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3EI4PEH TT3BEIIITAJ 3A OCOEI4HI,ITE HA JIEKOT

1. 3AIIITHTEHO r4ME HA MEATTUUHCKI,IOT frpEfrApAT
COLISTIN ALVOGEN / KOJIHCTHH AJIBO|EH, 1 MrrrHoH HHrepHauHoHiurHH e4uHr.rqn (lU),
flpatrroK 3a pacrBop :a uHjercrnpame, ltr$ysuja unu r,rHxirJrupa[Le.

2, KBAJII,ITATUBEH[IKBAHTI,ITATIIBEHCOCTAB
Eauazujata coApxH I nnrnou HHTepHauHoHuurHH eAHHHqH (lU) rcorucrnMerar HarpHyM.

ErccuunneHcn co no3Har e$ercr: e4Ha rujala og MeAHrrHHcKHor rrpoa3BoA coApxH noualrcy o4 I
mmol (23 mg) uarpnypr n e "sodium free".

3a rco.rwnnemHa rucma Ha eKqunueHcu noztedueme 60 den 6. l

3. OAPMATIEBTCKA OOPMA
flpaurorc 3a pacrBop :a unjexurparre, nH$ysnja unu HHxzuruparLe.
CrepuleH, lno$ulusl.rpau, 6el rtpattroK.

4. KJIIIHI,ITIKII OCOEEHOCTII
4.1 Tepanenrcrrr rrHArrKaqrr[
COLISTIN ALVOGEN e HaMeHer 3a HHrpaBeHcKa arrJruKaquja rcaj Bo3pacHH rauneHrH H Aeua
BruIyr{HTenHo H HoBopoAeHI,I, 3a rperMaH Ha rerrrKn uH$exquu npeAH3BHKaHH oA oApeAeHH aepo6uu
fpav HeraruBHH MHKpooplaHI,r3MH rora rcaj [auHeHTHTe ce nHMHTHpaHH Tepa[HcKHTe orrur.rH
(su4ere ger' 4.2, 4.4, 4.8 a 5.1).

COLISTIN ALVOGEN rpeKy uHxaraquja ce ynorpe6yBa Bo rperMaHor Ha xpoHHr{HH pecrruparopHu
nu$exqun [peAH3BHKaHH oA Pseudomonas aeruginosa rcaj Bo3pacHH u ne4ujarpncKH [auHeHTH co
uucrHqHa $n6posa (eugere ae,l 5.1).
Tpe6a ga ce 3eMar Bo rpeABHA u o$uqnjanHure nperopaKu 3a cooABerHa ynorpe6a Ha
auru6arcrepHcKH JreKoBH.

4.2 [ozuparle r HaqrrH na yuorpe6a
CUCTEMCKA TEPANI4JA
.{o:ara H BpeMerpaerLero Ha rperMaHor ce oApeAyBa Bo corJracHocr co rexHHara H Tanor Ha
uuSexuujara KaKo t,t KJIHHHT{KHor oAroBop Ha narrueHTor. Ilorpe6Ho e rrpnApxyBarbe Ao BoAr,rr{Hre 3a
repanuja.

.{o:ara ce H3pa3yBa Bo LIHrepHauHoHanHH egLvHt4:qu (lU) Ha KoJrHcrHMerar HarpHyM (CMS). Ha
rcpajor og oaoj AeJI BH e AaAeHa ra6era sa rcoHnepsraja oa IU na CMS Bo mg na CMS KaKo 14 Bo mg Ha
6asarsa aKrHBHocr Ha KoJrncrr.rH (CBA).

,llogrparre
C,re4unre rpe[opaKH 3a Ao3Hparbe ce 6a:upaaT Ha JII,IMHTHpaHHTe @aprr.raxorcnHTecKu nogaroqu raj
KpHTHT{Ho 6olnu raqHeHTr4 (eu4ere rcn 4.4).

Bospacuu nauuerumu u adonecueumu
.{o:ara Ha oApxyBa}be H3HecyBa 9 MIU/aen H ce aflJrunr,rpa noAeneH a so 2-3 rroMrrJru Ao3r4.

Kaj rcpnrruHr4re rauneHrr.r rpe6a Aa ce anJruuvpayLaplaAo3a oA 9 MIU.
He e yrnpgen uajcooABerHHor BpeMeHcKH t4HTepBirn oA yAapHara
oApxyBarbe.
floAarouure yKax(yBaar gexa xaj nauHeH.l.r1.r.e co oqyBaHa peHarua Qyu
Moxe Aa e norpe6ua an,ruxaquja Ha yAapHH Ao3H H Ao3H Ha orpxyBabe Ao

LyqaH.



ocKyAHH ruII'IHHTIKH rIoAaroUH H He e yrBpAeHa 6es6e4Hocra oA arrJrr{Karlr.rja na BaKBH 4oau. V4apua
Ao3a Moxe Aa ce arIJIHIIrapa rcaj [aUHeHTH co HopMtUIHa I{ HapyueHa peHiurHa SyHrcrluja, BKrytlurenHo
n rcaj lnuara KoH ce aa pujatwza.

Ilaquenmu co HapyueHa peHanHa fiyurcquja
Kaj ruqara co oureryBalbe Ha $yHrcrrujara Ha 6y6pe:nre Ao3ara rpe6a Aa ce rpuJraroAr4 Ho
Aocra[HH ce MHory olpaHHr{eHH SapnaarcorcuHercKl4 rroAarorlH oA rrpHMeHa Ha JreKor rcaj naqueuru co
peHaJrHo ourTeryBalbe.
Bo ra6e,rara noAoJIy ce HaBeAeHLI [penopaKHTe 3a [pHnaroAyBa[be Ha Ao3ara xaj naqneHTHTe co
peHaIJr Ho otrrTeryBalbe.
Kaj nraqara co ruIHpeHc Ha KperaHHuH < 50 mlllvrun ce nperopaqyBa Ao3ara Aa ce sanaru. Ce
rpenopaqyBa QpercreuqujaranaAo3Hparbe ABa raru Ha AeH.

MIU: million lU

Xeuo4uj a.nrr3a rr KoHTHHyrrpaHa xenro(ana)Sulrpaqnj a
KolncruH noAnexn ua gujaluza co [oMorx Ha KoHBeHuHoHaJrHa xerrao4uja.nu3a 14 KoHTr,rHyHpaHa
xerrao(ar.ra)Qunrpauuja (CVVHF, CVVHDF). ,{ocranHu ce Hcro,ryrrnrerrHo orpaHHqeHH noAarouH oA
nonyJlauHoHn rSapuarcoKr{HercKu cryAVH co BKJryqeHH HcKryr{HTenHo MirltKy [arIHeHTH rua aujanuza.
3apa4u roa, He Moxar Aa ce AaAar uBpcrH npeflopaKn 3a Ao3Hparbe H Moxe Aa ce 3eMar Bo [peABHA
cJreAHHTe pexHMr.t Ha Ao3Hpalbe.

Xeuodujanusa

,{euoau 6e,s xeruoguj arr'1|3a:2.25 MlUlleu (2.2-2.3 MIU/aeu).
leHonu co xerrrognja.ru:a: 3 MIU/AeH KoH ce AaBaar no xerraognja.n A3nata.
Ce npenopar{yBa Ao3HpaH,ero Aa ce Bprxn ABa fiarr,t Ha AeH.

