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COLISTIN/NORMA®

MNEPIAHYH TOQN XAPAKTHPIZTIKQN TOY ITPOIONTOZX (SPC)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Colistin/Norma® 1.000.000 1.U./vial, k6vig y1a gvécuuo didivpa

Colistin/Norma® 1.000.000 I.U./vial, kévig yia Stéhope mpog £yyven

Colistin/Norma® 1.000.000 I.U./vial, k6vig yro. S1GAvpa yio £16Tvon pe KvepoT)
Colistin/Norma® 2.000.000 I.U./vial, kévig yo. evécipo dialopa 1 Stedvpa wpog £yyvon

2. IIOIOTIKH KAI TIOXOTIKH XYNOGEXH
Kabe ouodidio mepiéyer 1.000.000 7 2.000.000 dSwebveic povadeg (1.U.) vatprovyov
koMotipeddtng (colistimethate sodium).

INo tov Tp1n KatdAoyo Tav exdoywVv, BA. Tapdypapo 6.1.

3. PAPMAKOTEXNIKH MOP®H

Koévig yia evéoipo dddvpa.

Koévig yia dtédopa mpog Eyyvon.

Kovig yia dStdhopa yuo e16mvon pe ekvepmT.
Kovig yia evéoyo didivpa 1 dtdlvpa Tpog Eyyoon.

4. KAINIKEX TIAHPO®OPIEXZ

4.1. OgpamevTiKég evoEiEelg

To Colistin/Norma® péom mopeviepicic yopiynong evdeikvotar oe evilikeg ko moudid,
GUUTEPTAAUPAVOUEV®Y TOV VEOYVAV, Yo TN Bepamneio coPapdv AOUDEEDY TOL 0PEIAOVTAL GE
emieypéva aepofra Gram-apvntikd maboyova ce acBevelg e mePOPIoUEVES BEPUTEVTIKES
emAoYég (PA. mapaypdopovg 4.2, 4.4, 4.8 ko 5.1).

To Colistin/Norma® péow eionvong evdeikvotar yio T Stoyeipion ypoviov TVELHOVIKOV
ropdéemv  eVAMKOV Kol Toudatpikdv  aobevdv mov  oeeidovtar ot Pseudomonas
aeruginosa og aobeveic pe kuotikn ivmon (PA. mapdypaeo 5.1).

Oa mpénel va AapPdvovtor vToOYN o1 emionpeg 0dNYieg GYETIKA LE TNV KATAAANAN Yp1ion TOV
avTIBOKTNPLOKAV TOPAYOVIMV.

4.2. Aocoroyio kol TpOTOG YOpPYNONS

YYXTHMATIKH ®EPAIIEIA

H yopnyoduevn 86om ka1 1 dbpkeion g Oepameiog 0o mpémel va cvuvoumoroyilovv
cofapotra TS Aolpnméng, kafng Kot TV KAWIKT avtamdkpion. Oa npémnetl va akolovBoivtan
o1 Begpamevticég Katevbuvtnpleg odnyies.

H 66on exppaletan oe diebveic povadeg (1.U.) vatprovyov kohotipueddrng (CMS). ‘Evag
mivaxog petatpomng and 60on CMS exppacpévn og 1.U. oe doom exppacpévny oe mg CMS,
Kabmg ko 6 My dpactikdmrag Paong kolotivng (colistin base activity, CBA) napatibeton
GTO TEAOG QTG TNG TOPAYPAPOL.

Aocoloyia
Or oakolovbec ovotdoelg odocoloyiag vyivovionw pe Pdon meplopopéva mANOvoaKd

QopuokokvnTiKd dedopéva oe acbeveic o kpioyn kotdotaon (BA. Tapdypago 4.4):

Eviixec kar épnfior
4 Adom ovvinpnong 9 MIUMmuépa og 2 — 3 drapepéveg dOGELC.
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Y acbeveig o€ kpioun KoTdotacn, o Tpémet va yopryeitar pia d6om eoptiong 9 MIU.

Agv &yl kaBopiobel To KATAAANAOTEPO YPOVIKO SIUCTNUO TOV TPETEL VO, LEGOAUPNGEL amTd TN
doom popTIoNg PEYPL TNV TP®TN dOGT GLVTNPNGTNG.

H povtehomoinon vmodeikviel 0Tt o€ acbevelq pe koAl veppikn Aettovpyio evogyetal, o€
LEPIKEG TEPUTTMGELS, VO amonToOVIOL 00GELS POPTIoNG Kot cuvtipnong émg kot 12 MIU.
Qo61660, 1 KMVIKNY eunepio pe TETolEG OCELS glvat eEQPETIKA TEPLOPIGILEVT] KOl 1) ACPAAELD
dev el Texunplobet.

H d60om epoptiong epopuodletar oe acbeveilc e GUOIOAOYIKN 1 LEWOUEVT VEQPIKT Agttovpyia,
cuoumeptAapPavouévey ekeivav Tov VToPaAllovtal o€ Bepameio VEQPIKIC VITOKAUTAGTOCTC.

Negpikn dvolertovpyio.

e mepintwon veppikng ducAettovpyiog eivar amopaitmteg TpocapuoyEc e 60omg, aAAd Ta
Stobéotpa dESOUEVE QUPUOKOKIVITIKNG YioL aoOeVeElg Pe PEt®UEVT] VEPPIKN AglTovpyia gival
TOAD TTEPLOPIGUEVOL.

O1 ax6AovBeg TPOGUPUOYES TG dOGNE TpoTEivOoVTAL MG K0S ynom.

Mewhoelg g 66ong cuvictdvtol Yo acBevelg e kdBapon kpeatviving < 50 ml/min:

ZuvieTtdton yopnynon dVo Qopég NUeEPNGimg.

Ka0apon kpeativivyg Yuvoliki] nuepola 66on
(ml/min)
<50-30 55-7,5MIU
<30-10 45-55MIU
<10 3,5 MIU

MIU = ekatoppopro 1U

AyodtdAion Ko cuveyng arpo(dia)ddnon

H «olotivn @aivetor va  omopaxpOveTor pe ovpPatikny oiplodidAvon Kol Guvern
oAefoplrefikn apo(dta)dmbnon (CVVHF, CVVHDF). Yrdpyovv e&oipetikd meplopiouéva
dedopéva amd mAnBvopiokég LEAETEC QOPHOKOKIVITIKNG G TOAD WKPOoVS aplBuovg acevmv
V1o Bepameio veQPIKNG VIOKATACTUONG. AEV UTOPOHV VO YIVOLV KOTIYOPTLOTIKEG GUGTAUCELS
docoroyiag. Mmopovv va BewpnBovv ta akdrovba eviexOUeEVH SOGOAOYIKA GY1|LLOTO.

Ayodorion (AA)

Huépeg yopig AA: 2,25 MIUMpépa (2,2 — 2,3 MIUMuépa).
SuvieTdtol yopnynon oo Qopig nUeEPNGimg.

Hpépeg pe AA: 3 MIUMpépa, yopnyolreva petd t cvvedpia AA.

CVVHF/CVVHDF
Onwc oe aobevelg pe PLOIOAOYIKY VEPPIKN Aettovpyla. ZuVIGTATOL YOPTYNOT| TPES POPEG
nuepnoing.

Hratikn dvolertovpyio
Agv vrapyovv dedopéva Yo aobevelg e NTOTIKE SVGAEITOLPYIC. ZVVICTATOL TPOGOYT, OTOV
yopnyeitar votplovyog koAloTineddrn og avtodg Toug acheveic.

Hlxiouévor

Agv Bewpodvtol amapaitnTe TPOCHPUOYES TNg OO0oMG ot MAKIoUEVOLS acbevelg pe
(PLGLOAOYIKY] VEQPIKT AELITOLPYICL.
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Houdrazpixog winBvouog

Ta dedopéva mov VTosTNPifovy T0 SOGOAOYIKO GYNUO GE TALANTPIKOVG acbeveic eival ToAD
nepropopéva. Koatd v emhoyn g 66omg, 0o mpénel va AapPdvetal vadyn 1 VEQPIKN
opdémrae. H d6on Ba npénet va Pfaciletar 610 Papog odpotog ywpig to Amog.

[Modwé < 40 kg
75.000 — 150.000 1U/kg/mpépa drapepéveg og 3 dOoelC.

INo Toudid pe copatikd Bapoc dvo tov 40 Kg, Ba mpénel va Bewpeitol To gvoeyouevo ypnong
NG 00GOAOYIKNG GVGTAGNG Y10 EVIAIKEG,.

e Toudid e Kotk ivmon éyetl avagepbei xpnon ddéoemv > 150.000 1U/Kg/Mmpépa.

Agv vrapyovv dedopéva avaeopikd pe tn ypron N 1o péyebog g d6ong eOPTIoNG G€ TLdLd
o€ Kployn KatdoToo.

Agv &govv KabiepmBel S000MOYIKES GLGTAGELS GE TOIA LLE LEWOUEVT] VEQPIKT AEtTOLPYiaL.
Evdoppoyroia kar evooxothiaxn yopnynon (KNX)
Me Baomn mepropiopéva deS0UEVA GUGTIVETAL GE EVIAIKESG 1] akOAoVON ddoN:

Evdoxothiaxn 060¢

125.000 IU/Mmpépa

O evdoppayraia yoprnyobueveg d0cels dev Ba mpémel va vepPaivouy TG GUVIGTMOUEVES Yol
€VOOKOIALOKY XPNOT).

Agv pmopel vo yivel ovykekplpuévn S0COAOYIKY] GVGTOOT Yyl TNV gvdoppayloic. Kot Tnv
€VOOKOIALOKT 000 YOPNYNOoNG 6€ TAUdLA.

Tpomog yopnynong

To Colistin/Norma® 1.000.000 1.U./vial, kévi¢ yio evéoiuo diddvpa yopnyeitar pe &veon.
Mmopei emiong vo xopnynOel pue €yyvon oty TEPITOVOIKN KOIMOTNTO 1| GTNV KOIAOTNTA TOL
vrelokotog. o v mapackevn Tov dtahvpdtev (PAére Tapdypapo 6.6).

To Colistin/Norma® 1.000.000 I.U./vial, xovic ywo Sidlopo mpog £yxvon Kot TO
Colistin/Norma® 2.000.000 I.U./vial, xévic y1o. evéotpo didlopo 1 StdAvpa mpog £yyvon
yopnyeitar evoopAePimg péom apyng £yyvong oe ddotnua 30 — 60 Aewtdv.

O1 aoBeveic mov PEPOLY OAKE gpeLTELGIUN PAEPIKT cvokevn TtpdcPacnc (TIVAD) uropodv
vo. aveyBovv (bolus) éveon péypt 2 exatoppdpla povadeg oe 10ml, ehdyiotg ddpkeag 5
Aentov (PAEme mopdypopo 6.6).

Xe véatwcd ddlvpa, M vVoTplovXog KoAMoTiueddtn vOPoADETAL TTPOG TN OPUCTIKY OLGIN
koAlotiv). [a v mpoetoacic g dd60omg, €WOIKA OTaV  OmOUTEITOL  GLVOILAGUOG
TEPLOCOTEPOV PLOAMDIY, TPEMEL VO YIVEL OVOCDOTACT TNG OMOLTOVUEVNS OOGNC HE ¥PNoN

donmng teyvikng (PA. mapdypapo 6.6).

Iivaxog petotpomig d6ong:

>mv EE, n d6on vorprovyov kolotipeddne (CMS) mpémel va. GuvTOyoypaQeital Kot va
yopnyeitor povo ekppocuévn oe oebveic povadeg (IU). H emonuaven tov ¢@loAidiov
avaeépet tov appo TU avd eroiidio.
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‘Eyer mopatnpnBel cOyyvon Kot 60GoAoyIKd cOAALOTO AOY® TOV SWPOPETIKOV EKPPACEDY
g 600mg o€ 0povg 1oyvog. Xtig HITA kot og dAla pépn tov KOGUOV, 1) dOGN EKPPALETAL MG
yMooTOYpappa dpactikdmrag fdong kolotivng (mg CBA).

O ax6Aovbog mivakog METATPOTNG £XEL OKOMO TNV TANPOEOPNGCT Kol Ol TUEG TPEMEL VA
Oe@povVTOL OVOUOGTIKEG KOl TPOGEYYIGTIKES LOVO.

MMivoxog petatporiic CMS
Loyvg = naloa CMS (mg)*
18, =~ mg CBA

12.500 0,4 1

150.000 5 12
1.000.000 34 80
4.500.000 150 360
9.000.000 300 720

* OVOUOGTIKY 10)0¢ TNG POPUAKEVTIKNG ovoiag = 12.500 1U/mg

EIZTINOH AEPOAYMATOZ

Yuviotdton 1 vatplovyog kolotipeddtn (CMS) va yopnyeitor vd v emifAeyn YOTpOV UE
NV KATOAANAN epmelpia otn ypnHon e.

Aocoloyia

H docoloyia pmopel vo Tpocapuoctel avdioyo pe tn coPapdtra Tng KOTAGTAONS Kol TV
KAWVIKY| ovTomdkpion).

ZUVIGTOUEVO EVPOG OOGNC:
Xopnynon uéow elomvong

Evnlixeg, épnpor kot moudio nhikiog > 2 etwv
1 -2 MIU &%0 émg tpeig popég v nuépa (Léy. 6 MIUMpépar).

Houdia nhixiag < 2 erwv
0,5 -1 MIU &v0 gopéc v nuépa (néy. 2 MIUMpépa).

®o wpémel va. akoAovBovVTaL 01 GYETIKEC 00MYieC avapopiKd pe T, Depamevticd oynuata,
ocoumepthapfavopévng g Owdpkelg TG  Oepomeiog, TG MEPLOSKOTNTOS KOl TNG
GLYYOPNYNONG AAADV AVTIBOKTNPLUKOV TOPOYOVIMV.

Hlciouévor
H mpocappoyn g d6ong dev Bewpeitan amopaitnen.

Neppikn ovolertovpyio.
H mpocappoyn tng do6omg dev Bewpeitan amapaitnmm. Qo0t660, GLVICTATAL TPOCOYN GCE

acOeveic pe veppikn duciertovpyia (BA. mopaypdoovg 4.4 kot 5.2).

Hramixn dvolertovpyio
H mpocappoyn g d6ong dev Bewpeiton amopaitntn.

Tpomog yopnynong
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I"a gprion S elomTvVonG.

Xe vouTKd ddAvpa, 1 VoTPLov}og KOMOTIEDAT] VOPOADETAL TTPOG TN OPUCTIKY OLGi
KoAlotivi). T €01kéc TPOQELVAGEELS OmOPPIYNG KOl YEWPIGHOD TOV  OVACSLOTOUEVOV
Swivpdraov, BA. tapdypago 6.6.

Edv Aoppavovtor kor dAleg Oepameieg, 0o mpémel vo AapPdvovior pe Tn GePE Tov €xel
GUGTNGEL O Y TPOC.

INo tov mivoka petatpomnig 606MG AvaTpEETE TUPUTAV®.

4.3. Avtevositeic:
YrepevaioOnoio ot vatpiovyo kolotyeddmn (Koiiotivn) 1§ otnv morvpwéivn B.

4.4. E1d1kég mpogrdomonjoelg Kot mpo@urdcers katd tn ypion:

®o mwpénelt vo  e€etdleTor TO  EVOEYOUEVO  GLYYXOPNYNOMSG EVOOPAEPLOG  VOTPLOVYOL
KoAloTiueddTNG pe €vav GAA0 ovTIfaxTnploKd mopdyovta, OmOTE avTd &ivol dvuvato,
Aappdavovtag vrdyn T gvaucOnoieg tov maboyovov (1] twv maboydvev) vrd Bepomeio.
Kobng €xer avoapepBel n avamrtuén avtoyng omv evoopréfia koAlotivn 1dtaitepo OTOV
ypNoLonoleital g povobepaneia, Oa mpémel vo eEeTdleTON TO EVOEYOUEVO GLYYXOPNYNOTG LUE
GAAO avTIBOKTNPLOKS, TPOKEYEVOL VO ATTOTPATEL 1] ELPAVIONG OVTOYXNG.

Yrépyovv TEPLOPIGUEVE KAVIKG OEGOUEVE, VIO TNV OTOTEAEGILOTIKOTNTO KL TNV OGQPAAELD TNG
evooPAEPlog  vatplodyov koMotiueddatng. Ot cvviotdpeveg 00celg o€ OAOLG  TOLG
VROTAN LG OVG Bacilovtan o€ TEPLOPICUEVOL dedopéva (1hvid Ko
(QOPUOKOKIVITIKE/ QAP LOKOSUVOLIKA). ZVYKEKPEVA, VITAPYOVY TEPLOPICUEVA dedOUEVA Yol
NV ac@AaAEln TNG XPNoNG VYNA®Y d6cewv (> 6 MIU/Muépa) kat T¢ ypriong 066G pOpTIoNG,
KaBdg Kot Yo €101KoVg TANBVo LoV (0oBeVELS e VEQPIKT dLGAEITOLPYIN Kot 0 TOSOTPIKOG
minBuopoc). H varprodyog kolotipueddt o mpémer va ypnolponoteital povo otov dAla,
GLYVOTEPU CLVTAYOYPOUPOVUEVA, OVTIPLOTIKG OEV EIVOL ATOTELECUATIKA 1) KATOAANAQ.

Ba npémel va mopakorovdeitar | veppikn Agttovpyia oty apyn g Oepaneiog Kot ToKTIKA
Katd TN ddpkelo tng Oepamneiog oe dAovg Tovg acbeveic. H d6om vatplovyov koloTtipeddatng
0o mpémel va mpocapuoletal avaroyo pe v kdBapon xpeatvivng (PA. mopdypago 4.2).
Aocbeveig mov givor vroykaipucol | 6cot Aapfdavovy GAia dSuvnTikd veppotolikd @Aapuoka
avtpetoniovv avénuévo Kivovvo yuo veppoto&ukotnta and v koAlotivn (BA. Tapaypdeovg
4.5 kot 4.8). e oplopéveg HeéTeg £xel avopepbel 0TL 1 veppoto&ikodtnTo cvoyeTileTaL e TNV
afpoiotikn d6om kot ) dudpkela g Oepaneiog. To 6PeL0g HOG TAPATETAUEVNG OLEPKELOG
Oepanciog Ba mpémer va otabuiletar évavit g duvnTikd avENPEVNG EMKIVOLVOTNTOG Yol
VEPPIKN TOEIKOTNTA.

