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MoaBnoloka amoteAeopota
>TO TEAOC TOU BN UaToC Ba IMPEMEL VAL UTTOPELTE va:

MeplypaPete TO Lnxaviopo Spaonc tne Pavkopukivng

AvadEpeTe TN PAPUAKOOUVAULKN TIAPAUETPO ATIOTEAECLATIKOTNTAC TNG
Bavkouukivne

[eplypQPETE TO LNXAVIOMO AVTOXNC TWV EVIEPOKOKKWY OTN BAVKOUUKLVN
AvadEPETE 5 YEVN LULKPOOPYOVIOUWY EVAVTL TWV omoilwv dpa n Bavkopukivn
Na avadepete 5 KAWIKEC evdeielc BavKkopukivne

Na yopnyeite tTn owotr docoloyla Bavkouukivne avaloya Ue TNV eVOELEN

Na npooapuo(ers m 6000}\ovta NG PavKouuKivne oe aoBevelc Le veDPLKN
avemapkela (umo N xwplic Bepamnela vmokatdoTaoNC) Kol o€ MaxVoAPKOUC aoBeVvel(C.

Na avadepete 3 avermBuuNTEC evEPYELEC TNC BAVKOUUKIVNG

Na avayvwploete kal va Olaxelploteite eva aoBevr) e red man syndrome amo
Bavkopukivn

Na eTUAEYETE TN xopnynon Bavkopukivne otouc kKat@AAnAouc aoBeveic pe MSSA.
Na avadpepete 3 SladopeC TNS PAVKOUUKIVNC oo TNV TEKOTAQVIVN
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loTtopla

AnopovwBnke ota Lilly Research Laboratories, otn dekaetia tou
1950 amo 1o puknta Amycolatopsis orientalis otn Bopveo.

Eloaywyn otnv KAWLIKNA tpaén to 1958 yia tn Bepamelo AolpuwEewy
Qo avOEKTLKO 0TV TeVIKIALVN Staph aureus

Ta npwta okevaopoata (865) Ntav Wlailtepa Toslka e¢altiog
LLEYAAOU ooooToU Tpoopitewyv (“Mississippi mud”).
Me TNV eLoaywyr Twv oVOEKTIKWY OTLC TIEVIKIALWVACEC B-AAKTOULKWV

AVTLRLOTIKWYV (HeBLKNALVN Kal kedaAkoBivn) xprion TNC mepLoploTnKe
o€ aoBevelc pe alepyla ota B-AaKTALLLKA.

Meta tn 6ekaetio tou 1980 n KatavaAwor TN¢ avéavetal otadepa

To 40% - 70% tn¢ KatavaAwong Pavkopukivne Bewpeitat otL Ogv
ETPETE va xyopnynBel!

Am J Infect Control. 1999;27:84-91.



Historical Yearly Usage of Vancomycin

Yearly vancomycin usage (all suppliers, all forms) in the

16,000 - United States and major European markets
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Antimicrob Agent Chemother 1998;42:1303



Aoun
Mnxaviopoc 6paonc



Aoun

= 3 UUTTAOKO TPLKUKALKO
yAukomentiolo gron
o 7peAAC memtSiky ahuoiba H%x\ -
TIOU OXNUATI(EL TNV TPLKUKALKN HC—2h,
6our'] vancosamine
* Aloakyapitnc (Bavkolapivn +
yYAUuKoOln)
= Moplako Bapoc 1485.73 Da

*  AMO T OVTLULKPORLOKA
dappaka Lovo n
TELKOTIAQVivVN, N 6omrouu Kivn
Kal n teAaBavoivn €xouv
pLeyaAutepo MB.

* Meyalo popLo: dev OLEpXETaL
amno tic mopivec 2 AEN Spa
gvavtL Twv Gram(-)
LLLKPOOPYQVLO LWV

Chem Biol. 1998;5:293, Sci Rep 2017 10.1038/s41598-017-12620-z



O pnNXovLopoc dpaonc Ine BOL\./KO-p.l-)K-ivr]q
nepltAapBavet:

1. AvaotoAr) cuvBeonc mMpwTelvwy

v 2. AvaoTOAr ocUVOEONC KUTTOPLKOU TOLXWHLATOC
3. AvootoAn peTaoAkwy 0dwv
4. AvaoTtoAr) ouvBeonc MuUPNVIKWY 0EEWV

5. Tpormormnotnon KUTTapLkNC HepBpavnc

POLL OPEN



TO KUTTAPLKO Tolywpa Twv Gram(+)

Tetrapeptide side chain

@ N-acetylglucosamine (NAG)
- N-acetylmuramic acid (NAM)
@ Side-chain amino acid

Peptide cross-bridge

@ Cross-bridge amino acid

Carbohydrate
“backbone”

(a) Structure of peptidoglycan in gram-positive bacteria Wall teichoic acid - )
/~ . - . ! Lipoteichoic
Cell wall P B
Granular layer
Plasma
membrane

Protein

(b) Gram-positive cell wall




Mnyoviopoc dpaonc Pavkopukivne

== (NAM-NAG),, LCP-NAM-NAG

|3

' KEY
© L-Alanine NAM = N-Acetylmuramic acid
@ D-Glutamate NAG = N-Acetylglucosamine
O L-Lysine LCP = Lipid carrier bactoprenol
O D-Alanine == cell wall

O Glycine

== (NAM-NAG) —\—NAM -NAG

Vancomycm

transglycosylases LCP

Vancomycin-susceptible staphylococci

Vancomycin

D-Ala-D-Ala | —— -D-Ala-D-Ala
\

Tripeptide containing intermediates
in cell-wall synthesis

Inhibition of
cell-wall synthesis

P

H Vancomycin cuvO&stal e TO TEALKO
D-Ala-D-Ala tunpa tou mpodpopou
HOp(OU TOU KUTTAPLKOU TOLXWHOTOC
(LCP-NAM-NAG) kat epmodilel
OTEPEOXNMLKA TN SpAon TNG
TPavoyYAUKOGUAACNG KoL Tn oUvOeoT)
TOU HE TO TIOAUHEPEC TNG
nerttdoyAukavne (NAM-NAG)n

Pharmacological Basis of Therapeutics, 13t Ed, 2017, J Clin Invest 2003;111:1265



Mnyaviopoc Opaonc PavKopLUKIVNG

i

Weak cell wall results
in osmotic lysis.

S

R R WilH
SIERIE MCAST( ® ) MATIE

https://pharmaxchange.info/2011/04/mechanism-of-action-of-vancomycin/vancomycin/



https://pharmaxchange.info/2011/04/mechanism-of-action-of-vancomycin/vancomycin/

DappakoKLVNTLKN
DoappakodUVALLLKN



Join: vevox.app ID: 179-521-889 POLL OPEN

Moo aro ta mapakatw eivat Aabog;

H Bavkouukivn dev amoppodAtal armo To EVIEPO

H Bavkopukivn 6gv Slamepva TOV ALUATEYKEPAALKO dpayuo o€ pUn GAEYUAIVOUOEC
HAVLYYES

2e dlafnTikouc aoBevelc ta enimeda Bavkopukivnc otouc LAAoKOUC LOToUC elval
ONUOVTLKA XaUNAOTEPQ 0 cLYKpLoN UE U dtaBntikouc acBevelg

Amattouvtatl uPpnAd emtimeda BavkopUKivng otov 0po wWoTe Ta eTtinmeda
Bavkopukivng otov mveupova va eival Bepameutika

<50% tnc Bavkopukivng amoBaAletal ota ovpa



Odot xopnynong

2uvnBwc yopnyettal evbodpAePLa yia tn Bepareia
OUOTNHATIKWY AOLLWEE WV Ao evatloBntouc
LLLKDOOPYQVLOHOUC

Xopnyeital emionc amo Tou OTOUATOC Ko
evOoTEPLTOVAILKAL.

>e aoBevelc pe koAtdba amo C. difficile kal elkova
ELNEOV pmopel va xopnynBeL e UTTOKAUGLO.

2 € OTIOVLEC TIEPUTTWOELC UTTOPEL ETTLONC va xopnynBel
evOoKkol\laka (otov eykedalo), evboppayLalo Kol
evdoUaAoeLldKa.