CVVHF/ CVVHDF
Karco n rcaj naqneHrure co HopMirJIHa peHirJrHa Synrcuuja; ce nperopaqyBa Ao3upalLero Aa ce Bp111H
TpH naTH Ha AeH.

Il aque u mu c o xe namcLrtH o orum e myB atb e
Herraa noAarouH 3a npHMeHa Ha JIeKor raj naqueurn co xerrararrHo orxreryBame. IIpn ynorpe6a na
COLISTIN ALVOGEN xaj oraa rpyna Ha rauHeHTH ce nperopar{yBa.{a ce rpeB3eMar 3roJreMeHr.l
MepKH Ha npeTrra3JrHBOCT.

Ilocmapu naqueHmu
Henaa norpe6a oa [pI]JIaroAyBa[Le Ha Ao3ara xaj nocrapaTe rrauHeHTH co HopM:]rHa peHanHa
QyHxuuja.

II e duj ampucKu naqueHmu

.{ocranHu ce MHory orpaHHr{eHu noAarorru KoH ro noAepxyBaar pexuMor na ro:llpa*e xaj
negujarpucKH nauHeHTra. flpn oApeAyBalbe Ha Ao3ara rpe6a Aa ce 3eMe Bo npeABHA 3pelrocra Ha
6y6pe:nre. losara ce oApeAyBa cflopeA TeJrecHara rex,Ha Ha rrau,eHTor.

neqa co me,tecua metruua 140 kg
75.000-150.000 IU/kg/aeH, rroAerreHh so 3 nor'rarr.t Aosrr.
Kaj ,teuara co reJ'recHa rexHHa uaa 40 kg, naoxe Aa ce 3eMar Bo [peABHr r,l 3a AO3HpaH,e
riaj ao:pacHH rauHeHTH.

Kaj ne4njarpucKa [arrr4eHTn co uHcrr.ir{Ha Sn6po:a npujaneHa e y
IU/kg/aen.

K,rupenc Ha Kpear[HrrH
(ml/min)

flnenna go:a

< 50-30 5.5-7.5 MIU
<30- I 0 4.5-5.5 MrU
<10 3.5 MtU

> 150.000



Herua nogarouu 3a npl{MeHara HJII,I roJIeMHHara Ha yAapHara4o:a rcaj KpHTrrr{Ho 6orsu negujarpucxu
NAUHEHTH.

He ce eocnocraBeHl,t nperopaKH 3a Ao3rapalLe rcaj Aeua co HapyueHa peHirJrHa $ynrcqgja.

II ru mp ame xatt H o u u H mp os e H mp u Ky anp u a ann u xa quj a
Bpa ocuona Ha orpaHI{qeHHTe rloAarolrH rcaj ao:pacuHTe nauHeHTH ce flpenopaqyBa npHMeHa Ha
cJreAHI4Te AO3H:

HHrpaeeHrpHryrapHa anrr,rrcauui a
125.000 IU/aeH
I4HrparercarHHre Aogl't He rpe6a Aa rH HaAMHHyBaar Ao3HTe npenopaqaHn 3a HHTpaBeHTprdKynapHa
ynorpe6a.

He Moxe Aa ce Aal.ar cnequ$uuHH [penopaKu 3a Ao3uparbe npu HHTpareKzrJrHa vt
HHrpaBeHrpuKyirnpHa auurcaquja Ha JreKor raj aeua.

Haqun ua vnorDe6a
mNce4aeaKaKoHHTpaBeHcKauH$y:njacoBpeMeTpaerbeoA30-60rurauyru.Kaj
nauHeHTHTe co rorzLIIHo HMTIJIaHTHpaH BeHcKr4 [pilcran (TIVAD) Moxe Aa ce alJrHqHpaar Ao 2
MHJII'!oHI'I eAI4HHIIH (so l0 ml) npexy 6o,ryc Hnjercquja co BpeMerpaerbe oA MHHT4MyM 5 nrnuyru
(nu4ere aer 6.6).
Bo soAeH pacrBop KoJIHcrHMerar HarpHyM noAJrexn Ha xu4po4njuuru3a Ao aKTHBHara cyncraHqraja
KoJIHCTHH. flpn no4rorByBarbe Ha Ao3ara sa anrurcaqnja, oco6eHo Kora e norpe6Ho rcou6nHnpa*"" ,u
noseke awjatn, peKoHcrt4ryqrajara Ha pacrBopor Mopa Aa ce H3BeAyBa Bo crporo KoHTpoJrr4paHH
acenrur{Hu ycnoBn (au4ere ael 6.6).

Ta6ela 3a KoHBep3uja ua Ao3ara:
Bo enponcrcara Yuraja. Ao3ara or Ko,.rHCTHMerar HarpHyM
rcarco tr4HrepHauuoHil,'rH14 EAusr.rur.r (lnternational Units
Ha3HaqeH 6pojor ua lU so egua euja,ra.

MOpa Aa ce [penHrxyBa H anJrHuHpa caMo
- IU). Ha erurcerara Ha npon3BoAor e

flprajaseHn ce rpe.uKu npn Ao3npamero 3apaAr4 pauruqHoro r{3pa3yBame Ha Ao3ara Bo cMHcoJr Ha
jauuua Ha Ao3ara. Bo CoeAuuerure AnrepnKaHcKH ApxaBH H ocraHarHTe AeJroBH oA cBeror Ao3ara Ha
KoJIHcTHH ce H3pa3yBa Bo MhJlHrpanan (mg) Ha KoJrncrr.ru 6asupana aKrHBHocr (milligrams of colistin
base activity-mg CBA).
Ta6elara sa rcoHsepsuja [oAoJIy cJIyxH caMo 3a nnsopvrEparbe H BpeAHocrHre Mopa Aa ce c$arar
rarco npu6luxHu.

CMS ra6e,ra ra xonneprnja

* HoMaHa[Ha froreHTHocr Ha r'reKor: 12,500 IU/rng

Ir HXAnAq II lA HA A E PO C OIII z

Ce npenopaqyBa KoJrHcrnMerar Harpr{yM Aa ce annuuupa
HcKycrBo oA cooABerHara o6racr.
,lloruDarre
.{osara H BpeMerpae}bero Ha rperMaHor ce oApeAyBa Bo
r.+r$ercqujara KaKo H rurHHHr{KHor oAroBop Ha flauneHTor.

flpenopavaHH Ao3H:

HCKO NHUE CO

florenruocr
= Maca na CMS (mg)*

U = mg CBA
2.500 0.4 I
s0.000 5 t2
.000,000 34 80

4.s00,000 150 360
9.000,000 300 720

n&, h THNOT HA



Huxaraqnja Ha aepocoJrn
Bospacuu nauueumu. adonecueumu u deua ua eozpacm> 2 rogunu
I -2 MIU ABa Ao rpH narH Ha AeH (uarccnualHa AHeBHa Ao3a oA 6 MIU/aeH)

,Ueua ua oospacm < 2 zoduuu
0.5-l MIU ABa naru Ha AeH (rraaxcuua-nua AHeBHa Ao3a oA 2 MIU/aeH)

.(oxropor rpe6a Aa ce npnApxyBa Ao peJreBaHTHHTe Krr,rHHr{Kr4 BoAHr{H 3a
oApeAyBarbe Ha BpeMerpaebero Ha rperMaHor, $percreHqujara Ha Ao3HparLe
Ha ApyfH anrurraurcpo6HH cpeAcTBa.

