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i Bovkopvkivn (vancomycin)

= AvoakoAveOnke 1o 1952

= Streptomyces orientalis
= “Mississippi mud”

s Mnyovionog opaong

= AvoeToAn 6VUVOEGTC TOL KVUTTAPIKOV TOLYMUATOC


http://justbeer.files.wordpress.com/2008/02/mississippi-mud.gif

Daopa dpAoewg

m Movo yia Gram (+)
» Kupiwg Bewpeito pappako ekAoyng yia MRSA

m Quoikni avToxn

= Lactobacillus, Leuconostoc, Pediococcus,
Erysipelothrix



OAPMAKOKINHTIKH: BANKOMYKINH

m MeydaAog OYKOGC KATAVOUNG
m /-21% oT1o ENY e11i @Aeypovng
m 20-30% oT1a ooTa £TTI AEYPOVNG

m [lpwTteivoouvoeon 50-62%
m t,,,: 4-8h gav K@ veppa

m Atrof3oAn 80-90% pe otreipaparikn diNbnon



Predictors of Bacterial Eradication:
Pharmacokinetic/Pharmacodynamic Profiles

Peak/MIC

T>MIC

[ PK/PD Profiles

- Aminoglycosides

]I_i\ MIC

- Beta-lactams
- Clindamycin
- Erythromycin
- Linezolid

24h-AUC/MIC

- Azithromycin
- Quinolones
- Vancomycin




FAYKOMNENTIAIA: ENAEIZEIZ (1)

m EVOOKapOITIOO | CUCTNMATIKES AOIUNWCEEIC
ammo MRSA n Enterococcus spp
QVOEKTIKOUC OTNV AUTTIKIAAIVN O€
2YNAYA2MO pe pipapTTiKivn/yEVTOUIKIVN

m Noookopelakn onwn ammo MRSA
m Mnviyyitida ammo PenR S.pneumoniae
m MnviyyiTida tou shunt atrtd MRSE



FAYKOMNENTIAIA: ENAEIZEIZ (2)

m Noipwceelc amo Corynebacterium JK

= MnviyyiTida atmro Flavobacterium
meningosepticum

m EvOoo@OaApiTida atrd Propionebacterium
acnhes

m [1po@uUAOEN O€ XEIPOUPYIKEC ETTEURACEIC
m C. difficile



OAHI'IEZ OMO®QNIAZ IDSA, ASHP,SIDP

AocoAoyia Bavkouukivng via coBapEg
AOINWGEIG

“» Aoon epodou: 25-30 mg/Kg (1-2h €yxuon)
*»» Aoon ouvtnpnong. 15-20 mg/Kg/8-12h

Qorte eAayiota etrireda 15-20 pg/ml

Ytoyog: AUC/MIC>400

E@wkt6 povo 6tov MICL 1ng/ml

Rybak M et al. Am J Health-Syst Pharm. 2009; 66:82-98



2E NOIOYZ AZOENEIZ
NMPENEI NA INNETAI
EAEMXOZ ENMINEAQN
BANKOMYKINHZ;



BéAtiota emimeoo trough ywo Ogpameio
cofapOv AoOUOEEMV

n  faxtnpioiuio, EVOOKOPOITION, OGTEOUDEAITION,
UNVIYYITIOO, VOGOKOUELOKH TVEDUOVIO. GTTO S.
aureus,

m  Owatpnon trough emrédwy favkouvkivyg
15-20 mg/Ly (Zdoraon 11IB)

s AUC/MIC > 400 orovg mepioootepouvg aobeveic ov 1
MIC <1 mg/L

Am J Health - Syst Pharm. 2009; 66: 82-98



i Bavkopvkivy - ToSikotnto

= Neppoto&ikotnrta (< 5%)

s Qroto&ikotnra (1-9 %)

m [Tupetoc - piyog - OpouPoeiepition
s ECavOnua - noceivoeiiia

s OQvoetepomevia, OpouPomevia



i Bovkopvkivn - Toéikétnra

» “Red man™ 1 “red neck™

M

= “‘red person” syndrome
s emintoon: 3.7-47%
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Vancomycin Ototoxicity: a Reevaluation in an Era of Increasing Doses’
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Overall Rate of
Worsening in
Audiogram During
Vancomycin Therapy

12% (11/89)
~ N
Age <53 years (n=32) Age >53 years (n=57)
Rate of Worsening in Rate of Worsening in
Audiogram Audiogram
0% (0/32) 19% (11/57)
- \_ J

P=0.008
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Larger Vancomycin Doses (at Least Four Grams per Day) Are
Associated with an Increased Incidence of Nephrotoxicity”

. 2, - i 5 2
Thomas P. Lodise.'="* Ben Lomaestro,” Jeffrey Graves,' and G. L. Drusano

Albany College of Pharmacy, Albany, New York!; Ordway Research Iestiture, Albawy, New York=; and