ZuvioTtdtot Tpocoyn, OTav Yopnyeitol vaTplovyog koAlotiueddrn og Ppéon nhkiog < 1 étovg,
KaOdC 1 veepikn Asttovpyia dev gival TANPOS PN 6€ aVTh TNV NAKLKY opdado. EmmAéoy,
dev glval yvoot 1 emidpacn TNG OVOPLUNG VEQPIKNG Kol UETOPOAMKNG Aettovpyiog oTtnv
LETATPOTY| TNG VATPLOVYOV KOAMOTILEDATNG o€ KOAGTIVY.

Ye Tepimtmon oAAEPYIKNG ovTidpaong, 7mpémel vo Olakomel M Oepameion pe vaTplovyo
KoAloTiueddTn Ko va AneBovv katdAinia pétpa.

Exel avapepOel 011 vynAég cuYKeEVTPMGEIC vaTPLODYOV KoMoTiueddTNG 6TOV 0pd, Ol 0TTOoiEC
gvdéyetan va, ovoyetifovtol e vrepdocoroyia 1| mapdieyn peioong g 60ong oe acbeveic
He veppikn duoAertovpyia, odnynoav oe vevpotolikég Opdoelg, Omwg mapoisOncio oto
TPOo®NO, Wik advvopio, tAtyyo, un kobopn ekpopd AdYov, OyYEOKIVNTIKY aotddeia,
dwtapayéc e Opacmng olLyyvomn, yoymorn Kot dmvown. Oo mpémel va dievepysiton
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mapokolovOnon vy meplotopatiky mapoicOnoioa kot mapaicOnoia ota dxpa, KaBdg
amotelovV onueia vrepdocoroyiog (PA. mapdypapo 4.9).

Elvar yvootd 611 M vorplovyog koMoTipneddtn HeldVEL TNV TPOGLVATTIKY] OmeEAELOEPMOT)
AKETVAOYOAIVIC OTN VEVPOUVTKNY cOvVayT, Kol, o€ acbevelg pe Papeio poacOévela, o mpénet
VoL YPNOHOTOlElTON LE TN HEYIOTN TPOGOYT KOt LOVO €6V EIVOL GOPAOS OTAPOiTNTO.

Metd amd evoopvikn YopMyNon vaTplovyov KoAloTLeDdTNG €xel avapepBel avamvevLoTIKy
avaxonn. H peiopévn veppikn Asttovpyia ovéavel v mlovotnTo EUEAVIONG GmVOolag Kot
VELPOUVTKOV OOKAEIGHOY LeTd and yopnynon varplohyov KoMoTineddnc.

H vatpovyog xolotiueddtn Oa mpémer va ypnoyponoleitor pe eEUIPETIK TPOGOYN GE
acOeveic pe mopevpia.

KoXitda mov cvoyetiletor pe avtiBlotikd Kot yevdopepfpavmong koritida Exovv avapepdel
oYE0OV e OAOVG TOVG OVTIPAKTNPLKOVE TAPAYOVTEG KOl EVOEYETUL VO TOPOVGLUGTOVY UE TN
vatplovyo koAlotipeddrn. H cofapdtnta toug pmopel va Kupaivetot omd Ao £m¢ ameAnTikn
v ™ Con. Etvor onpoavtikd va Osmpnbel to evdeydpevo avtng g didyvmong oe aobeveig
OV OVOTTOGGOLY OlaPPOold Kotd 7 UeTd Tn ypnion vatpovyov kKolotiueddamms (PA.
mapdypoeo 4.8). Oa mpémer vo eEetdleTon To gvdgyOUEvo daKkomng g Bepameiog Kot
xoprynong €dikng Oepoameiog yio To Clostridium difficile. Agv 6o Tpémnetl va ypnoipomorovvtot
QOPUOKEVTIKG TPOTOVTA TOV OVOGTEAAOVY TOV EVIEPIKO TEPIGTUATIGUO.

H evdopAéPia yopnyodpevn varplovyog KOMOTIHEDATN dev SOMEPVE TOV QULOTOEYKEPUALKO
opaypd oe KAvikd onpovtikd Pabupo. H ypnon evdoppaylaiog 1 EVOOKOIANKNG YOPNYNONS
vatplodyov koMotiueddtng ot Bepameio Tng unviyyitidag dev €xel gpguvnbel cuoTnuaTIKG
o€ KMVIKEG OOKLUES Kol bTooTnpileTor udvo amd avapopés meplotatik®dy. Ta dedopéva Tov
vrootnpifovv 1 docoloyia eivor moAv mepwopwopéva. H mo ocvyvd eppavildupevn
avemBoun evépyeta e yopnynong CMS ftav 1 donmen punviyyitdo (BA. Tapdypago 4.8).

Bpoyyodonaopog pmopel va mpoxinfei amd v ewomvon oaviProtikdv. Avtd pmopel va
wponebel | va avtipetomcbel pe v KOT@AANAN xpnom Po-ayovieth. Xe mepintoorn un
AVTIUETOTIONG, 1| Oepameio mpémet vo, S10KOomEl.

4.5. Alnliemopaoelg pe  GAAO  QUPUOKELTIKG TPOIOVTO Ko AArES pOPOES
oAAnAemiopaong:

H tovtoyxpovn evoopAéfio yopnynon vatpovyov koAotiueddtng pe 6Alo dvuvntikd
veppotolikd 1 vevpoTo&ikd gappoka Ba Tpémel va yivetol pe peydin tpocoyn.

®o mpénel vo dlvetal TPocoyn OTOV Yivetar TaVTOXPOVN ¥PNoN HE GAA0 GKELACUOTO
vatplobyov KoAoTeddtng, wabdg vmhpyel pkpn eumepio Kot LEApYEL TOAVOTNTO
a0po1oTIKNG TOEIKOTNTOC.

Agv éyovv mpoaypotomonbel peréteg aAlniemdpdoemv “in vivo”. O pnyoviopog g
HETATPOTNG TNG VOTPLOVYXOL KOMOTIHEDATNG oTn OpaoTiK Oovoic, KOAMOTIv), dgv £€xet
yopakmnplotel. O pnyoviopdc g kdbapong ¢ kolotivng cvumeptiapupavoudvng g
duyelptong g amd Tovg veppovg etvar emiong dyvmotog. H vatplovyog kolotieddn ko 1
KoAlotivn) dgv emnyayav T dpactnpotnte kovevog and to P 450 (CYP) évlvpo mov
doxpdomrav (CYP1A2, 2B6, 2C8, 2C9, 2C19 kv 3A4/5) oe “in vitro” peléteg o€
avOp®OTIVO NIOTIKE KOTTOPO.

H dvvatdémra aAinlemdpdoemv @apudkov Oo mpémel va AapuPdaveror vaoyn oOtav 1o
Colistin/Norma® cuyyopnysiton pe @éppaxo yio to omoia eivor yvwotd 0Tt avacstédlovy 1
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endyovv évlvpa mov petaforlovv @dppoka 1 @appoka ywo. to. omoia glval Yvootd OTL
ATOTELOVV VTOGTPDOTO Y10 UNYAVIGLOVG VEQPIKNG LETAPOPAC.

Adyo TV eMOPACE®V TNG KOMGTIVIG 0TV ameEAeVOEPMOT AKETVAOYOAIVG, LT ATOTOAMTIKE
LLOYOACPOTIKG B0 TPETEL VO YPNCIUOTO0VVTAL PE TPoooyn o€ acbeveic mov Aaufdavouvv
vatplodyo koMotiueddrrn, kabmg ot dpdoelg Tovg evdgyetarl vo, givar Toapatetapéves (BA.
Tapdypoeo 4.4).

H tavtoypovn Bepameio pe vatplodvyo KoMoTneddTn Kot pokpoAideg, onmg n aliBpopvkivn
Kol 1 KAapBpopokivn, 1 eBoprokviddves, dnwg 1 vopero&acivn kot 1 sutpoproacivn, Ba
mpéneL va yiveTon pe Tpocoyn o€ acBeveis pe Papeia poacbévela (PA. mapdypopo 4.4).

H ovyyoprynon g vatptovyov KoAMoTIEDATNS e @ApUaKe TOV TaPOoLSLALovV VEVPOTOEIKN
N/kat veppoTo&ikn duvaptkn Tpénet va amopevyfel. Zopumephapufovorévey Tav avIPloTikov
MG OMAdOE TMV  OUIVOYAVKOGIO®V OT®MG  YEVIOUIKIVI, OuIKooivr, VETIAUIKIVI Kol
topmpopvkivn. Exiong puropei va avénbet o xivovvog veppotolikdtnrag edv cuyyopnysitat pe
avTIBLOTIKA TNG OUASOS TOV KEPAAOSTOPVAV.

4.6. I'ovipétnTo, KOnon Kot yorovyia:

Agv vmépyovv emopkn dSedopéva ylio Tr YPNoN vaTpovyov KOMoTHeOATNG o £YKvES
yovaikes. Meléteg epdmal 80cemg o€ £ykveg yuvaikeg Ogiyvouv OTL 1 VOTPLOVYOG
KoAloTiueddTn dromepva Tov TAaKobVTA Kot pmopet va vadpéet kivovvog epppvotoéikdtnrag,
av yopnyovvtal exovarapfovoueveg d0celg, o€ £ykveg acbeveic. MeAéteg og mepapotolma
glvar avemapkelc Ocov agopd TNV emidpacn TG VOTPOUXOL KOMoTHEDATNG oTnV
avamapoy®yn kot v ovdmtuén (PAéme mapdypapo 5.3- IlpokAvikd otoyeio yuo v
acpdAreln). H voatplovyog koMotiueddtn apénel va ypnoylonoteitol katd tnv kbnon povo
otav To 0pelog Yo T untépa avtiotadpilel Tov mbavo kivouvo yia o Epppuo.

H votprovyog kolotipueddm anekkpivetol oto untpikd ydio. H vatpiodyog kolotiueddn
TPENEL Va, yopnyeital o€ INAGLovcEG UNTEPEG LOVO OTOV KPIVETOL OTOADTMS OTALPAiTNTO.

4.7. EmOpaceEls 6TV IKOVOTNTO 00N Y1|GEMS KO YEPIGROD PNYAVILATOV:

Kot 1t odpkelo g Oepomeiog e TOPEVTEPIKN YOPNYNON VUTPIOVYOV KOAMGTIUEDATNG
umopei va mpokAnOet vevpotolikdtnto pe mBavoTnTa EREAVIong (OANG, GUYYLONG 1 OTTIKMV
Sdwrapoyodv. Ot acbeveils mpémer vo mPoeomolodvIol MOTE VO UV 0dMyodv 1N v Un
yepilovrar unyaviHoTo €AV ELPAVIGTOVY OVTEG OL EMOPACELS.

4.8. AvemOOunTeg evépysereg:

2vomnuatikn Oeponeio

H mboavomto eppdviong avembountov evepyelidv umopet va oyetiletar pe v nAio,
VEQPIKT| AELTOLPYIO KOt TV YEVIKT KOTAGTOGT TOV acOevi).

e aobeveig pe KuoTikn tvoon &xovv avapepdei vevpoloyikég eMOPACEIC GE TOGOGTO UEYPL
27% tov acBevav. AvTtéc elvar YEVIKOG NTTIEG KOl LITOXWPOVV KOTA TN dbpKew 1} cOVTOLA
petd tn drakonn| tng Oepamneiog.

H vevpoto&ikdmrta pmopei vo oyetiletor pe vmepdocoloyia, HE aotoyio pHeimong g
docoioyiog oe acbeveic pe VEQPIKN OVETAPKEW Kol HE Tr ovyyopnynorn eite
VEVPOLVOYOAUPOTIKOV QOPUAK®Y €ite GAAOV QUPUAK®OV HE TOPOUOIES VEVPOLOYIKES
emdpdoec. H peimwon tng 066onc pmopel vo avooTeiAEl T0 CUUTTOUOTO. XTO, GUUTTMUOTO
uropel va tepthopfavovtol arvolo, Topodtkés aotnmpilakég dtatapayés (0nmg topuctncio

TPOCAOTOV KOl TALYY0G), KOlU OTAVIO OyYEOKIVNTIKY 00Ta0gl, Olatapoyr] oTtnv OpAia,
SlTapayEc 6TV OpacT], GUYYLON, N YOYXMOT).
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AvemBOunTeg evépyeleg ot vEPPIKN Asttovpyia Exovv avapepbei, cuvnbmg HeTd amd ypnomn
300E®MV VYNAOTEPOV TOV GUVICTOUEVOV GE AGHEVEIC LE PLGIOAOYIKT VEQPIKT AglTOoVpYiQ, 1
MOy aotoyiag peimong e docoloyiag oe acbevelg pe veppikn avendpkelo eite petd amod
ocvyyopnynon He dAlo veppoto&ikd edppaka. Ta countdpoto eivar cuviBOg avacTpEYL
pe tn dokomn g Bepameiag.

e aoBeveic e KvoTikn tvoorn mov Tovg xopnyohviot dOGES HEGH GTO GLVIGTMUEVO Opla, 1
veppotolikotnTo, Qoivetal va eivarl omdvia (AMydtepo amd 1%). Xe coPapd meEPIOTATIKA, GE
acbBeveic yopic Kvotiky| tvoor, €govv avapepbel evdeilelg veppoto&kdTTaS GE TOGOGTO
nepinov 20% tov acBevov.

‘Exovv avapepbel avtidpdoelg vmepevaiodnciog cuoumeptlapfovolévay Tov JEpUATIKOV
ava@LAAEIOV Kot Tov @apuakoyevods mupetod. Edv avtd epgoviotodv mpénet va dtakomel 1
Oepaneia.

Mmnopel vo. eLOAVIGTEL TOTIKY] EVOYANGT OTNV TEPLOYT| TNG E£YXVOTG.

Oeponeio pe elomvon
H eiomvon| pmopel va mpokarécel fyo 1 fpoyyOcTacHO.

Epebiopog tov @dpuyyo M Tov otopatog £xovv avagepbel kol pmopel va opeilovtal o€
poivveelg amd Candida albicans 1 oe vaepevaicOnoio. H depuatiky avaeviaio pumopet
emiong va givor €vogiEn vepevonsnaiog, av avtd copPel | Bepaneio o mpénel va dtokonet.

Avo@opé mBavoAoYOUIEVOV OVETMBVUNTOV EVEPYELAV

H avapopd mBovoroyodpevov avemBountov evepysidv HeTd omd Tn Yopnynon Goelng
KuKAOQOpIOG TOL (QOPUOKELTIKOV TPOoidvTog eivar onuoavikr. Emuapémer ) ovveyn
TOPOKOAOVONGN TS GYEONS 0PELOVG-KIVOUVOL TOV QPOPUAKEVTIKOD TPoidvTog. Znteital omd
TOVG EMOYYEAUOTIEG VYEING VO AVOPEPOVY OTMOLECONTOTE TOHAVOLOYOVUEVEG OVETIOOUNTES
eVEPYELEG LEGM TOV £BVIKOD GUOTNUATOG AVOUPOPAS:

EOvikdc Opyaviopuog Gapudkmv

Meooyeimv 284,

GR-15562 XoAlapyog, Adnva

TnA: + 30 21 32040337

®ag: + 3021 06549585

Iototonog: http://www.eof.gr

http://www.Kitrinikarta.gr

4.9. Yrngpdoooroyia:

H vrepdocoroyio pumopel vo £l EMATMOCELS GTY VELPOUVIKN OVOGTOAN 1 ool piwopel va
€xel ¢ amoTéAEGHO ULIKT oadvvapic, dmvolo, kot mlavh avamvevoTikn mpocfoin. H
veEPd0GOLOYio UTopEl miong va Tpokarécel ofgin VEPPIKN OvETAPKELN TOVL YopaktnpileTot
Ao UEIOUEVT] TOPOYDYT OVPOV Kol AVEAVOLEVEG CUYKEVTPMCELS OLPIOG KOl KPEATIVIVIG GTOV
opo.

Agv VTApYEL KOVEVO GUYKEKPIUEVO AVTIOOTO, OVTILETOMILETAL LE CUUMTOUOTIKY OEPUTEVTIKY|
ayoyn. Métpa yia va avéndel to mocootd amoBoing tng colistin .. 1 EXAy@yn dl0VPNONG UE
UOVVITOAT], 1 TOPUTETOUEVT OUOOIAAVGT ) 1) TTEPLTOVOIKT O1AAVOT UTOPOHV VO SOKILOGTOVY,
OAAG 1) ATOTEAEGUOTIKOTITO OEV EIVAL YVOOTN.

5. DPAPMAKOAOTI'IKEX IAIOTHTEXZ
5.1. ®oppoKodVVOPIKES LOLOTNTES:
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Doppokobepamevtikn — kotnyopic:  avtifloTikd Yl GUGTNUOTIKY  XOPMYNon, QA
avTtKpofrokd, moAvpvéive.

Kwdwdoc ATC: JO1XBO1.

Mnyoviopdg dpdong

H xolotivn etvan évog KuKAIKOG TOAVTERTIONKOG aVTIBOKTNPLOKOS TOPAYOVTOS TOV OVIKEL
oV opdda tv moilvpvEvav. Ot moAvpvéives Opovv KOTAGTPEQPOVTIOS TNV KULTTOPIKY|
HEUPPAVN KOl Ol TMPOKVOTTOVOEG EMMTOOCELS eivar Bovatneopec ywoo 1o Poktipro. Ot
moAvpEives elvan emdektikég Yoo aepofro apvntikd xatd Gram Poktiplo mov £yovv

VIPOPOPN eEmTePtKT| pepPpavn.

Avtoym

Ta avBektikd Poxtpa  yapoaxmmpilovior omd TPOTOTOUUEVES (POCPOPIKES OUAOES
Mmomolvcakyaprtdy, mov vrokabictavior and abavolopivn 1 apwvooapafvoln. Ta ek
eVoe®c avbektikd opvntikd katd Gram Poktipla, 6mwmg o Proteus mirabilis kot
Burkholderia cepacia, napovoialovv mANpn VIOKOTAGTACT TOV POCPOPIKOV ATSI®mV TOVG
a6 atbavorapivn 1 apwvoapaBvoln.