Tepa[HCKH pexHMH nph
H Ko-arMHHracrpaqnjara

Ilocmapu naqueHmu
Herrla norpe6a oa npHJlaroAyBarbe Ha Ao3ara rcaj nocrapure rraqileHTH co HopMaJrHa peHzurHa

OYHrcqHja.

lfat4ueumu co peHaltHo orumemysatue
Heua norpe6a oa npuraroAyBalbe Ha Ao3ara rcaj naqueurnTe co peH:rJrHo oureryBarbe. ilpr.r
ynorpe6a sa KOLISTIN ALVOGEN rcaj oBaa rpyra Ha naqneHru ce rperopaqyBa Aa ce npeB3eMar
3roJreMeHil MepKH Ha rrperrra3JruBocr (eu4ere rcn 4.4 u 5.2).

Ila4ueumu co xenamclrtHo orumemy*atbe
Heua norpe6a o4 npnlaroAyBalre HaAo3ara rcaj onaa rpyrIa Ha rrauHeHTH.

Haqun na an.nnraunia
3a ynorpe6a rpeKy nuxalaqnja.
Bo BoAeH pacrBop KoJrucruMerar Harpr4yM xuAnpoJrrcHpa Ao aKTHBHara cyncranqnja. flo
peKoHcrHryquja, pacreopor rpe6a 4a e 6ucrap. 3a noce6Hu rrpenopaKu Bo oAHoc Ha paKyBarLe co H

orcrpaHyBarLe Ha peKoHcrr4ryHpaHr,tor pacrBop Br,tAere AeJr 6.6.
,{oxolrcy ce npHMeHyBaar a Apyrn JIeKoBH, HcrHTe rpe6a Aa ce anJrr{H:apaar c[opeA rrpefiopaKnTe Ha
AoKTopor rcoj ro BoAH JreKyBalbero.

florre4nere ja Ta6elara:a xourepsr,rja Ha Ao3ara HaBeAeHa rrorope.

4.3 KonrparrHAlrKarIrrr
o flauneHTu co [peocerJluBocr Ha KoJ]HcrHMerar Harpnyrr.r (xolucruH) nln nolnunxcnn E.

4.4 lloce6nu MepKrr Ha rperrra3JrrrBocr rr rrpeAyrrpeAyBarba
lorcolry e Bo3MoxHo, rpe6a Aa ce 3eMe Bo rrpeABHA Ko-aAMHHHcrpauHja Ha HHTpaBecHKH
KoJIHcr[Merar HarpHyM co ApyrH aHrn6arcrepncKu JreKoBll, seuajftu ja no npe4euA ocerJrr,tBocra Ha
raroreHor KoH ApyrH aHru6uoruun. IlpujaneHa e nojara Ha pe3ucreHquja rcoH KoJrHcrHH, oco6eHo
Kora JIeKor ce ynorpe6yBa KaKo uoHorepanuj a;3apa1u roa, KaKo [peBeHTHBHa MepKa 3a crtper{yBar6e
ua pa:eoj Ha pBHcreHquja rcoH KoJII4cTHH rpe6a Aa ce pa3MHcJrH 3a xou6uuupaHa repanujaco Apyr6
auru6arcrepucKH JreKoBH.

.(ocranHu ce orpaHuqeHn KIHHHqKH [oAarouH 3a eSuxacHocr n 6ea6egnocr oA HHTpaBeHcKa
anluxaquja Ha KoJIHcrHMerar HarpHyM. r4cro raKa, npe[opaKHTe 3a Ao3upa[be Kaj c6re
cy6nonylaqura Ha [arrHeHTH ce lazupaar Ha orpaHr]qeHr4 rurHHHrrKH

$aprrrarcoxnHercrcu/SapMaKoAuHaMucKu noAarouH. Oea oco6eHo ce oAHecyBa Ha rrpr,rMeHara Ha
BHcoKH Ao3I'I oA JIeKor (> 6 MIUiday) u ua ynorpe6ara Ha yAapHa.qo3a KaKo H Ha 6ee6eAHocra H
eSnrcacHocra o4 ynorpe6a rcaj noce6Hr4Te rrorrynarruu Ha rrarrHeHTu (ruqa co peHirJrHo oureryBarbe H
negr.rj arpncrcu naquermn).
Kolncrnnaerar HarpHyu rpe6a Aa ce ynorpe6yaa caMo Kora He e cooABerHa yflorpe6ara ua
ocraHaruTe, rrorrecro rrpHMeHyBaHu auru6uorvt6 vnv HcrHTe ce Hee$e

Kaj cure rauHeHTH rrpeA rroqeroK Ha repanujara xarco la peAoBHo
ce Ha[paBar Hc[HTyBaE,a 3a [poueHKa Ha peHaJrHara Syuxuuja.
rpe6a Aa ce rrprnaroAu Bo 3aBHCHocr oA peHurHr.ior KJ]HpeHc

rpe6a ga

HaTpHyM

rct 4.2).
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XHnosoreMHqHHTe nauHeHTH HJIH oHHe KoH rrpuMaar H Apyrr,r noreuqrajalno HeSporoKcHqHH
neKoBH ce H3JIoxeHH Ha noBI4coK pl,l3HK og He$poroKcHqHH e$exru Ha KoJrHcrHu (augere get 4.5 u
4.8).
Bo sexon cryl'tr nprajaaena e acorrupaHocr Ha He$pororccaqHocra Ha KoJrr.rcrHH co ytrorpe6ara Ha
KyMynarlrBHrl Ao3vt H BpeMerpaerbero Ha rperMaHor. Tpe6a Aa ce npoUeHH oAHocor Ha Kopgcra oA
rlponoHrHpaua repanrja HacnporH noreuqnja,lHrzor pH3HK oA peHaJrHa roKcHqHocr.

Kolncruuerar Harpuyna rpe6a BHI4MareJrHo Aa ce ynorpe6yaa rcaj uoaopoAeHa Ha Bo3pacr < I
roAI'IHa 6naejku peHaJlHara QyHxquja He e rreJrocHo pa3BHeHa xaj oeaa Bo3pacHa rpyna Ha [auHeHrH.
[ono,runrerHo, He e no3Haro slujaHnero Ha Heco3peaHara peHzrJrHa ra uera6o,rua SyHx.nqr.rja ep:
rcoHsep:ujara Ha KoJrHcrr{Merar HarpHyM Bo KoJrHcrHH.

Bo c,ryvaj Ha nojaua Ha :rJleprHcra peaxquja, TperMaHor co KoJrr4crHMerar HarpHyM Mopa Aa ce
[peKr4He H Aa Ce [peB3eMaT COOABeTHH MepKH.