BavkopUKlvn oo TOU OTOLLATOC

" A0 TOu oTOpATOC XopNnynon: NAEC CUYKEVTPWOELC OTAL KOTIpOV AL
(1406 + 1164 pg/g kompavwy)
* Amoppodatol EAAXLOTA TTPOC TN CUCTNUATIKA KuKAopopla
* Bwodlabeootnta <10%

" Je aoesvstq ue Aotpwén amno C. difficile kat xpovia VECI)pLKI’] vOOO,
unopa va emreux@ouv aviyveuolpa enimeda oto aipa LETA amo
XOprynon amno ToU OTOUATOC

* YuvnBwc ocupPalvel otav xopnyeitatl oe vpnAec dooelc (500 mg gbh)

®* Ye oelpa 57 acBevwy pe Aolpwén amno C. difficile mou eAapfavay
Bavkouukivn 125 mg gbh, povo evac eixe aviyveuolua enimeda (6,7
ug/ml)

®* Red-man syndrome oe acBevr) mou eAappave BavKouuKivn armo Tou
OTOLLOTOC

Scand J Infect Dis. 2011;43:386-8.



Katavoun

MeTA amo MapeVIEPLK) XOPAYNON KATAVEUETAL EVPEWC OTOUC LOTOUC KO TA
OWHLOTIKA LYPA
® e vyleic eBelovTeC N ouykeEVTPWON Pavkopukivne otov 0po 2 WPeC UeTA TN Xoprnynon 0,5
kat 1 g ntav 10 pg/mL kat 25 pug/mL avtiotoya
® |KaVOTOLNTLKA ETtIeS A ETUTUYXAVOVTOL OTO TIEPLKAPOLAKO, TIAEUPLTIKO, QLOKLTIKO KOl
apBpLkod Lypo
Katavour) oto KN
* Av dev umtdpyel dAeypovn OTLC HUNVLYYeC eV SLameEPVA TOV ALUATEYKEDAALKO PPayUO.
* Me dAeypoaivouoec HAVLYYEC, LeTA amo unAec Sooelc pappakou (15 mg/kg g8h),
ertuyyavovtal oto ENY ocuykevipwoelc 7-15% tou opou.
Katavour) otov mvelpova
* Enineda oto ELF: 16% tou opov, enineda otov mveuoviko 1otod 20-30% tou opoU

* AoBeveic pe mvevpovia and MRSA: eAdxLlotn cuykeEvtpwaon opol >20 pg/ml ntav
aropaitntn yla va elvatl aviyveuolpa ta emtimeda favkopukivne otov mveupova.

>e Stafntikouc aoBeveic ta enimeda otouc HAAAKOUC LOTOUC Elval ONUAVTIKA
XapunAotepa oe cuykplon pUe pn dtaBntikouc aobeveic

Antimicrob Agents Chemother. 2006;50:1372, Clin Pharmacokinet. 2008;47:793-805.



MeToBOALOUOC KOl OTTEKKPLON

70-90% tnc Pavkopukivne amoPareTal akeEpoLa ota
oUpa LLE OTIELPOOTLKN 6NBnon

H kaBapon tnc Bavkopukivne avéavetal avaloya e
TNV KaBapon tnc kpeatwivne (CICr)

Bapewc maoyovtec aoBevelc, aobevelc pe eykavuata,
aLpokaBaolpopevol acBevelc Kal NALKLWLEVOL EXOUV
dLatapayuevn kabapon BavKopuKivnG

ATtekKplveTaL 0T XOAN oAl Ogv emttuyyavel UPnAec
OUYKEVTPWOELC

Antimicrob Agents Chemother. 1988;32:848



Concentration

PK/PD predictors of efficacy

Cax PK/PD parameters
e T>MIC

* Cmax/MIC

e 24-h AUC/MIC

Area under the curve:
“amount of drug”

MIC: “how much abx is required
to inhibit growth in a test tube

Time

www.rxkinetics.com/antibiotic pk pd.html



http://www.rxkinetics.com/antibiotic_pk_pd.html

Doppakoduvaplkn

" H Bavkopukivn €xeL PaktnploKTOVo dpaon 0€ CUYKEVTPWOELC 4-5X
MIC.
®* MeyaAUTEPEC OUYKEVTPWOELC OV AUEAVOUV TN BaKTNPLOKTOVO dpdaon
TOU QOPUAKOU
" QapuHokodUVALLKA TIAPAUETPOC ATIOTEAECLLATLKOTNTAC:
* 24-h AUC/MIC>400 - 600
® Mvevpovia amd MRSA: 24-h AUC/MIC>400 oyxetilotay e KaAUTEPN
KALVLKN EKBaon Kol Taxutepn UkpoflLloAoyikn taon
* AoBeveic pe Baktnplatpia arnod MRSA nmou eAafav Bavkopukivn kot dev

netuxov AUC/MIC>421 elyav onpovtika unAdtepn mibavotnta
Bepamevtikng amotuyxiac (61% vs. 49%, P=.038)

* >e evbokapditidba and MRSA oplopévol ouviotouv otoxo AUC/MIC>600

Clin Pharmacokinet. 2004;43:925-942, Clin Infect Dis. 2011;52:975-98, Antimicrob Agents Chemother. 2015;59:2978
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Avtoxn otn Pavkopukivn



Join: vevox.app ID: 179-521-889
[MoLoC ato TOUC MAPAKATW ULKPOOPYOVLIOUOUC

eudavifel cuxvoTepa avtoxn otn BoVvKoUUKLVN;

1. Streptococcus spp

2. Staphylococcus aureus

3. Staphylococus epidermidis
v 4. Enterococcus faecium

5. Enterococcus faecalis

POLL OPEN



AvTtoxn otn BavKopuKivn

H avtoyn otn Bavkopukivn mepypadnke mpwtn ¢opd to 1983 o€ oTeEAEXN
Staph epidermidis.

® [lepimou 25 €Tn PETA TNV ELl0AYWYN TNC OTNV KAWVIKA TTPA&N.
Ta mpwTta oteAexn Enterococcus spp LE avtoxn otn Pavkopukivn
avapepBnkav to 1988

To mpwTto oteAexoc Staph aureus pe LELWHEVN evalocBnola otn
Bavkopukivn (Intermediate — VISA) neplypadnke to 1997.
* 'Ouwg L;T[C'JLpXEL TO PALVOUEVO TNC ETEPOAVTOXNG Kol TNC avénong tng MIC (MIC
creep?
[MTapd TN LAKPOXPOVLA KAL EKTETAEVN XPON TNG TO PALVOUEVO TNC OVTOXNC
otn Bavkopukivn elval omavio oe oteAexn Staph aureus, woTtooo €lval
oUXVO o€ Enterococcus spp.

* Vancomycin-resistant enterococci: WHO critical priority pathogen !



Percentage of Isolates

Antibiotic Resistant (%)
Cephalexin 92.1
Chloramphenicol 413
Ciprofioxacin 108
Clindamycin 223
‘Daptomyein 1000
Erythromycin 26.7
Fosfomycin 99.8
Gentamicin 0.2
Linezolid 04
Minocycline 1.7
Neomycin 0.0
Novobiocin 2.5
Rifampicin 10.2
Streptomycin 0.0
‘Sulfamethoxazole 785
Synercid 61.3
Telithromycin 17.3
Tetracycline 59.6
Tigecycline 29.0
Trimethoprim 99.6

Sampling the Antibiotic Resistome

Vanessa M. D’Costa, Katherine M. McGrann,* Donald W. Hughes,? Gerard D. Wright**

Dawvotuniki mukvotnta twv profile avtoxng

Telithromycin
Erythromycin . i . Linezolid

Synercid : Sulfamethoxazole

Clindamycin Ciprofloxacin
Chloramphenicol @ . Novobiocin
Tigecycline Rifampicin
Tetracycline * Vancomycin
Minocycline < Cephalexin

Gentamicin ° Fosfomycin

Daptomycin

20 JANUARY 2006 VOL 311 SCIENCE www.sciencemag.org



Vancomycin-resistant Enterococcus faecalis

Surveillance Atlas of Infectious Diseases

et

Antimicrobial resistance Enterococcus faecalis Vancomycin Resistant (R) isolates proportion 2018

Resistant (R) isolates proportion (%)
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Vancomycin-resistant Enterococcus faecium

Figure 3.27. Enterococcus faecium. Percentage (%) of invasive isolates with resistance to vancomycin, by country,
EU/EEA countries, 2017
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MnNYoWVLIoHOL AVTOXNC EVIEPOKOKKWY OTN PAVKOUUKLVN

Vancomycin-Susceptible Enterococci

Vancomycin-susceptible enterococci
make cell-wall precursors that have
high affinity for vancomycin.