‘ Aibany Medical Cenrer Hospiral, Albany, New York?
+
) ull S Stratum 0, linezolid
= . Rl Stratum 1. standard
E 0.8- -:p-q. Ll e S atn | dose vancomyein
= ’ - (< 4gm/day)
= -y ey
g -
= Semseres
£ 0.6 :
% Stratum 2_high
= = dose vancomycin
2 : (= 4gm/day)
B 0.41 A,
= -
A i
02
0 5 10 15 20
Days after initiation of therapy
Adjusted 95% Confidence
Parameter . . P value
odds ratio interval

Vancomycin at =4 g per day 44 1.7-11.8 0.003

Wt of =101.4 kg 3.4 1.5-7.9 0.004

CrCl level of =86.6 ml/min 3.7 1.2-11.5 0.020

ICU residence 2.2 1.1-4.6 0.045

# The overall P value (likelihood ratio test) was <(.0001.



von Drygalski A et al. N Engl J Med 2007; 356: 904-10

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Vancomycin-Induced Immune
Thrombocytopenia

Annette Von Drygalski, M.D., Brian R. Curtis, M.S., Daniel W. Bougie, Ph.D.,
Janice G. McFarland, M.D., Scott Ahl, B.S, Indra Limbu, M.D., Kelty R. Baker, M.D.,
and Richard H. Aster, M.D.



‘L Teikomlavivny - Pacpo

m ['evikd Opoto pe e Pavkopvkiving

S TeikonAavivn
aAAa

R Bavkopukivn

= vanB gvtgpoKoKKoL

s vanC gvtepOKOKKOL
= Enterococcus casseliflavus

= Mepikd otedéyn Staphylococcus epidermidis / S. haemolyticus:
R teikomiavivn aAld S Pavkopokivn



i TeikomAavivn - PoPUAKOKIVIITIKN

r [Ipoteivocuvoeon 90%
s Meydrog 6ykog katavounc (0,8-1,6 1/kg)

r Koxn amoppo@non amd 10 TETTIKO
s KoAn oeicovon ota 0616 - kakn 6to ENY

s AmooAr Kuplm¢ amd Tovg vEEPOLC



i Teikomlavivny

r XoPapég Aownmierc:
s ®option 400-800 mg ava 12mpo yia 3 60615
s Metd: 400 mg ano nuepnoimg

Ayoka@apon ka0e 72 hrs



i Bavkopvkivn vS. Teikomhavivny

m TeikomAovivn
= Antag nuepnoiog, yopriynon im
= Aryotepn tolikotnra

s OXI data ce MRSA unviyyitida,
evdokapditda (VYniéc 00GEIC)



i TeroPavoivny

Boktnproktovo -- Gram (+)
arag nuepnoing (7.5-10 mg/kg/day)
KaAn cvykévipmon oépua, ELF

ATTEKKPIGT OO VEPPOUG



i TeloPavoivn - Kivikég peréreg

Meréteg @aong I SSTI:
ATLAS | - ATLAS I
KAWIKT avTomOKplon 88.6 vs 86.2%
MRSA 90.6 vs 86.4%

=> non-inferior ¢ Bavkouvkivng



i TeloPavoivn - Kivikég peréreg

Melréteg paong I ot HAP / VAP:
ATTAIN-1 xou ATTAIN-2

Non inferior g Pavkopvkivng
KAWVIKT vTomOKplon 82.7% versus 80.9%
MRSA infections: 82% versus 74%



TehoPaveivny - TpotTepnuota

BeAtiopévn ekooyn ¢ Pavkopvkivng:
KoADTEPT POKTNPLOKTOVO OPACT)
OLTAO UNYOVIGLLO OpAoTG
XOPTYNON OMOC NUEPNOIMG

EvOo0ovocoKouEloK ypnon
TVELUOVIOL - GOPOPEC OEPUATIKEC AOLLUMEELS

FDA -- ctoreia yio ve@potolikOtnta & £YKDOLC



i Popomiavivny

AOKIUACETOL GTNV UVTIUETOTLON TNG
WYELOOLEUPPOVAOOOVE KOAMTIONS KOl TNG
evtepikng popelog VRE




