj lnqara co peHarHo oureryBaH,e AoAer(a cc rra repanra.la co rnarupaMep auerar peHilJrHara

$ynrcqaja rpe6a Aa ce cneAu. I4arco LreMa roKa3u 3a rnoMepyJraprro raro)r(erbe rra UMyHH KoMrrJreKcH

xaj naqueurnre, onoj pH3HK He Mo)r(e Aa ce HCKJIy.TH.

3a6erex<auu ce perKH cryLIaH Ha retrlKa noBpe,1a lta tlpuuor 71po6 (nxnyuynajkH xerarhruc co
)I(OJlTHu,a, OTKaX(yBarLe Ha UpHHOT 4pO6 H BO I43OJIHpaHH CJIyLIaII

;tl,{q,{.?.,rrju 
Ha qpH Apo6).

floapega Ha rrpHnor Apo6 ce cnyrrn oA AeHoBI4 Ao roAHuH
REMUREL. Iloeeftero cnylraH Ha rerrKa noBpeAH rra upH
TperMaHor. Bo uercoH ailyqal4, oBLIe peaKuHH ce cJIyLIIIJIe llo
Ha alKoxoJI, frocroeqKa vilvt lrcropn-ia Ha noBpe4a ua
noreH rluj a,r Ho xe[aroroKcaLr H H J.reKoBr4. flaquculule

Ha TpeTMaHOT CO

cQ 'pql_ql-q co rpeKHH Ha

xoncyuaqaja
Ha ApyrH

3a 3HaUH Ha

lo-iFrcure{'
Y^ahH:-){-,

xelaTaJ.rHa rroBpeAa v AaceyfiaTatr 4a no6apaaT HTIra Me/lH

i
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rroBpeAa Ha u[]Hr4o'r'ltpo6. Bo cnyqa.i ua KJTHHHLn(H 3HaqajHa noBpeAa Ha upHaor Apo6, rpe6a 4a ce

pa3MucryBa 3a rrpeKlrr rra ILliMUltllL.

4.5 Hnrepaxurru co /tpyfu JrcKorlrr rr Apyrfl {ropmu rra rrHTepaKIII{H
He ce crpoBeAyBauu o(rurlujaLrrra rcnlrryBaH,a 3a HHTepaKuLIja co rplrMeHa sa REMUREL so
rcorra6rauaquja co ApylH JrcKoBH.

flo4aroqure oA trocroelrKHTe KJTHTTHLTKH cryAHH H noarMapKernHrrlKoro HcKycrBo He yKDKyBaar Ha

nojana aa 6uto KaKoBH :lrra.rajHra HrrrepaKrruu npH Ko-aAMuHracrpaqnja Ha trurvpaMep allerar co
JreKoBHTe KoH Boo6H.rae Ho ce Kopucrar 3a rperMaH Ha MC, Bxryql.rrerHo H hcroBpeMeHa rIpHMeHa Ha

Koprr,rKocrepovt\v Bo uepr4oll Ao 28 Aeua.
I4u eurpo r4crrHTyBarr,a'ra yKa)r(yBaar AeKa rnarrrpaMep arrerar Bo KpBTa Bo roJreM rrporreHT ce Bp3yBa

3a rrJra3MarcKuTe npo'reHrrH uo (rerrr.ro'r'ourr u rap6aua:errr4H He ro HcrucHyBaar oA Hr4B, HHTy [aK
rnarapaMep auclar rli Hcr-r4uryBn onue JreKoBH. 3erraajkn Bo npeABaA AeKa reopercKr4, rJrarupaMep
allerar noceAyBa norcrrrlu.ja.n 4a srru.jae ap:4raclpu6yua.iara Ha cyflcraHrruare Koa ce Bp3yBaar 3a

rrporeuHuTe, llcroBpeMt: nara yflorl]c6a co osne Jrer(oBH rpe6a BHHMareJrHo Aa ce cJreAH.

4.6 (Depru.nurer, 6pcnrerrocr H Aocrbe
BpenaeHocr

I,Icnnrynau,ara crtpoBc/rcrrr.r ra.i )r(Hr]o'rrrH r.re rroKa)r(aJre pe[poAyKTtlBHa roKcnrrHocr (eu4ere ael 5.3).
MoueHralHHTe rroAarorlH oA 6pcrucura )KeHh lre yKar(yBaar ua nojaea ua naan(ropua:1lr vnv
(rero/neoHaraJrrrara lor(crrlrocr rra rnarupaMep arrerar. .{o 4eHec, HeMa Aocra[HH peJreBaHTHr,I

elruAeMuonotuKu rroAa'ror1u. Kaxo Mel]Ka rra [per[a3nuBocr, rroxeJrHo e Aa ce us6eruyna ynorpe6a
Ha rJlarHpaMep aueral' :la BpeMe rrtr 6pcnaeuocr, ocBeH aKo Kopucror or, ynorpe5ara sa uajrcara ro
HaAMI4HyBa pH3HKor no $elycor.