Avopévetar SlooTavpoOpEV ovToyN UETAEL Tng Kolotiving (moivpvéiviy E) kot 1tng
moAvpvéivng B. Kabmg o pnyaviopog dpaong tmv moAvpuéivay ival S10.popeTikog amd anTov
TOV GAOV aVTIBOKTNPLOKOV TopayOdvImvy, 1| ovIoyN TNV KOAGTIVN Kot oty ToAvuvéivn,
UoVo LECH TOV TOPOTAVE® UNYOVICUOV, OEV OVOUEVETOL VO EYEL MG OMOTEAECUO AVTOYN OF
dAAec pappakofepamevtikég KaTnyopies.

Xyéon OK/PA

‘Exet avagpepbel o0t1 1 Poktnproktdévog OSpdon tov molvpvivav eml tov gvaictntov
Baktnpiov e&aptdtar and ™ cvykévipwon. O Adyog FAUC/MIC Bempeitarl 611 cvoyetileton
UE TNV KAWVIKN OTOTEAEGLLOTIKOTITO.

Oprwe evanoOnoiog EUCAST
EvoicOnto (B)  Avlextuco (A)

Acinetobacter E<2 A>2 mg/l
Enterobacteriaceae E<2 A>2 mg/l
Pseudomonas spp E<4 A>4 mg/l

*Ta 6pla. evausnciog woydovv yia docoroyia 2 — 3 MIU x 3. Evdéyetan vo amarteital 66om
@o6pTiong (9 MIU).

EvoicOnoia

O emmolocpdc emiKTNING OVTOYNG WIOPel Vo, TOIKIAAEL YEOYPOQIKG KoL YPOVIKG Yo
emMAEYPEVO €101 KO TOTIKEG TANPOPOPIES Yoo TNV avToyn €lvan emBLuNTEG, Waitepa Yo Tn
Oepaneia Popiov Lopnodcemv. Epdcov amorteital, Oo mpénet va {nteitor n cupfovin edkdv,
OTOV 0 TOTIKOG EMTOAUCUOC TNG AVTOYNG EIVOL TETOLOG DGTE 1) YPTCLOTNTO TOL TAPAYOVTO VO
glvar VO AUEIGPNTNOT, TOLAGYLIOTOV GE OPIGUEVOVG TOTTOVS AOTUDEEMV.

Yovii0mg svaicOnta £ion

Acinetobacter baumannii

Haemophilus influenzae

Klebsiella spp

Pseudomonas aeruginosa
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Eidon ywo ta omoia 1 exiktTn 0vroy VO£ ETOL VO
amwoterécel mpofinpa

Stenotrophomonas maltophilia

Achromobacter  xylosoxidans  (mponv  Alcaligenes
xylosoxidans)

Eyyevag avOektikoi opyaviopol

Burkholderia cepacia kat cuyyevikd gidn

Proteus spp

Providencia spp

Serratia spp

5.2. ®oppokoKivTIKES 1O10TNTES:

Amoppognon

O mnpoeopiec yio TN QOPUOKOKIVNTIKY TNg vaTplovyov Kolotipeddamg (CMS) kot g
KOALoTIVIG €lval meplopiopéveg. YTapyovv vOeiEelg 0Tl 1 QOPUOKOKIVITIKY 6€ acbeveic oe
Kpiown kotdotoon Oeépel amd ovtn o€ acBevelg pe Alydtepo Popld QLGLOAOYIKY
Swtapayn Ko amd vt o€ vyeig eBelovtég. Ta akdiovBa dedopéva Pacilovtal oe HeAETES
mov ypnowonoincav HPLC ya va mpocdiopicovv Ti¢ cvykevipmoelg CMS/kolotivng oto
TAOo AL

Metd amd £yyvorn vaTplovyov KOAGTIUEDATNG, TO U OPUCTIKO TPOPAPLOKO UETUTPETETOL
o™V dpaoTikny Kolotivn. ‘Exel deyybel 6TL o1 péyloteg GVYKEVIPAOOELS TNG KOAGTIVIG GTO
mAdopa mopovstalovion pe kabvotépnon £wg kol 7 @pdv HETE TN XOpPynNon vatplohyov
KoAloTineddtng oe aobeveic o Kpiown Katdotaon.

H amoppoepnon omd 1o yaoTpoevteptkd cuotnua dgv Aapupdvel ydpo og aloAoyn €KTaoT o€
OLGLOA0YIKO dTOO.

Otov yopnmyeitar pe ekvept, &xel avagepOel petafAnty omoppdENnon mov uUmopel va
eEaptator amd 1o péyebog TV cOUATIOIMV TOV 0EPOADIOTOC, TO CUGTILO TOV EKVEQPMTY KoL
Vv Kotdotaon tov nvevudvov. Meléteg o vyieic eBehoviéc kol oe acbeveic pe d1dpopeg
AomEelg Exovv Ocifel emimeda CLYKEVTPMOONC OTOV 0pO OO UNOEV PEXPL TIC EVOEYOUEVMS
Oepamevtikég ocvykevipmoels tov 4mg/l N mepiocodTepo. Emopévog, M dvvatotnta g
GUGTNUOTIKNG OmoppoOeNoNg TPEMEL TAVTA Vo AdpuPdvetar vadyn Kotd Tn OdpKew NG
Oepaneia TV acbevdv pe elomvon.

Koatavoun
O 6YK0G KOTOVOUNG TN KOAGTIVIG G€ VY ATOUO EIVOL UIKPOG KO OVTIGTOLYEL TPOCEYYIGTIKG,

oto e€mrvttapio vypd (ECF). O dykoc katavoung oe acbeveig oe kpiown katdotoon sival
oyxetikd ovénuévoc. H mpdcodeon oe mpwteiveg elvar PETPLOL KOl PEIDVETOL O VYNAOTEPES
GUYKEVIPMOELS. ATOLGIO PUNVIYYIKNAG QAEYHOVNG, M Oleiodvon oto eykepaiovoTiaio vypo
(CSF) givan eAdiyiotn, oALG aLEAVEL TOPOVGTIO UNVIYYIKAG GAEYUOVIG.

Téco to CMS 600 kot i colistin emdekviovv ypapukn PK oe kKhvikd oxetikd €bpog
docewV.

AmofoAn

Extipdror 611t xatd mpocéyyion 30% 1ng varpiodyov koMotipeddtng petatpénetor o€
KoMotivn o€ vy dtoua, 1 kaBapon g egaptdtol omd TV KABOPON KPEATVIVIG Kol UE
LELOVUEVT] VEQPIKN AEITOLPYiO, UETOTPEMETAL GE KOAMOTIVY] peYaAhTepo mocootd CMS. Xe
acBeveic pe kdBapon kpeatvivng < 30 ml/min, 1 ékToon TNG LETATPOTNG UTOPEL VO, PTAGEL TO
60 émg 70%. To CMS amofdiietar Katd kOplo AOyo 0md T0 VEPPO UEC® GRELPUUATIKNG
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dmbnong. Xe vym droua, to 60% £wg 70% tov CMS amekkpiveTal aUETAPANTO GTA OVPA
ev1¢ 24 wpov.

H amoBoAn g dpaoctikng colistin givar ateldg yapaxtmpiopévn. H kohotivn veictaton
EKTEVN VEQPIKT] COANVOPLOKT] ETAVATOPPOENOT Ko pumopet gite vo kabapbei pun veppukd eite
Vo VooTElL VEQPIKO UETAPOACUO pe duVATOTNTO VEQPIKNG cvoompevons H kdaBapon tng
KOALOTIVIG HEIDVETOL OE TEPIMTOON VEPPIKNG duoAettovpyiog, mBavdg Adyw ovénuévng
petatponng tov CMS.

O ypdvog nuilmng TG KOMGTivig o€ LY dTopa Kol G ATOUO [LE KUOTIKT (VOOT) VOQEPETOL
ot givon 3 dpeg Kot 4 dpeg avtioToya, e cLVOAKY KaBapor mepimov 3 /dpa. Ze acbeveig
o€ Kpioyn katdotao, o xpovog NLmng avaeépdnke OTL eival TapaTETAUEVOG OE TEPITOV 9-
18 mpec.

5.3. Ipoxivika ogdopéva Yo TNV 0oQAiELd:

Ta otoyeio yroo TOav yevoTo&ikdTnTo, TNG VATPLOLYOL KOAGTIUEDATNG gival TTeplopiouéva
evad dev vmapyovv otolyeion kapkwvoyéveons. H vatprovyog kohotiueddrn éxer dgigel o6t
TPOKOAEL YPOUOCOUOTIKEG HETAAAEES oTa avOpdTIVOL AeppokvTTOpa, “in Vitro”. Avt n
enidpaorn pmopel vo oyetiletor pe ™ pelmon Tov WITEOTIKOV Ogiktn, wOL €yl emiong
mapoTnpnOet.

Ol avamopoy®ykég HeAETeg TOEIKOTNTOG GTOVG APOVPOIOVE KOl TO TOVTIKIO OV KOTESEIEAY
TEPATOYEVETIKEG 1010TNTEC. EvtouTtolg, vatplovyoc kolotipeddtn mov yopnynnke evdopvikd
KOTA TN SLIPKELD OPYAVOYEVEGNG 6€ KOLVEMA, o€ dOoelg Twv 4,15 ko 9,3mg/kg odMqynoe og
varus talipes o m0c00t6 2,6 kot 2,9% t0v guPpdov, avtictoye. Avtég ot docels eivar 0,5
kot 1,2 @opéc g péylotng muepfiolog d6ong yoo tov  Gvbpwmo. EmmpocHeta
TapatnpnOnke oavénuévn eppavion tolivopopmy kuonoemv og d6on 9.3mg/kg.

Agv vrapyet Kovéva dAL0 TPOKMVIKO GTOXEID ACOAAELNG GYETIKO Y10, TOV GLVIAYOYPAPOVTO
t0 omoio va gival Tpdcsheto 6T GTOLYKEID AGPAAELNG TOV TPOKLITOLY amd TNV €kBeom acbevn
Kol oV HOM TEPIAMNEONKaY o€ Gl Tunpata tov TTXTI.

6. PAPMAKEYTIKA ITAHPO®OPIEZ
6.1. Kataioyog ekd0yomv:
Ovdév.

6.2. Aocvppatotnrec:
Or WIKTéG €yyVOEIC, EVECELS KOl OLWAVUOTO YL, EGTVON TOL EUTEPLEYOVY VATPLOVYO
KoAloTIUEDGTN TPEMEL VO ATOPEVYOVTAL.

6.3. Audpkero {omg:
[Ipwv 10 dvorypa:
3 ypovia.

Metd v avocvuoTao:

H vdpdivon g xoroTipeddng av&avetar onUovTKG OToV OvUGOOTOTOL KOl OPOLOVETOL
KAt amd TV KpIoUN IKKVAKT GLYKEVTpOOT Tov Ttepinov 80.000 1U ava ml.

Ta StoAdpoTo KAT® amd ALtV TN CLYKEVTP®ON B0 TPENEL VA, XPTGLULOTOIOVVTOL AUECHG,.

IMa ta dweAdpato Yo (bolus) éveon M €167TVOT|, 1 MUK KoL 1] LOTKNY €V ¥pNoel oTabepdtnTa

TOV GAVOOLOTOUEVOD SLOADUOTOG 6TO apylkd QLaAidlo, og cuykévipwor > 80,000 IU/mI, £yt
amoderyBel yia 24 dpeg otovg 2-8°C.
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Amd pkpofioroyikn amoym, exktdc av 1mn pébodog avolypatoc/avocvotacns/apainong
amoKAeiEl TO KIVOLUVO LKPOPLOKNG ETLUOAVVOTG, TO TPOIOV TPETEL VO, PN OLLOTOMOEL ApUESOC.

Edv dev ypnoomoinfovv apéomc o ev yp1oet xpovog @OAAENG Kol ot cuVOTKeS eivat VIO TV
gvbvvn tov ypHot.

INa ta SwwAddpata mpog Eyyvon, Ta omoia &xovv apoiwbel TePLocoTEPO aMd TOV apP)LKO YKO
T0V QuWAiov Ko oe ovykévipwon kpotepn tov 80.000 1U/mI, 6o mpémer va
¥PMNOILOTON 000V apECHC,

Ta dwwdvpata yio evooppaytaio Kot EvOOKOIAMAKY xoprynon, Oa tpémetl va ypnciLomolovvTol
OUECMC LETA TNV 0VOGVGTOCT TOV TPOIGVTOG,.

Ta dwAdpata yio £yyvomn 6TV TEPLTOVAIKT KOLOTNTA 1] TNV KOAOTNTA TOV VIelmKOTOS, Oa
TPEMEL VAL YPTCLOTOI0VVTOL OUECHS LETE TV AVOGVGTACT TOV TPOIOVTOG,.

6.4. Iowitepes mpo@uAdcers yia T @UAAEN TOV TPOidVTOG:
No pn gvAdoceta og Oeppokpacio peyodvtepn tov 25°C. To @uaridio tpénet vo Sratnpeiton
HEGH GTO YAPTIVO KOVT.

Mo v eOAaén ToV SIHAVHATOVY LETA T AVAGVUGTAGY| OVATPEETE OTNV TOPAYPAPO 6.3.

6.5. ®Hon Kol CVOTATIKE TOV TEPLEKTN:

COLISTIN/NORMA® 1.000.000 I.U./vial kéwig yia gvéeipo didivpe.

Xaptvo kovti Tov TEPEXEL YVAAIVO QLaAido Twv 10ml cepayiopévo pe EAAGTIKO T Kot
TPOCTOTEVUEVO 0T Eva KVEO10 oAOLUIVIOD KOl PUALO 0ONYIDV YPHOEDG.

COLISTIN/NORMA® 1.000.000 I.U./vial, k6vig yro. Stéivpa tpog éyyven
Xaptivo kovti oV TEPIEYEL £va 1] déka 1| TPLAvVTO YudAva eroAidia tov 10ml cepayicuéva pe
noua flip-off kot eOALo 0dnyOV ypiicemc.

COLISTIN/NORMA® 1.000.000 I.U./vial, kovig Yo S1dhopa yia £167von pe ekvepoth
Xaptivo kovti mov mepiéyel £va N tprdvra N e€fvra 1| evevivio yodiwva eroAida tov 10ml
oppayopéva pe topa flip-off ko goAlo odnyidv ypricemc.

COLISTIN/NORMA® 2.000.000 I.U./vial, xéwvig yia evéoripo drddvpa 19 drdlvpa mpog
éyyoon

Xdaptvo kouTi TOL TEPIEXEL Eva 1} OEKAL 1] TPLAVTA YLAAVA PLoAidia Tov 10ml cepayiopéva pe
nopo flip-off kot eOALO 0dNyIdV YprcEMC.

Mmropei va pnv KuKAOQPOpPOLV OLEG Ol GLOKEVAGIES.

6.6. Oonyisg yprons-yepropos:

[opaockeun SeAdULATOC Yo EVOOLVIKN YOPNYNoN:

To mepieyoduevo evog euoidiov Swdvetal oe 2-2,5ml oteipov evéoiuov SAOUATOS 1)
160TOVOL  Ol0ADHOTOG YAmplovyov votpiov. Mmopel emiong va ypnotponombel 1cdtovo
Sudvpa 8eETpolng, M VOWP YO TOPACKELT EVECIU®OV OHAVUAT®OV, KATO TNV Kpion Tov
10 TpoD.

Hoapackevn dwwdvpotog yo (bolus) éveon:
To mepieyopévov toL PLOALBIOV avacLotatal pe Oyl meplocdtepo amd 10ml dwAvportog
gvéopov voatog 1 0,9% yhoprodyov vatpiov.

TTopaockevun doAdpatog yo £yyvon.
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To mepigyopévov o0 EUIABiOL avacvotatal pe Oyl meprocdtepo and 10ml dwaAivpotog
gvéoov vootoc N 0,9% yloprovyov vatpiov. o v €yyvon T0 TEPLEYOUEVO TOL
AVOOLOTOUEVOD PlaAldiov umopel vo. apoiwbel, cuvnBwg ue 50ml 0,9% yAwprodyov vazpiov.

Otov ypnouomolodvTal 1 EVOoppoylaic Kot 1) EVOOKOIAIKT 0001 YOPNyNoNS, O XOPTYOULEVOS
oykog dev Ba mpémer va Egmepvad 10 1Ml (cuykévipmon SaADUOTOG UETE TV avocDOTOOT
125.000 1U/ml).

Mo v mopackevn) S10ADUATOG Y10, £YXVOT GTNV TEPLTOVOIKT KOWAOTNTA 1| TNV KOWAOTNTA
oV VEl®MKOTOG TO TEPLEXOLEVO TOV PlaAdiov avocvotaton pe Oyt meptocotepo amd 10ml
SlAdpatog otelpov 160TOVOL JlaAVHATOS YAwplovyov vatpiov. To mepieyduevo Tov
OVOOLOTOUEVOD QLoAdiov apatdvetol uéypt ta. 50ml pe oteipo 166TOoVO ditdAvpa yAwprovyov
vatpiov.

[opaockenn] StoADLATOC Y10 EIGTVON

H avacvotoon tov mepieyouévon Tov PraAldiov TPayHoTonolEiTol €ite UE VWP YL EVESUA
v va mapayfel vrotovikd Sdvpa N pe piypo 50:50 vepod v evéopa kot 0,9% yAwplovyo
vatpo v va mopoyBel wwotovikd dirkvpa M pe 0,9% yrwprodyo vétpro yo va mapoydel
VIEPTOVIKO O1AAV AL

O 6yK0g NG OvVacVOTACTG TPEMEL VO, EIVOL COLPMOVA LE TIG 00NYiEG XPNONG TOL EKVEQMTT, KO
ouvnbmg dev gival meprocdTEPO 0md 4 ml.

H &foyoyn amd tov exvepwt pmopel va dedyetor o€ avolktO oépa 1 Umopel va
mpocaplootel éva eiktpo. H exvépwon mpémel va Aapfdvel ydpa o€ éva kaid aeptlopevo
dmuartio.

Kotd v avaciotoon Tepiotpéyte EAAQPOS Yo TV OTo@LYY| dnovpyiog appov.