‘L Ntoiuropaveivn

Boxktnproktovo Gram (+)
Xopnynon MIA @opa tnv gfoondoa

OXI ototoikéotnTa, veppotoSikotnTa, “red
person” syndrome



‘L Ntoipmoapaveivy

ml paonc HI perén, ogpuotikec AOUMEELS
Dalba 88.9% vs. MveloAion 91.2%

m pdong Il pedétn, Gram (+) Boaktnpropiec
Dalba 87 vs. Voncon 50%

AeV VTLOPYOVV KMVIKEC LEAETEC Y10 TVELLOVIQL



Ntolpmopfavoivn
i Pfizer 9 Xentepppiov 2008

Andovpon tov atnoewv ce FDA/EMEA
Y10 OEPLLATIKEC AOTUMEELC EVIIAMK®V

AN pio pedétn eaong 11

Pfizer = Linezolid (Zyvoxid) &
Dalbavancin



‘L OprtaPavoivny

Boxtnproktovo Gram (+)
Xopnynon AITAE nuepnoiog
Non inferior to vancomycin

OEPUUTIKES AOLUOEELS, PakTnpraiuio
OXI perétn mvevpoviag



NTanTopuoivn

Néa opudoa avtipikpopiokanv - AvakoAveOnke 10 1980

NtoamrTopvoiv = KUKAIKO ATOTENTIO0, TPOIOV TOV

Streptomyces roseosporus vl ‘““-\
Movaotkog Unyavicog opacng (/ d\m
Toyewg BaktnploktoOvog opdon ;m\ /
2OV 1) AVATTUEN OVTOXNG P Iw,nj ’



Mnyoviopog opaong

Step 1

Daptomycin

+ Ca2+

Step 2

K+

Step 3 Kt  K*
K+

Kvtrapukog Odvatoc




Daptomycin
v’ Tayeio Baxtnproktdvoc dpdon
v Gram (+) kéKkot
v OXI Gram (-)

v  AUC/MIC kot Cya/MIC

v" Post Antibiotic Effect (3-6 ®dpeg)



Daptomycin
v 4-6 mg/Kgmuépa, 1 66om iv
v dépuo & polokd popio
v ? Evdokapditida (A kot and S. aureus)
v OXI ELF — OXI nvevuovio
v AoBaAAeTon omd TOVC VEPPOVC

v ugimon d6ong 6tov Cl cr<30 ml/min



AOUMEELS EEVOV COUATOV KOl AGTTORVKIVY

AATTTOMUKIVN:
Taxutepn ekpidwon MRSA

MEoa aTtro biofilm Ka@eTRpwv
KOl MOOXEUMATWYV

Raad et al. AAC 2007, P oy
Edmiston et al. Am J Surg 2006 | ™ o% TN

Meiwon Tng TrTapaywyng slime

Roveta et al. IJAA 2008



Effect of Increasing Vancomycin
MICs on Daptomycin Suceptibility

Vancomycin
MIC (mcg/mL)

Daptomycin
suscepfible
(MIC <1 mecg/mL)

Daptomycin
resistant
(MIC = 2 mecg/mL)

<2 97% 3%
4 20% 80%
8-16 % 93%

« 7 Related to cell-wall thickening and inability of
daptomycin to reach cell membrane target

* Clinical implication unclear
— Can extensive pretreatment with vancomycin affect

the effectiveness of daptomycin?

— Check daptomycin susceptibility at the time of switch
Patel et al. Clin Infect Dis. 2006;42:1652




DAPTOMYCIN - TOEIKOTHTA

» Nowtia, £uetot, dtdppota
» Mvuolyieg
» Pafdopvoivon (<1/10.000)
» Avénon CPK ( >5x og 1.6% 1tV acbevdv)
» [TAPAKOAOY®HXH ANA EBAOMAAA



2YMNEPAZMATA - New vs. old ABX

= VRE, MRSA

= S. aureus Vancomycin MIC > 2 mg/L
Towg eav MIC > 1mg/L pe automated testing

» Epmelpikni Rx oe HAP / VAP
Exception Daptomycin which binds to surfactant

= OXI 2" emiAoynig
MSSA, VSE, CA-MRSA
Tlowg oe CA-MRSA mntvevpovia - AtveCoAidn



ABX & aAAO1 mapAyovTtec

» [Topdryovteg acBevoig

5 2OUUOPP®OT], EVKOALN, KOGTOG

= Bavkopvkivny X1 7.53-12.73  Evpw
* Tewomhavivn X 1 42-71 Evpo
= Awelorion x 10 485-721 Evpo
= Trykexvkiivn X 10 419-709 Evpo

- Daptomycin  x 1 69-117 Evp®




KOAIUIKIvN

.



loTopIikn Avadpoun

1947 - AvakaAuyn Twv MNoAupugivwyv
1949 - ATTopovwaon TS KoAIoTIVNG (MoAupuéivn E)

Koyoma Y, Kurosasa A, “A New Antibiotic «Colistin» produced by
spore- formlng soil bacteria” J Antibiot (Tokyo) 1950;3:457-8

1950 - XPNOIPOTTOIEITAl VIO TTPWTN YOPA YIa
0EpATTEUTIKOUG OKOTTOUC OTNV laTTwvia

1959 - Xpnoiyotrolgital oTic HINA o€ pyopon
KoAIoTIuEBIKO NATPIO (colistimethate sodium)

1960-> [iveTal KAIVIKG 0100£01u0 o€ OAO TOV KOOUO

1970 - To @AapuaKo avTikafioTartal oTadIaKA ATTO
AlyOTEPO TOSIKA AVTIRIOTIKA (Gentamicin)