Perncrpupauo e AeKa BHcoKI{Te cepyMcKu KoHueHTpauw Ha KoJrHcrnMerar HarpHyM KoH ce
jaayeaar KaKo rlocJlella\a Ha npeAo3Hpalbe vtt HerpnJrar-oAyBalbe (peayxuraja) ua go:ara rcaj
nauHeHTHTe co peHzIJIHo olxreryBalbe Moxe Aa AoBeAar 4o nojana Ha HeyporoKcr.tr{HH eQercru xaro
Sauujalua napecre:uja, MycKynHa cra6ocr, Beprr,rro,3a[JrerKaH roBop, Ba3oMoropHa necra6urHocr,
BH3yeJrHH HapyrxyBarba, ronQy:uja, rcuxo3a H a[Hea.
Bo clyuaj Ha nojaaa Ha nepilopilnHa fiapecre3uja a napecre3uu Bo eKcrpeMHTerHTe rrarrHenror rpe6a
Aa ce cneAH 6urciku oBa Moxe Aa ce 3Haur4 Ha npeAo3Hpabe co JreKor (sr,r4ere aer 4.9).

flo:Haro e AeKa KoJIHcrHMerar Harpl,ryM ro peAyuupa npecuHa[THr{Koro ocro6ogyaarre Ha
auerHJlxoJII4H Ha HHBO Ha HeBpoMHycKyJrHara [noqa; gapa1r roa, xaj [auHeHTHTe co uuacreHnja
rpaBHc JIeKor rpe6a Aa ce[pl4MeHyBa co orpoMHa flper[a3Jrr.rBocr H caMo AoKoJ,rKy e ancoJryrHo
Heo[xoAHo.

flprzjaeeHa e nojaaa Ha pecrtl4paropeH sacroj no HHrpaMycKyJrHa anlnrcaquja Ha KoJrr,rcrHMerar
HarpHyM. HapyrueHara peHaJIHa SyHxrrnja ro 3roJreMyBa pH3HKor oA nojaea Ha anHea w
HeBpoMycKy,r Ha 6-rorcaga no aAM HHrlCrpaquj a Ha KoJrHCTHMerar HarpHyM..
flpra ynorpe6a sa JIeKor rcaj naqueuru co nop$upuja rpe6a Aa ce rpeB3eMar noce6Hu MepKH Ha
npeTna3JrHBOCT.

flpn ynorpe6a Ha cropo cure aHruMr,txpo6uu JreKoBH npr,ljaneHa e nojana ua aHrn6norcK7 acorrgpaHa
4rajapea rpeAH3BHKaHa oA Clostridium dfficile. Cnope4 ,rr"rrrriror, cocroj6 ura Ha rauueHror
Moxe Aa ce ABH)I(H oA JIecHa 4ujapea go $araleH KoJIHTHc. Ynorpe6ara sa arnu6noTnun AoBeAyBa
Ao HapyuyBaH,e Ha HopMirJlHara UpeBHa nrurcpo$nopa lrlro pe3ynrupa co rpeKyMepeH pacr Ha
Clostridium dfficile. onaa 4ujarHo:a rpe6a Aa ce 3eMe Bo rpeABHA rcaj naqueHrrare rcaj Kor{ 3a BpeMe
Ha wv HenocpeAHo no rperMaHor co KoJllrcrHMerar HarpHyM ce janula gHjapea. Bo earcos c,ryvaj,
TperMaHor co KoJIHcrHMerar HarpHyM rpe6a Aa ce npeKHHe H Aa ce pa3MHcJrH 3a npHMeHa Ha
aHrn6nornr roj una ruInHHqKa e$nxacHocr rpornB Clostridium dfficite. He rpe6a Aa ce raBaar
reKoBH rcou j a uuxu6upaar [epncrzurrHKara.
flo uurpareHcKa arlJlHKalluja rcorucruMerar HarpHyM He npeMHHyBa Bo eHauajua KoJrHr{HHa Hn3
xeMaro-eHue$a-nuara 6aplrepa. He ce h:seAeHH AeriIJrHH KTHHHT{KH cryAytv H rocraflHu ce rroAarouH
caMo oA H3oJIHpaHH cnyqaH xou ja rloApxyBaar HHTpareKuIJrHarav HHTpaBeHTpHKyJrapHara [pHMeHa
Ha KOJIIICTHMeTaT HarpuyM Bo rperMaH Ha MeHHHfr,rrHc; rroAarouHTe 3a AO3HpaBe Ha J'reKor ce MHofy
ol-paHHqeHH. Hajvecro perHcrpnpaHo HecaKaHo gecjrno rrpH annHKarluja na CMS 6n,ro u."nrrr"n
MeHr4HrHrHc (en4ere ael 4.8).

flpn uHxalaquja na arnn6noruqH Moxe 4a ce janr,r 6pouxocna:au. 3a npeaeuquja HnH TperMaH Ha
oaaa cocroj6a uoxe Aa ce yflorpe6ar cooAeerHu 6era-aroHHcrH. na3aMor npencraByBa
rrpHr.rnHa 3a 3arpHxeHocr repanr.rjara rpe6a Aa ce npeKHHe.

E4Ha nnja.na o4 MeAHuHHcKHor [poH3BoA coApxrl rroMuur
"sodium free".

*ffi#
mg) HarpuyM 14 e



4.5 llurepaKrlrrn co Apyrn JreKoBrr rr Apyrr eopuu Ha rrnrepaxrlrrn
florpe6no e Aa ce npemeMar noce6Hu MepKrl Ha nperp[a3JruBocr rrpu HcroBpeMeHa ynorpe6a ua
HHTpaBeHcKI'l KoJIHcrHMerar HarpHyM 14 ApyrH MeAHrIrrHcKH [poH3BoAH co noreHrlnjanen HeBpo-
vtl utu ae$po-roKcnqeH e$exr.
3apa4rz olpaHl4qeHoro HcKycrBo H pr,r3HKor oA KyMynarHBHa roKcur{Hocr, nperrrzt3JrHBocr e norpe6Ha
I4 npH I'lcroBpeMeHa rpHMeHa co ApyrH Sapnaaqenrcrcu $opuu aH KoJrxcrr,rMerar HarppryM.
He ce H3BeAeHH in vivo cryAALl 3a HHTepaK\r4kt ti ue pasjacner MexaHu3aMor Ha rcounep:uja ua
KoJr HcrH Merar HarpHyM Ao aKTHBHara cyncraHulrj a xol ucrlru.
Hcro raKa, He e [o3Har MexaHld3aMor Ha KrHpeHc Ha KoJ.rr,rcrHH, BruryquTerHo peHiurHara
eluuuHaquja. Bo in vitro cryLuure a3BeAeHI,r Bp3 xyMaHH xerrarorruTH, KoJrr,tcrr{Merar HarpHyM HJrH
K0JIHOTHH ue ja uugyrlHpane aKTI,tBHocra Ha HrlTy eAeH oA HctrHTaHHTe eH3HMH Ha uHToxpou P 450
(CYP): CYPl 42, 286, 2C8, 2C9, 2C19 and 3 A4l 5.

floreHIlIaja,rHnor pH3HK oA HHTepaKqun rraeiy neKoBHTe rpe6a Aa ce 3eMe Bo npeABHA np6 Ko-
aAMl'lHHcrpallnja Ha COLISTIN ALVOGEN co JIeKoBH KoH ce no3Harr4 l.rHxu6uropn Hn14 HHAyKropr.r
Ha 9H3HMHT€ KoH yr{ecrByBaar eo l\aera6oJln3aMor Ha reKor HJIH co JreKoBH KoH ce no3Har7
cyrrcrparri 3a HocaqrlTe Ha JreKoBr4 eo 6y6pesr,rre.