Ta SwAlduata eivar pudvo vy po ypnon kol Kabe Toydv oypnoluomoint mocoHTN T
SLAVLATOG TTPETEL VO, ATOPPITTETAL.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

NOPMA EAAAX ALE.
Mevavopov 54, 10431 Abfva.
™mA: 210 52 22 282

®a&: 210 52 41 368

email: info@normahellas.gr

8. APIOGMOX AAETAY. KYKAO®OPIAX

COLISTIN/NORMA® 1.000.000 I.U./vial kévig yia gvéoipo didivpas:
4159/1-6-2009

COLISTIN/NORMA® 1.000.000 I.U./vial, kovig Yo didivpe mtpog éyyvon: 24404/13/28-
04-2014

COLISTIN/NORMA® 1.000.000 1.U./vial, k6wvig yio. S1GAvpe Yoo 167TVON| pe EKVEQOTN:
24405/13/28-04-2014

COLISTIN/NORMA® 2.000.000 I.U./vial, kéwvic Yo evéorpo drddopa 1 drdlvpa mpog
&yyvon: 61030/29-08-2012

9. HMEPOMHNIA ITPQTHX/ANANEQYXHY AAEIAY KYKAO®OPIAX
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COLISTIN/NORMA® 1.000.000 I.U./vial kovig yia gvécipo didivpa:
7 OeBpovapiov 1983/4 Noepppiov 2008

COLISTIN/NORMA® 1.000.000 I.U./vial, kévig yro. rdropa wpog éyyvon:
26 Nogpppiov 2008/28 Ampiriov 2014

COLISTIN/NORMA® 1.000.000 1.U./vial, k6vig y1o. S14Avpa Y10 EL6TVOT pPe EKVEQOTI:
26 NogpPpiov 2008/28 Ampiriiov 2014

COLISTIN/NORMA® 2.000.000 I.U./vial, kovic yia gvécipo didivpe i drdivpe mpog

&yyoon:
29 Avyovotov 2012

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY
21/04/2016

NORMA

NORMA HELLAS S.A.
54" Menandrou str, 104 31 Athens
Tel. 210 52.22.282 Fax 210 52.41.368
email: info@normahellas.gr

SPC-1871701_02_03_04-01
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COLISTIN/NORMA®

SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Colistin/Norma® 1.000.000 1.U./vial, powder for solution for injection
Colistin/Norma® 1.000.000 I.U./vial, powder for solution for infusion
Colistin/Norma® 1.000.000 1.U./vial, powder for solution for inhalation with nebuliser
Colistin/Norma® 2.000.000 1.U./vial, powder for solution for injection or infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains either 1.000.000 or 2.000.000 International Units (1.U.) colistimethate sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for solution for injection.

Powder for solution for infusion.

Powder for solution for inhalation with nebuliser.
Powder for solution for injection or infusion.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Colistin/Norma® by parenteral administration is indicated in adults and children including neonates for the
treatment of serious infections due to selected aerobic Gram-negative pathogens in patients with limited
treatment options (see sections 4.2, 4.4, 4.8 and 5.1).

Colistin/Norma® by inhalation is indicated for the management in adult and paediatric of chronic pulmonary
infections due to Pseudomonas aeruginosa in patients with cystic fibrosis (see section 5.1).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration

SYSTEMIC TREATMENT

The dose to be administered and the treatment duration should take into account the severity of the infection

as well as the clinical response. Therapeutic guidelines should be adhered to.

The dose is expressed in international units (IU) of colistimethate sodium (CMS). A conversion table from
CMS in IU to mg of CMS as well as to mg of colistin base activity (CBA) is included at the end of this section.

Posology
The following dose recommendations are made based on limited population-pharmacokinetic data in critically

ill patients (see section 4.4):

Adults and adolescents
Maintenance dose 9 MIU/day in 2-3 divided doses

In patients who are critically ill, a loading dose of 9 MIU should be administered.

The most appropriate time interval to the first maintenance dose has not been established.

[1]



NORMA HELLAS S.A. CoLISTIN/NORMA
VERSION: SPC-1871701_02_03_04-01
DATE: 21/04/2016

Modelling suggests that loading and maintenance doses of up to 12 MIU may be required in patients with
good renal function in some cases. Clinical experience with such doses is however extremely limited, and
safety has not been established.

The loading dose applies to patients with normal and impaired renal functions including those on renal
replacement therapy.

Renal impairment

Dose adjustments in renal impairment are necessary, but pharmacokinetic data available for patients with
impaired renal function is very limited.

The following dose adjustments are suggested as guidance.

Dose reductions are recommended for patients with creatinine clearance < 50 ml/min:

Twice daily dosing is recommended.

Creatinine clearance (ml/min) Daily dose
< 50-30 5.5-7.5 MIU
< 30-10 4.5-5.5 MIU

<10 3.5 MIU

MIU = million U

Haemodialysis and continuous haemo(dia)filtration

Colistin appears to be dialyzable through conventional haemodialysis and continuous venovenous
haemo(dia)filtration (CVVHF, CVVHDF). There are extremely limited data from population PK studies from
very small numbers of patients on renal replacement therapy. Firm dose recommendations cannot be made.
The following regimes could be considered.

Haemodialysis (HD)

No-HD days: 2.25 MIU/day (2.2-2.3 MIU/day).

Twice daily dosing is recommended.

HD days: 3 MIU/day on haemodialysis days, to be given after the HD session.

CVVHF/ CVVHDF
As in patients with normal renal function. Three times daily dosing is recommended.

Hepatic impairment
There are no data in patients with hepatic impairment. Caution is advised when administering colistimethate
sodium in these patients.

Older people
No dose adjustments in older patients with normal renal function are considered necessary.

Paediatric population
The data supporting the dose regimen in paediatric patients are very limited. Renal maturity should be taken
into consideration when selecting the dose. The dose should be based on lean body weight.

Children < 40kg
75.000-150.000 1U/kg/day divided into 3 doses.
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For children with a body weight above 40 kg, use of the dosing recommendation for adults should be
considered.

The use of doses >150.000 1U/kg/day has been reported in children with cystic fibrosis.
There are no data regarding the use or magnitude of a loading dose in critically ill children.
No dose recommendations have been established in children with impaired renal function.
Intrathecal and intraventricular administration (CNS)

Based on limited data, the following dose is recommended in adults:

Intraventricular route

125.000 1U/day

Intrathecally administered doses should not exceed those recommended for intraventricular use.

No specific dosing recommendation can be made in children for intrathecal and intraventricular routes of
administration.

Method of administration

Colistin/Norma® 1.000.000 I.U./vial, powder for solution for injection is administered by injection. It may
also be administered by infusion in peritoneal cavity or pleural cavity. For preparation of the solutions, see
section 6.6.

Colistin/Norma® 1.000.000 I.U./vial, powder for solution for infusion and Colistin/Norma® 2.000.000
I.U./vial, powder for solution for injection or infusion is administered intravenously as a slow infusion over
30 — 60 minutes.

Patients with a totally implantable venous access device (TIVAD) in place may tolerate a bolus injection of
up to 2 million units in 10ml given over a minimum of 5 minutes (see section 6.6).

Colistimethate sodium undergoes hydrolysis to the active substance colistin in aqueous solution. For dose
preparation, particularly where combination of multiple vials is needed, reconstitution of the required dose
must be performed using strict aseptic technique (see section 6.6).

Dose conversion table:

In the EU, the dose of colistimethate sodium (CMS) must be prescribed and administered only as International
Units (IU). The product label states the number of 1U per vial.

Confusion and medication errors have occurred because of the different expressions of dose in terms of
potency. The dose is expressed in the US, and other parts of the world, as milligrams of colistin base activity
(mg CBA).

The following conversion table is prepared for information and the values must be considered nominal and
approximate only.

CMS conversion table
Potency = mass of
U =~ mg CMS (mg) *
CBA
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12.500 0.4 1

150.000 5 12
1.000.000 34 80
4.500.000 150 360
9.000.000 300 720

* Nominal potency of the drug substance = 12.500 1U/mg
AEROSOL INHALATION

It is recommended that colistimethate sodium (CMS) should be administered under the supervision of
physicians with appropriate experience in its use.

Posology

The dosage can be adjusted depending on the severity of the condition and clinical response.
Recommended dose range:

Administration via inhalation

Adults, adolescents and children > 2 years
1-2 MIU two to three times per day (max 6 MIU/day).

Children < 2 years
0.5-1 MIU twice daily (max 2 MIU/ day).

Relevant clinical guidance on treatment regimens, including duration of treatment, periodicity and co-
administration of other antibacterial agents should be adhered to.

Older people
Dose adjustment is not considered necessary.

Renal impairment
Dose adjustment is not considered necessary, however caution is advised in patients with renal impairment
(see sections 4.4 and 5.2).

Hepatic impairment
Dose adjustment is not considered necessary.

Method of administration

For inhalation use.

Colistimethate sodium undergoes hydrolysis to the active substance colistin in aqueous solution. For special
precautions for disposal and handling of reconstituted solutions, see section 6.6.

If other treatments are being taken, they should be taken in the order recommended by the physician.

See above for Dose conversion table.

4.3 Contraindications
Hypersensitivity to colistimethate sodium (colistin) or to polymyxin B.
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4.4 Special warnings and precautions for use

Consideration should be given to co-administering intravenous colistimethate sodium with another
antibacterial agent whenever this is possible, taking into account the remaining susceptibilities of the
pathogen(s) under treatment. As the development of resistance to intravenous colistin has been reported in
particular when it is used as a monotherapy, co- administration with other antibacterial should also be
considered in order to prevent the emergence of resistance.

There are limited clinical data on the efficacy and safety of intravenous colistimethate sodium. The
recommended doses in all subpopulations are equally based on limited data (clinical and pharmacokinetic/
pharmacodynamics data). In particular there are limited safety data for the use of high doses (> 6MIU/day)
and the use of a loading dose, and for special populations (patients with renal impairment and the paediatric
population). Colistimethate sodium should only be used when other, more commonly prescribed antibiotics
are not effective or not appropriate.

Renal function monitoring should be performed at the start of treatment and regularly during treatment in all
patients. The dose of colistimethate sodium should be adjusted according to creatinine clearance (see section
4.2). Patients who are hypovolaemic or those receiving other potentially nephrotoxic drugs are at increased
risk of nephrotoxicity from colistin (see sections 4.5 and 4.8). Nephrotoxicity has been reported to be
associated with cumulative dose and treatment duration in some studies. The benefit of prolonged treatment
duration should be balanced against the potentially increased risk of renal toxicity.

Caution is advised when administering colistimethate sodium to infants < 1 year of age as renal function is
not fully mature in this age group. Further, the effect of immature renal and metabolic function on the
conversion of colistimethate sodium to colistin is not known.

In case of an allergic reaction, treatment with colistimethate sodium must be discontinued and appropriate
measures implemented.

High serum concentrations of colistimethate sodium, which may be associated with overdosage or failure to
reduce the dosage in patients with renal impairment, have been reported to lead to neurotoxic effects such as
facial paraesthesia, muscle weakness, vertigo, slurred speech, vasomotor instability, visual disturbances,
confusion, psychosis and apnoea. Monitoring should be performed for perioral paraesthesia and paraesthesia
in the extremities, which are signs of overdose (see section 4.9).

Colistimethate sodium is known to reduce the presynaptic release of acetyl-choline at the neuro-muscular
junction and should be used in patients with myasthenia gravis with the greatest caution and only if clearly
needed.

Respiratory arrest has been reported following intramuscular administration of colistimethate sodium.
Impaired renal function increases the possibility of apnoea and neuromuscular blockade following
administration of colistimethate sodium.

Colistimethate sodium should be used with extreme caution in patients with porphyria.

Antibiotic-associated colitis and pseudomembranous colitis have been reported with nearly all anti-bacterial
agents and may occur with colistimethate sodium. They may range from mild to life-threatening in severity.
It is important to consider this diagnosis in patients who develop diarrhoea during or after the use of
colistimethate sodium (see section 4.8). Discontinuation of therapy and the administration of specific
treatment for Clostridium difficile should be considered. Medicinal products that inhibit peristalsis should not
be given.
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Intravenous colistimethate sodium does not cross the blood brain barrier to a clinically relevant extent. The
use of intrathecal or intraventricular administration of colistimethate sodium in the treatment of meningitis
was not systematically investigated in clinical trials and is supported by case reports only. Data supporting
the posology are very limited. The most commonly observed adverse effect of CMS administration was
aseptic meningitis (see section 4.8).

Bronchospasm may occur on inhalation of antibiotics. This may be prevented or treated with appropriate use
of beta,-agonists. If troublesome, treatment should be withdrawn.

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant use of intravenous colistimethate sodium with other medications that are potentially nephrotoxic
or neurotoxic should be undertaken with great caution.

Caution should be taken with concomitant use with other formulations of colistimethate sodium as there is
little experience and there is a possibility of summative toxicity.

No in vivo interaction studies have been performed. The mechanism of conversion of colistimethate sodium
to the active substance, colistin, is not characterised. The mechanism of colistin clearance, including renal
handling, is equally unknown. Colistimethate sodium or colistin did not induce the activity of any P 450
(CYP) enzyme tested (CYP1AZ2, 2B6, 2C8, 2C9, 2C19 and 3A4/5) in in vitro studies in human hepatocytes.

The potential for drug-drug interactions should be borne in mind when Colistin/Norma® is co-administered
with drugs known to inhibit or induce drug metabolising enzymes or drugs known to be substrates for renal
carrier mechanisms.

Due to the effects of colistin on the release of acetylcholine, non-depolarising muscle relaxants should be used
with caution in patients receiving colistimethate sodium as their effects could be prolonged (see section 4.4).

Co-treatment with colistimethate sodium and macrolides such as azithromycin and clarithromycin, or
fluoroquinolones such as norfloxacin and ciprofloxacin should be undertaken with caution in patients with
myasthenia gravis (see section 4.4).

Concomitant use of colistimethate sodium with other medicinal products of neurotoxic and/or nephrotoxic
potential should be avoided. These include the aminoglycoside antibiotics such as gentamicin, amikacin,
netilmicin and tobramycin. There may be an increased risk of nephrotoxicity if given concomitantly with
cephalosporin antibiotics.

4.6 Fertility, pregnancy and lactation

There are no adequate data from the use of colistimethate sodium in pregnant women. Single dose studies in
human pregnancy show that colistimethate sodium crosses the placental barrier and there may be a risk of
foetal toxicity if repeated doses are given to pregnant patients. Animal studies are insufficient with respect to
the effect of colistimethate sodium on reproduction and development (see section 5.3 — Preclinical safety
data). Colistimethate sodium should be used in pregnancy only if the benefit to the mother outweighs the
potential risk to the fetus.

Colistimethate sodium is secreted in breast milk. Colistimethate sodium should be administered to
breastfeeding women only when clearly needed.
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4.7 Effects on ability to drive and use machines

During parenteral treatment with colistimethate sodium neurotoxicity may occur with the possibility of
dizziness, confusion or visual disturbance. Patients should be warned not to drive or operate machinery if
these effects occur.

4.8 Undesirable effects
Systemic treatment
The likelihood of adverse events may be related to the age, renal function and condition of the patient.

In cystic fibrosis patients neurological events have been reported in up to 27% of patients. These are generally
mild and resolve during or shortly after treatment.

Neurotoxicity may be associated with overdose, failure to reduce the dose in patients with renal insufficiency
and concomitant use of either neuromuscular blocking drugs or other drugs with similar neurological effects.
Reducing the dose may alleviate symptoms. Effects may include apnoea, transient sensory disturbances (such
as facial paraesthesia and vertigo) and, rarely, vasomotor instability, slurred speech, visual disturbances,
confusion or psychosis.

Adverse effects on renal function have been reported, usually following use of higher than recommended
doses in patients with normal renal function, or failure to reduce the dosage in patients with renal impairment
or during concomitant use of other nephrotoxic drugs. The effects are usually reversible on discontinuation
of therapy.

In cystic fibrosis patients treated within the recommended dosage limits, nephrotoxicity appears to be rare
(less than 1%). In seriously ill hospitalised non-CF patients, signs of nephrotoxicity have been reported in
approximately 20% of patients.

Hypersensitivity reactions including skin rash and drug fever have been reported. If these occur treatment
should be withdrawn.

Local irritation at the site of injection may occur.

Inhalation treatment
Inhalation may induce coughing or bronchospasm.

Sore throat or mouth has been reported and may be due to Candida albicans infection or hypersensitivity.
Skin rash may also indicate hypersensitivity, if this occurs treatment should be withdrawn.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked
to report any suspected adverse reactions via the national reporting system:

National Organization for Medicines

284 Mesogeion Av.,

GR-15562 Cholargos, Athens, Greece

Tel.: + 30 21 32040337

Fax: + 30 21 06549585

Website: http://www.eof.gr

http://www.Kitrinikarta.gr
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4.9 Overdose

Overdose can result in neuromuscular blockade that can lead to muscular weakness, apnoea and possible
respiratory arrest. Overdose can also cause acute renal failure characterised by decreased urine output and
increased serum concentrations of BUN and creatinine.

There is no specific antidote, manage by supportive treatment. Measures to increase the rate of elimination of
colistin e.g. mannitol diuresis, prolonged haemodialysis or peritoneal dialysis may be tried, but effectiveness
is unknown.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antibacterials for systemic use, other antibacterials, polymyxins.

ATC Code: J01XB01

Mechanism of action

Colistin is a cyclic polypeptide antibacterial agent belonging to the polymyxin group. Polymyxins work by
damaging the cell membrane and the resulting physiological effects are lethal to the bacterium. Polymyxins
are selective for aerobic Gram-negative bacteria that have a hydrophobic outer membrane.

Resistance

Resistant bacteria are characterised by modification of the phosphate groups of lipopolysaccharide, which
become substituted with ethanolamine or aminoarabinose. Naturally resistant Gram-negative bacteria, such
as Proteus mirabilis and Burkholderia cepacia, show complete substitution of their lipid phosphate by
ethanolamine or aminoarabinose.

Cross resistance between colistin (polymyxin E) and polymyxin B is expected. Since the mechanism of action
of the polymyxins is different from that of other antibacterial agents, resistance to colistin and polymyxin by
the above mechanism alone would not be expected to result in resistance to other drug classes.

PK/PD relationship
Polymyxins have been reported to have a concentration-dependent bactericidal effect on susceptible bacteria.
fAUC/ MIC is considered to be correlated with clinical efficacy.

EUCAST Breakpoints

Susceptible ) .

©) Resistant (R)
Acinetobacter S<2 R>2 mg/l
Enterobacteriaceae S<2 R>2 mg/l
Pseudomonas spp S<4 R>4 mg/l

2 Breakpoints apply to dosage of 2-3 MIU x 3. A loading dose (9 MIU) may be needed.

Susceptibility
The prevalence of acquired resistance may vary geographically and with time for selected species and local

information on resistance is desirable, particularly when treating severe infections. As necessary, expert
advice should be sought when the local prevalence of resistance is such that the utility of the agent, in at least
some types of infections, is questionable.