2005 - [TPpWTEC PHEYAAEC DNUOCIEUTEIC TNG
ETTAVOKUKAOPOPIOC TOU avTIRIOTIKOU

[Reviews of anti-infective agents CID 2005-40, 1 May1333]



[TpoéAguon

To MNoAuTTETITIOIKO AVTIBIOTIKO
ouadag NoAupucivng TTapayeral armro 10
UIKPORI10 £dA@OUC

Bacillus Polymyxa - subspecies colistinus




y-NH,

Colistin — Polycation
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Mop@£g Tou QDapuAKOU

[Reviews of anti-infective agents CID 2005-40, 1 May1333]

KoAioTivn MoAupuéivn B

(MoAupugivn E)

Colistin sulfate « MMepiéxel @arvulaiavivn

Per Os yia atrooTeipwon EVTEPOU
* NAIyoTEPO dPAOTIKO, HE

KoAIoTINEBIKO VATpPIO aucnueEvn TogIKOTNTA
(Colistimethate Sodium)

IV, IM, €|0"|TVOr’], (OF X )\Ol“(bgglg . Eupaq Xpno'n KOl O€
AlyOTEPO TOEIKO OQOAAYIKA KAl WTIKA
YdpoAueTal o€ OlaAUHATA
OOUAQOPEBUAIWUEVA TTOPAYWYA

(sulfomethylated) ka1 koAIgTivn

Mapopoiog HNXaviopog dpacng, avroxeg,
TpONnogG xopnynong, AE, ev s|£s|q



Mnxaviouog 6paong

[Reviews of anti-infective agents CID 2005-40, 1 May1333]

NMapopolog:
— KOTIOVIKWYV OTTOPPUTTAVTIKWV.

2T10X0G AvTIMIKpORBIaKAG Apdaong:

— udpo@ofikn KUTTAPIKA NEUBPAvN Gram(-) HIKpoBiwv
AvTIOpa HE TA PWO@OAITTIOIO TG KUT.MEUBPAVNG OOV ATTOPPUTTAVTIKO KaI TV
KOTOOTPEPEI

TpdéT1OCg dpdoNng:
— MEOW NAEKTPOOTATIKNG AAANAETTiOpOONG ylvaTou oUuleuin KATIOVIKOU
TToAuTtreTrTIdiou KOAIOTivnG ME aVIOVIKOUG TTOAUCOKXOPITES (LPS) popiwv TnG
eCWTEPIKNG MEMBPAVNG Gram(-) HIKpoBiwv.

AtrotéAeopa:

— H KoAioTivn HETAKIVEI TO JAYVIOI0 KOl TO ACBECTIO TA OTTOIA PUOIOAOYIKA
otafepoTtroiouv Ta LPS pépia

— H amrodiopydvwon KUTTAPIKAG MEMBPAVNG
— AgopeveTal oto AITTidlo A TnG evOOTOEivnG KOl ATTEVEPYOTTOIEi TO NOpIO

EmmTwoeig oto Mikp6Bio:

— N augnon SIATTEPATOTNTAG KUTTAPIKOU TOIXWHOTOG, ETTOUEVWG N ATTWAEIO KUTTAPIKOU
TTEPIEXOMEVOU Kal TEAIKA O KUTTAPIKOG BAvaToc.



-

H KoAioTivn v Apdo

[Reviews of anti-infective agents CID 2005-40, 1 May1333]

Emidpaon og Pseudomonas aeruginosa (250 pg/mL yia 30 AeTrTa)

A) GOikTO HIKPORIo

B) pikpoBio + NMoAupugivn B

C) pikpoBio + KoAioTivn (MNoAupugivn E)

D) H atrwAgia KUTTAPOTTAGCUATOG
artreikovieTal oe yop@n IVIdiwv yupw atro 10
KUTTOPO)




[MepaiTéEpw APACEIC

ApaoTIKOTNTA EVAVTI EVOOTOSIVWV.

« O1evdorogives Twv Gram(-)
MIKpoBiwv gival To AitTidio A
Twv LPS popiwv.

 H KoAioTivn deopevETal PE @
QUTA Kal Ta adPAVOTTOIEI.

H onuacia Tou unxaviouou: aTToTPETTEI TNV EJPAVION
ToCIkoU Shock TTou TTupodoTeiTal aTrd evOOTOLIVEC HECW ATTEAEUBEPWONG
KUTOKIVWV.



Avtoxn

[Reviews of anti-infective agents CID 2005-40, 1 May1333]

Mezafoin tng Yvotnuo Aviiiog Kaitov Eviopika

Meuppavng (efflux pump potassium YVoTNHOTO
system).