KolucruH AeJIyBa nps oclo6o4yBalbero Ha auerr,rJrxoJruH; 3apaAn Toa rrpn HcroBpeMeHa ynorpe6a ua
He-Ae[oJIapH3HpaqKH MHopenaKcaHTH rcaj naqueurHTe KoH ce Ha repanuja co KoJrucrr4Merar
HarpHyM norpe6Ho e Aa ce [peB3eMar MepKH Ha nperrrrBJruBocr 6uaejkn Moxe Aa e [poJroHtr{paH
e$ercror Ha MycKyJrHr4or peJraKcaHr (eu4ere rct 4.4).

Kaj naqHeHTHTe co MHacreHHa rpaBuc norpe6ua e noce6Ha rrperrra3JruBocr npn KoHKoMHTaHTHa
repannja co KoJIHcrHMerar HarpI,IyM H MaKpoJTHAHH aHru6uoruqu KaKo uop$loxcaquH A
uanpo$roxcaunH (engere rct 4.4).

Tpe6a Aa ce ug6erHyBa HcroBpeMeHa ynorpe6a Ha KoJrHcruMerar HarpHyM H Apyru MeAHuHHcKH
npoH3BoAH co HeBpo- ulntu ue$po-ToKcHqeH e$ercr. Osa ce oAHecyBa Ha aMHH9TJTHKS3HAHHTe
aHrlr6noruqH KaKo [eHTaM r,tqr{H, aMHKaUHH, HerHnM r.tuHH u ro6pana uquu.
flpu rcourcounraHTHa ynorpe6a Ha KoJIHMecrar Harpr{yM r,r qe$arocnopuHcKH anru6uoruuH Moxe Aa
nocron noBHcoK pr43HK o4 ue$poroKcuqHocr.

4.6 @eprulurer, 6peueHocr rr Aoerbe
BpeueHocr
Henaa cooAeerHu noAaroutl oA ynorpe6ara Ha KoJrucruMerar HarpKyM rcaj 6perraeHu xeHH. Cryauure
co a[JlHKauvja ma eAHHer{Ha 4o:a xaj lyfe noxaxaJre AeKa KoJrucrHMerar HarpHyM ja rrlranyea
nJlaueHTapHara 6apuepa. flpu ynorpe6a ua noaekercparHH AO3H rcaj 6pervreHu xeHr.t trocroH pH3HK oA
nojasa Ha SeralHa roKcHr{Hocr.
He nocrojar AoBoJrHo noAarouu oA aHHM€rJrHH cryl;t4r:a e0ercror Ha KoJrucruMerar HarpHyM Bp3
penpoayxuujara ra pasrojor (augere aen 5.3). Korucrurraerar HarpHyM Moxe Aa ce yrorpe6yea ia
BpeMe na 6peuenocr caMo AoKoJIKy Kopncra sa uajxara ro HaAMHHyna noreHqujruHHor pH3HK 3a
nroAoT.

,IIoerue
Kolucruverar HarpHyM ce u3JlaqyBa npeKy naajuuHoro MJreKo u ue rpe6a Aa ce yrrorpe6yaa 3a BpeMe
Ha Aoelbe ocBeH no c,'ryuaj Kora 3apaAlt KJIHHHqKaTa cocroj6a ua uajrcara e r4HAHUHpaHa npHMeHa Ha
JIEKOT.

4.7 B.tujanrre Bp3 cnoco6nocra 3a Bo3erle rr yflpaByBarbe co pa6ornu MarunHrr
3a speue Ha napeHreparrHara repanuja co COLISTIN ALVOGEN ,o^e
co nojaea Ha BprorJraBuqa, s6yuerocr r,rJrn Br43yeJrHH HapyrxyBalLa.
e$ercru, [auHeHTHTe rpe6a Aa ce [peAynpeAar Aa He Bo3ar Hr4ry Aa

oA oBHe



4.8 HecaraH[ peanrlrrn
Cucme.ucxa meDonuia
PHslaxor o4 nojana Ha HecaKaHH e$ercru e acorrHpaH co Bo3pacra, peHzurHara SyHrcuuja H uuHr4qKara
cocroj6a Ha nauHeHTor.
IlpnjaseHa e HeyporoKchtrHocr H roa rplr rpeAo3Hpalbe co JreKor, rpu nponycr Bo peAyKquja Ha
Ao3ara rcaj naqneuru co peHaJIHo HapyuyBalbe vr+ rrpH KoHKoMHraHrHa ynorp"6u ,u jpy.,
HeyporoKct'tr{HH JIeK0BH. Cuunronaure Moxe Aa ce HaMurJrar co peAyKqraja na Ao3ara a BruryqyBaar
arlHea, rpaH3HropHo HapyuyBarLe Ha censr,r6r4JrnTeror (rcaxo SaqnjaJrHa rrapecre:uja n oeprnro) a
perKo, Ba3oMoropHa secra6ulHocr, 3a[JIerKaH roBop, Br{3yeJrHH HapyuryBama, rcoH$y:uj a ArA
ncHxo3a.
Ilprajaneuo e HapyuyBarbe Ha peHilJlHara QyHrcrruja H roa o6H.{Ho ro ynorpe6a Ha noaucorcu (o4
rpenopar{aHure) 4ost't rcaj naqneHru co HopManHa peHiurHa $yHrcqraja, npn rponycr Bo peAyKuwja;g1a
Ao3ara r<aj naqneHTH co peHaJ'IHo HapyuyBarbe HrA rrpH KoHKoMr{TaHTHa ynorp"6u ,ru apy.,
HeQporoxcuttHH reKoBH. Onoj eQercr o6uqno e peeepru6aJreH no npeKHH co repanujara
Kaj naqueurnTe co qucrllqHa $u6posa (l-(@) rcon ro flpuMaar JreKor Bo [penoparraHHTe Ao3H perKo
ce jaayaaar He0pororccuvuu e$exru (<1%).3nauu Ha ueSporoKcur.rHocr ce perHcrpupaHu rcaj oKony
20o/o ol TeuIKHTe XocnHTanH3vpaHu rraUHeHTH rcou Heruaar I{O.
3nauu Ha HeBporoKcHqHocr 6ule perucrpHpaHH xaj ao 27%o olrrauHeHrHre co uHcrHqHa $n6po:a.
Oelae Hecarcaun e$ercrn o6H.IHo 6nre co cla6 usrengHTer H ce [oBJreKJre 3a BpeMe ,u r"prnrjuru rm
na6pso rto npeKHH Ha rperMaHor.
flpnjareHra ce xnnepceH3HTvtBHvt peaKuHH BruryqHTerHo KoxeH Acytn v rpecKa acoqqpaHa co
TperMaHor' Bo c,ryuaj ua nojana Ha peaKIIHH Ha [peocerJruBocr rpe6a Aa ce npeKHre co yrroipe6a11a
rreKor COLISTIN ALVOGEN.
Moxe gace jazu JroKrurHa rapuraqnja Ha Mecroro na nHjaxrupame.

lI nxutu tluo r ru me pa n u io
I4uxa,raquouara repannja co KonHCTHMerar HarpHyM Moxe Aa AoBere Ao nojasa Ha KauJrarbe H
6pouxocna:au.
flpujaeeua e u 6olrca Bo rpnoro t4,,t4 ycrara xoja naoxe Aa ce AonxH Ha
albicans HnH npeqyBcrBuTeJrHocr Ha neKor; KaKo 3HaK Ha flpeocerJrr.rBocr ]

AcLlil u so roj cnyvaj repanujara rpe6a Aa ce rpeKHHe.