Commonly susceptible species \
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Acinetobacter baumannii

Haemophilus influenzae

Klebsiella spp

Pseudomonas aeruginosa

Species for which acquired resistance may be a problem
Stenotrophomonas maltophilia

Achromobacter  xylosoxidans  (formerly  Alcaligenes
xylosoxidans)

Inherently resistant organisms

Burkholderia cepacia and related species

Proteus spp

Providencia spp

Serratia spp

5.2 Pharmacokinetic properties

Absorption
The information on the pharmacokinetics of colistimethate sodium (CMS) and colistin is limited. There are

indications that pharmacokinetics in critically ill patients differ from those in patients with less severe
physiological derangement and from those in healthy volunteers. The following data are based on studies
using HPLC to determine CMS/colistin plasma concentrations.

After infusion of colistimethate sodium the inactive pro-drug is converted to the active colistin. Peak plasma
concentrations of colistin have been shown to occur with a delay of up to 7 hours after administration of
colistimethate sodium in critically ill patients.

Absorption from the gastrointestinal tract does not occur to any appreciable extent in the normal individual.

When given by nebulisation, variable absorption has been reported that may depend on the aerosol particle
size, nebuliser system and lung status. Studies in healthy volunteers and patients with various infections have
reported serum levels from nil to potentially therapeutic concentrations of 4mg/l or more. Therefore, the
possibility of systemic absorption should always be borne in mind when treating patients by inhalation.

Distribution

The volume of distribution of colistin in healthy subjects is low and corresponds approximately to
extracellular fluid (ECF). The volume of distribution is relevantly enlarged in critically ill subjects. Protein
binding is moderate and decreases at higher concentrations. In the absence of meningeal inflammation,
penetration into the cerebrospinal fluid (CSF) is minimal, but increases in the presence of meningeal
inflammation.

Both CMS and colistin display linear PK in the clinically relevant dose range.

Elimination

It is estimated that approximately 30% of colistimethate sodium is converted to colistin in healthy subjects,
its clearance is dependent on creatinine clearance and as renal function decreases, a greater portion of CMS
is converted to colistin. In patients with very poor renal function (creatinine clearance <30 ml/min), the extent
of conversion could be as high as 60 to 70%. CMS is eliminated predominantly by the kidneys via glomerular
filtration. In healthy subjects, 60% to 70% of CMS is excreted unchanged in the urine within 24 hours.
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The elimination of the active colistin is incompletely characterised. Colistin undergoes extensive renal tubular
reabsorption and may either be cleared non-renally or undergo renal metabolism with the potential for renal
accumulation. Colistin clearance is decreased in renal impairment, possibly due to increased conversion of
CMS.

Half-life of colistin in healthy subjects and those with cystic fibrosis is reported to be around 3h and 4h,
respectively, with a total clearance of around 3L/h. In critically ill patients, half-life has been reported to be
prolonged to around 9-18h.

5.3 Preclinical safety data

Data on potential genotoxicity are limited and carcinogenicity data for colistimethate sodium are lacking.
Colistimethate sodium has been shown to induce chromosomal aberrations in human lymphocytes, in vitro.
This effect may be related to a reduction in mitotic index, which was also observed.

Reproductive toxicity studies in rats and mice do not indicate teratogenic properties. However, colistimethate
sodium given intramuscularly during organogenesis to rabbits at 4.15 and 9.3 mg/kg resulted in talipes varus
in 2.6 and 2.9% of fetuses respectively. These doses are 0.5 and 1.2 times the maximum daily human dose. In
addition, increased resorption occurred at 9.3 mg/kg.

There are no other preclinical safety data of relevance to the prescriber which are additional to safety data
derived from patient exposure and already included in other sections of the SPC.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
None.

6.2 Incompatibilities
Mixed infusions, injections and nebuliser solutions involving colistimethate sodium should be avoided.

6.3 Shelf life

Before opening:

3 years.

Reconstituted solutions:

Hydrolysis of colistimethate is significantly increased when reconstituted and diluted below its critical micelle
concentration of about 80.000 1U per ml.

Solutions below this concentration should be used immediately.

For solutions for bolus injection or inhalation, the chemical and physical in-use stability of reconstituted
solution in the original vial, with a concentration > 8§0.000 IU/mL, has been demonstrated for 24 hours at 2 to

8°C.

From a microbiological point of view, unless the method of opening/ reconstitution/ dilution precludes the
risk of microbial contamination, the product should be used immediately.

If not used immediately, in-use storage times and conditions are the responsibility of user.

Solutions for infusion, which have been diluted beyond the original vial volume and / or with a concentration
< 80,000 IU/mL, should be used immediately.

[10]
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For solutions for intrathecal and intraventricular administration, the reconstituted product should be used
immediately.

For solutions for infusion in peritoneal cavity or pleural cavity, the reconstituted product should be used
immediately.

6.4 Special precautions for storage
Do not store above 25°C. Keep the vials in the outer carton.

For storage of solutions following reconstitution, see section 6.3.

6.5 Nature and contents of container

Colistin/Norma® 1.000.000 1.U./vial powder for solution for injection

Carton box that contains a glass vial of 10ml sealed with a rubber stopper and protected by an aluminum cap
and a package leaflet.

Colistin/Norma® 1.000.000 I.U./vial powder for solution for infusion
Carton box that contains one or ten or thirty glass vials of 10ml sealed with flip-off cap and a package leaflet.

Colistin/Norma® 1.000.000 I.U./vial powder for solution for inhalation with nebuliser
Carton box that contains one or thirty or sixty or ninety glass vials of 10ml sealed with flip-off cap and a
package leaflet.

Colistin/Norma® 2.000.000 1.U./vial powder for solution for injection or infusion
Carton box that contains one or ten or thirty glass vials of 10ml sealed with flip-off cap and a package leaflet.

Not all pack sizes may be marketed.

6.6. Instructions for use -handling

Preparation of solution for intramuscular administration

The contents of the vial are reconstituted in 2-2.5 ml sterile water for injection or isotonic solution of sodium
chloride. An isotonic dextrose solution or water for injection may also be used at the discretion of the doctor.

Preparation of solution for bolus injection:
The contents of the vial are reconstituted with not more than 10ml water for injection or 0.9% sodium chloride.

Preparation of solution for infusion:
The contents of the vial are reconstituted with not more than 10ml water for injection or 0.9% sodium chloride.
For infusion, the contents of the reconstituted vial may be diluted, usually with 50ml 0.9% sodium chloride.

When the intrathecal and intraventricular routes of administration are used, the volume administered should
not exceed 1 ml (reconstituted concentration 125.000 1U/ml).

For the preparation of solution for infusion in peritoneal cavity or pleural cavity, the contents of the vial are
reconstituted with not more than 10ml sterile isotonic solution of sodium chloride. The contents of the
reconstituted vial are diluted, up to 50ml with sterile isotonic solution of sodium chloride.

Preparation of solution for inhalation

Reconstitute the contents of the vial with either water for injections to produce a hypotonic solution or a 50:50
mixture of water for injections and 0.9% sodium chloride to produce an isotonic solution or with 0.9% sodium
chloride to produce a hypertonic solution.

[11]
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The volume of reconstitution should be according to the instructions for use of nebuliser administration
device, and is normally not more than 4ml.

The output from the nebuliser may be vented to the open air or a filter may be fitted. Nebulisation should take
place in a well ventilated room.

During reconstitution swirl gently to avoid frothing.
Solutions are for single use only and any remaining solution should be discarded.
7. MARKETING AUTHORISATION HOLDER

NORMA HELLAS S.A.

54 Menandrou Str., 10431 Athens,Greece
Tel: +30 210 52 22 282

Fax: +30 210 52 41 368

email: info@normahellas.gr.

8. MARKETING AUTHORISATION NUMBER

COLISTIN/NORMA® 1.000.000 I.U./vial powder for solution for injection:

4159/1-6-2009

COLISTIN/NORMA® 1.000.000 I.U./vial, powder for solution for infusion: 24404/13/28-04-2014

COLISTIN/NORMA® 1.000.000 I.U./vial, powder for solution for inhalation with nebuliser:
24405/13/28-04-2014

COLISTIN/NORMA® 2.000.000 I.U./vial, powder for solution for injection or infusion: 61030/29-08-
2012

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
COLISTIN/NORMA® 1.000.000 I.U./vial powder for solution for injection:
7 February 1983/ 4 November 2008

COLISTIN/NORMA® 1.000.000 I.U./vial, powder for solution for infusion:
26 November 2008/28 April 2014

COLISTIN/NORMA® 1.000.000 I.U./vial, powder for solution for inhalation with nebuliser:
26 November 2008/28 April 2014

COLISTIN/NORMA® 2.000.000 1.U./vial, powder for solution for injection or infusion:
29 August 2012

10. DATE OF REVISION OF THE TEXT
21-04-2016
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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Colistin/Norma® 3 exatoppvpia diedveic povadeg (1U), kdvic yia dihlvpo mpog Eyyxoon.

2. HOIOTIKH KAI MIOXOTIKH XYNOEXH

KdBe erokidio mepiéyet 3 exatoppdpia diebveic povadec (1U) vorpiodyov koMotipeddtng.

3. OAPMAKOTEXNIKH MOP®H

Kovig yia didhopa mpog Eyyvon.
A€guKN £®¢ VTTOLELKT) KOVIG.

4. KAINIKEX TAHPO®OPIEX

4.1 OgpamevTikég EVOEiEelg

To Colistin/Norma® evdeikvoton oe evilikeg kot moudid GLUTEPIAOUPBOVOLEVOV TOV VEOYV®OV, Y10, TN
Oepamneio cofapmv AoumEewmv Tov opeilovtal o€ emieypéva aepofia Gram-apvntikd Taboyova o acbeveig
ue mepopiopéves Bepomevtikég emhoyeg (BA. mapaypdoovg 4.2, 4.4, 4.8 ka1 5.1.).

Qo mpémer va AapPdvovtor vmoyn ol emionueg odNYle OYETIKA HE TNV KATAAANAN ypfion TV
AVTIBUKTNPLOKOV TOPAYOVI®V.

4.2  Aocoloyio kol TPpOTOS Yopynons

H yopnyoodpevn 66on kou m didpkelo g Bepanciog Oa mpémer v cuvumoroyifovv tn cofapotnta Tng
roiluwéng, kabog koar ™V KAMviK  oviamdkpion. Oa mpémel vo  axoiovBobvior o1 OepomevTikég
KatevBuvtpieg odmyieg.

H d60n exppaleton og diebveic povadeg (1.U.) vatprovyov kolotipeddatng (CMS). Evag mivakag pHetatponnig
a6 d6on CMS exppacuévn oe .U, og d6on exppacpévn oe mg CMS, kabdg kot 6e Mg dpacTikdTNTOG
Bdong xohotivig (colistin base activity, CBA) napatifetol 6to T6Aog 0vTng TG Toparypapov.

Aocoloyia

Ot axdAovfec cvotdoelg docoroyiag yivovtor pe Pdon meproplopéve TANOLOUIIKE QOPUOKOKIVITTIKG
dedouéva o acbeveic oe kpiown katdotacn (PA. mapdypoago 4.4):

Evnlixes kou épnfor
Adon cuvtipnong 9 MIUMuépa og 2 — 3 drapepéveg dOCELS.

Y& aofeveic og kpiown kotdotaon, Oa Tpénel va, yopnyeital po d6om eoptiong 9 MIU.
Agv éygl koBoprobel 10 KATOAANAGTEPO YPOVIKO JIAGTNO TOV TPENEL VO, LEGOAAPTOEL ad TN dOGN POPTIOTG

UEYPL TNV TPDTN 0OGT GLVTNPNGTC.

H povtelomoinon vmodeucviel 01t o acbevel pe KOA VEQPIKN AEITOLPYIOl EVOEXETAL, GF UEPIKEG
TEPIMTMOGELG, VO, ATOLTOVVTOL OOGELS POPTIONG Kot cuviripnong €og kot 12 MIU. Qotdoo, n kKAvikn eurepia
LE TETOLEG 0OGELG Etvat EENPETIKA TEPLOPIGUEVT] KOl 1| AGPAAELD eV el TEKUNPLOOEL

2
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H 86om obéptiong epopuoletor oe acbevelg He (QUOIOAOYIKY] KOU HEWOUEVT] VEQPIKY AgLtovpyid,
ocoumepopPavorévev eKeivav Tov vtofdrllovial o Bepameio VEPPIKNAG LTOKATACTOOTG.

Neppixn ovalertovpyio.

Ye mepimtmon veppikng dvoleltovpyiog eivar amapoitnteg Tpocapuroyés g 60ong, oAAd Ta dabéoiua
OEOOUEV PAPUAKOKIVITIKNG Y10 00OEVELS e LEWOUEVT] VEQPIKT AglTovpyia gival TOAD TEPLOPIGUEVA.

O1 ax6AoVBEG TPOGAPLOYES TNG 00N G TPOTEIVOVTAL MG KalBodynom.

Medoeig tng 60omg cuviotdvTon Yo acbeveig pe kabapon kpsatviving < 50 mi/min:

Yvviotdtot yopnynon d0o Popég NUEPNGIMG.

Ka0apon kpeorivivng (ml/min) |Hpeprowa Adon (yopiopévny 6g 600 d60£15)
<50-30 5.5-7.5MIU

<30- 10 4.5-5.5MIU

<10 3.5 MIU

MIU = exatoppopro 1U

Aoddiion kot cuveyng aipo(die)dmbnon

H «ohotivn ooivetan va  oamopokpOvetonr pe ovpPotikn  oodidivon kot coveyn @AsPfoeiefkn
awpo(dw)dmbnon (CVVHF, CVVHDF). Yrdpyovv e&apetikd meplopicuéva dedopévo omd mAnbuouiokés
UEAETEG POPUOKOKIVITIKAG O TTOAD HKPOUS aplfpong aclevav vid Bepaneio vePpikng vIokaTaoTooNG. AV
UITopOohV VO, YIVOLV KATNYOPNUOTIKEG GVGTAGELS docoloYiag. Ta akdiovba 60GOA0YIKA GYUATA UTOPOVY Vi
AneBovv vdym.

Awodorion (AA)

Huépeg yopic AA: 2,25 MIUMpépa (2,2 — 2,3 MIUMpépa).
Huépeg pe AA: 3 MIUMpépa, yopnyodueva petd tn cuvedpio AA.
Yvviotatot yopnynon d0o PopEG NUEPNGIMG.

CVVHF/ CVVHDF
Onw¢ og acbevelg e QUOIOAOYIKT] VEPPIKN AetTovpyia. ZUVIGTATOL YOPIYNOT TPELS POPEG MLEPNOLMG.

Hrorikn dvoleitovpyio
Agv vmdpyovv dedouévo yo. acleveic pue mmatikny Svciertovpyia. ZVVIGTOTOL TPOCOYN, OTAV YOpTYEiTOL
vaTpLovy0g KOMGTILEDATN 68 avTovg TOVG 0obeveic.

Hlaiouévor
Agv Bewpovvtol amopaitnTeg TPOSAPUOYEG TNG 000G O NAIKIOUEVOVS 0oOEVELG e PUGIOAOYIKT] VEQPIKY
Aettovpyia.

Houdrarpixog minBoouog

Ta 6edopéva mov vrootnpilovy 10 60G0A0YIKO YN0 GE TOTPIKOVS aobeveig lvar TOAD TEPLOPICUEVQL.
Kotd v emdoyn g 06ong, Ba mpénet va Aappdvetor vadyn n veppikn owpipuotta. H d6om Bo mpémet va
Baciletar 610 fApoc GOMOTOG Y WPig TO AlmOg.

TMoudid < 40kg
75,000 - 150,000 1U/kg/ nuépa draipepéveg oe 3 d00ELG.
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IMo toudid pe copatikd Bapog avo tov 40 Kg, Oo npénet va Bempeitar to evogyopevo xpHong e
d0GOAOYIKNG GVOTACNG Y10 EVIIAIKEG.

Y& moudld pe Kuotikn ivmon éxet avapepOei ypron ddcemv > 150.000 1U/kg/muépa.

Agv vmapyovv dedopéva avaeopkd pe tn ypnomn 1 1o péyebog g 06oMG POPTIoNG o€ TAdd og Kpiowun
KATAGTAON).

Agv &yovv KabiepmBel 60G0AOYIKES GUGTACELS GE TSN LE UELMUEVT] VEQPPIKT AELTOLPYIiaL.
Y& mabnoelg mov amantovv peimon g d6ong (T.y. HETPLO G coPapn veppikT| avemdpkela, moudid < 40Kg,)
10 Colistin/Norma® 1 1 2 exatoppdpio IU Oa mpémet va ypnoipomoleitor g mo PoAKy TEPIEKTIKOTNTA V1o

™ 8001 evog acbevi).

Tpomog yoprynong
To Colistin/Norma® yopnysitot evdopiefing wg apyn £yyvon ot didotnuo 30 — 60 Aentdv.

O1 acBeveic mov pépovv olikd epputevoiun eAefikr| cuokevn tpdcPaong (TIVAD) pmopovv va aveyfobdv
(bolus) éveon péypt 2 ekatoppvpla povddeg oe 10ml, eAdyiotng didpketog S5 Aentdv (Préne mapdypapo 6.6).

e poaTKd SV, M VOTPLOVY0G KOMOTIUEDATN VOPOADETAL TPOG TN OPUCTIKY OvGio KoAlgTiv. o v
TpoeToaGion TnNg 060MG, €0IKE OTOV OmALTEITAL GUVOVOCHOC TEPIGGOTEPMY QLOALDI®OY, TPETEL Vo Yivel
avaGOGTOCT TG AmOLTOOUEVTG 000N Le xprion donmng Texvikng (PA. mapdypapo 6.6).

Mivakag petatponnic 0001MG:

2mv EE, n 86on varplrovyov kolotipeddatng (CMS) mpémel va cuvtayoypageital Kot vo xoprnyeitor povo
ekppacévn oe debveig povadeg (IU). H emonpovon tov graAdiov avaeépet tov apfud IU ava groAidio.