4oeme
(Dugaqrco-xeMHcKhre cnojcrna H rrHCKara opaJrrra ancopnqnja cyrepnpaar AeKa H3Jror(eHocra Ha

HoBopoAeHquma/4oeu.rurua rra rJralHpai\,rep arlera'r npeKy naajvuHoro MJreKo e 3aHeMapJ'IHBa.

HeunrepneHrua l)crpocrrcKT'Hr]na cl'y4uja rtaj 60 AoeHH AoeHqHrba Ha rurajrcr.r H3Jro)I(eHH Ha

rJlarr4paMep aqerar no crope46a co 60 AocHr4 AoeHqarba o4 rraa.ixra KoH He 6ure rasroxeHu Ha

repanuja urro.ja MerryBa 6olecra H orpaHHqeriure rrocr-MapKernrnxKa floAarouu sa ryfero ue
rroKiDraJre ueraruBHH erfcrcr'u Ha rJra'rHpaNlep aqet'ar.
REMUREL Mo)r(e Aa oc KollHcT'H 3a B[]eMe Ha Aoerbero.

4.7 B:lujauue Bp3 cuoco6uocra 3a rlo3err,e u yfipaByBarbe co pa6ornu Marrrrruu
He ce H3BeAeHH cT'y/lHH 3a [poueHr{a rra e(rexror Ha REMUREL ape cnoco6Hocra 3a Bo3erbe H

y[paByBaBe co MailuHH.

4.8 HecarcarrH peaKurru
Bo care KJTHHHTTKH c'ry)\vvt, pcar(rlnHTc sa Mecroro ua uHjercraparse 6ure uajuecrn HecaKaHH

peaKuHH u 6ute npujanyrrarrr o4 rra.jro,reMuor Aen oA rraqHeHTHTe KoH rrpnMzlne rJ.rarupaMep arlerar.
Bo rcoHrporHpaHHTe cryAVt4, Aenol oA [arrueHTure r(oH 6apertr eAHau npnjaeure BaKBa peaKuuja6wt
noroJreM rcaj oHue r(ou npuMane rnarl.rpaMep auerar (10%) cropeAeHo co oHae KoH rrpuMune nraue6o
uujexunja (37%).
Hajvecro npu-jaeerru peaKLIHH rra Me croro Ha uujxerupame, cryl.t4t4 v
rlocrMapKerHHuIKoro Hcr(ycrBo 6nlc: epH'l'eM, 6o,tra, oroK,
flpeocernLiBocr, KaKo H pcrKa nojana na JrHroarpotltu-jau HeKpo3a

Pearqaure noBp3arru co 6apeu eAcll HnH noeeke oA cneAHHTe
lpaAHTe, AHCfrHea, fraJrnHl'arlHH HJIt{ TaxHKapAHJa, Ce OIIHUaHH
pearcqau(nuAere AeJr 4.4). Osue peaKuHH Mo)r(e Aa ce jaear no
uHjemnpan ero rra rnalupaMcp arlclar'. IJa.jr,ralr<y eArra or
6apev eAHarx 6are npu.janeHu rca.j 31o/o oA rlauHorrl'H'fc KoH [pHMrLle
c[opeAeHo co 13oh oA narIHeHTU'r'e KoH npHMane nraue6o.

Ll

peaKuuu
Mep arlerar



Crlre HecarcaHr.r peaKuuh KoH noLrecro 6are perr.rorpHparrH Bo lpynHre r(oH rrpHMaJre rJrarapaMep

arrerar Bo oAHoc Ha nraue6o rperupaHrTe [aqHeHTH ae HaBeAenz ro 'r'a6eJ]ara noAoJry, Osr,re

rroAarorrH ce Ao6HeHH oA qerhpr4 nuJror, 4nojuo-crenH, [raue6o-KourpornpaHn KJr4Hr4rrKkt cry1vrll
Bo KoH 6ule eruyueua 5 72 natlueurr4 Kor.r rrpuMane rnaruparuep aqc'r'a'r' u 509 naqlreHTa KoH

rrpuMane nlaqe6o, Bo [epnoA oA 36 ueceqra. Bo rpra cry1vtv co pcnarcHo-pcrvu4rupatrxa MC (PPMC)
6u.ne nrcly.reHu BKynHo 269 na\ueurH TperHpaHH co rJlarupaivrcp aqerar u 2J1 natlueHT TperHpaHH