Table 1. Summary of major resistance mechanisms 1o polymyxins

in Gram-negative bacteria

AvOextikd oteléyn Yersinia Avtoyéc Paciouéveg o€
Bacterium 10 polymyxin Ref. 71:(1[301)6{(10(1\/ nwg T] a’l)»‘cd 88V éXODV

Mechanism(s) of resistance

F. aeruginosa lipid A modifications with 1-AradN R a\)egKTu{éTnTag O¢& ava(P Spegi
controlled by PmrA/PmrB .

5. enferica serovar - lipid A modification with both 1-AradN - 33 ﬂO)LDHU&iVSQ ea H’]‘[OPO”()GE; vo

Typhimunum and PEtn controlled by PmrA/PmeB

the gene mig-14 1s required for esistance 34 GDGXST]:CET(X[ ug 8’\)(1 Glr)GTn ll(l

but resistance does not involve LPS

modification (lVT)\.i(lg l(’)VTO)V.

E coli lipid A modification with both 1-AradN - 33
and PEtn controlled by PmrA/Pmb

K. preumoniae increased production of capsule 35
polysaccharide,

Burkholderia a complete LPS inner core 36

cenpcepacia oligosaccharide 15 required

H. plort lipid A modification 5

Yersinia pestis lipid A modification with L-AradN 8
controlled by PmrA/PmrB

V. cholerae presence of outer membrane protein 19

OmplJ regulated by ToxR




QapuakKoKIVNTIKA - PApUAKOOUVAMIKN

« Bakrtnpiloktovia concentration dependent killing évavri MDR
P.aeruginosa & Abaumannii

« MéTpio postantibiotic effect HOVO O€ UPNAEG CUYKEVTPWOEIG

« Cmax/MIC, AUC/MIC, %T>MIC Aev €xouv KkaBopioBsi

* H koAioTivn deopeveral 53% pe Ta AITTidid KUTTAPIKWY
MEMBPAVWY J10POPWYV ICTWYV (TTVEUHOVA, NTTAP, VEPPAJ,
EYKEPOAAO, KapOId, MUEG)

 H atmreAeuBEpwon atrd ToOug I0TOUG AUTOUG YIVETAI JE ApyouUg
puBuoug (>5 pNEPEG).

« Agv atroppo@drtal atré Tov NEX.

e Agv éxel rTapatnpenOei atrooAr Tou APHAKOU ATTO T

XOANn@opa
Li AAC 2001. Tam AAC 2005.
Gunderson AAC 2003. Li ICAAC 2005.



ATTEKKpPION

Colistimethate :Kupiwg atrod 1o vVeE@PO
HEOW EKKPIONG OTA

VEQP.OCWANvVApIa

Renal clearance

Colistin: KUpiwWG EKTOC VEQ@PWYV AOYW

Colistimethate

EUPEIOG ETTOVAPPOPNONG OTA
VE(pp.O'w)\I]V('IpId N y Renal clearance
(Hydrolysis)
Colistin
Li AAC 2003
Li JAC 2004 Non-renal clearance

«Colistin: the re-emerging antibiotic for multidrug-resistan Gram-negative
bacterial infections» Lancet Infectious Diseases 2006 September Vol 6

*AcBeveic e VEQPIKI QVETTAPKEIO XWPIG BEpATTEIO UTTOKATAOTAONG:
oev utrapyxouv O/K dedopéva ouTe avaAuTiKEG (TTX.HPLC) péodol

* Bapia aocBeveic pe NA kal Bgpatreia UTTOKATACTAONG:
meplopiouévn TTAnpogopia otnv /K tng colistimethate & colistin



Daocua ApaoTIKOTNTA

Gram(-) Agepofiol BakiAAol

Intracellulare

Mycobacterium
Tuberculosis

Mycobacterium Fortuitum
Mycobacterium Phlei

Mycobacterium
Smegmatis

Shigella species

Citrobacter species

Yersinia Pseudotuberculosis
10. Morganella Morganii
11.Haemophilus Influenzae

w0

1. Pseudomonas Aeruginosa

2. Acinetobacter species ,

3. Klebsiellaspecies MukoBakTnpioia
4. Enterobacter species ) _
5. Escherichia Coli 1. Mycobacterium Xenopi
6. Salmonella species 2. Mycobacterium

7.

8.

9.

op o) =

[Reviews of anti-infective agents CID 2005-40, 1 May1333]



AvOekTiKOoi MiIKkpoopvaVviouUOI

Gram(-) & Gram(+) AgpoBior BakiAAoi
Pseudomonas Mallei
Burkholderia Cepacia
Proteus species (Mirabilis)
Providencia species
Serratia species
Edwardsiella species
Brucella species

Muknreg (Fungi)

[Napaoita

© 0N Ok owbdE

=
O

[Reviews of anti-infective agents CID 2005-40, 1 May1333]



Table 2. Antimicrobial activity of polymyxin B against non-fermentative Gram-negative bactena and Enterobacteriaceae isolates”

MIC img/L)