"Exer mopatnpnfel odyyvon kot d0GoAOYIKA GOAAUATA AOY®D TOV SOPOPETIKOV EKPPACEDV TNG 600NG GE
opovg woyvoc. Xtig HITA wou oe dAlo pépn ToL KOGHOL, 1 800N €KPPALETAL G YIAMOGTOYPOLLLLO
dpaotikdtnTas Baong koMotiving (mg CBA).

O akolovboc mivaKog HETATPOTNG €YEL GKOTO TNV TANPOQEOPNOT Kol Ol TWEG TPEmel vo, Bewpovvtan
OVOLLOOTIKEG KOl TPOCEYYIGTIKEG LOVO.
Hivakag petatpomig CMS

Iv oS ~ mg CBA ~ piGa CMS (mg)*
12,500 0.4 1
150,000 5 12
1,000,000 34 80
4,500,000 150 360
9,000,000 300 720

*  OVOUOOTIKN 160G TNG PaPUOKELTIKAG ovsiag = 12,500 1U/mg
4.3  Avrtevdsieg
YrepevoioOnoio 6t vaTplovyo KoMoTiuedd, v koAlotivi 1 o€ dhieg moAvpvivec.
4.4 Ew01kég TPOEIOOTOUM|GELS KO TTPOPVAAEELS KATA TN YP1]oN

Oa mpénel va eEeTAlETOL TO EVOEXOUEVO GLYXOPNYNONG EVOOPAEPLOG vATPLOOYOL KOMOTILEDATNG e Evav
Ao ovTifaxtnplaKd mopdyovio, Omote avuTtd givar dvvotd, AouPdvovtag vroyT TS gvaucOnocieg Tov
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naboyovov (1 Tov taboyovov) vad Bepancio. Kabog &xel avapepbel n avamtuén avioyng otnv evoopiéfia
KoAotivn Wwitepa O0tav ypnowomoteiton ¢ povobepameio, Bo mpémer vo efetaleton TO EVOEXOUEVO
oLYYOPNYNONG HE GALO OVTIPAKTNPLAKO, TPOKEUEVOL VO, ATOTPOTEL 1| EUPAVIOTG AVTOYNG.

Ymbpyovv TePLOPIGUEVE KAVIKA dEQOUEVA Y10l TNV OMOTEAECUATIKOTNTA KoL TNV AGPAAELD TNG EVOOPAEPLOG
vatpovyov koAoteddng. Otv ovviotdpeveg 00celg 6e OAovg Tovg vromAnBucpotg Paciloviar oe
TEPLOPIOUEVE dEdOPEV (KAMVIKG KOl QOPUOKOKIVITIKG / QOpUOKOSUVOLIKA). ZVYKEKPIUEVA, VIAPYOLV
TEPLOPIOUEVAL OECOUEVA Y10 TNV OGPAAELD. TNG YPNONS LyNA®dv docemv (> 6 MIUMuépa) kol g ¥pNnong
doaNg POPTIoNG, KaBMG Kot Yl €181koVg TANBLGHoVS (acbeveic pe veppikn ducAettovpyio Kot 0 TodOTPIKOS
minBvoudg). To Colistin/Norma® 0o mpémer va  ypnowonoteiton péovo otav  GAAa, ovyvotepa
GUVTAYOYPOUPOVUEVE, OVTIPLOTIKG OEV ElVaL AMOTEAECLOTIKA 1) KATOAANAQL.

Oa mpénet va TapakoiovBeital n veppikn Aettovpyia oty apyn ™S Bepameiog Kot TaKTKG KOTA T StdpKELn
¢ Oepaneiag oe OAovg tovg acBeveic. H d6om vatprodyov koiotiebdrng Oa mpémel va mpocappoletol
avéioyo pe tnv kdBapon kpeatwvivig (PA. mapdypoaeo 4.2). AcbBeveic mov eivor vmoykayukoi 1 6Got
Aappdvoov GAle duvnTiKG VEPPOTOEIKA PAPUOKO. AVTILETOTICOVY avénuévo Kivouvo yio ve@poTo&ikoTnTa
amd v kolotivin (BA. mapaypdpove 4.5 ko 4.8). Xe opiopéveg ueAéteg xel avoeepbel 0Tl M
veppotolikdtta cvoyetiletar pe v abpoilotikny doom kot ) dibpkeln g Oepaneiog. To dperog pog
nopoteTapévng Owdpkelag Oepameiog Oo mpémer va otobuileton évavtt g duvnTikd  avEnuévng
EMKIVOLVOTNTOG Y10 VEQPIKT TOEIKOTNTA.

YuVIoTATOL TPOoOoYN, OTav Yopnyeitol vaTplovyog koAlotiueddtn oe Bpéon miwiag < 1 €rovg, kabng
VEQPIKT AglTovpyio Oev givol TANP®G GPUN G avTH TNV NAKIoKT opdda. EmmAéov, dev givarl yvoom n
EMOpAON NG OAVOPUNG VEPPIKNG Kol UETAPOMKNG Agttovpyidg OTNV  UETATPOTN TNG VATPLOV)OV
KoAoTieddTng og KoMoTivn.

Y& mepinton aAAEPYIKNG avTtiopaong, TPEMeL va dlakonel 1 Ogpaneia pe vatplodyo koAloTueddtn Kot vo
ANeBovV KoTAAANA, LETPAL.

"Exer avagepbel 011 vynNAéG CLYKEVIPMOOELS vATPLOLYOL KOMGTILEDATNG GTOV 0pd, Ol OToieg evdEyeTaL Vo
ocvoyetilovtarl pe vmepdocoroyio N amoTuyia peimong tng 60ong oe acbeveic e veppikn dvciettovpyia,
odfynoav cg vevpoto&lkég dpacels, OTmG mapacOncia 6to Tpdowmo, Poikn advvapic, thyyo, un kabapn
EKQOPA AOYOV, ayYEOKIVITIKN aoTdfela, dtatapoyég Tng 0pacnc, cOyYLoT, Yoxmon Kot drvola. Oo mpénet
va Olevepyeitol mopakoAovdnon Yoo mEPIGTOUATIKY TopaicOnoioa kot wapaicOnoioa ota dkpo, kabdg
amoteloV onueio vrepdocoroyiog (PA. mapdypapo 4.9).

Eival yvootd 6t 1 vatprohyog KoAoTHeddTn HEIDVEL TV TPOCLVATTIKY ONEAEVOEP®OT OKETLAOYOAIVIG
OTN VELPOUVIKN cuvaym, Kal, o€ acbeveic pe Papeic pvocbévela, Bo mpémer vo ypnolLonoleital pe
HEYIGTN TPOGOYN Kot LOVO GV €lval GOODS amopaiTnTO.

Metd amd evdopvikn yopniynon vorplovyov koioteddtng éxst avapepbel avamvevotikny avaxomr. H
UEL®UEVT] VEQPIKN Aettovpyio avédvel Ty mOOvOTNTO EUEAVIONG GIVOL0G Kol VEVPOUVIKOD OTOKAEIGUOD
UETE 0Ttd YopTYNon VATPLovy oV KOAGTIUEDATNC.

To Colistin/Norma® 0a mpémnet vo, ypnoipomoleitar pe eEapetiky pocoyn oe acheveic ue mopevpia.

KoAitda mov cvoyetiCeton pe avtifrotikd kot yevdopepfpavmong KoAiTida £ovv avaeepbel oyeddov pe
OAOVG TOVG OVTIROKTNPLOKODE TOPAYOVTIEG KOl EVOEYETOL VO TOPOVOIAGTOVV UE T VOTPLOUYO KOAGTUEDAT.
H ocofapotnta tovg umopel va kopaiveton amd Mmoo éo¢ ametAntikny v ™ (1. Eivar onpoviikd vo
OewpnBei 10 evdeyOUEVO OVTNG TNG O1AYVOGNC 6€ 0GHEVEIC TOL OVATTTOGGOVY JLAPPOLL. KOTA 1) LLETA TN YPNOMN
vatplovyov kohlotipeddtng (BA. mapdypapo 4.8). Oo mpémel va eEeTdleTOl TO €VOEYOUEVO OLOKOTTNG TNG
Bepameiag kai yopnynong ek Oepaneiog yio to Clostridium difficile. Aev o pénet va ypnoyomotovvrol
(POPLOKEVTIKA TPOTOVTA TOV OVOGTEALOVV TOV EVIEPIKO TEPICTAATIGHO.
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H evbopréfia yopnyoduevn vorplovyos KoMoTiueddtn 0ev SOmePVA TOV OUATOEYKEQPOMKO QPAYLO GE
KAVIKG onpovtiko Badud. H ypiom evéoppoylaiog 1 EVOOKOIAIIKNG XOPYNONG VOTPLovyoV KOAIGTIUEDATNG
o Bepameio g unviyyitidog dev €xel epevvnBel CLOTNUOTIKG 08 KAVIKEG SOKIUEC Ko vtooTnpiletarl pdvo
oo avaPopPEG TEPIOTOTIKMV. Ta dedopéva mTov vrrootnpilovv ) docoroyia eivar moAd meplopiopéva. H mo
oLyVa epneaviiopevn avemBoun evépyeta g yopnynons CMS ftav n donmn unviyyitda (PA. mapdypapo
4.8).

45  Allemopdosic pe AL QUPUOKEVTIKA TPOIOVTA Ko GAAeg popPéc allndiemiopacng

H tavtdypovn evoopréfio yopnynon vatprovyov koMotipeddtng pe dAia dvvntikd veppotofikd 1
veupoTo&ikd PappoKe Bo TpEmEL Vo YiveTon Ue HEYAAT TPOGOYN.

Oa 7wpémel vo dlvetor mPocoyn OTov YIVETUL TOVTOXPOVY ¥PNON HE GAAN OKELAGUOTO VOATPLOUYOL
KoAMoTueDdTNG, KaBMC VITAPYEL LIKPT| EUTEPiN Kot VdPyEL TOavOTNTA ABPOIGTIKNG TOEIKOTNTOG.

Aev éyovv mpoaypotomombel pedéteg aAAniemdpdoewv N Vivo. O unyaviopdg TG UETOTPOTNG TNG
vatprovyov koMotiueddrng ot SpacTikn ovcio, KoAlotivi, dev &xel yopaktnpiotel. O punyoviopos g
KkdBapong g KoloTivig cvpmeptlapfavopévng g Olayeiplong g omd tovug veppols etvar gmiong
dyvootog. H vatplodyog koAiotipeddtn kot 1 koMotivr dev emyayav T dpacTnploTnTo KOvEVOS amd to P
450 (CYP) évlopo mov dokwudotnkay (CYP1A2, 2B6, 2C8, 2C9, 2C19 kot 3A4/5) og in vitro peléteg og
avOpoOTIVO NITOTIKG KOTTOPO.

H dvvatémto alntemdpdosov eapudkmv 0o mpémet vo AapBavetor vaoyn otav to Colistin/Norma®
ocuyyopnyeital e eAppRoKa yio To ool givol yveootd Otl avacstédAovy 1| endyovv Evivpa mov petafoiilovv
Qapuroka M eapuaxo yo To omoio gival yvowotd 0Tl amoTELODV VTOGTPOMUOTH YI0 UNYOVIGUOVS VEQPPIKNG

LETAPOPAS.

AOYO TOV EMOPACE®V 1TNG KOAIGTIVIIG OTnV OmEAELOEPMOOT  OKETVAOYOAIVIG, UM  OITOTOAMTIKA
pooyoAopoTikd Bo mpémel vo ypnoipomolobviol pe TPocoyn o€ acbevelg mov Aapfdvovv vartprovyo
KoAoTipeddrn, kabdg o1 dpdoelg Tovg evosyetan va etvar Tapatetapéves (BA. mapdypago 4.4).

H tavtoypovn Oepomeior pe voatprovyo koAlotiueddtn kot pokpoAideg, O6mwg 1 aliBpopvkivi kot m
KAapiBpopvkivn, 7 eBoploKviAGVEG, 0Ttmg 1 vopeAroLacivn katl 1 curpopAro&acivn, 0o mpénel va yivetal e
npocoyn oe acbeveic pe Papeia poacbévela (PA. apaypapo 4.4).

H ovyyoprynon g varpiovyov koMoTiweddg pe @dppoxo mov mopovcstdalovv vevpotolikn m/Kot
veEPoTo&Ikn SUVOUIKT TPETEL Vo amo@evydel. Zoumepiappavouévay tov ovTiBloTik@v e ouddag tmv
OULVOYAVKOGIOMV OTMG YEVTOMIKIVT), QUIKAGTVY, VETIMUKIVY Kot Toumpapvkivy. Eriong propel va avénbei o
Kivouvog vePpoToIKOTNTOC EAV GUYYXOPNYELTOL LE AVTIPLOTIKG TNG OUASNG TMV KEPUAOGTOPIVAOV.

4.6 Tovipétnra, kONoN Ko yorovyia

Agv vrdpyovv emapkr] dedopéve Yo TN PO VATPLOVYXOL KOMOTIUEDATNG o8 €yKkveg yuvaikeg. Meléteg
EPATOE 0OCEMS GE EYKVEG YUVOIKES OElYVOUV OTL 1] VOTPLOUY0G KOAMGTIUEDATN JamEPVA TOV TAAKOVLVTO, KOl
umopel va. vdpéel kivouvog euPpuotoékoTnTag, oV YOPNYOoUVTIOL ETOVOAUUPOVOUEVEG OOGELS, GE £YKVES
acleveic. MeAéteg oe mepapotdolma gival avemopkeic 6cov agopd Tnv emidpacn NG vatplovyov
KoAoTiueddTnG otV avarapaymyn kot tnv avamtuén (PAére mapdypago 5.3- Tlpoxhvikd otoyeio yio TV
acpdreln). H vatplodyog kolotipeddtn mpénet vo ypnoonoleiTol Kotd Ty kinon uovo 4tav 10 OPeA0g
v T untépa avtiotadpilel tov mbavo kivovvo yuo to Eufpuo.

H votplovyoc xoAlotiueddrn amekkpiverolr oto puntpikd ydAia. H vatpiovyoc kohotiueddrn mpénel va
yopnyeitar o€ ONAdlovoeg untépeg ndvo 0tov Kpivetal amoldTog amapaitnTo.
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4.7 Emopacelg 6NV IKavOTTo 001]YN61S KL YEPLOROD M OVI|LdTOV

Nevpoto&uwomra, pe mbavotnto LAAng, oLyyvong N ONTIKAV datopoydv Exovv avagepebel petd v
TOPEVIEPIKT] YOPNYNOCT TNG VOIPLOUYOV KOMOTIUEDATNG. AV avTEC O EMOPACELS EUPAVIGTOVY Ol 0obevei
TPENEL VO, TPOELOOTOLOVVTOL MGTE VO, UMV 001Y0HV 1 vau U yepilovton punyoviioTo.

4.8 AvemBopnteg evépyereg

H mbBavémmra eppdviong avemBountov evepysudv pmopel vo oyetiletor pe v mAkio, T veepikn
Aertovpyia Kot TV YEVIKY KOTAGTAGT TOL acbevn.

Ye acbeveic pe kvotikn tvaoon €ovv avagepbel vevporoyikég emdpdoels o€ T0c0oTO UEXPL 27% TmV
aclevav. AvTéc glval YEVIKOG NTIEC KAl VTOY®POVV KOTO TN OLGPKELD 1 GUVTOMO UETO TN SOKOTH NG
Oepameiog.

H vevpoto&ikdtra pmopel va oyetileror pe vmepdocoroyia, pe actoyion peimong g docoroyiog o€
acBeveic Le VEQPIKY| AVETAPKELN KOl [LE TN CLYYOPNYNOT EITE VELPOLVOYOAUPOTIKOV QOPUAK®OV £lTE AAADY
QOPUAKOV LE TOPOUOIEG VEVPOAOYIKEG emdpdoelc. H pelwon g do6ong umopei va avoacteilel ta
CUUTTOUOTO. ZTO COUTTOUOTO UTOopeEl Vo TepAapuPdvovtal Gmvola, TopodIKEG aoONTPLOKEG dlaTapoyES
(6mw¢ Topouctncio TPoGMOTOL Kol iAyyog), Kol GTAvVio ayyEIOKIVNTIKY 0oTabEla, dtatapoayn otV outiia,
dTapayés otnv 6pacn, chyyvon, | YHywon.

AvemBOunteg evépyeleg ot veppkn Agrtovpyia €yovv avapepbel, cvviBog petd amd ypnon do6cEwv
VYNAOTEPOV TOV GUVIGTOUEV®V GE acHeVEIC [LE PVOIOAOYIKT VEQPIKN Agttovpyia, | AdY® actoyiog peimong
G docoroyiag o€ acleveic pe veppikn avemdpkelo €iTe PETO amd cLyYopNYNoN UE GAAD VEQPOTOEIKA
eappoka. Ta courtouata gival cuvnbog avacTpéyiua e T dlakomh TG Depomeiog.

Ye oobeveig pe wvotiK] {veon mOL TOLG YOPNYOUVTIOL OOCES HEGH OTO GUVICTOUEVO Opld, 1)
veppotoEotra eaivetar va gtvar omdvia (Myotepo amd 1%). Ze coPapd nepiotatikd, oe acbevelg ymplg
KLGTIKY tvoo, Exovv avagepbel evociEelg veppotolikdtntog oe T0600To TEPinov 20% Tmv acbevav.

"Exovv ovagepbei avtidpdoelg vrepevoicnciog copumeptAapuBovouévemy TmV SEPUATIKOY ovaQLAASIOV Kot
TOV QPapUaKOYEVODS Tupetov. Edv avtd eppaviotodv tpénel va dokonel n) Oepamneio.

Mmnopet va. epeavioTel TOTK EVOYANGCT TNV TEPLOYN TNG £YXVONG.