-p-Ala-D-Ala i 2 -

Tripeptide containing intermediates
in cell-wall synthesis

Vancomycin

-D-Ala-D-Ala

Inhibition of cell-
wall synthesis

X >

Vancomycin-Resistant Enterococci

Vancomycin-resistant enterococci, in the presence
of vancomycin, make cell-wall precursors that

have low affinity for vancomycin. Vancomycin

; Cell-wall
X » synthesis

—

N EnglJ Med 2000;342:710-21



XapnAou Badpou (low-level)
avtoxn

= E. gallinarum, E. casseliflavus
= MIC=8-16 mcg/mL

" XpWHOOWHULOKA yovidia:
ouvOeon npoépounq
nentidoyAu Kavnq LE TEALKO
apLWvoEL tn oepivn

= H avtoyn eival xapnAou Babuou
eneldn n Bavkopukivn dtatnpet
gva BaBuo cuvadelac (affinity)
e To TeALKO Sunemtidlo D-Ala:D-
Ser.

= Qowoturnot VanB*, VanC

* EvawoOnoia otnv teikomAavivn

YynAouU BaBuou (high-level)
avtoxn

E. faecalis, E. faecium
MIC>64 mcg/mL

XPpWHUOOWULOKA KoL TTAALCULOLOLKAL
yovidia: «AldioTtacn» tou
Sunentibiov D-Ala:D-Ala

H avtoxn sivat unAov Babuou
(ab€non MIC pexptl 1000x) emeldn
N Bavkopukivn €xel oAU xopnAn
ouvadela pe to TeEAKO Sutemtidlo
D-Ala:D-Lac mou mpokUTtTEL

Qawoturnoc VanA



Staph aureus: waves of resistance

INCREASING BURDEN OF RESISTANCE

4 3
2 33 >
1 - »
CA-MRSA
VRSA
VISA ‘
Methicillin 1
introduced
Penicillin T
introduced
®80/81 T MRSA-IV
‘ MRSA-I & 1l
MRSA-I
Penicillin
resistance
| [ | I 4
1940 1960 1980 2000

Nat Rev Microbiol. 2009;7:629



Staph aureus pe avtoyn otn BavkopuKkivn
Opoloyla

" Reduced susceptibility to vancomycin Staph aureus
" MIC creep
" “Low level resistance” to vancomycin Staph aureus

" Heteroresistance vancomycin — intermediate Staph
aureus (hVISA)

" VVancomycin — intermediate Staph aureus (VISA)
" \Vancomycin— resistant Staph aureus (VRSA)



EUCAST V9.0, 2019 <2 mcg/mL >2 mcg/mL
CLSI M100-ED29, 2019 <2 mcg/mL 4-8 mcg/mL >16 mcg/mL

[kpileg (WVEG
" Hetero-VISA (etepoavtoxn): MKTo¢ mAnBuopoc mou meplAapBavel ko
otehexn Staph aureus pe MIC oto paopa tou VISA
* Me 11 ouvnBelc pebodouc mpoodloplopol TN MIC katatdooeTol w¢ VSSA
= VSSA pe MIC yia tn Bavkopukivn 1-2 meg/mL
* [Mapouoio petaAaéewyv mou oxetidovtal pe epdAavion avtoxng

* MBavwc uTtapyeL etepoavtoxn: pavotumoc hVISA og onUAVTLKO TOCOOTO
otehexwv MRSA pe MIC yla t Bavkopukivn >1 mcg/ml

Antimicrob Agents Chemother. 2009;53:3447



Reduced susceptibility to vancomycin
Staph aureus

Hetero-VISA




Correlation between vancomycin Etest MIC
and heteroresistance

100 —

O npocbLopLlopog
™¢ MIC AEN el
Hropel va
OLakpivel Ta
oteA€xn hVISA amno
Ta oteAEn VSSA

Percent with hVISA

L N N\ | .

1.0 15 20 3.0

Vancomycin MIC (ug per ml)
Clin Microbiol Rev 2010;23:99



MIC creep Bavkopukivng

“MIC creep”: to paLvopevo tne mpoodeuTikne avénon tnc MIC tou
Staph aureus evavtL tng Bavkopukivnc(kal Twv uTtoAomwy
yAUKoTmemTOlwy), xwplc va aAAalel n taElvopunor Tou W poc TNV
evaloBnola (mapapevel VSSA)

Mpwto Brua tpog tnv epudavion VRSA r)”artefact”;

MBavwc emnpeadletal amno to £idoc tnc dokipaoioc evatobnotac
nou xpnotuormoleital (Etest, broth microdilution [BMD] n
auvTopatonolnuevo cvotnua). H doklpaota avadopdc mapapeveL n
BMD.

MeTta-avalvon 29.234 otehexwv S. aureus amo 55 peAetec e0€Lte OTL

dev umtnpxe daxpovikn avénon tng MIC tng Bavkouukivng (BMD &
Etest).

CMI 2018;24:97-104



Vancomycin MIC

Pooled mean of vancomycin MIC determined by the broth
microdilution method over time.

9

“000

2004-2005
2000-20012002-2003

2006-2007 |

' >=2010
2008-2009

T T !

Time
The bubble size represents the meta-analysis sub-group weight.

CMI 2018;24:97-104



Mnyaviopot avtoxnc Staph aureus otn
Bovkopukivn

AMQYEC OTO KUTTOPLKO Tolywpa

® [layuvon KUTTOPLKOU TOLXWHLATOC
Enttayuvopevn ovvBeon mentidoyAukavng
Melwwpevn vedVpwon (cross-linking) aAboswv memtidoyAukavng
Auvénueva enimeda maboAoyikwyv pouvpornentidiwv (NAM & NAG)
AN\QYEC OTO TELXOIKO 0&U
MelwpEVN auTOAUTLKN 6paoTnELOTNTA: ol TNV EVOWUATWON VEWV
LoupormentLOlwy otnv aluoida tnc mMenTtldoyAUKAVNC, TIPETIEL VO
ylvelL autoAuon tnc unapyouoac akuvoidac

MeTaBoAkeC aAayeC

VISA & hVISA: armouaoialouv ta yovidla avtoxnc VanA, VanB,
VanC

Lancet Infect Dis 2001;1:147, Int J Antimicrob Agents 2007;30:398, Clin Microbiol Rev 2010;23:99



Apacon Bavkopukivng

D-alanyl-D-alanine <
] | T .,‘( 'v." . ‘::9
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Murein \/ Transglycosylase
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AVTLULKPOBLOKO paoua
EvOeiéelc
KAWVLKN xpnon



1.

v 3.

Join: vevox.app ID: 179-521-889
[MoLoC ato TOUC MAPAKATW ULKPOOPYOVLIOUOUC
eudavilel evdboyevn avtoxn otn BovkopuKivn;
Listeria monocytogenes
Corynobacterium spp
Lactobacillus spp

Actinomyces spp

Bacilllus spp

POLL OPEN



AVTLULKPOBLAKO daoua

= Staphylococcus aureus = Streptococcus sp (A, B, C, G)
* Methicillin susceptible (MSSA) * Viridans streptococci
* Methicillin resistant (MRSA) * S. pneumoniae, S. pyogenes, S.
= Coagulase-negative agalactiae
staphylococci (CoNS) " Listeria sp: apdiBoAn
e Staph epidermidis SpaoTLKOTNTA iN Vivo
" Fnterococcus sp " COrynebaCterium Sp
* Enterococcus faecalis = (lostridium sp
* Enterococcus faecium: ocuvnUw¢ * (lostridium difficile
avUekKTIKOG otn Vancomycin e Clostridium septicum
" Bacillus sp = Rodococcus equi
* Bacillus cereus, -

Actinomyces sp
* Bacillus anthracis

MIKPOOPTANIZMOI ME ENAOTENH ANTOXH XTH BANKOMYKINH
Lactobacillus spp (ektog tou L. acidophilus), Leuconostoc spp., Pediococcus spp., &
Erysipelothrix rhusiopathiae.