[Duiasvnarbe Ha cvcnerrg[re HecaxaH[ Aeicrea
flpujarynaruero Ha HecaKaHHTe 4ejcrna perucrp,paHH rro nyurarbe Ha JreKor Bo flpoMer e oA roJreMa
BaxHocr. Ha oaoj Haql'lH ce o6*6e4yBa KoHTr,rHyr.rpaHo cJreAebe Ha KopHcra Hacrrporr4 pH3HKor oA
ynorpe6ara Ha JIeKor. Me4nquucrcror flepcoHan rpe6a 4a ro npujaBu ceKoe coMHHTeJrHo HecaKaHo
gej crno Bo HarIHoHrrJr HHor ueHTap sa $apuarcoBr,rrHJraHua.

4.9. Ilpeaouparbe
flpe4o:llpamero co Konl{crHMerar HarpHyM Moxe Aa pe3yJrrr,rpa co HeBpoMycKynHa 6roxaga a
[ocJIeAoBareJIHa MycKylna cla6ocr, anHea H MoxeH pecnuparopeu :acroj. Ilpego:npa6ero Hcro
TaKa Moxe Aa AoBeAe 4o nojana Ha aKyrHo peH:IJIHo sarajynarre co HaMaJreHo MoKpelbe H nopacr Ha
cepyMcKHTe KoHueHTparluu na BUN u KpearHHHH.
Heua cnequ0uven aHTHAor ao clyuaj Ha npeAo3Hpane co KoJrucrnMerar. Tepanrajara e cynoprHBHa.
Moxe Aa ce rpeB3eMar MepKH 3a 3roJreMyBarbe Ha eruunHaquj arta Ha *orr"ri,, (rcarco naaHuror
I{HAyrIHpaHa AHype3a, [poJloHrHpaua xelrogujalH3avrkt nepHToHeuurua aujatnza). Esr.rxacuocra Ha
oBHe MepKH He e no3HaTa.

5. OAPMAKOJIOTIIKII OCOBEHOCTI,I
5.1 OapuaxogHHaMcKrrKapaxTeprrcrrrKrr
oapxaaxorepan HcKa rpyna: asru6uoruuH 3a c,creMcxa ynorpe6a, ocraHar
ATI{ xoa: J0lXBOl

uun$ercuaja co C'tmdida
Moxe Aa ce janu H KoxeH

ffi



Mexanuram na Aeicrno
Korucrunerar HarpHyM e r-(Hrur,qeH non,nenr,AeH asru6uorurc roj ce Ao6,ea oA ,,p,fiara Harpy[ara tIoJ]HMHKcHuu. fIo,ruuuKcHHHTe AeJIyBaar raKa uro ja ourrerysaar Kneror{Hara naeu6paHauro p_e3ynr,pa co $nsuororuxu e$ercru KaKO CMpr Ha 6arcrepncKara KJrerKa.
AHru6noruuHTe oA rpyflara noJ]HMHKcHHh AenyBaar ceJreKTHBHo aps fpau-HeraruBHqTe 6axrepuu
KoH HMaar xuApo$o6Ha HaABopeuua ruerra6paHa.

PerucreHunia
Pe:ucreHqujara HacraHyBa co uo4u$uxaqraja 

_ua Soc$arHara rpyra oA nr4rroroJr,caxap,Aor r.lHejsuna 3aMeHa co eraHoJlaMHH AItv ananHoaia6urrosa. rca; lpau-uerarHBHHTe 6at1,tnu co BpoAeHape:ucrenquja Ha KoJIHCTHH KaKo Proteus mirabilis u aui*lriUeria cepacia rrnrirro, SocSar e
ueJr oc Ho cyrrcruryHpaH co eraHoJr aM HH ktilt4 aMnHoapa6u Hora.

BnncreHa Desncrenunia
Moxe Aa ce oqeKyBa nojaea Ha BKpcreHa pe3r{creHrlnja norraefy KoJrHcrHH (norurunrccuu E) unoJrHMHKcr4s 6. MexauH3aMor na 4ejcrao Ha noJTHMHKoHHHTe e pa3n[r{eH oA e0ercror Ha Apyrhreauru6noraqu h 3apalr roa pe3ucreHqrajara na 6arrepujara KoH KoJrHcrHH H noJrHMHKcuu E ue ceoqeKyBa Aa e acor-t,paHa co pesucreHqnja KoH Apyfr.l rurac, rua asru6uoru\u.

flpnjaeeHo e AeKa noJIHMI'tKcHHHTe HMaar KoHueHTparIHoHo-3aBHceH 6arcrepnuHAeH eQexr epsocerJIHBilTe 6arcrepuu. Ce cuera AeKa BpeAHocrHTe sa fAUC/ MIC coo4rercrByBaar co KJrr.rHr4qKarae$nracnocr.

I-paHuvHure BpeAHoc'r-H ce oAHecyBaar Ha aogH oAZ3 MJLI x 3. Moxe 4a e norpe6ra anrr*aur;uHa ynapHa Ao3a or (9 MIU).

Ocerrlleocr
rlpenaneHqara 6a crexHara,pe3,creHIlnja aa oApeAeHH 6axrepun rrro(e 4a Bap,pa Bo 3aBHcHocr oAreorpa$cxara Mecrorlolox6a v Aa ce MeHyBa Bo reKor Ha BpeMero ;3apap'Toa, noxerHo e Aa ce HMarloAarolrl4 3a noKUIHara pe3l'lcreHuuja, oco6eHo npH .itexyBaH,e Ha cepuo3HrJ HH$exqna. I1o nclrpe6a.Kora roKulJlHara npeBaJeHqn-ia Ha p$HCTeHTHocr e raKBa rrrc, a,pnr*ucHocra Ha reKor (nporus
'rpe.leH, 

rrpHLrrHHTe,ru) e glrcxl,ra6n,rua .rpe6a 
;1a ce no6apa MH..irelbe oA eK.nepr.

Baxrepnu Korl qecro ce ocerJrlrBrr

;"tuttb**i;;;;
Haemophilus influenzae
Klebsiella spp
P s eudomonas aeruginosa

I5:3n:r*5a;-sg3g95g IIa ce pa3Blre crexHara pe:ucreuqnja------J

St e n otr ophomonos malt ophil ia
A e, o !!9!.?::y xy I o 

111 
id ans (nopaHeur en A I c a I i ge ne s ry I o s ox i dans)

-*I:gp"" "o "pooou ;;;;;;;;
Burkholderia cepacia 14 cpoAHHTe cneuuecu.
,Proteus spp
,Providencia spp
Serratia spp

I

Ocer,us (S) Pe:ncrenreH (R) "Acinetobacter s<2 R>2 rng/L
E,nterobacteriaceae s<2 R>2 mg/L
Pseudomonas spp s<4 R>4 mg/L

,ffi
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5.2 lDapuaxoxrrHercKrr rcapar$ep[crnrn
Pecoponquja

'{ocranuu ce orpaHI{qeHI'I rloAarollu sa sapnraKoKHHerHKara Ha KOJTHCTHMeTaT Harpr4yM (CMS) nK.JIH.THH' flocrojar AHA,Ka\HL. AeKa f,apuaxorcr.rr"ra*rr" oco6uuu Kaj KpHTHT{H. 6orsurerauHeHrH ce p:Bn,KyBaar oA HcrHre rcaj naquenr,re co no4o6pa 4r.rr*r"L"rJ;ou u oA osne xaj3Apaal4 4o6pono,rqu. CleAuure noaurtq, ce Ao6ueua oA cryAHLt co nphMeHa na HpLC saoApeAyBame Ha KoHueHTparlrrure Ha CMS/xon HcruH Bo nJra3MaTa.