nlaqe6o Bo [epuoA oA 35 rr.lecequ. uersplara c'r'y4ra.f a 6H.lra H:BeAeHa rcai narlueHTu Ko14 HMaJre [pBa
KJTHHHqKa e[h3oAa n 6ute BhcoKo pt43t4Lrctl4 3a pa3Boj ua jaurn Mynru[Jra cKrepo3a; no cryAujara
6u,re rxlyvenn 243 [auHeHTH KoH [pHMaJre rnarupa]\,rep arleral u 238 r(or4 upzMzute uraqe6o, oo

nepuoA Ao 36 naeceqa.
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Onurru
Hapy[ryBaH,a r{

Hapy[ryBarsa Ha
MECTOTO HA

aurunaquja
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rpaAlla
6o.lrrca'N

pear(uHH ila
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e*$
6o,rxa*

rvropulrr 1ux

elleM rra,ruqeTo*
arpor[nia rra rvrecro'ro

utt tzttjerrnpatse.l.
,r o r(aJr uzl pearcquj a*
neprz(rcpeH e4en,r

eAeM

nrapexcraja

uHcTa
MaMypJryK

xrnorepurnja
HerocpeAHa
rrocrauje rqacrca
pearcqraja

BOCtIZLIIeLIHe

HeKpo3a Ha

MECTOTO HA

arrjercrzpame
HapylxyBatbe Ha

MyKO3Hr.rTe

Ilonpe4n, Tpyen a
H rrporleAypaJrHrr
KOMTIJIIIKAUUI|

*floee(e og 2Yo(>21 100) rrorucoKa flHr1uAerrua
rJlarupaMep auerar so cnopc46a co nrraue6o
lpercraByBa ar p az rrur<a <2%o.

ua .faaynarue Bo rpyflara nauHeHTH rcoja npunrala
rpynara. HecaxaHnre 4ejcrna 6e: cnna6oror *

$TepnaraHor "Pearctlnr Ha rvlccrolo lra nrricrcr'u'rparbe (pa:lu.rrtt.r runoaa)" rra on$aka cure HecaKaHH

e$exrn KoH ce.ianurc na r\4cclolo na Hujcrcr'upatr,e co HcKnyqoK ua arpo$rzja H HeKpo3a Ha Mecroro
ua aHjerrv pabe Koll ce npHKa)r(aun noce6rro Bo ra6e.rrala notope.

*Bxnyuyaa repMHuH r(or4 cc rroBp3arjr,r co Jror(arH3apaua arpo$ujaaa Mecroro ua uHjrerapame,

# flpxjaneuu ce rreKoJrr(y cnylraH co rpaHcrrJrarnaqaja na qprr 4po6.

Bo uernprara clyara.ia uarleAclra norol)e rrlaue6o-xoHTponlrpaHuor [epzoA 6u,r npocleAeH co
orBopeHa reparlicr(a rlla:a (uu21c're Aen 5.1). lle 6ure perucrpupaHH npoMeHH Bo rro3HarHor pH3HK

npo$nr Ha rnarupavrcll arlcl'a'f Bo reKor rra orBoperrara $a:a oa cryAra.jara 3a BpeMe Ha [epuoAor oA

cJIeAeFbe oA 5 loAurru.
3a speue lra HeKou'r'poJlHpauHTc nJTHTJHLTKH c'tyllvlt H no ny[rrarbero Ha JreKor no npouer xaj
[arrHeHTHTe co MC 'rpelHparu co rnarupaMep allerar 6rare perucrpupaHu xHlepceH3HTHBHH
peaKIIHH (nrcry.lurerrro pe'rKa rro.jana na aua(rulaKca co (lpercaeHrlra.ja Ha janynaH,e oA >l/10000-,
<1/1000 naqaerrru).

flpuiaRynarrc rra cycnclcurIllc lrccararIr.r Aeiclna
Ilpujanynalr,ero rra rrecaxarrulc Ae.icrBa perr4crprrpaHu rro [yurar6e Ha JreKor Bo npoMer e oA
roJreMa Ba)r(Hocr. I Ia onoj rrarrarr cc o6es6eAyBa r(oHTHH cneAelbe Ha Kopr4cra
Hacrlporlr pu3r,rxol'o.q ytorpe6ara rra JreKor. MeAauu Aa ro npujaBlr

tI4naHua.ceKoe coMHHTeJIIro rrt:caKirrro rejcrBo no rrcllu4olraJllrr4or

4.9. IIpeao:rrparbe
PeracrpHpaHH oe ucr{oJrKy cJJyrliln rra ttpello3r.rpaLbe co
rJlart4paMep aqela'r). Osuc c.rry.1nu ue 6u.le rrl)o[pareru.t co
oHHe Kou ce HaBeAern,r eo 71ctr 4.8.
Bo cryuaj lra rper()3Hllau,e, uarlHerrrHre lpe6a 4a ce
cHMToMarcKa H cylol)r rzourr rcparrrria.