AVTLULKPOBLAKO daopa Bavkopukivne

>taduAokokkol: Baktnploktovog dpacn - MBC < 2x MIC

Evtepokokkol: Baktnplootatikn dpacn - MBC ~32x MIC

® Juyxopnynon apwvoyAukooidng (av dev vrapxel vpnAov Babuou avroxn)
BeATLWVEL TN PaKTNPLOKTOVO Spaon

2TPETTOKOKKOL: OPAOTLK EVOVTL TWV TIEPLOCOTEPWY ELOWV

* Ynavio oteAéxn (Streptococcus gallolyticus/bovis) pmopel va epdavidovv avioxn
LEow Tou yovidiou vanB

* Apaotikn evavtl Granulicatella spp. kat Abiotrophia defectiva
Listeria spp: cuvnBwc evuailoOntn otn Bavkopukivn.
* Ynapyouv oteAexn pe vpnAn MBC
® EvaAlaktikn Beparmeia - AEN mpénel va xpnolpomnoleitatl otn pnviyyitida

Corynobacterium spp: N Bavkopukivn elval pappako ekAoync yla coBapec
AoLLwEELC v avapovn Tne doklpaoiag evalocOnolac

MBC: Minimum Bactericidal Concentration, MIC: Minimum Inhibitory Concentration



KAWVLIKEC eVOELEELC PAVKOUUKLIVNC
(Labelled — EMA/FDA)

ErntumAeypevec Aolpwéelc Seppatoc kot palokwv poplwv (cSSTI)
AOLUWEELC OOTWV KoL oLpOPWOEWV
[Mveupovia amo tnv kowvotnta (CAP)

Noookopelakn mveupovia (HAP) cuumeplhapfavouevnc kat
NG mvevpoviag tou avarmnvevotnpa (VAP)

Aolpwdnc evdokapditidba

[MepleyxelpnTikn avtipaktnplakn npodpuAatn oe acBevelc
unAou kvoUvou yla Baktnplakrn evookapditida LeETA Ao
LLEL(OVEC XELPOUPYLKEC ETEUPACELC

Oeparneila tnc Aolpwénc amno Clostridioides difficile infection
(CDI)



KAWLIKEC evOeiéeLc I
(Off label)

Baktnplakn pnviyyitda
Meptovitidoa oe aobeveic umo ouvexn neptrovaikn kabopon (CAPD)
AOLUWEELC OO KEVTPLKOUC ayYELaKOUC KOBETHpeC

® Juotnuatikn xopnynon * Lock therapy
EvbodBaiuitida
Xopnynon amo to opBo (umokAuouol) oe Aolpwén ano Clostridioides difficile
AOLUWEELC TIOPOXETEVTIKWY Ttapakappewv (shunt) ENY

[MpOPUAAKTLKI) Xp)ON O€ UNTEPEC VLA TNV TIPOANYN TWV VEOYVLKWV
Aoluwéewv ano Group B streptococcus

Evbokolhlakec Aotpwéeelc (Enterococcus sp)
AOLUWEELC XELPpOUPYLKOU TiedoU
Otelec MVEUUOVIKEC £EAPOELC KUOTLKNC (vwonc



Join: vevox.app ID: 179-521-889 POLL OPEN

[MoLlo armo ta mapakatw eivat Aaboc;

H 66on cuvtripnoncg tng Pavkopukivne eéaptatal anod tn PaplTnTa TNC
Aoluweng

H xoprynon Bavkopukivng ya Beparmeia evookapditidag mpemel va apyilet
ue xopnynon doon doptiong

Ta enimeda Bavkopukivng oto alpo mpemnel va mapakoAovBouvtal o€
aoBevelc pe vPnAo kivbuvo vedpotolikotntag

H 66on $optiong TtnNS BavKopuKivNG TIPETIEL VAL TIPOCOPUOLETAL OTN VEPPLKN
Aeltoupyla

>e uTEpPapouc f maxvoapkouc acBevelc n Bavkopukivn xopnyeltal oe
eLOLKO S5000AOYLKO oxAua



Aocoloyila Pavkopukivne — MeEviKeEC apyEC

H kataAAnAn docoloyia kaBopiletal amno:

® 10 eldoc kaLtn PapuTnTa TNG AolLweNC,

® 10 Bapoc tou acBevouc Kal

* 1N vedplkr Aettoupyla.
E€attiac tnc Stakpavong otic appakoKLVNTIKES TIAPAETPOUC TNC Bavkouukivng
LETAEL TWV ATOUWVY aAAQ Kal Slaxpovika otov (dlo aoBevr) elval anapailtntn n
ouxvn napakoAovOnon tng vedplkng Asttoupylag kat n e€atopikevon tou
S5000AoyLKOU OXHATOG HE PETPNON ETLMESWV PAPUAKOU
ZoBapec Aolpweelc: Baktnplatuia, evbokapditida, ooteopveAitida, AOUWEELC
NMPooOeTIkKWV apBpwaoewy, Tveupovia, Aotpwén KN2 1 orotadnmote Bapld Aolpwén

* Adon doptionc (25-30 mg/kg)

®* Aodon ouvtpnonc nou kabopiletal pe Baon tnv AUC
Mukpotepnc Baputntag AOUWEELS (Tt AOLUWEELC LOAAKWY Hopiwy):

* Aev elval anapaitntn n 66on ¢optLonc

° Aéo? oluvrr']pr]or]q TETOLA WOTE Ta eAdylota enineda (trough) Bavkopukivng va eivat 10-15

mcg/m




ASHP REPORT

Therapeutic monitoring of vancomycin for serious
methicillin-resistant Staphylococcus aureus infections:

A revised consensus guideline and review by the American
Society of Health-System Pharmacists, the Infectious Diseases
Society of America, the Pediatric Infectious Diseases Society,
and the Society of Infectious Diseases Pharmacists

An audio Interview that
supplements the informa-
tion in this article is avail-
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he first consensus guideline for ther-
apeutic monitoring of vancomycin
in adult patients was published in 2009,

Staphylococcus aureus (MRSA) infec-
tions. It should be noted, however, that
when the recommendations were orig-

A 3 organiz
tions (the American Society for Health-
System Pharmacists [ASHP], Infectious
Diseases Society of America [IDSA],
and Society for Infectious Diseases
Pharmacists [SIDP]) searched and re-
viewed all relevant peer-reviewed data
on vancomycin as it related to in vitro
and in vivo pharmacokinetic and phar

inally published, there were

issues not addressed and gaps in know-
ledge that could not be covered ade-
quately because of insufficient data.
In fact, adequate data were not avail-
able to make recommendations in the
original guideline for specific dosing
and monitoring for pediatric patients
outside of the neonatal age group; spe-
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of area under the curve over 24 hours
to minimum inhibitory concentration
(AUC/MIC) of 2400 as the primary PK/
PD predictor of vancomycin activity, and
promoting serum trough concentrations
of 15 to 20 mg/L as a surrogate marker
for the optimal vancomycin AUC/MIC
if the MIC was <1 mg/L in patients with
normal renal function. The guideline also
recommended, albeit with limited data
support, that actual body weight be used

i d d

loading doses for severe infections in pa-
tients who were seriously ll.!
Since those recommendations were

a number of

use of prolonged or continuous in-
fusion (CI) vancomycin therapy; and
safety data on the use of dosages that
exceed 3 g per day. In addition, there
were minimal to no data on the safety
and efficacy of targeted trough concen-
trations of 15 to 20 mg/L.