I-Io uusy:uja Ha KoJIHcrHMerar HarpHyM, HHaKTHBHH.T npo-ireK ce KoBepr,pa Bo aKTHBeH KoJrHcrHH.lorcaxaHo e AeKa no arlJlHKauuja-aa KoJrncrr,rMerar HTpHyM xaj rpuruvHo 6o,ruu nauHeHTHMaKCHMUIJIHHTe [JIa3MarcKI4 KoHueHTpawvt Ha KOJIHCTHH ce rocrHrHyBaar co oAJloxyBarbe Ao 7 .{aca.Kaj Hoplr'ra'rH, nauHeHTH JIeKor He ce pecop6npa no ,o"or"u KoJrHqr4Ha oA racrporrHTecrr,rHuurH,orCHCTEM.

flpa anrnxaqnja co ne6ylnsarop per,crp,paHa e sapuialwaa pecopnquja Ha KoJ,rr4crHMerarHaTpHyM BO 3aBHCHOCT OA |oJTeMVHATA H

"o"'o; 
6uru Ha 6er ure Apo6onu. 

"o 
.oof,ri"" #r"*^H ffffi:il' ;Hr[#J":'Jffi::fi '":pa3rnrrHu nHQercquu 6n,re perucrpnpaHu cepyMcKa KoHrreHTpau uvt oD, Hyna Ao noreuqnja,luorepareBrcKH BpeAHocru (>4 mglL)' 3apa4r'r roa np, HHxzuarrr4oHa repannja ceKoraru rpe6a Aa ce3eMe Bo npeABHA MoxHocra 3a cHcreMcKa pecopnqnja Ha JreKor.

fucmpudyqaja
Bo,ryueHor sa Aucrpu6yuuja na KoJrHcrHH xaj sApaeH cy6jeru e Hr.l3oK H cooABercrByBa HaeKcrpaueJlyJlapHara rerlHocr (ECF)' BolyueHoruu gr"rp lyunja e penar,BHo :rolenaeu rcajKpHTHT{H. 6oluure [aI-(H.HTH' Bpsynamero 3a rrra3MarcK,Te rporeHHH e yMepeHo u onaia co3roJIeMyBalLe Ha roHqeurpaqujara Ha J'IeKor. Bo orcycrBo Ha MeHHHre[rJrH a uus,auaguja,

ffiffiffi:1ara 
Bo qepe6pocnnHzL'IHara reqHocr e MHHHM,rrHa, Ho ce 3rorreMyBa rrp, Bocna,ryBarbe Ha

Tp, anrnxaqlrja Ha rurr,rHnr{Ku peJreBaHTHH Ao3H
SapuarcoxuHeruKa.

Enuruurua4uja
Kaj r4paeu cyljern rpol(eHero e AeKa oKoJIy 30%o ol KoJrHcraMerar HarpHyM ce KoHBepr,pa BoKonHcrllH; rulHpeHcor e 3aBI{ceH oA KpearHHHHcKHor KJrHpeHc H co Aereopaunja Ha peHaJrHaraoyHxunja ce 3rorleMyBa rpoqeHror Ha KoBeprr4paH cMS. Kaj naqueHrnre'"o'i"r*o HapyrxeHapeHirrlHa oyHrcqHja (xnnpeHc Ha KpearHHlrH <3b ml/nruu), crerreHor Ha KoHBep3 uja ua cMS ceABH^H oa 60 - 70%' cMS BoruIaBHo ce eTIHMHHHpI_rpeKy 6y6pesure co roJreMpyirapna Qu,rrp auuja.Kaj gapaaH cy6jerrra oKorry 60% -70% oa CtvtS 

"" 
Lrrrrrrpa Bo HerpoMeHera Soprr,ra rpeKyyprHara Bo nepuoA o!24,raca.

He e uenocHo pa:jacHera eluut'lHaqnjara Ha aKTHBHr4or KoJrHcrHH. Korucrun [oAJrexH HaHHTeH3HBHa peHaJIHa ry6ynapua peancopnqraja H Moxe Aa ce eJTHMH H,,pa AIM npeKy He-peHaJ,reH narwv Aa noAJIex[ Ha peHaJIeH uera6olugaM co noreHquja,reH pH3HK oA aKyMyJraquja so 6y6pesrare.KrupeHcor Ha KpearHHI'IH ce HaMaJIyBa 
_rrpH oureryBalse Ha oyopesnre, lU# 

" 
HajsepojarHonocreAuua Ha 3roneMeHara KoHBep3uja Ha CMS.

Kaj :apasH cy6jercru A ilalMeHTuco qucrHqHa Sn6po:a rony-xHBoror Ha KoJrHcrHH e oKoJry 3h u 4h,cooABerHo' a roriLIIHI'lor KJII4peHc H3HecyBa orcony 3L7h. Kaj Kpr4Tr4qHo 6o,rrrnre naugeHrr,r:a6erexau e rpoAoJrxeH noJry-x,Bor Ha eJr,M,uaquja4o oKoiry g-l gh.

u CMS H KonHcrHH uMaar naHeapHa

5.3 flpegn,ruuurrKlr floAaroqn ta 6e:6eAHocr Ha,.reKor

Io,";o1I;"f :I;:#:iTi,1,i.:"1",*y;; .;;;;;rrHocr Ha Ko,rHCrHMerar HarpHyM; HeMar ra I PnJ lvr, nEMd

;:iil;XX;:"Y#J.:J'.:*::,:i,"iy.l: {lluru"? e teKa^utr cu:npo KonucrHMerar HarpHvM

l#,:Tffi; H;:ff# 11:?:::: ::j.,:{y i:ll'r rr u 0o u,,rn o roj 
"a 

J* ; ;"J"; ;; *i#'.::a6e,r exaHara pe.qyKuu.i a Ha r.r H4exaor"nu'* rroru.

3:^ ::: ::: :iJ:,1 
p*y KrH 

:j 
ra ro Kc.r.r,i H ocr c n po BeAe HH rcaj craop uu :a6e,rexaH

r 9.3 mg/kg

flffiJ

*"tTeparoreH e$exr Ha JreKor. I4 noxpaj Toa, r.iHTpaMycKyJ,rHara arlrr.r



KoJIHcrHMerar HarpHyM 3a BpeMe Ha opraHoreHe3ara xaj aajaqn pe3yJrrHpirJra co nojasa Ha talipes
varus Kaj 2.6 n 29% oA $erycure, cooABerHo. osne aoir.r ce 3a 0.5 u 1.2 narn rroBHcoKH oA
MaKcHMiuIHara npe[opaqaHa AHeBHa Aoaa xaj nyie. .(onoJIHHTeJrHo, [pH ynorpe6a na Ao3ara oA
9.3 mg/kg 6nra :a6erexaHa 3rorreMeHa pecoprunja.
Heva aonoJIHHTeJIHH [perKrHHHr{KH noAarouu sa 6e6elHocr KoH 6ra naoxele Aa ce AoAaAar Ha
36upnuor Hsaeruraj :a Oco6nuure Ha Jlercor.