Orgamsm (number of 1solates) S04 90 % range Yo resistant

Non-fermentative Gram-ne gative bacteria
Acinetobacter spp. (2621) <] 2 <1t =8 2.1
Aeromonas spp. (368) <] =§ <1 1w =8 28.3
Alcaligenes spp. (121) 2 =§ <]t =8 6.4
B. cepacia (153) =8 =j 0.5 =8 8.2
P. aeruginosa (8703) <] 2 <1t =8 1.3
Pseudomonas spp. (non-aeruginosa; 282) <] 4 <1 1w =8 11.7
S. maltophilia (1236) 1 8 <0.12 to >8 27.6
other non-enteric Gram-negative bacilli (302) 4 =4 <1 =8 55.6

Enterobacteriaceae
Citrobacter spp. (895) < <1 <] =8 0.9
Enterobacter spp. (4693) <] =§ <1t =8 16.7
E. coli (18 325) <] <1 <1t =8 (.5
Klebsiella spp. (8188) <1 <1 <1t =>8§ 1.8
indole-positive Proteus spp. elc. [E‘}S}E =8 =§ <1t =8 98.7
Proteus mirabilis (1931) =8 =§ <]t =8 09,3
Salmonella spp. (2909) <] 4 <1 =8 24.0
Shigella spp. (828) <1 <1 <l >8§ 1.0
Serratia spp. (1919) =8 =§ 025 to =8 94.6
other enteric Gram-negative bacilli (340) <] 8 <]t =8 24.1

_ Zavasckiet al. JAC 2007



In Vitro Evaiodnoia |

To 2000 To NCCLS: amréoupel Ta guidelines yia in-vitro kaBopiouo MIC
ASYyw TTEPIOPIOUEVNG XPONG TNG KOAIOTIVNG

lavoudpiog 2005 CLSI: iTAnpo@opieg yia EAsyxo troiotnTag (quality control)

[a kaBoplopd TNC evaioOnaoiac TTPETTEl va XpnoipyoTtroleital Colistin
sulfate kai 01 colistimethate sodium, €1TeI0N:

1. colistimethate cival TTpOQAPUAKO YN EVEPYO €vavTi P aeruginosa
2. H repiexopevn colistimethate diagpépel ava okevaoua

3. 0 KaBopiopoc TNG MICs o€ broth pe eTTwaon otoug 35°C > udpOAuCN
colistimethate o€ colistin

Ta ouoTOON TOU WiyuaTog auTou, TTou aAAAdel Kata Tnv dIAPKEIa TS ETTWACNG IN

Vvitro , Kavel repittAoko Tov kaBoplouod Tou MIC Li JAC 2004

Bergen AAC 2006
Gales JCM 2001



In Vitro Evaiodnoia |l

Ta onuepiva breakpoints yia Tov EAeyX0 euaicOnoiag
BaciCovtal oTnv colistin sulfate.

YTTAPXOUV OJWG 2 dIa@OPETIKA KPITAPIA EPUNVEIAGS TNG
guaicOnaiag :

e Societe Francaise de Microbiologie & CLSI:
— guaioBnoia <2 mg/L
— avroxn >2 mg/L

 British Society for Antimicrobial Chemotherapy (BSAC)
— eguaioBnaia =4 mg/L
— avroxn =8 mg/L

Li IJAA 2005



In Vitro EvaicOnoia Il

* ETEpOQVTOYI OTNV KOAIOTIVN

15/16 kKAIvika oT1eAExn colistin-susceptible MDR
A.baumannii (MICs <1 mg/L)

e 2NMavTIKN avaTrtucn o€ oTaTikeg time-kill studies o€
ouykevTpwoelc > MIC 1n¢ KoAIoTivng

« Etepoavroxn oe MDR A baumannii ouxvotepn atro
MDR P.aeruginosa

Li LID 2006



AocoAoyia

Colistimethate sodium: 12 500 units / mg

2UVIOTWMEVN 060N
AocBevng > 60 kg pe @uUOoIOAOYIKN VE@P.AEITOUPYIA:

— 1-2 ekar.lU tid = 240-480 mg colistimethate sodium/
day.

2NUAVTIKN N XpNon 16aVIKWV S00EWV YId HEYIOTOTTOINGCN
ATTOTEAECHUATIKOTNTAG KAl EAAXICTOTTOINON AVTOXNG

Li LID 2006
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3 MU g8h
— —-9MU +4.5MU gq12h
12 MU + 4.5 MU g12h

= = -9 MU (2h infusion) + 4.5 MU q12h

12 MU (2h infusion) + 4.5 MU q12h

60 72

l 48
Plachouras et al.AAC 2009,

24 36
Time after first dose (hours)




