Nye brydpunkter for
vancomycin



Glycopeptides - EUCAST clinical MIC breakpoints

2006-06-20 (v 1.3)

Glycopeptides Species-related breakpoints (S</R>)

) LA Enterobac- | Pseudomonas |Acinetobacter | Staphylo- | Entero- |Strepto- | S.pneu- | Other |H.influenzae |N.gonorr- |N.mening-

ety i E"t'b“_’f"j""' teriaceae 52 |coccus | coccus |moniae |strepto- |M.catarrhalis | hoeae itidis

name to see wild type coccu z

MIC distributions. AB,C,G cocci

Vancomycin RD I s - 4/82 A48 | 4143 | 44° | 443 - - -

Teicoplanin RD - o - 4/82 48 | 4143 | 443 | 443 - - -
Glycopeptides - EUCAST clinical MIC breakpoints 2009-02-16 (v 2.0)
Glycopeptidesl Species-related breakpoints (S</R>) Non-
Chck on anibichc Enterobac- |Pseudo- |Acineto- |Staphylo- |Entero- |Strepto- | Other |S.pneu- |H.influenzae |N.gonorr- N.mening-| Gram- |Gram- species
name i see wild teriaceae | monas | bacter | coccus |coccus (coccus |strepto- |moniae |M.cafarrhalis| hoeae itidis positive (negative relalec.l
type MIC 14,B,C,G | cocci anaerobes [anaerobes [Preakpoints
iistribudons. S</R>
\Vancomycin |RD 204 44 | 4712 | 9418 | 40 £ 204 204

. . 24
Teicoplanin |RD o 24 | 4D | D | 12 - 2/4

A Mon-species related breakpoints have been determined mainly on the basis of Pk/Pd data and are independent of MIC distributions of
specific species. They are for use only for species not mentioned in the table or footnotes.

B. For coagulase-negative staphylococci only. the S/l breakpoint was increased to reduce division of the wild type MIC distributions for 5.
epidermidis, 5. haemolyticus and a few other Staphylococeous spp.

. The 3/ breakpoint was increased to avoid dividing the wild type MIC distribution.

D. Strains with MIC values above the S/l breakpoint are very rare or not yet reported. The identification and antimicrobial susceptibility tests
on any such isolate must be repeated and if the result is confirmed the isolate sent to a reference laboratory. Until there is evidence
regarding clinical response for confirmed isolates with MIC above the current resistant breakpoint (in italics) they should be reported

resistant.



Resistens mekanismer |
stafylokokker

« Hojgradig Resistens (MIC>16 mg/L)
— VRSA / ((VRSE))

« vanA pos — D-Ala-D-Lac i stedet for D-Ala-D-Ala
— 9 (+47) stammer i alt alle med MIC 232mg/L

« Laggradig resistens (MIC <16 mg/L)

— hVISA, VISA
« /Andringer i cellevaegs syntesen der gar at peptidoglycanlaget bliver
tykkere + gget maengde monomere byggesten

— vancomycin fanges (trapping) ved binding til disse monomerer far de
nar frem til virkningspunktet (pa ydersiden af cellemembranen)

 hVISA = heteroresistente VISA

— Kun en del af kolonierne udviser resistens — dvs disse isolater kan
have "fglsom MIC” ved standard bestemmelse

 Naesten udelukkende fundet i MRSA isolater, men kan teoretisk
forekomme hos MSSA.



Distribution of hVISA Strains by JM/)
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a. Tenover et al. Clin Infect Dis 2007; 44: 1208-1215; and Wooten et al. Antimicrob
Agents Chemother 2005; 49: 3982-3983



Detektion

« VRSA
— MIC (standard inokulat, MH)

— DD

 Obs ikke alle VRSA blev detekteret ved automatiseret
resistensbestemmelse

* VISA
— MIC (standard inokulat, MH) — MIC 4-8 mg/L
» hVISA (MIC < 2 mg/L)

— Makro Etest, GRD Etest, Screenplader BHI med 5
mg/L teicoplanin
« Konfirmeres med PAP-AUC metode



Er vanco S altid S?



Relationship of Vancomycin |\/||C(j7\/[[
to Clinical Fallure Rates?
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a. Moise-Broder et al. Clin Infect Dis 2004; 38: 1700-1705.
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& LI vancomycin = HD vancomycin

Low dose (LD) from product package insert and US-FDA susceptible
breakpoint (<4 pg/ml).

AUC,,/MIC of >400 predictive of favorable outcomes®

Jeffres et al. Chest 2006; 130: 947-955.
Moise-Broder et al. Clin Pharmacokinetics 2004; 43: 925-942



Vancomycin Etest MIC, pg/ml
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RAF-M anbefalinger

 MIC bar bestemmes ved vankomycin
behandling af stafylokock-infektioner

« MIC>2 mg/L — kontakt til behandlende laege

— Manglende respons
* Hgjdos vancomycin?
« Byt antibiotika

 MIC =2 mg/L og manglende respons
— Screening for hVISA/hVISE hvis pos da

* Hgjdos vancomycin?
« Byt antibiotika
« Konfirmering af hVISA (reference laboratorium)



RAF-M anbefalinger

« VISA

— Etest or mikrobroth dilution using Mueller Hinton

* hVISA screening
— Etest makro metode (BHI, McF 2.0, 48h)

« Teicoplanin >= 12 mg/L - Screen positiv

« Teicoplanin pa 8 mg/L; suppler med vancomycin safremt
vancomycin ogsa >=8 mg/L - Screen positiv
» Teicoplanin < 8 mg/L - screen negativ

— BHIST (BHI, 5 mg/L teicoplanin, McF 0.5, 48h)

« Veekst af >2 kolonier - Screen positiv
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