This consensus revision evaluates
the current scientific data and contro-
versies associated with vancomycin
dosing and serum concentration moni-
toring for serious MRSA infections (in-
cluding but not limited to bacteremia,
sepsis, infective endocarditis, pneu-
monia, osteomyelitis, and meningitis)
and provides new recommendations
based on recent available evidence.
Due to a lack of data to guide appro-
pnatz (argets, the development of this

ded evals of van-

© American Society of Health-System
Pharmacists 2020. Al rights reserved.
For permissions, please e-mail: journals.
permissions@oup.com.
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have evaluated the impact of the 2009
guidelines on clinical efficacy and tox-

comycin for methicillin-susceptible
S. aureus (MSSA) strains, coagulase-

icnq in patients

h fmethicill i

negative staphyl and other

for
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‘Evapén Bepamelac - ZoBapec AolpwEELC

Xoprynon 6o6onc ¢poptiong: eAaxlotonolinon tng mibavotnTtag LELWUEVNC APXLKAC
ekBeonc otn Bavkopukivn

® 25-30 mg/kg pe Baon to mpayuatiko Bapoc (ABW).

* Meylotn 6oon poptionc 3000 mg.

* YynAn 6don cbopuor]q o€ Bapewq naoxovreq KoL YaUNAOTepn o€ aoBeveic uTo vEDPLKN
Depameia umokatTdoTaong N maxLoapKoUG aoBeVelc.

* Hbdon poptionc dev nmpooappoletal avaloya pe tn vedpikn Asttoupyia.
Apxikr) S60n ouvtrpnong:
®* 15-20 mg/kg pe Baon to ABW

®* To peocodlaotnua LetatL doonc poptionc KaL mpwtnc S6onc ocuvtrpnong elvat 0co
LETaEL Twyv S0oewv ouvtnpnonc Kot kaBopiletal avaloya Ue TNV KABapon kpeatvivng
(BA Mivakec)

PUBuLon d6onc cuvtipnonc:
* ANPn emumedwy papudkou 24-48 wpec UETA TNV apxLkr) Soon cuvtrpnonc (trough &
peak) & umoAoylopoc AUC/MIC — 3toxoc 400 to 600 mg = hour/L

* e aoBevelc pe aotadn vedpikn Aettoupyia xpnoLLOTIOLOUUE Ta EAAXLOTA Ttimedo —
>TO)X0C 15-20 mecg/mL




Therapeutic Monitoring of Vancomycin for Serious Methicillin-
resistant Staphylococcus aureus Infections:
A Revised Consensus Guideline

" Vancomycin monitoring is recommended for patients receiving vancomycin
for serious MRSA infections to achieve sustained targeted AUC (assuming a

MICqyp Of 1 mg/L, unless it is known to be greater or less than 1 mg/L by
BMD).

" |ndependent of MRSA infection, vancomycin monitoring is also
recommended for all patients at high risk of nephrotoxicity (eg, critically ill
patients receiving concurrent nephrotoxins), patients with unstable (ie,
deteriorating or significantly improving) renal function, and those receiving
prolonged courses of therapy (more than 3-5 days).

" We suggest the frequency of monitoring be based on clinical judgement;
frequent or daily monitoring may be prudent for hemodynamically unstable
patients (eg, end-stage renal disease) and once weekly monitoring for
hemodynamically stable patients (B-II).

Am J Health-Syst Pharm. 2020;77:835-864



Therapeutic Monitoring of Vancomycin for Serious Methicillin-
resistant Staphylococcus aureus Infections: ¥
A Revised Consensus Guideline

" |n patients with suspected or definitive serious MRSA
infections, an individualized target of the AUC/MIC,,,,, ratio of
400 to 600 (assuming a vancomycin MICy,,, of 1 mg/L) should
be advocated to achieve clinical efficacy while improving
patient safety (A-I1).

" Trough-only monitoring, with target between 15 and 20 mg/L, is

no longer recommended based on efficacy and nephrotoxicity
data in patients with serious infections due to MRSA (A-I1).

®* There is insufficient evidence to provide recommendations on
whether trough-only or AUC-guided vancomycin monitoring should
be used among patients with noninvasive MRSA or other infections.

Am J Health-Syst Pharm. 2020;77:835-864
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Vancomycin

Vancomycin AUC54 Calculator

The critical assumption of these calculations is that the patient has achieved Vancomycin steady-state
Target AUC»4 is 400-600 pg/mL x hr

Each Dose: ‘ 1250 mg ‘
Dosing Interval: ‘ 12 hours - ‘
Duration of infusion: ‘ 30 min hd

Measured Vancomycin Peak Concentration: ‘ 42 pg/mL ‘

Time from start of infusion to measurement of peak
. 1.5 hours
concentration:
Measured Vancomycin Trough Concentration: ‘ 12 Hg/mL ‘
Time from start of infusion to measurement of trough
11 hours

concentration:

Calculate Clear ‘

Results: AUC54 = 596 pg/mL x hr

Adjust Dose | Show Calculations | Copy Results as Plain Text

References: AUC Dosing Fundamentals and Calculations; Adv Drug Deliv Rev 2014;77:50; Am J Health
Sys Pharm 2020;77:835
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2UVEXNC VS AloAelmovoa eyyuon

60

Aev €xel TEKUNPLWOEL BeparmeuTikr) uTtEPOXN TNG
ouvexouc eyxuonc e Baon ta dedopEva mou

UTTAPXOUV. 501

H ouvexnc eyxuon dalvetal va elval Alyotepo
vEDPOTOELKN

H ouvexnc eyxuon xpeLlaleTal AlyOTEPO cUXVA
MPOoSLOPLOPO TWV ETLIMTEOWV TOU GAPLAKOU

eldLlka oe aoBevelc pe aotadn enineda 30

(eykaupatiec, CRRT)
To dtaAvpa evbopAePLa xopnynong Bavkopukivng
mapapeivel otabepo yla 72 wpeg
H cuvexnc eyxuon €XEL LLKPOTEPO KOOTOC
10

The pharmacokinetics of Continuous Infusion suggest

that such regimens may be a reasonable alternativeto .,

conventional Intermittent Infusion dosing when the AUC

target cannot be achieved (B-ll)

40+

In-1

Co-l
Co-l In-1

Mortality Nephrotoxicity

Co-l: Continuous Infusion
In-I: Intermittent Infusion

J Antimicrob Chemother 2012; 67: 17-24, Am J Health-Syst Pharm. 2020;77:835-864



YriepPBapol - mayvoapkol aoBevelc

" Adon doptonc: 15-20 mg/kg e Baon To mpaypatiko B
(Actual Body Weight - ABW) kal peylotn 6oon ta 3 g.
" Aoon ocuvtnpnonc (mpemet va utoAoyLotel to Waviko B2 — IBW)

* Av ABW<125% IBW —> doooloyla cuvtrpnonc pe Bdon to ABW

* Av ABW>125% IBW =
 ABW>100 Kg - xpetaletal elOko vopoypapupa (Adjusted Body Weight)

* ABW<100 Kg — 30-45 mg/kg ABW HMEPHZIQZ pe peylotn 6don ta 2 gr.
Amnapal{tntn n otev mapakoAouBnon Twv emMESWV TOU PAPUAKOU

* Oplopevol (myx Sanford Guide to Antimicrobial Therapy)
npoodlopilouv tn doon pe Baon to ABW og ONEC TIC TIEPUTTWOELG
noyvoapkiac (He peywotn doon ta 2 g)

Am J Health-Syst Pharm. 2020;77:835-864



AcBevelc e Slatapaypévn vedpkc Aettoupy ol

" >e aoBevelc pe datapaypevn vedplkn Aeltoupyla
ypelaletal pelwon tne doonc r/kat tou
LECOOLAOTNLATOC TWV OOCEWV.

® YupBouAeuteite pappakeuTIKO o0dNyo!



Approach to initial empiric dosing of parenteral vancomycin in adults who are not receiving hemodialysis

Creatinine
clearance in
mL/minute

(Cockcroft Gault

<10 (not receiving
hemodialysis) &

10 to 19 (not
receiving
hemodialysis)#
20 to 29

30to 39

40 to 49

50 to 59

60 to 69

70to 79

80 to 89

90 to 99

2100 and <60 years
old"

1. Loading dose for critically ill patient or severe infection:* 25 mg/kg (rounded to nearest 250 mg)

Weight (actual)?