4o 300 rng
HH peaKrllru oA

L "lnnr, 
. "W cooABerHa
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5. OAPMAKOJIOIIIKI4 OCOEIIHII
5.1 OapnarcoguHaMcrrr KaparrepncrlrKlr
@apuaxorepanucra rpyla: AnruHeonracrvtLrr,Ll
HMyHOCTTTMyJTaHTH

ATq xos: L03AXI3

HivryHoMol(yJrHpaLrr(H afeHcH,ApyfH

'r' l'r.1 ocTBapyBa cBoHTe

r'o ocrBa.pyBa npeKy
rjr-r B0 naToleHe3aTa Ha

/Llrilril [aTofeHe3aTa Ha

arra rcaj nororev 6pqj
N,l4eJrau Ao6raeu oA

H aHlrN,laJreH MOAen Ha
qer(zl rr<l aunuxaqajara,
x"l H aKTHBl,rpaal' Ha

Mgnul uult *il r*gi g:tnp
I Ie e qerocrro pu:r.l acr rc,'r' ivrexa r'r r.11]ar\4 tvt' rta,1c' i t

e{er<'r'r,r rczrj rrarlueu'r'Hle co MC. (lcttar cc

rvro.lnt|la rlupa r be r ril 14 Nryr loJ r o r.rI r(H'r'c r r llot lcc I.j

Mfl. Osaa xHnolp?a e norr(pefierja ol( rrao,itr.r

e Kc n epu N,renla.rl e l.r aJIep I'14 crt r e r t qecp ar t cl tt,t t,ti:r

alrHMaInH clrerlr4ecL{ npeKy lamynalalltr.j;r
qeu'r'pzlJn-rHo'r HepBclH cr4c'rcM t4 tco.j .1gg111 .'a

MC. Cry4uHTe onponcllc,na rca.i )t(Hl]olr-lt.r r'r I(

r.naHpaMep allera'f cuctpr(tn.rtn'tr: c),nltc()
rrcpr.r{epnf atr.

)t'tio Itp
) cMe'til

3a r(o14

]'e oA c
ra'ruc (

Ha i\,r

: r{op}4c

:aj naqr
oDl l14

K.nurruqxa eQunacHocr lr 6e6eAuoc'r
P e.t4 unt e H m H u p e r an u t ct uyt t ntun n a c Ka e p o s u e P MC:)

Bo rpn KoHTpo,lHpaHH KJrHrrhqKV cryArll,t BKynno 269 nat\ueu'ru 6nre lpc'rupaun co r,'IarupaMep

arIeTaT.

llpnara 6ula 4se-roAurxHa cryaraja co Bruryqerru 50 narlneHru (r,ralupaNrcp aqerar rpyna n:25,
n,raqe6o rpyna n:25) rcou 6ure 4njaruoc'ruqvpalr co PPMC crrope/t auirHKarHBIIH craHAapAHH

KpHrepHyMH H KoH HMaJre Hajrtla,rny ABa nanaAa na rrenpoJrourrca 4r.rcrlryuurlu.ia (er:aqep6aquja) eo

TeKOT Ha npeTXOAHHTe ABe roAllH14.

Bropara wylulatv vMara HcrHTe HfrKny3HonH KpH'r'epHyMH a Bo rrea 6nLre nrcly.tetu25l naqaeHr
xou 6ule rperHparrn Ao 35 rr,receun (r,rarupavrep aqcrirr lpy[a n-'125, tt-rtat(c6o rpyna n:126).
Tperara cryluja 6u,ra co BpeMerpaerbe oA AeBer Mece qH H co llr{Jrytre':rr 239 ttartueurH (marnpar,aep

auerar tpyla n:119, n,raqe6o rpyra n:120) a HHKy3uor-rr4re r{puTepraymu 6u,re cr'rurrHr4 KaKo Bo

nperxoAHaTe ABe cryAar4 co eAeH AorroJrHuTcJreu Kpr,rrepuyN,r-rilrlileHlr.r'l't: /(a flMaar uajrr,ra-nrcy e4ua

raAon H HHyM-nogo6peua re:raja npu M P cKpH I I H H ror.
Bo t<:luunqrcLffe cry1vlt, xaj MC [auHeHlHTe r(ou rrpuMane rJ]alhpaMep ar(t:'ra'f 6uro peracrpupaHo
curuurluraurHo HaManyBaH,e Ha 6pojor Ha penarrcu cuopeAeHo co Ilauucu'r'H'r'e oA It.raue6o rpynrzTe.