Avapopd mhovoioyovuevev ovemfounTov EVEPYEIHY

H avapopd mbavoloyoduevov avemBOunT®mv evepyeldv UETE amd T Yopniynon GdEg Kuklopopiog Tov
(OPLOKEVTIKOD TTPOIOVTOC givar onuoavtikr. Emitpénel m ovveyn mapoakolodbnon tng oxéong oeérovg-
KIVOUVOL TOL (QOPUOKEVTIKOD TPOIOVTOG. Znteitol amd TOvg EmayyeAUOTIEG VYEIOG VO OvOQEPOLY
0mo1EGONTOTE TOAVOLOYOVUEVEG aVETIHOUNTEC EVEPYELEG LEGH TOV:

EBvikov Opyaviepotd @opudkmv

Meooyeimv 284,

GR-15562 XoAapyog, Admva

TnA: + 30 21 32040337

®ag: + 3021 06549585

Iotdtomoc: http://www.eof.gr

http://www.Kitrinikarta.gr
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4.9 Ynrepdoocoloyia

H vrepdocoloyia pmopel va €xel emmTMOES GTN VELPOULIKY OVOGTOAN M omoia pmopel va €xel ®g
amotélecua poikn advvapio, damrvoun, Kot thavi avarvevotiki tpocsfoli). H vrepdocoroyia pnopet emiong
va mpokoAécsel ofgla veppikn] avemdpkelon mov yopaxtnpifetor omd pElOUEVN Tapay®Yr] oVPOV Kot
0VEAVOLEVEG GUYKEVTPAOGELS OVPIOG KOl KPEATIVIVIG GTOV 0pO.

Agv VTAPYEL KAVEVO, GUYKEKPIUEVO OVTIO0TO, OVTILETOMILETAL Ple CVUTTOUATIKY OepamevtiKng aywyn. Métpa
v vo avénbel to moGooTO OamMOPOANG TNG KOMOTIVIG Y. T EMOY®YN Ol0VPNONG UE HOVVITOAN, M
TOPOTETAUEVN OLLOOLAAVOT M 1] TEPLTOVAIKT] SLIIAVOT) UITOPOVY VO SOKILAGTOVV, OAAG 1) ATOTEAEGUATIKOTTO
dev glval yvooTn.

5. DOAPMAKOAOI'IKEY IAIOTHTEX
51 ®@oppoKodVVENIKEG IOIOTITES

doppokobepamentiky]  Kotnyopio:  ovTIBlOTIKA YOO GUGTNUOATIK YXOPNYNoM, GAAG  OVTIUWIKPOPLOKA,
nmolvpvéives.

Kwdwog ATC: J01XB01

Mnyovicuog dpdong

H xoMotivn gival évag kukhikdg TOATERTIOKOS avTIBaKTNPLOKOS TOPAYOVTOS TOV OVIKEL GTNV OUAd0 TOV
nolvpuéivev. Ot moivpvéiveg Spovv KATOOGTPEPOVTOG TNV KLTTOPIKN HEUPPOvN Kot Ol TPOKOTTOVGEG
eMMTOGELG elvar Bavatnedpeg yua 1o Paktipro. Ot mohvpvéiveg etvor emAeKTIKES Yo aepOPia apvnTIKA KoTd
Gram Boktipla Tov £xovv VIPOEOPN eEmTePtKT| LEUPPAavn.

Avtoym

Ta, avOextikd Paxtipla yopaktnpiloviol amd TPOTOTOINUEVEG POGPOPIKEG OUAOEC AMITOTOAVGOKYUPITMV,
nov vrokabiotovrar amd cbavorapiviy N apwvoapaPvoln. Ta ek euoewg avlektikd apvntikd kot Gram
Baxtnpla, 6nwg o Proteus mirabilis kou n Burkholderia cepacia, napovoialovv mAnpn vrokatdotoon tomv
POGPOPIKMV MIdimV Tovg armd abovorapivn i apvoapafvoln.

Avopévetal d10eTavpovUEVT avToyn ueTald g koMotivng (moivpvéivn E) kot tng moAvpvéivneg B. Kabmg
0 UNYOVIGHOG Opdong TV TOAVMLEWVOV givol Sl0QOPETIKOG omd aVTOV TOV GAA®V aVTIBOKTNPLOKOY
TapayOovVIoOV, 1 aVToyXN OTNV KOMGTivi Kol otnv moAvpvéivn, pévo HEG® TOL TOPUTAVE UNYXOVIGUOD, gV
OVOULEVETOL VOL EXEL OG OTOTEAEC L OVTOYT O€ GALEG PUPUOKODEPUTEVTIKESG KATNYOPIES.

Dopuokokvntiky/ PapLakoduvautkn
‘Exer avaeepbei 011 1 faxtmploktovog opacn TV moAvpnEivay eni tov evaictntov Paxmpiov eEaptato
amo t ovykévipwot. O Aoyoc FAUC/MIC Oewpeitor 611 cuoyetiletol pe TV KAVIKT OTOTEAECUAUTIKOTITA.

Oprwo evaonoiog EUCAST
EvaicOnro (S)  AvBextikod (R) *

Acinetobacter spp. E<2 A>2 mg/L
Enterobacterales E<2 A>2 mg/L
Pseudomonas spp. E <2 A>2 mg/L
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*Ta 6pra. evoucHnciog woyvovy Yo docoroyia 2-3 ekatoppwpia U X 3. Evdéyetor va anatteitor 66om
eopTiong (9 exatoppvpia [U).

Evawsbnoia
O emumwoAdGUOC EMIKTNTNG OVTOYNG WITOPEL VO TOIKIAAEL YE@YPOAPIKA KO YPOVIKA Yiow ETAEYUEVO. €O Kot

TOTIKEG TANPOPOPIEG Yl TNV avToyn eivon emBountéc, Wiaitepa yia ) Oepamneio Papiodv Aounéewv. Epdcov
arouteitar, Ba mpéner va {nreiton 1 cvpPovin eWdKdV, Otay 0 TOMKOG emMOAACUOS TG avToyng €ivon
TETOLOG MGTE 1) YPNCLOTNTA TOL TTapdyovia vo givar vTd apEIGPNTNOT, TOLAGYIGTOV GE OPIGUEVOLS TOTTOVG
AOWDEEWDV.

2ovi0mg gvaicOnTa £iom

Acinetobacter baumanii

Haemophilus influenzae

Klebsiella spp

Pseudomonas aeruginosa

Eidon ywo ta omoia 1 exiktnTn avroyn evofyetol va anotericel Tpofinua

Stenotrophomonas maltophilia

Achromobacter xylosoxidans (formerly Alcaligenes xylosoxidans)

Eyyevag avOektikoi opyaviopol

Burkholderia cepacia and related species

Proteus spp

Providencia spp

Serratia spp

5.2  @appoKoKIVTIKES 1OLOTNTES

Amoppdonon

O1 mmpopopieg yioo T QOPHOKOKIVITIKY TG vaTplovyov koAotipedang (CMS) kot ¢ koMotivng givan
TMEPLOPICUEVEG. YTTAPYOLV VOEIEELS OTL 1] POPUAKOKIVITIKY 6€ 000eVEIS g KPIoIUN KOTAGTAOT SLOpEPEL OO
avt| o€ acBeveic pe Atydtepo Papid pucotoroyikn dtatapayr| Kot and ovtr o€ vyieig eBedovtég. Ta axdAovBa
dedopéva, Pacilovtar oe peréteg mov ypnotponoincav HPLC yio va mpocdiopicovy Tig GUYKEVIPAOGELS
CMS/kxoMaoTivig 6T0 TAACUAL.

Metd amd £€yyvon vaTplovyoL KOMGTIHEDATNG, TO Un OPOCTIKO TPOPAPLOKO UETATPENETAL GTNV SPACTIKN
KoAotivn. ‘Exet deybel 011 01 UEYIOTEG GLYKEVIPMOEIS TNG KOAGTIVNG OTO TAAGUA ToPOVLCIAlovToL HE
KaBvoTépnon €mg Kol 7 Op®V HETO TN YOPNYNON VATPLOLXOL KoAoTipueddng oe acbeveig oe kpiowun
KOTAGTAOT).

H oamoppdéonon and 10 yaoTpoevieptkd cvotnua dgv Aoupavel ydpa o€ afloloyn £KTOOT G PUOIOAOYIKO
dTopo.

Kotavoun
O 6ykog KOTOVOUNG TNG KOAGTIVNG o€ VY Atopo €lval pukpdg Kol aviloTol el TPOCEYYIOTIKA GTO

eEorxvttaplo vypd (ECF). O oykog katavoung oe acbeveic o€ kpiowun Katdotaon ivol oyeTikd avEnuévog.
H mpocdeon oe mpmteiveg sivor uETplo Kot HEIOVETOL 68 VYNADTEPES GLYKEVIPOGELS. ATOVGIO, UNVIYYIKNG
QAeypovig, M Oeicdvorn oto eykepolovotiaio vypd (CSF) eivor eddylotn, oAid avEdver mapovoio
HMVLYYIKNG QAEYHOVIG.

Tb6c0 10 CMS 660 Kot 1 KoOAoTiv emtdetkvoovy ypapuutky DK oe kKAviKd oyetikod e0pog 00GE®V.

AmofoAn

Extipdronr 611 kotd mpocéyyion 30% tng vaTplovyov KoMoTIeDATNG LETATPEMETOL G KOMOTIVI] GE LYW
dropa, n xdBapon g eoptdror amd v KABopon kpeoTvivig Kol Pe UEOOUEVT VEQPIKY| Agltovpyia,
UETATPENETOL GE KOMOTIVY peyodlutepo tocootd CMS. Xe acbeveig pe kaBapon kpeatviving < 30 ml/min, n

9
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éktaon g petoTpomng umopel va otdoel to 60 éog 70%. To CMS amofdiietar katd KOpLo Adyo amd ta
VEQPO HECH GTEPALOTIKAG dmMbnone. Xe vy dropa, t0 60% £mg 70% tov CMS amexkpivetol apetdfinto
GT0 0VPa EVTOG 24 wPOV.

H amofolr| g dpaoctikng kolotivng eivor ateldg yapaxtnpiopévn. H kolotivn voictaton ektevr| veppikn
COMVOPLOKY] emavamoppdenon Kot pmopel eite va xaBapbel pn veppwcd eite va vmootel veEpikod
petafoiiopd pe dvvatdTnta vePpikng cucocmpevons. H kdBapon e koAotivig peidveTol oe mepimtmon
VEQPIKNG ducsAertovpyiag, TBavdc Aoy avénpévng petatponig tov CMS.

O ypovog nuILmNG TG KOMGTIVIG G€ LY ATOU KOl GE ATOWNO e KVOTIKN (veomn avaeépetat 0Tt eivatl 3 dpeg
Kot 4 dpeg avrtioTolya, pe cuvolki Kabapon mepinov 3 /dpa. Xe acbeveig og kpioun KoTdGTAGT, O YPOVOG
nulong avaeépdnke ot eivar mapoteTapévog o mepinov 9-18 dpec.

5.3 Mpoxivikd dedopéva Yo TNV a6QarELo.

Ta otoyeia ywoo whav YeEVOTOEIKOTNTA NG VOTPLOVYXOL KOMOTIUEDATNG gival meplopiouévo evd dgv
VIAPYoVY oTol el Kapkivoyéveonc. H vatplovyoc kolotipueddam éxetl 6gi&el 6TL TPOoKOAEl YPOUOCOUATIKES
UeTOANGEELS oTa. avOpdmve AeppokidTtapa, “in Vitro”. Avti n enidpacn pmopel va oyetiCeton pe ) peioon
TOV HMTOTIKOV O&iKTN, OV Y€l emiong mapotnprOet.

O peréreg oe {da elvon OvemOopKelg GYETIKA TNV EMIdPAON OTNV AVATOPAY®YN Kot TNV avamtvérn. Asgv
moponPNONKaY ETOPACELS OTI] YOVILOTNTO TOVIIKOV KOl apovpainv ot evioeAéPleg d6oelg €mg 25
mg/kgmuépa.

Agv vrdpyovv dALo TPOKAIVIKA GTOLYELN ACPAAELNG GYETIKE LLE TOV GLVTAYOYPAPOVTA OV Eivor emmpoOcheTa
0T0 GTOLKElN OoQAAELNG TTOV TTpoépyovTal amd TV ékBeom tov acBevoig Kot éxovv NN coumepnedei oe
GAheg evotnreg g [IXIL.

6. OAPMAKEYTIKEXZ IIAHPO®OPIEX

6.1 Kaoataroyog ekdoywv

Ovdév.

6.2 AocvppatéTnTe

O1 pktég eyy0OELS, EVECELS Kol SIOADULOTO Y10 ELCTVOT] TOV EUTEPIEXOVV VATPLOVYO KOMGTILEDATN Tpémet va
OmOPEVYOVTAL.

6.3 Awgpkero Long

IIpw 10 Gvoryuo
3 ypdvia

Metd v avocvotaon

H vdpoivon g kohotiueddrng avédvetol oNUOVTIKA OTAYV OVOCOOTATOL KOL OPOLOVETOL KAT® OTd TNV
Kplon PKKOAOKT GLYKEVTpOGN Tov Ttepinov 80.000 1U avda ml.

Ta, StaAdpoTo KATm and vtV T CLYKEVTP®GN Oa TPETEL VO, YPTGLULOTOIOVVTOL AUECHG,.

H ymun ko 1 puoikn ev yprioel otafepdtnTa TOL OVOGVGTAUEVOD SOADHOTOS OTO apyLKO (loAidl0, oF
ovykévipmon > 80,000 1U/ml, éxet amoderybei yio 24 dpeg otovg 2 e 8°C.

10
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Amd pikpofroroyiky| dmoyn, ektoc av 1 pébodog avoiyparog/avaciotacns/apaimons anokAgiel To kivduvo
MIKPOPLOKNG EMUOAVVGTG, TO TPOTOV TPETEL VAL Yp1oomon el apécmg.

Edv dev ypnoyomombel apéomg, o v ypnoetl xpovog eOANENG Kot o1 cuvinkeg, gival vd v gvBHVN ToL
xPHOT.

AwAvpata ta onoia £xovv apaiwbel mépa amd Tov GYKO TOL apyIKoL PLoALdiov Kol / 1] 68 GLUYKEVTPMON

< 80,000 IU/ml, Ba mpémet vo, ypno1HLOTOIOVVTOL OUECHG.

Ta StoAdpaTo Yoo £yYOOMN GTNV TEPITOVAIKY KOWOTNTA 1| 6TV KOWOTNTA TOL VIel®mKkOTog, O Tpémel va
YPNOLUOTOIOVVTOL OUECHG LETE TV AVAGVGTAGCT] TOV TPOIdVTOG.

6.4 Idwitepeg mpourdcels kata Ty POAAEN TOV TPOIOVTOG
AvT06 TO QAapLOKO dev amaltel Waitepeg cuvOnKeg eOAAENG.

Io T1g cLVONKEG dlaTHPNONG LETA TNV OVAGVGTAGT/APaimGT) TOV PAPUOKELTIKOD TPoidvTog (PA. mapdypapo
6.3).

6.5 ®@von Ko GLOTATIKA TOV TEPLEKT

To mpoidv dwatibetar o€ yvdhvo erorido tov 10ml, cepayiouévo pe EACTIKO T KOl TPOGTATEVUEVO
amo €vo KudBio adovpviov 6To 0molo eival EVeOUATOUEVO AEVKO, TAUGTIKO KOTAKL.
To mpoidv dwatifeton oe suokevacieg Tov 1, Tov 10 kKo 30 proidiov.

6.6 Idowitepeg TpoPLAAEELS amOPPIYNS KOl AALOS YEIPIGNOG

Ta StoddpoTa etvar pdévo yuo pa xpromn.
To dtbAvpa mpémel va EAEYYETOL OTTTIKA Y10 COUATIOWKY VAN KOl OTOXPOUOTIGUO TPV Tn yopnynon. To
oo propet va ypnoiporotndel povo av gival Soanyég Kot omaAlayéVo and copuatio.

To Colistin/Norma® npéner va avacvotadei, vd donnteg cuvfikes, pe Oyl mepiocdtepo and 10 ml
dahvpotog yhmplovyov vatprov 9 mg/ml (0.9%) 1 evéoyov Vdatog avd eaAido, ®ote va Toapaydel éva
SLYEG GYpOUO EMG KITPVOTO SLOAV UL

Kotd v avacotaoT meplotpéyte EAAQPOS Y10 TV OTOQVYT ONUIOVPYINS 0QPov.

Metd v avacVoTaoT!, T0 OIAAVN TPETEL VO, OPOLDVETOL TEPUTEP® GE KATAAANAO OYKO Yo £YYVOT| OF

dtdomuo 30 émg 60 Aemtd pe didhvua yio Eyyvon yAwpiodyov vatpiov 9 mg/ml (0.9%) (cvvnbog 50 ml
dahvpoTog yAwprovyov vatpiov 0.9%).

Ta SeADHOTO TPETEL VO XPTCILOTOIOVVTAL OUECHE UETA TNV avacvotacn (BA. mapdypago 4.2).
IMo Tinpogopieg oyetiKd pe 1 6TabepOTNTA TOV AVOCLGTOUEVOD TPOTovTog (PA. mapdypapo 6.3).

Kd&be aypnoiponointo eapuokevtikd mpoidv 1| VIOAEUN TPETEL VO, OTOPPITTETOL COUPDVO, UE TIG KOTO
TOMOVC 10 DOVGEG OYETIKEG SLATAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

NOPMA EAAAX ALE.
Mevavopov 54, 10431 Adnva.
A: 210 52 22 282

®a&: 210 52 41 368

email: info@normahellas.gr

11


mailto:norma@comtech.gr

NORMA HELLAS S.A. CoLISTIN/NORMA
VERsIoN: SPC-1871705_01-01
DATE: 03/11/2022

8. APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

113541/03-11-2022

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Huepounvia mpatg £ykpiong: 03 Noeufpiov 2022

10.. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

03 NoguPpiov 2022

—R
NORMA
k

NORMA HELLAS S.A.
54™ Menandrou str, 104 31 Athens
Tel. 210 52.22.282 Fax 210 52.41.368
email: info@normahellas.gr

SPC-1871705_01-01
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1. NAME OF THE MEDICINAL PRODUCT

Colistin/Norma® 3 million international units (IU) powder for solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 3 million international units (1U) of colistimethate sodium.

3. PHARMACEUTICAL FORM

Powder for solution for infusion.

White to off-white powder.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications
Colistin/Norma® is indicated in adults and children, including neonates, for the treatment of serious
infections due to selected aerobic Gram-negative pathogens in patients with limited treatment options (see
sections 4.2, 4.4, 4.8 and 5.1.).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration

The dose to be administered and the treatment duration should take into account the severity of the infection
as well as the clinical response. Therapeutic guidelines should be adhered to.

The dose is expressed in international units (IU) of colistimethate sodium (CMS). A conversion table from
CMS in IU to mg of CMS as well as to mg of colistin base activity (CBA) is included at the end of this
section.