EUTTOPIKA 2ZKEUAOUATO 1/3

Coly-mycin M Parenteral
(Monarch) USA

 ApaocTIKA oucia:
— KoAioTiueBikd Nartpio (1V)
« Evoeigeig:
— Pseudomonas Aeruginosa .
— Escherichia Coli ggﬁ@ﬁiﬂm
— Klebsiella Pneumonia o
— Shigella Dysenteriae
e AOCO )\oviq: Mll}ll%?euticals’ ’E
— 2.5~5 mg/kg/day, 2~4/day. i 5
— max 800 mg/24h

www.tty.com.tw/TTY_english/images/.../02-Colimycin-EN.pdf



EUTTOPIKA 2ZKEUAOUATO 2/3

Colomycin

(Forest Laboratories)
UK

 ApaoTIKA oucia:
— KoAioTiueBiké Natpio
(e10T1TVEOMEVO, V)
« Evosigeig:
— Pseudomonas aeruginosa o€
aoBeveic ue KuoTikn Tvwon
 AoocoAoyia:

— 2¢€ evAika 1-2 million units
3/day

— max 480 mg/24h

http://www.forest-labs.net/EthicalProducts/PIL%27s/COLOMYCIN%20INJECT3.htm



EUTTOPIKA 2ZKEUAOUATO 3/3

Promixin | Tadim

(Profile Pharma
Limited) UK

 ApaocTIKA oucia:
— KoAioTiueBiké Natpio
(E10TTVEONEVO)
« Evodsigeig:
— Pseudomonas aeruginosa
o€ aoBeveic pe KuoTikn
Tvwon

« AoocoAoyia:

— 1-2 million IU 2-3/day (40-
60mgQ)

— max 6 million IU24h

PATIENT INFORMATION LEAFLET Profile Pharma Limited



Reference Numberof Conditions treated (%) Pathogens (%) Colistimethate sodivm dose® Therapy Outcome

patients duration
(30)

Reina et al cS Ventilator-associated pneumonia Paeginosa (35%), 50 mg/kg per day (maximum 13 (5)days  Clinical cure on day 6 of treatment, 15%.
(53%), primary bacteraemia (16%), A bauvmannii (65%)  daily dose of 300 mg) divided into Bacteriological cure not assessed
urinary tract infection {18%), and other three doses; colistimethate
infections (13%) sodium from Laboratory Bristol-

Myers Squibb (Argentina);
product information not available.

Michalopoulos 1 Bacteraemia A bavmannii 160 mg per 24 h by continuous 14 days Cured

etal” intravenous infusion; product
information not available.

Michalopoulos 43 Various intensive care unit-acquired Faoeuginosa (81%), 240 mgevery 8 h; Colomycinor  18.6 (5.8) Clinical cure of infection observed in 69-8%

et al* infections, pneumonia (72%), A boumannii (19%)  colistimethate sodium from days of patients, clinical improvement in 4-7%,
bacteraemia (33%), sinusitis (2%), Morma (13 333 units/mag; Athens, and clinical failure in 25-6%
urinary tract infection (5%), catheter- Greece)
related infection (7%), and surgical
wound infection (5%)

Falagasetal® 17 Pneumonia (68%), bacteraemia (5%),  Paerginosa (80%),  Daily dose 352 + 168 mg 434 (14-6)  Cured 52-6%, improvement 21-1%,
urinary tract infection (11%), A baumannii (258%),  Colomycin or colistimethate days unresponsiveness 26.3%
meningitis (11%), and surgical site K pnevmoniae (10%),  sodivm from Norma (Athens,
infection (5%) Enterobactercdoacae  Greece)

(5%)

Levin et al® =] Preumonia (33%), urinary tract Paerginosa (35%),  6:67-13.3 ma/kg perdayuptoa 126 (6-8) A good outcome occurred for 58% of the
infection (20%), primary bloodstream A bauvmannii (65%)  maximum dose of 800 mg; Coly-  days patients with 25% in pneumonia, 83% in
infection (15%), central nenvous Mycin or colistimethate sodium urinary tract infection, 78% primary
system infection (B%), peritonitis from Bellon (Rhéne-Poulenec bloodstream infection, 80% in central
(7%), catheter-related infection (7%), Rorer, France; product nervous system infection, SO% in peritonitis,
surgical site infection (7%), and otitis information not available. 75% in catheter-related infection, 60% in
media (2%) surgical site infection, and in 100% with the

patient with otitis media infection

Conway etal® &3 Acute respiratony exacerbations in P aeru ginosa 160 mg every 8 h, Colomycin 12 days All patients showed clinical improvement

patients with cystic fibrosis

«Colistin: the re-emerging antibiotic for multidrug-resistan Gram-negative bacterial infections» Lancet Infectious Diseases 2006 September Vol 6




KAIvikEC MeAgTec i

Markouw et al®

Jimenez-Majias
etal=®
Garnacho-
Monterc et al*®

Linden et alw

Kasiakou
etal™

Jimenez-Majias
et al®
Fulnecky

etal™

24

21

23

Ventilator-associated pneumonia
(62-5%), empyema thoracis (4%), post-
traumatic meningitis {4%), sinusitis
{4%), urinary tract infection (4%),
catheter-related sepsis (12-5%), and
sapsis of unknown primarny origin (17%)