Bo uajroneMara KoHTpoJrHpaHa cryAu-ia, c'l'arrKara na penancu 6u,ra uaivra,rrcrril 3a 32%o ol l.9B co

nlaue6o rc 1.34 co rJrarHpaMep aqe'rar. floAarouure 3a er(cno3Hr1rz.la r<ai 103 nauueHTVTpervpatr
co rnarhpaMep auerar ce Aocra[HH 3a IIepuoA Ao 12 ro1uuu.
f,rarupanaep arlerar Hcro rar(a uauu(leclupiur Kopr.rceu e(rerr Bo o,r(rroc ua uaqe6o ua MP
napaMeTpaTe KoH ce peJreBariTHH npH penanc Ha peMH'rerrTHa MyJII'HrrJla cl(Jrcpo3a.

REMUREL 20 mglnL: Bo KoHrponupaHa'ra nynuja 9001/9001E, uo rcoja 6ea nruyueun 251

rrarraeHT, xou 6ea creAeHH ao 35 Meceur4 (erc,ry.ryeajrtu crerra Qa:a rrpo4on)r(yBarbe 9001E oa

cl.ygujara 900 1), KyMyJrarHBHHor flpoueHl rra nal\Herrr-H KoH pa3r]rzJrr: 3 meceuu [orBpAeHara
nporpecr.rja Ha HHBarlrAuocra 6erue 29,4%o ::a nlaqe6o n 23,2Y0

REMUREL (p:0,199).Flenaa AoKa3r4 AeKa rperMaHor co rrra'r'H

BpeMeTpaen,eTo HJr H Te)r(H r-r ara H a pen a Il cHTe.

3a cera HeMa troAarouu 3a ynorpe6a l{a urarupaMep auerar
ceKyHAapHa ttporpecHBHa 6orecr.

Iloedurteueu rcrtuuu.txu rrucmatt rcoi )trcatrc.\tcct tttt MC
Enla cnpoaeAeHa ruruHaqKa crynwja co BIUIyt{cHu 48 I raquerru p aqeraT
rpyna n=243, nraqe6o rpyna n:238) KoLr HNraJre ,'1o6po 4e(iurrrapaua) ynu$orcanna,

ne3HH ua T2-MP HaoA co grzjanaerap uaA 6 nrm). npuroa, 6n,rc l.rcruryLrclrH cnl'e Apyru 6orecru
(ocseH MC) rcou 6u rraorre,re Aa ce IIoBp3aT co 3rrar(HTe H cuMfrronrz're uai 'r Hc flauheHTl,{.

fllaqe6o KoHTpoJrHpaHHor repnoA6ut rpocneAerr co olBopeHa (ra:a o71 c'ly4r.rjara: rauueHTure co
[pr.{cyrHu cHMIIToMH Ha ivrC vltv Kov 6nre acumrrror\4a'fcKH Bo rcKo'r ua 'r'l]14 ro/lunH Bo orBopeHara

HeBponouKa rnrauu$ecra\uja u MP HaoA [ll4corto HIIllHKarHBerr :a MC ( gne qepe6pannra

co
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$a:a 6rale parjAoMr,r3HpaHH rra aK'lHBeH Tpc'rNdarr co J.reKor Bo AoAareH nepHoA oA ABe ro.qHHH, rlpllroa
He HaAMHHyna.jr(lr lo BKynrro'to Bpcr\4erpaotr,c o4 5 ro1t4Hl.t.

Ol 243 ttaurlcHl'H npBurrrro parrAoMH3ul]arrH Ha rJlarupaMep auerar, Bo orBopeHara 0a3a oA

cryArajara rperMarror oo Jrcr(or ro rr[]oroJr)r(u.re 198 rarluerrru.
Oa 238-re raLIHeu'rn IrpnHrrrro parrAoN,rH:ru[)arrH Ha rr:rar1e6o, 211 6urc npe$pneHa Ha rperMaH co
rJlarapaMep aue'rar Bo orBollerrala (ia:a o,1 c'r'ygu.jara.
Bo rercor ua nraqc6o r(orrrpoJrhpaHuol rrcpno.4 on 3 roAHr-rH, rnarupaMep auerar AoBerr Ao
crarl4crnrrKlr currru(rzKauruo H r(r'rHHr,rrrKlr :uaua.iuo oAJro)r(yBarbe Ha rrporpecujara oA flpBuor
x.llHHH.IKH Iracrarr /lo r(JrHrrr.rrrKr.r 4e{ruupaHa Nlynrnnna cKnepo3a corJracHo flocreponure
KpHrepnyMu, co peAyr(Ltraja ua plr3r.rKor ol45o/o (o4lroc rra pa:arc=O.55;95%C10,40;0,77, p=0.0005),