2. Initial maintenance dose and interval: Based on target trough, patient weight, and estimated creatinine clearance?’ as follows:

50 to 59 kg

Severe or deep-seated infection:® Target trough 15 to 20 mcg/mL

60 to 69 kg

70to 79 kg

80 to 89 kg

90 to 99 kg

100 kg2

Repeat dose when spot (random) serum concentration 20 mcg/mL

750 mg every 48 hours

500 mg every 24 hours

750 mg every 24 hours

750 mg every 18 hours

750 mg every 18 hours

750 mg every 12 hours

750 mg every 12 hours

750 mg every 12 hours

1000 mg every 12

hours

750 mg every 8 hours

1000 mg every 48
hours

750 mg every 24 hours

750 mg every 24 hours

750 mg every 18 hours

1000 mg every 18
hours

750 mg every 12 hours

1000 mg every 12
hours

1000 mg every 12
hours

1000 mg every 12
hours

750 mg every 8 hours

1000 mg every 48
hours

1000 mg every 36
hours

1000 mg every 24
hours

1000 mg every 18
hours

1000 mg every 18
hours

1000 mg every 12
hours

1000 mg every 12
hours

1250 mg every 12
hours

1250 mg every 12
hours

1000 mg every 8 hours

1250 mg every 48
hours

1250 mg every 36
hours

1250 mg every 24
hours

1250 mg every 18
hours

1250 mg every 18
hours

1000 mg every 12
hours

1250 mg every 12
hours

1250 mg every 12
hours

1500 mg every 12
hours

1250 mg every 8 hours

1250 mg every 48
hours

1250 mg every 36
hours

1250 mg every 24
hours

1250 mg every 18
hours

1250 mg every 18
hours

1250 mg every 12
hours

1250 mg every 12
hours

1500 mg every 12
hours

1500 mg every 12
hours

1250 mg every 8 hours

1500 mg every 48
hours

1250 mg every 36
hours

1250 mg every 24
hours

1250 mg every 18
hours

1500 mg every 18
hours

1250 mg every 12
hours

1500 mg every 12
hours

1500 mg every 12
hours

1500 mg every 12
hours

1250 mg every 8 hours

Adapted from: Duke University Hospital Adult Pharmacokinetics Policy, Department of Pharmacy (June 2014).
Courtesy of Richard H Drew, PharmD.




Approach to initial empiric dosing of parenteral vancomycin in adults who are not receiving hemodialysis

Creatinine
clearance in
mL/minute

(Cockcroft Gault
equation) 1

1. Loading dose for critically ill patient or severe infection:* 25 mg/kg (rounded to nearest 250 mg)

Weight (actual)2

2. Initial maintenance dose and interval: Based on target trough, patient weight, and estimated creatinine clearance’ as follows:

50 to 59 kg

60 to 69 kg

Nonsevere and superficial infection:® Target trough 10 to 15 mcg/m

70 to 79 kg

80 to 89 kg

90 to 99 kg

100 kg2

not receiving
hemodialysis)$§

10 to 19 (not
receiving
hemodialysis)®
20to 29

30to 39

40 to 49

50 to 59

60 to 69

70to 79

80 to 89

90 to 99

old"

=100 and <60 years

1000 mg every 72
hours

1000 mg every 48
hours

1000 mg every 36
hours

1000 mg every 24
hours

1000 mg every 24
hours

1000 mg every 18
hours

1000 mg every 18
hours

1000 mg every 18
hours

1000 mg every 12
hours

1000 mg every 12
hours

1250 mg every 72
hours

1000 mg every 48
hours

1000 mg every 36
hours

1000 mg every 24
hours

1250 mg every 24
hours

1250 mg every 18
hours

1250 mg every 18
hours

1250 mg every 18
hours

1000 mg every 12
hours

1000 mg every 12
hours

Repeat dose when Spot (random serum concentration <15 mcg/mL

1250 mg every 72
hours

1250 mg every 48
hours

1250 mg every 36
hours

1250 mg every 24
hours

1250 mg every 24
hours

1250 mg every 18
hours

1250 mg every 18
hours

1250 mg every 12
hours

1250 mg every 12
hours

1250 mg every 12
hours

1500 mg every 72
hours

1500 mg every 48
hours

1500 mg every 36
hours

1250 mg every 24
hours

1500 mg every 24
hours

1500 mg every 18
hours

1500 mg every 18
hours

1250 mg every 12
hours

1500 mg every 12
hours

1500 mg every 12
hours

1500 mg every 72
hours

1500 mg every 48
hours

1500 mg every 36
hours

1500 mg every 24
hours

1500 mg every 24
hours

1500 mg every 18
hours

1500 mg every 18
hours

1500 mg every 12
hours

1500 mg every 12
hours

1500 mg every 12
hours

1750 mg every 72
hours

1750 mg every 48
hours

1750 mgq every 36
hours

1500 mg every 24
hours

1750 mg every 24
hours

1750 mg every 18
hours

1750 mg every 18
hours

1500 mg every 12
hours

1500 mg every 12
hours

1500 mg every 12
hours

Adapted from: Duke University Hospital Adult Pharmacokinetics Policy, Department of Pharmacy (June 2014).
Courtesy of Richard H Drew, PharmD.




AocBevelc uTIO Beparelo UTTOKATAOTAONC
VEPPLKNC AELToupyLaC

= Aluokabopon

* Kavovikn xopriynon 6oonc ¢poptioncg pe Baon to mpaypatiko Bapoc (ABW)
®* To Upoc tnc 6OoNC cLUVTNPNONG EEQPTATOL OO TO:
* Avyopnyeitat otn Stdpkela f) PETA TN ouvedpla
* To eidog tng pepBpavnc (LPnAnc N xapnAng dtamepatotnTag)
* Au&non tng 60onc katad 25% otav pecolafouv 3 NUEPEC LEXPL TNV ETTOMEVN
ouvedpla.
®* [1poodLOPLOUOC BEPATEVTIKWY EMUTEOWYV TIPLV TN cuvedpla

= Juvexnc Bepameia vedpiknc umokataotaonc (CRRT): Aoon ¢optiong 20-25
mg/kg kalL otn ouvexela 7.5-10 mg/ky g12 hrs pe mapakoAouBnon
Bepamnevutikwy enmedwyv (AUC/MIC=400-600)

" Meptrovaikn kaBapon: 7.5 mg/kg g48-96 hrs pe mapakohovOnon
BepamevuTikwy emmMedwy

Am J Health-Syst Pharm. 2020;77:835-864



AverBUINTEC EVEPYELEC
Toélkotnta



Join: vevox.app ID: 179-521-889
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[MoLo oo tTa mopoKATW cLPaivel omavio

v 5

LLETA ATIO Xopnynon Pavkopukivng;

Opopporevia
QoPUOKEUTIKOC TIUPETOC
2Uvdpopo DRESS
Qrotoélkotnta

AvapulakTikr avtidpaon



AveTBUUNTEC EVEPYELEC

= >10%: Avtidpaon kata tnv eyxuon pe e€avOnua (Red man syndrome)
" 1% to 10%:
* Torukn pAepitida
® Plyoc, papLOKEUTIKOC TIUPETOC
* Aeppatika e€avBnuoata
®  ALMATOAOYIKEC avemIBUUNTEC evspvstsq AEUKOKUTTAPWON, NWoWodIALa,
oudetepornevia, avoooAoyLknc apxnc Bpoupornevia

" <1%, postmarketing, | case reports:
® >Uvbpopo DRESS (Drug Reaction with Eosinophilia and Systemic Symptoms)
* QrotolkoTnTa: avénuevoc Kivouvoc av xpnoLpomoLlouvTol Katl AAAOL wTtoTtokol
TaPAYyoVTeC, LeyaAn nAkia, mpoUmndapyovoa Bapnkoia
* Nedpotoéikotnra.
* Avadulaktikn avtidpaon peow Igk



AvtiOpaon e e€avOnuo KaTd TNV EyXUon
(Red man syndrome RMS)

YuvnBlouevn avtidbpaon otn Bavkopukivn (3% - 40%)
EpuBpotnta kat untepatpia (flushing), kvnopoc cuvnBwc 0To AVWTEPO LEPOC TOU
Bwpaka

* Jrnaviotepa BwPaKLKO AAYOC Kal UTtOTAoN

OdeileTal og Aueon evepyomoinon TwV CLTEVTIKWY KUTTAPWV aro Tn BavkopuKivn
Kal aneAeuBEpwon LoTapivng

ZYeTlleTal pe ypriyopn €yxuon tou Gapuakou

Mrmopet va tupobotnBel ard ouyxopnynacn mapoyoviwy mou EVEPYOTOLOUV Ta
OLTEVUTIKA KUTTOPA OTIWC TA OTILOUXQA, TA LUOXOAXPWTIKA KOl TOL OKLOYPOPLKA
bapuaka.