6. OAPMAIIEBTCKT.T IOAATOUTT
6.1. Jlucra Ha eKrlrr[rreucn
He e npuueHJrHBo.

6.2 I{nrcounarn6u,rnocr
Kolucrnuerar HarpHyu He rpe6a Aa ce MeIrIa co Apyrr.t pacrBopH :a un$ysuja, uujexrlnj a ptlrvt
uuxa,raquja.

6.3 Por na rpaerbe
Ilpea npsoro oreaparLe Ha errjarara:2 ro1ultr.

PexoHcrHrypaH pacrsop:
XHApo,lHsara Ha KoJIHcrHMerar HarpI,IyM curnuQurcaHTHo ce 3roJreMyBa npu peKoHc rury\uja n
aunyguja noA HeroBara KpHrHtIHa MuuerrapHa KoHrreHrpauuja oa oKorry 80,000 IU/ml. pacrroirr"
KoH ce co KoHueHrparrHja noHHcKa oA 80,000 IU/ml rpe6a BeAHaur 4a ce ynorpe6ar.
Xeultcxara u $u:uvrcara cra6alHocr Ha pacrBopHTe ea 6o,ryc uHjrceqnja HJrH liHxrL.raqr,rja co
KoHlreHrpauuja oa - 80,000Iu/ml no peKoHcruryrruja oa opHrHHurrrHaru rii*u e AoKzDKaHa lo 24qaca. Ha reMreparypa ol2"C 4o 8"C
04 vr'rrcpo6HoJIolIIKI4 fipvtttt4Ht, JIeKor rpe6a BeAHarx Aa ce ynorpe6u, ocBeH aKo MeroAor Haoreaparse/peKoHcr[ry]{uja/uysawe Ha pacrBopor ro HcJryqyBa pH3HKor oA urarcpo6uo,rourrca
KoH'raMHHauuja. fIaqraeHTHTe KoH caMH 3eMaar anru6norllqu flpeKy nHxaraquja ipe6a Aa ce
coBeryBaar Aa ro ynorpe6ar pacraopor BeAHarx no [oAroroBKara.
Arco ue ce ynorpe6a BeAHau 

',o 
np,npeMu,ra,3arpae*ero H ycJroBr{Te Ha qyBa}be Ha pacrBopor rrpeA

yno'rpe6a, oAroBopeH e KoplrcHnKor, a pacrBopor He cMee Aa ce r{yBa [oAoJrro ol 24 qaca Ha
reMreparypa ol 20C Ao 80C ocBeH AoKoJIKy pa3peAyBarbero He e H3BprxeHo Bo KoHrpoJrLtpaHV A
BanltAHr4 aCe[THr{H[ ycJroBH.
Pcrnopor :a uuSyar'rja rcoj e pa3peAeH noA opHruHzrJrHr4or BoJryMeH ua euja-irar a u/ut.t uua
KoHueHrpaur.rja og < 80,000 IU/mL rpe6a BeAHarx ga ce ynorpe6lr.
PacTsopor 3a HHTpareKzuIHa H I,rHTpaBeHcKa anJruKauuja, rpe6a Aa ce ynorpe6u BeAHau ,,opeKoHcruryqujara.

6.4 Haqnn Ha rryBarbe
Jlexor Aa ce qyBa Ha Mecra HeAocranHH sa Aeua!
!a ce vyna Ha reMrreparypa Ao 250C.
3a naqns Ha r{yBame rro peKoHcrHryHparbe Ha JreKor, BHAere aen 6.3.

6.5 Ilpupoqa rl coAp?t(rrHa Ha rraKyBarbero
1 ruurnos lU/zujma: craruIeHa tujata(craxlo run l) oa l0 ml co upBeHo'.flip-off'Kanaqe.coLlsrlN ALVOGEN e AocrarreH Bo rraKyBarba co l nru r0 ar.rja-nu.

6.6-rroce6url Mep*n Ha rlperrla3JrtrBocr rrpfi par(yBarbe rr orcrpa,yBarbe Ha JreKor
3a 6onvc uHiercuraia
Pacraopere ja co4pxnnara oA auja,rara no He noaefte og
Hnr4 Bo BoAa 3a uHjercqur.r.

l0 ml 0.9%o pacrBop Ha Harpr4yM xnopnA

3a HHOysHja:

CogpxnHara oA peKoHcrzTynpaHara zujata Moxe Aa ce piBpeAH,
HarpHyM xJropHA.
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flpu nurpareKaJlHa H HHrpaBeHrpHKyJIapHa aAMuHHcrpaquja, aorynreHor xoj ce arrJrgrrHpa He cMee
Aa HaAMHHyna 1 ml (xoHrleHrpaqr.rja no peKoHcr,ryuuja 125,000 IU/mr).

HHxalaunoua repannja
Pacroopere ja co4pNzHara oA sujatara vrt co BoAa 3a unjercqrau sa Aa Ao6lrere xHnoroHnqeH
pacrBop HJIH Bo Me[aBHHa oA BoAa aa unjexqnu co 0.9%o HarpHyM xnopHA (o4Hoc 50:50) sa aaAo6nere H3oroHHr{eH pacrBop rtilu Bo o.g% pacrBop Ha HarpHyM xJropHA 3a la Ao6uere
xHnepToHHrteH pacrBop.
Tpe6a Aa ce roqHryBaar HHcrpyKutlure Ha npor43BoAHreJror 3a ynorpe6a ua He6ylnaraopor Bo
oAHoc Ha BOJryMeHor 3a peKoHcruryur.rja roj o6uuHo He rpe6a Aa e noseke oa 4 ml.
Benru'raqnj a ua ae6ytH3aropor Moxe Aa ce npaB, Bo orBopeH npocrop t4ItH co npHMeHa Ha
cooABereH Qulrep.
He6yrn:aqnjara rpe6a Aa ce H3BeAyra eo go6po BeHrHnHpaHa npocropnja.
3a aperrae Ha pirpeAyBamero HexHo K;rarere sa 4a us6erHere co3AaBalbe Ha neHa.
flo percoHcrnryuuja pacrBopor rpe6a ga e 6ucrap.

Pacreopor e HaMeHer 3a eAHHeqHa ynorpe6a H Hey[orpe6enara KoJrHqHHa oA JreKor rpe6a aa ce
oTcTpaHH coruracHo noKilJrHHTe IIpoIIHcH.

7. VINIE I,I APECA HA HOCI,ITEJIOT HA OAOEPEHIIETO 3A TTPOMET
AJIBO| EH flXA PM A MAKEAO HI,IJA AOOEJI f eneruj a
Vr.Eopnc Kr.rapav 66
1480 feere,rnja
Peny6lnxa Marce4oHnja

8. BPOJ HA OAOEPBHI4ETO 3,{ IPOMET

9. AATyM HA IIPBOTO OAOEpEHytE |OEHOBA HA OAO

10. AATI/M HA TIOCJ'IEAHA PEBII3I{JA HA TEKCTOT
10.201 8 roAnsa
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