lenor Ha rrauueHTu rca.j rcou Hacrilrrura KrHrrHrrKH 4e{ruuupaua Mynrurrna cKnepo3a nxtecysat 43o/o

o4 n,raqe6o rpyraTa u25Y, oA rnaTHpaNrep ar(eTar tpylaTa.
flo3nrr4eHHor e(le rcr oA Tpc'fN,rauo'r' co rJra'rupaN,rep auerurl Bo oAHoc ua uaue6o ce nauurfecrvpan v
Bo ABara ceKyrrAapHH MP napauclpu, T.c 6pojo'r' Ha rroBn 'l'2 tezuvt H BonyMeHor saT2 Jre3nure.
3a Aa ce u2leurutl)Hr(yBa rrony"rrarlu.iara co BHcoK pH3HK o4 pa:ao.i Ha ceKyHAapuu nanagw 6uta
c[poBeAeHa nocr-xor( cy6r'pyrrua arraJrH3a rca.j naqnerlra co pa3rHrrnu 6azatsvt KapaKTephcrnxn. Kaj
HcnuTaHuqr4re co 6a:ra,reu MP HaoA co na-ir,ra",rxy eAua Tl Cd-ne:uja u 9 uttu nose(e T2 tezuw, no
nept4oA oA2.4 rolllilrH rcorrncp:u.ja Bo KJrHrrHrlKu 4e(luilupalra MynrHnna crurepo3a 6a,ra esvAeHrHa
xaj 50% o4 n,raqc6o rpyna'r'a Bo oAHoc utr2Soh oA rnarnpaMep arlerar rpyrara. Kaj ncnaraHhrluTe co
9 uns nosefte 6a:a.llrrn T2 tezuu, no nepuoA o8 2.4 ToAHHH rcounep:uja Bo KJTHHHqKr aer$uantpaua
MyJlrt4rna cr(Jlepo3a 6nra perucrpHparra t<a-i 45%o oA nlaUe6o rpy[ara Bo oAHoc sa 26Yo ol
tnarupaMep ar(cl'a'r rpynara.Clyptjara 6ura r,raerio 4u:ajurzpaHa 3a rrporleHa Ha BpeMero Ao
BTopHor Hac'rarr v :tapaLAV r'()a, uc e rro:lrralo n,rnjarruero Ha paHHor rperMaH co fJrarupaMep arlerar
Bp3 AoJlrorpa.iua'ra enoryLtuja ua 6olec'ra rcaj onne BHcoKo pv3t4LtHV noArpyrru. Bo cercoj clyuaj,
TperMaHor rpe6a Aa ce 3eMe Bo rll]eABHtl cauo r<aj [aLlHeHTL{Te xracnrpuqupaHH KaKo BHcoKo
pu3aqHH.
ESercror perucrpzpau Bo rrJrarle6o-rcourpo-uHparrara $a:a 6ul oAp)r(atr H Bo Aonrorpajur.ror [epuoA
Ha c,re4eu,e 4o 5 roAHlrH. Bpcir,Iero Io ilporpecuja o4 tlpB rurHHHrrKH HacraH Ao KJTHHHqKH

4e$nHupaua MyJ'rln[na cr(Jlepo3a corJracrro 6n,ro npo4oJr)r(eHo co paHuor rperMaH co rJrarapaMep
atlerar c[opeAeHo co oAJro)r(er]Hor rperMarr o71pa':ysa.jku pe4yrcquja rra pu3r.rKor ol 41%o co paHHor
rperMaH cnopcAeno co KacrrHor (o4rroc rra pu:r.rr<:0.59;'95o/oC10.404;0.80, p:0.0005). Bo rpynara ua
HcnHTaHurrn co o/uro)r(crr rlorrcror( rra rpcrrvrauHor 6ar per-HcrpnpaH rroBucoK rrporleHT ua nporpeuaja
(49.6%) cropeAeuo co r.lcrrHla HHItu're KoH pano ro rrortrilJre rperMaHor (32.9%).
Kou:ucresrttuol e(tcrrr Bo npHJlor Ha parrHor rperurarl Bo ollHoc Ha oAno)r(eHuor co reKor Ha