AvTIUETWTIZETAL PE SLAKOTI TNC €YXUONC Tou GapUAKOU Kol Xoprynon
AVTUWOTOMWVIKWY (H1 £ H2 avaotoAeic avaAloya pe tTn Baputnta Tng aviidpaonc)
>e aoBeveic pe LOTOpLKO RMS  av npsna va xopnynBouv ueva)\eq SO0EeLC

BO(VKOLLUKLVI’]Q unopa va T(pOI’]VELTOLL xoprnynon avtuotopvikwy (H1 £ H2
QVOOTOAE(C) pla wpa TpLy TNV €yxuon

Mo va armodpevyBel to RMS, cuviotdtal n xopriynon Bavkopukivne va yivetal pe
pUBLO pEXPL 10 mg/min.




Red man syndrome




Red man syndrome




AVODUAOKTIKEC AVTLOPAOCELC

Ot aAnBeic avaduAakTikec avtildpaoelc otn Bavkopukivn elval omavieg

* JupPaivouv ouyvotepa oe acBevelc mou €xouv AdBeL TOAATTAG oxAuaTA
Bavkopukivng oto mape\Bov

H kAwikn etkova tou RMS pmopel va emKQAUTITETAL UE QLUTH TNC
avapulatiac

* Inuavtkn duomvola, cupPLYUOG Ko ayyeLooidnua eivat uriép avadulagiag

* Aev UMApPXEL EpyaoTnpLakn doklpaoia yia tnv aélomiotn OLakpLon tne

avadulatiac ano to RMS (totapivn, tpuntaocn, SepUATIKEC OOKLUAOLEC)

Av untapyel vrodia avadpuAatioc oe Bavkopukivn Ba mpemeL va
QAVTIMETWTI{ETOL OTIWC KABE avaduAaKTikn avtidpaon

® Apeon dLakorn €yxuong Kol xoprnynon enwvedpivng




Neppotoélkotnta

‘OxL KaAQ KATOWVONTOC UNXAVLIOMOC — ofeldwTIkN Spaon ota kuTTApa
TOU €yYUC VEPPLKOU ocwAnvapiou mou odnyel o€ oyoLpia
2uVNOwC peTpLac PaputnTac Kot avaoTpeWLUN.
Meta-avaiuvon (7 RCT, n-4033): Relative risk= 2,45 (1,69-3,55)
[Mopdayovtec KivOUvVou

® EAdyxlota entimeda >15 mcg/mL — AITIA ) ANOTEAEZMA;

® 24-h AUC > 700 mg-h/L

® JUVOALKN nuepnotla doon >4 g

® Juyxopnynon veppotolilkwv Gapuakwy (Ty apvoyAukooldeq).

* Juyxopnynon Bavkopukivng kot riepakMivnc-talopmaktaung (vs
pnovoBepareia pe Bavkopukivn i cuvbuaopo Bavkopukivng kat dAAAwv B-
Aaktopkwy iy kedemipn): Odds ratio yia AKI~3,5

Antimicrob Agents Chemother 2014;58:309-316, Clin J Am Soc Nephrol 2016;11:2132-2140



Ewdka Bepata



Join: vevox.app ID: 179-521-889 POLL OPEN
Y€ TIOLA TIEPLITTWON UIMOPOULLE VO XOPNYNOOUUE
Bavkopukivn o aacBevn pe Aolpwén amo MSSA;
1. 2e aoBevn umo alpokabapon
v 2. se aoBevn e aAlepyla oTa B-AaKTALLLKO
3. 2e aoBevn e KapOLaKn AVETIAPKELDL

4. e a0Bevn pe evookapditidba mpoobeTikne kapdlakncBarBidac

5. 2e aoBevn pe Aolpwén pakakwyv poplwv



Bavkopukivn ya AotpwéeLc oo MSSA

" YUudwva PE TIC katevBuvtnplec odnylec (my yia tnv evookapditida),
n Bavkopukivn evoeikvuTal yia tn Bepameia Aotpwéewv ano MSSA
o€ 0.00eveig pe LoTopKO avaduAaKTKAG avtidpaong Evavtl Twy B-
AQKTOMLKWY QVTLBLOTIKWV.

" [lola elvat n B€on tnC BOLVKouU kKlvnc otn Gepomaa AOLLWEEWV aTTO
MISSA o€ a.oBevelc mou OevV €XOUV LOTOPLKO aVAPUAAKTLIKAC
avtidpaonc;

°* Jav eunapum Bepamnela: Ta Sedopeva devV TEKUNPLWVOUV OTL N
EUTELPLKN Evapén BOLVKouUKLvr]q LLE QTTOKALAKWON o€ B- )\aKrauLKo
ennpealel apvnTka TIC ekBaoelc oe aobevelc pe Aopwéelc ano MSSA.

® Jav oploTikn Bepareia: n xopAynon Bavkopukivng oe acBevei pe
Baktnplawpia and MSSA oxetiletal Pe XEPOTEPEC EKPATELC.



[latl va pnv Bepamevooupe tTnv MSSA SAB e
Boavkopukivn;

“Compared with the antistaphylococcal 8-lactam oxacillin and its derivatives
for treatment of MSSA infections, vancomycin demonstrates slower bacterial
killing, poorer tissue penetration, and slower clearance of bacteremia and is

associated with higher mortality”.

= O neptocorepeq LeAETeC Selyvouv OTL N xopnynon BOLVKOLLUKLVHQ oav
OPLOTLKN (deflmtlve) Oepanela o aoBeveic pe Baktnplatpia ano MSSA
oXETI(eTOL UE XELPOTEPEC eKPACELC (BvnToTNTA, BakTtnploAoyikn amotuyia
KATT)

° AVOL(SpOLlLKI’] neAETn MSSA SAB (n=5784) B-lactam vs Vancomycin : 35%
LLLKPOTEPN BvnTtoTnTQ

®* QEvntotnta o€ Baktnplatpikn mvevpovia and MSSA: Vancomycin >> Cloxacillin
(41% vs 0%, p<0,01, OR=14)

* BaktnploAoyikn amotuyia (Baktnplatpuia>7 nueEpec N umotporin) MSSA SAB:
Vancomycin >> Nafcillin (19% vs 0%, p=0,058)

Clin Infect Dis 2016;62:173—-80, Clin Infect Dis. 1999;29:1171, Medicine 2003;82:333—-9



HEALTHCAREEPIDEMIOLOGY INVITED ARTICLE

Robert A. Weinstein, Section Editor

The Empirical Combination of Vancomycin and
a B-Lactam for Staphylococcal Bacteremia

Kevin W. McConeghy,' Susan C. Bleasdale,? and Keith A. Rodvold'?

"Department of Pharmacy Practice, College of Pharmacy, and “Department of Medicine, University of llinois at Chicago

“Although there is no clinical trial supporting combination
therapy, a scientific rationale for benefit exists and should be
weighed against the risks (adverse events, antibiotic resistance,
and cost) of additional pharmacotherapy. The empirical
combination of vancomycin and a 8-lactam (either nafcillin,
oxacillin, or cefazolin) for staphylococcal bacteremia may
improve infection-related clinical outcomes”

Clin Infect Dis 2013;57:1760



[evoonuo OKELAOUOTO

Efficacy and Quality of Antibacterial Generic
Products Approved for Human Use: A
Systematic Review

Pierre Tattevin,” Anne-Claude Crémieux,** Christian Rabaud,® and Rémy Gauzit®

"Pontchaillou University Hospital, and 2INSERM U835, Université Rennes 1, IFR140, Rennes; *EA 3647, Versailles Saint-Quentin University, Versailles;
“Raymond Poincaré University Hospital, Garches; ®Brabois University Hospital, Nancy; and ®Hstel- Dieu University Hospital, Assistance Publique-
Hépitaux de Paris, Paris, France

= Of the 10 studies on glycopeptide generic products, 3 suggested that
some approved generic products may be inferior to the innovator.