Meningitis

Ventilator-associated pneumonia
(100%)

Preumaonia (78%), bacteraemia (35%),
wound infections (13%), intra-
abdominal infections (26%),
endocarditis (4%),

and other infection (22%)

Fixation device-related orthopaedic
infections

Meningitis

Post-sungical meningitis

P aeruginosa (76%),

Acinetobacter spp
(24%)

A baumannii

A baumannii

P aeruginosa

A baumannii

A baumannii

A baumannii

3 million units every & h,
colistimethate sodium from
Norma (Athens, Greece)

& mgf kg every day in four doses;
praduct information not available
2.5-5.0 mg/kg every 8 h,
colistimethate sodium from
Bellon (Rhéne-Poulenec Rorer,
France); product information not
available.

All patients required dose
adjustment for diminished or
absent renal function; Caly-Mycin

A belus intravenous injection of
80 mg colistimethate sodium
followed by 480 mg ina
continuous 24 h infusion
{patient 1); 160 mg every 8 h
{patient 2); Colomycin

& mgf kg every day in four doses;
product information not available
125 magfkg every 12 h; product
information not available

135 days

(range 4-24)

15 days

147 (41)
days

Median 17
days (range
7-36)

3band 22
days

30 days

10 days

Clinical response73%, survival at 30 days
L77%

Cured

Cured 57%

Favourable therapeutic outcome 61%,
unfavourable therapeutic outcome 39%, died
while receiving therapy 30%, experienced
relapse 13%, survived through end of therapy
70%, and through end of hospitalisation 32%

Cured

Cured

CSF remained free of A baumannii
throughout the rest of the hospitalisation

*Doseswere for patients with normal renal function. Administration route was short intravenows infusion (530 min) unless specified otherwise. In cases where the product information is not available, it is
uncertainw hether the dose is in terns of colistimethate sodium or colistin base activity.

Table 2: Characteristics and outcomes of treatment with intravenous colistimethate sodium for infections caused by multidrug-resistant Gram-negative bacteria in some recent

dinical reports

«Caolistin: the re-emerging antibiotic for multidrug-resistan Gram-negative bacterial infections» Lancet Infectious Diseases 2006 September Vol 6




2UVEPYEIO KOAIOTIVNG

2UVEPYEIQ JE PIPAUTTIKIVN

ddavnke in vitro ce MDR A.baumanni

14 aoBeveic ye VAP atmté MDR A.baumannii éAapaviV

Colistimethate sodium (2 mil.U/8 h) & rifampicin (600 mg /24 h)
—> MIKpOBIoAoyIKN iaon

Aev TTapaTNPRONKE HEYAAN TOCIKOTNTA OE OUVOUACOMO E:
meropenem, ampicillin-sulbactam, ciprofl oxacin, piperacillin-

clavulanic acid, imipenem, amikacin, or gentamicin)

Table 1. Acinetobacter baumannii infections in 14 critically-ill patients

Kasiakou AAC 2005
Petrosillo CMI 2005

Patient Gender Age Acinetobacter Antibiotic Antibiotic adverse
no.” (ML/F) (years) infection therapy Outcome events
1 M 64 VAP C+R Recovered None
2 F 89 VAP C+ R Acinetobacter VAP None
and candidaemia”
3 M 73 VAP C+R Pseudomonas VAPY Increase of
Cleared Acinetobacter creatininaemia
2.8 mg/dL
4 M 25 VAP, BSI C+R+ASS Recovered None
5 F 36 VAP C+R Recovered None
6 M 26 VAP C+R+ASS Recovered None
7 F 65 VAP C+ R Recovered None
8 M 23 VAP C+R+ASS Recovered None
9 M 26 VAP, BSI C+R+ASS Acinetobacter None
septic shock®
10 M 83 VAP C+R Acinetobacter None
septic shockP
11 M 22 VAP C+ R Recovered None
12 M 58 VAP, SS1 C+R+ASS MRSA BSIP None
Cleared Acinetobacter
13 M 65 VAP C+R Acinetobacter VAPY None
14 F 30 VAP, SSI C+R+ASS Acinetobacter VAPP None



Moavn TogIKOTNTA

* NegpotocikoTnTa & NEUPOTOCIKOTNTA O CUVNOEOTEPEG
MOAVEC TTAPEVEPYEIEG JE TTAPEVTEPIKN colistimethate
sodium

* ATTO000ONKE O€ PIKPN KATavonon
— (PAPUAKOKIVNTIKNG
— (PAPUAKODUVANIKAG
— TOEIKOOUVAUIKAG

— aKAaTAAANAEC dOOEIg, TTIBava AOyw oUYXUONG OXETIKA ME
OIAPOPETIKEG OVOUATIEC TWV OKEUAOUATWY

Li IJAA 2005