BpeMero ce nattn(reclHpaJr u npcKy roAr.rurrruor 6po-i rra re3vv Bo reKor Ha UeJ.rara cryAnja, xaj
HoBHre T1 Gd-re:r.ru (uauaryran,eza54Yo; p<0.001). rronrz T2 srezuu (uanaaryearseza42Yo; p<0.001)
H HoBH Tl xnnontt'r'cu3rrBrr14 re3AV (rrauaryearlc sa 52o/o; p<0.00 l). E$ercror Ha HaManyBarbe Bo

rlpunor Ha paual'a repannja Bo r)l(rroc Ha Kaurara HCTo raKa e perac'r'pupaH v 3a BKynHHor 6poj Ha

Hoel{ Ti Gd-nesuu (uan,tal),earse ztr 460/o; p<0.00 l), Tl Gd-nonyMeH Ha re3w (npocevHa pa3JrHKa oA
-0.06 ml; %; p<0.00 l), o4peTqe rro Bo reKo'r' na rtenHo'r repHoA o4 cry4u.jara.
He 6ure perHcl'pr.lllilu14 ruu.rrHrrKu onruurlluxarr"r'rrH pa3JrHKH noueiy rpynuTe co paH u KaceH [oqeroK
Ha rperMauor Bo ol(uoc rra BonyMCHor lra xlluoleu3Hrlrrzre Tl re3l4L4uItv Mo3oqHara arpo$nja no
TeKor Ha 5lo.tltzttH. Mciy'r'oa, auaJrr.r3a-r'a lra Mo:toqHara arpo$nja perzcrpHpaHa Ha rcpajor
(npu,raro4eua 3a rcpiurHCrura ercrro:nL1u.ja) rrorcarrra.rra peayr<unja Bo Kopucr Ha paHara repanrzja co
rJlarr4paMep aucrar (rrpocc.rrrurc pa3nHKH la n
r43HecyBrL're 0.28o/o; p-.0. 0209).

a Bo Mo3or{HHoT BOJIyMeH

5,2 (DapnaarcoxurrercKn KapaKTepr{crr{Krr
He ce cnpoaeAer r u (rapn,Ia rcorcu lrelcr(H cry t\14r4 oA HH BHTpO CTyALlvTe v
ofpaHHLreHr.rTe rrol'lal-()tlH ()/l c'ry/ltrHTc crrpoBe uH yK0r(yBaaT AeKa co
cy6xyraHa anlurcarlu.ja ua rJrarHpaMep arle'rar, 4o6po ce pecop6upa a roJreM

AeJI oA Ao3ara yure BO cy6r<y,asss','o'tKHgo 6p:o ce ann (rparrraeHrn.

5.3 IlpegxllullrrtKrr rro/IA'r'ourr 3a 6e:6e/Illocl rra Jrexor
flperxlvt Hr.r.rr(HTc no/la'r'ortrJ 3a 6e:6e4uocr rrc yKa)r(yBaar na noce6eH pH3HK :a lyiero Bp3 ocHoBa Ha
rlo,AarouuTe oA c'ry/tHHr-c 3a (lapr,rarorrourra 6e:6eAuocr, ToKcHLrHocr rrpH an,rurcaqaja Ha

6.Y;-'
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IIOBefteKpaTHr4 AO3A, pe[pOAyKTHBHa TOKCTZq]]OCT, fcrro'r'Or(CHrrrrOC'f HnH Kailr(ApoferIOCT, HaABOp OA

r4H$opMarlHr4Te BKryqeHu Bo ApyrHTe AeJroBH na 36HpLIHo'r H3BCIIll'a.i 3a oco6r.rHI4Te Ha neKor. Bo
oAcycrBo Ha $apuarcoKnHercKr4 rroAaroufl rca.i nyie, Lre Mo)r(e Aa ce yrBpAar MaprHHHTe Ha

erccnosuquia norvrefy ryie ra )r(HBorrln.

Kaj ual 6poj Ha craoprlr4 ra rtaajrr,tytru KoH rrpuMale r)larnpaMep aqe'r'm Bo nepHoA og uajNaarKy 6

Mecerlu nprajaneua e nojaaa Ha raJror(eFr,e Ha 14MynH Kor\4rrJreKcH Bo r)roi\4epyJrHr-e ua 6y6pe:rare. Bo

ABeroAHrxHa crylnja crrpoBeAeHa Kaj craopuH lre 6utrc pt:ruc'l'pHpauH Aeno3arH Ha HMyHH

KoM[JreKcH Bo rroMepyJrHTe Ha 6y6pe:nre.
3a6elexcaua e aua(tnnarcca rro anrrrcarluja xaj cerrru6vtusril)arrH )ro-.rBorrrr.r (::auopuuma unu
rlyeuurua); He e [o3Haro 3Halrerbero Ha oBHe iloAarotln t<aj xyuatrtl rtottyraqrja.
Hajuecr HaoA tto anlur<aquja ua nonekercpa]'rl4 r:loH rnarHl)lr\rcp aqclar xa.j rr<Lrsoru14 6Hr
ToKcarrHocr Ha Mecroro Ha rznjercrnpame.l{aj craoprru, :a6erexrarro e Maro, no crarucruurcn sHauajuo