* Vesga et al found that, despite similar MICs and MBCs, 3 generic
products of vancomycin imported from France, Argentina, and the
United States had lower E, ., than the innovator in the neutropenic
mouse thigh S. aureus infection model.

®* The same team subsequently found, using the same model, that serial
exposure to generic vancomycin enriches resistant subpopulations,

whereas exposure to the innovator reduces resistant subpopulations.

Emax: maximal bactericidal effect at 24 hours Clin Infect Dis 2014;58:458-69
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TelkomAavivn

Teicoplanin (teichomycin A2): mpogpxeTaL OO TOV AKTLVOUUKNTA
Actinoplanes teichomyceticus. AmopovwBnke amo to edadoc otnv Ivola to
1978.

Aev elval epmoptkd StaBéoiun otig HMA — Aev €hafe €ykplon amo tov FDA
TBavwe AOyw XOoLUNANC QMOTEAECUATIKOTNTAC KAl armouaoiag
TMAEOVEKTNUATWY EVOVTL TNG Bavkopukivng

AmoteAel plypa v?\u KOTeEMTLOlwY PE pLa Baotkr) Sour) mou xapaktnpiletal
QTIO EVA YPAUULKO ETTATENTIO0, TOUC XAPAKTNPLOTIKOUC udatavBpakec d-
mannose kal-glycosamine, kal pa akuA-opada mou dpepet dladopa Amapd
o&EqL.

‘EXEL EKTILWMEVO popLako Bapocg 1900 Da. (Bavkopukivn ~1500 Da)

Mnxaviopocg Opaong: cuvoeon Le To TeAKO D-Ala-D-Ala dutemntidio (opolog
LE TN Bavkouukivn)



HO™"

OH

Aopn TelkomAavivng

.-,’,/

OH

R = Fatty acyl side chains

CHSW\M( Teicoplanin A2-1

O
CH3
Teicoplanin A2-2
CHy
O
CHS\/\/\/\/\H/ Teicoplanin A2-3
(0]
CHaj
CHa\)\/\/\/Y Teicoplanin A2-4
(0]
CHQM Teicoplanin A2-5
CHa 0




QoappuakokvnTkn - QappakoduvoLKn

" QopuakoKVNTKA:

* MoAU peydAog xpovog NULlwng (90-160 wpeg) = kabuotepnuévn eniteuén
steady-state

* AmofAAeTal oXeSOV AMOKAELOTIKA Ao Touc vedppouc (kabBapon 11 mi/h/kg)

* Aev SLEPYETOL TOV AULUATEYKEPAALKO Ppayo, oUTE OLeElodUEL 0TO VANOELOEC
owua

* Enineda ota ootd 7 mg/L otic 12 wpeg peta T xopnynon uia déonc 6 mg/kg,
aAAQ povo 3.5 mg/L otov xovdpo

* YynAotepn doooloyia o aoBevelc pe eykavpata r) xpnotec evdopAeiwv
VOPKWTLIKWY

" QopuakoduVaLKA:
* Aeiktng anoteAeopatikotntoc AUC/MIC>610 (MRSA MIC=0,5 mcg/ml)
* Aeiktng anoduync avaduong avroxnc AUC/MIC~1500

Clin Pharmacokinet. 2000;39:167-83, J Antimicrob Chemother. 2017;72:3382-3389



AVTLULKPOBLAKO daoua

Mo pOpOoLo AAAG OXL TAUTOONMO HE TNC Bavkopukivng

H telkomAavivn pmopel va €xetl xyapnAotepec MIC amo tn PavKouuKivn Evavtl
Enterococcus spp., S. pneumoniae, S. gallolyticus (mpwnv S. bovis), viridans kal
AAAWV OTPETTOKOKKWY

H telkomAavivn eival eAadpd AlyoTEPO OPAOTIKN EVAVTL OPLOUEVWY OTEAEXWV Staph.
haemolyticus (MIC 16—64 mg/L o€ ouykplon pe <4 mg/L ya tn Bavkopukivn).
‘Exel ouykplopec MIC pe tTn Bavkopukivn yia ta mapakatw Gram(+) Baktipla

* [. monocytogenes, Corynebacterium spp. (cupmnepAappBavopevou tou C. jeikeium),
Clostridium spp., Peptostreptococcus spp., Actinomyces spp., Propionibacterium spp.

Ot VanA-type VRE kal ta oteAexn VISA elval avBekTIKA KoL oTnV TeiKomMAavivn

VanB, VanE, VanG, & VanN-type VRE: xapaktnpilovtal amno evaicdnoia otnv
TeikomAavivn



Aocoloyia

" NAoLUwEELC paAakwy poplwy, mveupovia - ®opton: 6 mg/kg
ql2h x3 ocelg, Zuvtipnon: 6 mg/kg g24h.
® Ytoyoc ehaylotwy ermumedwyv: >15 meg/ml
" Aoluwéelc ootwy Kal apBpwoewv - ®option: 12 mg/kg gl2h
x3-5 8ooelc, Zuvtripnon: 12 mg/kg g24h
® >toyoc ehaylotwy emumedwv: >20 meg/ml
" Evdokapditda - ®option: 12 mg/kg gl2h x3-5 Sooelg,
>uvinpnon: 12 mg/kg g24h

® >toyoc ehaylotwy emumedwv: >30 meg/ml

Y€ TIOALOTEPEC KALVIKEG LEAETEC N TEIKOTMAQVIVN ELXE LEYAAQ TTOCOOTA KALVLKNG

ammotu)Llog o€ evookapditida Kot AOLMWEELG KEVIPLKWVY KaBeTNpwVv armo Staph

aureus, Kuplwc otav ta emnineda Tov pappdakou nrav <20 meg/ml.




AverlBUNTEC EVEPYELEC

Ocwpeitol aodaAeCc papUaKO

® > 5U0 CUOTNUATLKEC AVOLOKOTINOELC EpdaVICEL }\ch')repo ouxvd
VEPPOTOELKOTNTA KAl 6£puau|<o ecavoOnua xwptq va uoTePEL
OTNV QMOTEAECUATIKOTNTA EVAVTL TNG PAVKOUUKIVNC

Red man syndrome: epdaviletol AlyOTEPO CUXVA LE TNV
TelkomAavivn

AVTLOpAOELC UTtEpELALOBNOLAC: TUPETOC (HEXPL 0TO 8%
via 6ooelc 24 mg/kg

> nuavtikn Bpoppomnevia oe 6ooec<15 mg/kg/d
Avaluia, ovdetepomEVia

Antimicrob Agent Chemother 2009;53:4069-4079, Cochrane Database of Systematic Reviews 2010;6: CDO07022
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SUMMARY OF FINDINGS FOR THE MAIN COMPARISON /Explanation]

Teicoplanin versus vancomycin for proven or suspected infection

Patient or population: patients with proven or suspected infection

Settings: THE COCHRANE
Intervention: Teicoplanin versus vancomycin COLLABORATION®
Outcomes lllustrative comparative risks* (95% Cl) Relative effect No of Participants Quality of the evidence Comments
(95% Cl) (studies) (GRADE)
Assumed risk Corresponding risk
Control Teicoplanin versus van-
comyein
Nephrotoxicity Medium risk population RR 0.66 2596 eleleg)
(0.4810 0.9) (23 studies) moderate!
92 per 1000 61 per 1000
(44 10 83)
Clinical cure or improve- Medium risk population RR 1.03 1703 sl
ment (0.98 to 1.08) (20 studies) moderate’
730 per 1000 752 per 1000
(71510 788)
Microbiological cure Medium risk population RR 0.98 914 B0
(0.93 10 1.03) (16 studies) moderate!
850 per 1000 833 per 1000
(790 to 875)
Renal failure needing See comment See comment Not estimable? 606 See comment
dialysis? (3)
Mortality Medium risk population RR 1.02 1565 SB00
(0.7910 1.3) (16 studies) low3

Cochrane Database of Systematic Reviews 2010, Issue 6. Art. No

.. CD007022
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