Posology

The following dose recommendations are made based on limited population-pharmacokinetic data in
critically ill patients (see section 4.4):

Adults and adolescents
Maintenance dose 9 MIU/day in 2-3 divided doses.

In patients who are critically ill, a loading dose of 9 MIU should be administered.
The most appropriate time interval from the loading dose to the first maintenance dose has not been
determined.

Modelling suggests that loading and maintenance doses of up to 12 MIU may be required in patients with
good renal function in some cases. However, clinical experience with such doses is extremely limited and
safety has not been established.

The loading dose applies to patients with normal and impaired renal function, including those on renal
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replacement therapy.

Renal impairment

Dose adjustments in renal impairment are necessary, but pharmacokinetic data available for patients with
impaired renal function is very limited.

The following dose adjustments are suggested as guidance.

Dose reductions are recommended for patients with creatinine clearance < 50 ml/min:

Twice daily dosing is recommended.

Creatinine clearance (ml/min) | Daily Dose (divided into two doses)
<50-30 5.5-7.5 MIU

< 30-10 4.5-5.5 MIU

<10 3.5 MIU

MIU = million U

Haemodialysis and continuous haemo(dia)filtration

Colistin appears to be dialyzable through conventional haemodialysis and continuous venovenous
haemo(dia)filtration (CVVHF, CVVHDF). There is extremely limited data from population PK studies in
very small numbers of patients on renal replacement therapy. Firm dose recommendations cannot be made.
The following dosage regimens could be considered.

Haemodialysis (HD)

No-HD days: 2.25 MIU/day (2.2-2.3 MIU/day).

HD days: 3 MIU/day, administered after the HD session.
Twice daily dosing is recommended.

CVVHF/ CVVHDF
As in patients with normal renal function. Three times daily dosing is recommended.

Hepatic impairment
There is no data on patients with hepatic impairment. Caution is advised when colistimethate sodium is
administered to these patients.

Elderly
Dose adjustments in elderly patients with normal renal function are not considered necessary.

Paediatric population
The data supporting the dosage regimen in paediatric patients is very limited. Renal maturity should be taken
into consideration when selecting the dose. The dose should be based on lean body weight.

Children < 40kg
75,000 - 150,000 1U/kg/day divided into 3 doses.

For children weighing more than 40 kg, use of the dosing recommendation for adults should be considered.
The use of doses > 150,000 1U/kg/day has been reported in children with cystic fibrosis.

There is no data regarding the use or magnitude of the loading dose in critically ill children.
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No dose recommendations have been established in children with impaired renal function.

In conditions requiring dose reduction (e.g. moderate to severe renal impairment, children < 40 kg,)
Colistin/Norma® 1 or 2 MIU should be used as a more convenient dose content for a patient.

Method of administration
Colistin/Norma® is administered intravenously as a slow infusion over 30-60 minutes.

Patients with totally implantable venous access device (TIVAD) may tolerate a bolus injection of up to 2
million units in 10 ml, over a minimum of 5 minutes (see section 6.6).

Colistimethate sodium undergoes hydrolysis to the active substance colistin in aqueous solution. For dose
preparation, particularly where combination of multiple vials is needed, reconstitution of the required dose
must be performed using strict aseptic technique (see section 6.6).

Dose conversion table:
In the EU, the colistimethate sodium (CMS) dose must be prescribed and administered only as international
units (1U). The vial label indicates the number of 1U per vial.

Confusion and dosage errors have been observed due to different expressions of dose in terms of potency. In
the USA and other parts of the world, the dose is expressed as milligrams of colistin base activity (mg CBA).

The following conversion table is intended for information and the values should be considered nominal and
approximate only.
CMS conversion table

s Potency ~mz CBA ~ CMS mass (mg)*
12,500 0.4 1
150,000 5 12
1,000,000 34 80
4,500,000 150 360
9,000,000 300 720

* Nominal potency of the drug substance = 12,500 1U/mg
4.3 Contraindications
Hypersensitivity to colistimethate sodium, colistin or other polymyxins.
4.4  Special warnings and precautions for use

Consideration should be given to co-administering intravenous colistimethate sodium with another
antibacterial agent whenever this is possible, taking into account the susceptibilities of the pathogen(s) under
treatment. As the development of resistance to intravenous colistin has been reported in particular when used
as monotherapy, co-administration with another antibacterial should be considered in order to prevent the
emergence of resistance.

There is limited clinical data on the efficacy and safety of intravenous colistimethate sodium. The
recommended doses in all subpopulations are based on limited data (clinical and pharmacokinetic /
pharmacodynamic). In particular, there is limited data on the safety of high-dose use (> 6 MIU/day) and the
use of a loading dose, as well as on special populations (patients with renal impairment and the paediatric
population). Colistin/Norma® should only be used when other, more commonly prescribed, antibiotics are
not effective or appropriate.
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Renal function should be monitored at the start of treatment and regularly during treatment in all patients.
The dose of colistimethate sodium should be adjusted according to creatinine clearance (see section 4.2).
Patients who are hypovolaemic or those receiving other potentially nephrotoxic drugs are at increased risk
for nephrotoxicity from colistin (see sections 4.5 and 4.8). In some studies, nephrotoxicity has been reported
to be associated with cumulative dose and treatment duration. The benefit of prolonged treatment duration
should be balanced against the potentially increased risk of renal toxicity.

Caution is advised when colistimethate sodium is administered to infants < 1 year of age, as renal function is
not fully mature in this age group. Furthermore, the effect of immature renal and metabolic function on the
conversion of colistimethate sodium to colistin is not known.

In case of allergic reaction, colistimethate sodium treatment must be discontinued and appropriate measures
taken.

High serum concentrations of colistimethate sodium, which may be associated with overdose or failure to
reduce the dose in patients with renal impairment, have been reported to lead to neurotoxic effects such as
facial paraesthesia, muscle weakness, vertigo, slurred speech, vasomotor instability, visual disturbances,
confusion, psychosis and apnoea. Monitoring for perioral paraesthesia and paraesthesia in the extremities
should be performed, as these are signs of overdose (see section 4.9).

Colistimethate sodium is known to reduce presynaptic release of acetylcholine at the neuromuscular
junction, and should be used with the utmost caution and only if clearly necessary in patients with
myasthenia gravis.

Respiratory arrest has been reported following intramuscular administration of colistimethate sodium.
Impaired renal function increases the likelihood of apnoea and neuromuscular blockade following
colistimethate sodium administration.

Colistin/Norma® should be used with extreme caution in patients with porphyria.

Antibiotic-associated colitis and pseudomembranous colitis have been reported with almost all antibacterial
agents and may occur with colistimethate sodium. Their severity may range from mild to life-threatening. It
is important to consider this diagnosis in patients who develop diarrhoea during or after colistimethate
sodium use (see section 4.8). Discontinuation of treatment and administration of specific treatment for
Clostridium difficile should be considered. Medicinal products that inhibit intestinal peristalsis should not be
used.

Intravenous colistimethate sodium does not cross the blood-brain barrier to a clinically relevant extent. The
use of intrathecal or intraventricular administration of colistimethate sodium in the treatment of meningitis
has not been systematically investigated in clinical trials and is supported only by case reports. Data
supporting the posology is very limited. The most frequently occurring side effect of CMS administration
was aseptic meningitis (see section 4.8).

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant intravenous administration of colistimethate sodium with other potentially nephrotoxic or
neurotoxic medications should be performed with extreme caution.

Caution should be exercised when there is concomitant use with other colistimethate sodium formulations, as
there is little experience and cumulative toxicity is likely.

No in vivo interaction studies have been performed. The mechanism of conversion of colistimethate sodium
to the active substance, colistin, has not been characterised. The mechanism of colistin clearance, including
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renal handling, is also unknown. Colistimethate sodium and colistin did not induce the activity of any P 450
(CYP) enzyme tested (CYP1AZ2, 2B6, 2C8, 2C9, 2C19 and 3A4/5) in in vitro studies in human hepatocytes.

The potential for drug-drug interactions should be borne in mind when Colistin/Norma® is co-administered
with drugs known to inhibit or induce drug-metabolising enzymes or drugs known to be substrates for renal
transport mechanisms.

Due to the effects of colistin on acetylcholine release, non-depolarising muscle relaxants should be used with
caution in patients receiving colistimethate sodium, as their effects may be prolonged (see section 4.4).

Concomitant treatment with colistimethate sodium and macrolides, such as azithromycin and clarithromycin,
or fluoroquinolones, such as norfloxacin and ciprofloxacin, should be performed with caution in patients
with myasthenia gravis (see section 4.4).

Co-administration of colistimethate sodium with drugs exhibiting neurotoxic and/or nephrotoxic potential
should be avoided. Including aminoglycoside antibiotics such as gentamicin, amikacin, netilmicin and
tobramycin. The risk of nephrotoxicity may also be increased, if co-administered with cephalosporin
antibiotics.

4.6  Fertility, pregnancy and lactation

There is no adequate data on the use of colistimethate sodium in pregnant women. Single-dose studies in
pregnant women indicate that colistimethate sodium crosses the placenta and there may be a risk of
embryotoxicity, if repeated doses are administered to pregnant patients. Animal studies are insufficient with
respect to the effect of colistimethate sodium on reproduction and development (see section 5.3 - Preclinical
safety data). Colistimethate sodium should only be used during pregnancy when the benefit for the mother
outweighs the potential risk to the foetus.

Colistimethate sodium is excreted in breast milk. Colistimethate sodium should only be administered to
breast-feeding mothers when absolutely necessary.

4.7  Effects on ability to drive and use machines

Neurotoxicity, with the possibility of dizziness, confusion or visual disturbances, has been reported
following parenteral administration of colistimethate sodium. If these effects occur, patients should be
warned not to drive or operate machinery.

4.8 Undesirable effects
The likelihood of side effects may be related to the patient's age, renal function and general condition.

Neurological effects have been reported in up to 27% of patients with cystic fibrosis. These are generally
mild and resolve during or shortly after treatment discontinuation.

Neurotoxicity may be associated with overdose, failure to reduce the dose in patients with renal impairment,
and the co-administration of either neuromuscular relaxants or other drugs with similar neurological effects.
Dose reduction may alleviate the symptoms. Symptoms may include apnoea, transient sensory disturbances
(such as facial paraesthesia and vertigo), and, rarely, vasomotor instability, speech impairment, visual
disturbances, confusion, or psychosis.

Side effects in renal function have been reported, usually following use of higher than recommended doses in
patients with normal renal function, or due to failure to reduce the dose in patients with renal impairment or
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following co-administration with other nephrotoxic drugs. Symptoms are usually reversible upon
discontinuation of treatment.

In patients with cystic fibrosis (CF) treated within the recommended limits, nephrotoxicity appears to be rare
(less than 1%). Signs of nephrotoxicity have been reported in approximately 20% of seriously ill non-CF
patients.

Hypersensitivity reactions including skin anaphylaxis and drug fever have been reported. If these occur,
treatment should be discontinued.

Local irritation may occur at the injection site.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked
to report any suspected adverse reactions via the:

National Organization for Medicines

284, Messogion Ave.,

GR-15562 Cholargos, Athens

Tel.: + 30 21 32040337

Fax: + 30 21 06549585

Website: http://www.eof.gr

http://www.Kitrinikarta.gr

49 Overdose

Overdose may have an impact on neuromuscular inhibition, resulting in muscle weakness, apnoea and
possible respiratory arrest. Overdose can also cause acute renal failure characterised by decreased urine
output and increased serum concentrations of urea and creatinine.

There is no specific antidote, it is managed by symptomatic treatment. Measures to increase the rate of
colistin elimination e.g. mannitol diuresis induction, prolonged haemodialysis or peritoneal dialysis may be
taken, but effectiveness is not known.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antibacterials for systemic use, other antibacterials, polymyxins.

ATC Code: J01XB01

Mechanism of action

Colistin is a cyclic polypeptide antibacterial agent belonging to the polymyxin group. Polymyxins act by

damaging the cell membrane and the resulting effects are lethal to the bacterium. Polymyxins are selective
for aerobic Gram-negative bacteria that have a hydrophobic outer membrane.

Resistance
Resistant bacteria are characterised by modification of the phosphate groups of lipopolysaccharides, which
become substituted with ethanolamine or aminoarabinose. Naturally resistant Gram-negative bacteria, such
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as Proteus mirabilis and Burkholderia cepacia, show complete substitution of their phosphate lipids by
ethanolamine or aminoarabinose.

Cross-resistance between colistin (polymyxin E) and polymyxin B is expected. Since the mechanism of
action of the polymyxins is different from that of other antibacterial agents, resistance to colistin and
polymyxin by the above mechanism alone would not be expected to result in resistance to other drug classes.

Pharmacokinetics/Pharmacodynamics
Polymyxins have been reported to have a concentration-dependent bactericidal effect on susceptible bacteria.
fAUC/ MIC is considered to be correlated with clinical efficacy.

EUCAST breakpoints
Susceptible (S)  Resistant (R) @

Acinetobacter spp. S<2 R>2 mg/L
Enterobacterales S<2 R>2 mg/L
Pseudomonas spp. S<2 R>2 mg/L

2Breakpoints apply to dosage of 2-3 MIU x 3. A loading dose (9 MIU) may be required.

Susceptibility
The prevalence of acquired resistance may vary geographically and with time for selected species and local

information on resistance is desirable, particularly when treating severe infections. As necessary, expert
advice should be sought when the local prevalence of resistance is such that the utility of the agent, at least in
some types of infections, is questionable.

Commonly susceptible species

Acinetobacter baumanii

Haemophilus influenzae

Klebsiella spp

Pseudomonas aeruginosa

Species for which acquired resistance may be a problem

Stenotrophomonas maltophilia

Achromobacter xylosoxidans (formerly Alcaligenes xylosoxidans)

Inherently resistant organisms

Burkholderia cepacia and related species

Proteus spp

Providencia spp

Serratia spp

5.2  Pharmacokinetic properties

Absorption
Information on the pharmacokinetics of colistimethate sodium (CMS) and colistin is limited. There are

indications that pharmacokinetics in critically ill patients differ from those in patients with less severe
physiological derangement and from those in healthy volunteers. The following data is based on studies that
used HPLC to determine CMS/colistin plasma concentrations.
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After colistimethate sodium infusion, the inactive pro-drug is converted to the active colistin. Peak plasma
concentrations of colistin have been shown to occur with a delay of up to 7 hours after colistimethate sodium
administration in critically ill patients.

Gastrointestinal absorption does not occur to a significant extent in normal individuals.

Distribution

The volume of distribution of colistin in healthy subjects is low and corresponds approximately to the
extracellular fluid (ECF). The volume of distribution is relevantly enlarged in critically ill patients. Protein
binding is moderate and decreases at higher concentrations. In the absence of meningeal inflammation,
penetration into the cerebrospinal fluid (CSF) is minimal, but increases in the presence of meningeal
inflammation.

Both CMS and colistin exhibit linear PK in clinically relevant dose range.

Elimination

It is estimated that approximately 30% of colistimethate sodium is converted to colistin in healthy subjects,
its clearance is dependent on creatinine clearance and as renal function decreases, a greater portion of CMS
is converted to colistin. In patients with creatinine clearance < 30 ml/min, the extent of conversion could be
as high as 60 to 70%. CMS is eliminated predominantly by the kidneys via glomerular filtration. In healthy
subjects, 60% to 70% of CMS is excreted unchanged in the urine within 24 hours.

The elimination of the active colistin is incompletely characterised. Colistin undergoes extensive renal
tubular reabsorption and may either be cleared non-renally or undergo renal metabolism with the potential
for renal accumulation. Colistin clearance is decreased in renal impairment, possibly due to increased
conversion of CMS.

Half-life of colistin in healthy subjects and in cystic fibrosis patients is reported to be 3 hours and 4 hours

respectively, with a total clearance of approximately 3 I/h. In critically ill patients, half-life has been reported
to be prolonged to approximately 9-18 hours.

5.3 Preclinical safety data

Data on potential genotoxicity of colistimethate sodium is limited and there is no evidence of
carcinogenicity. Colistimethate sodium has been shown to cause chromosomal mutations in human
lymphocytes, “in vitro”. This effect may be associated with a decrease in mitotic index, which has also been

observed.

Animal studies are insufficient with respect to effects on reproduction and development. No effects on
fertility were observed in mice and rats at intravenous doses up to 25 mg/kg/day.

There are no other prescriber-related preclinical safety data that are additional to the safety data derived from
patient exposure and already included in other sections of the SmPC.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
None.

6.2 Incompatibilities
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Mixed infusions, injections and inhalation solutions containing colistimethate sodium should be avoided.

6.3  Shelf life

Before opening
3 years

After reconstitution

The hydrolysis of colistimethate is significantly increased when reconstituted and diluted below the critical
micelle concentration of approximately 80,000 1U per ml.

Solutions below this concentration should be used immediately.

The chemical and physical in-use stability of the reconstituted solution in the original vial at a concentration
> 80,000 IU/ml has been demonstrated for 24 hours at 2 to 8°C.

From a microbiological point of view, unless the method of opening/reconstitution/dilution precludes the risk
of microbial contamination, the product should be used immediately.

If not used immediately, in-use storage time and conditions are under the responsibility of the user.

Solutions that have been diluted beyond the volume of the original vial and/or at a concentration <

80,000 1U/ml should be used immediately.

The solutions for infusion into the peritoneal or pleural cavity should be used immediately after
reconstitution of the product.

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.

For storage conditions after reconstitution/dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

The product is supplied in a 10 ml glass vial, sealed with a rubber stopper and protected by an aluminium
seal with an embedded white plastic cap.

The product is available in packs of 1, 10 and 30 vials.

6.6  Special precautions for disposal and other handling

The solutions are for single use only.

The solution should be visually inspected for particulate matter and discolouration prior to administration.
The solution can only be used if it is clear and free from particles.

Colistin/Norma® must be aseptically reconstituted with no more than 10 ml of sodium chloride 9 mg/ml
(0.9%) solution or water for injections per vial to obtain a clear colourless to yellowish solution.

During reconstitution, rotate gently to avoid foaming.

After reconstitution, the solution should be further diluted at an appropriate volume for infusion over 30 to
60 minutes with sodium chloride 9 mg/ml (0.9%) solution for infusion (usually 50 ml of sodium chloride
0.9% solution).

The solutions should be used immediately after reconstitution (see section 4.2).

For information on the stability of the reconstituted product, see section 6.3.
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Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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