HaManyBaH,e Ha 3roJreMyBa[beTo Ha TeJ]ecrrara Te)r(uHa rta [oToMIlH're poAeHH oA AaMH TpeThpaHH 3a

BpeMe ua 6penaeHocr H Bo reKor Ha Aoerlero no cy6ry'ranu /Io3H > 6 mg/kg/acu (2,83 naru noseke oA

MaKchMulrlHara flpe[opaqaHa AHeBHa Ao3a 3a 60 kg Bo:]pacerr rroneK lrp3 ooroBa ua mg/m2) no

cnope46a co KoHTponHara. He 6ea sa6ererKaHr.r Allyru :ttaqa.irtu e(rex'ru Bp3 pacror Ha [oroMcrBoro
ra pa:nojor Ha oAHecyBarbero,

6. OAPMAUEBTCKT{ IIOAATOTIU
6.1. Jlucra Ha enrlrrrruerrcu

. MAHI4TOJI

. BOAa Sa uHjerqua.

6.2 [Inrconrnaru6unrrocr
Ilopagra orcycrBo Ha HcrrHTyBaH,a 3a rcoittnaru6trlttot:'r,
JIEKOBH.

Jrcr( rr(] cMee Aa ce Meura co ApyfH

6.3 Pon ua rpaeH,e
3 roAuua

6.4 Ha.rus Ha qyBall,e

[a ce uyna no $puxc.r4ep (oa 20C 4o 80C;.

!a ne ce 3aMp3HyBa.

.{a ce uysa Bo HaABopeuuala ryrnja)3a Aa ce 3aIrlH'rH oA cBerJIHIIa.

Jlercor Aa ce rryBa Ha Mecra lreAocra[Hu :]a Aeua!

floxonxy Ha[oJrHerhre aujercqucKr4 rr]trpurleBH He N4o)r(e /]a ce tryBaa'r uo tlipnxuAep, Mo)I(e Aa ce
qyBaar sa co6ua reMreparypa (oa 1 50C ao 250C) uo IIepHoA o4 ttain,ruory eAou Meoeq.

llo ncreror ua oeoj repuoA (l naeceu) AoKonKy urrjerrrllcrc.rre urrpHrlcaH co rJrarnpaMep arlerar He

ce HaKopr4cTaT r,r cey[ITe ce Bo opHruHaJrrroTo naKyBarbe Mopa Aa ce BpaIaT ila rryBarr,e no rppm<a4ep
(os2oC ao 8oC;.

6.5 llpupo4a rr coApxrrHa IIa IIaKyIlaE ero
Cncrevor Ha 3arBapaH,e na ronre.iHepor coAp)r(H clar{relr 6apel trtttptttl:a ynorpe6a co
HHrerpapaHa vtta. I-yn,teuuor 3arBopyBatr (6pon,ro6yru.r, Tnn I) e n KAKO

K,'uzrl 3a BpeMe ua uujercqujara. ,{aurr<eqKa lrpatrKa e upr4uBpc'r'errtl r]o IJIATA C

3AIXThTEHA CO UITHTHHK.

Bo,ryrraeuor Ha pacrBop Bo unpurror e 1.0 ml.
REMUREL e AocrareH Bo raKyBaba co 2B uanoJlIIe'r'H utt jercqucrcu

6.6 Iloce6nr Mepnrr Ha rrper[a3JllrBocr rlplr orcrpaHyBal;e Ir Apyro
Jleror e HaMeHer 3a eAlrHerrHa ynorpe6a.
Heynorpe6eHuor pacrBop rpe6a Aa ce orcrpaHu coilIacHo JIoKTuIHI{Te nponucu.

7. r,IME tt A,ryECA HA HOCr{TEJIOT HA OAOBPEHT4ETO 3A IIPOMET BO
PEITYEJIIIKA MAKEAOHI,IJA
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3euruna flxapma Marcc/torru.iil lloocJr Cxon je
Yn.JopAaH Mu.ja.rrxon 6p.tl8-l I 1 -2
1000 Crconje

8. EPOJ I4 AATyM IIA O/IOEPIIIil'IETO 3A IIPOMET
11-3970t2

9. AATyM HA fTPBOTO OAOEPEE,JIE I
25.07 .2011

10. AATyM rrA rroc..rrDArrA P
Cenrenanpn, 2023

oAo6PDHprETO




