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ABSTRACT
Background:
isa drug with activity sgainst select Gram-

positive bacterial species. In this study, the performance of ETEST® Telavancin
(TLA), an in vifro technique for determining the antimicrobial susceptibility of

faecaliz and sureus to this agent, wes evalusted
sgainst the Clinical and Laborstory Stendards Institute (CLSI) broth microdilution
reference method (BMD).

Method

A total of 885 isolates (289 E. faecaliz and 378 5. sureus) were tested by ETEST
TLA and BMD methods. Isolstes were subcultured on fryptic soy agar plates
zupplemented with 5% sheep blood After overnight incubation 05 MoFariand
suspensions were preparad to inoculste ETEST TLA and BMD. Results were read
sfter 18 — 20 hours incubation. Results were analyzed for essential agreement
(EA), categery agresment (CA), major =nd very major error rates and compared to
the FDA performance criteria. EA and CA (2 50%). major aror rste (S 3 0% ) and
very major error rate (£ 1.5%) using the FDA breskpaints for Telavancin {S. sureus
suscepiible S < 0.125 pg/ml and £ feecalis S < 0.25 pgimL).

Results:

ETEST TLA results including the rate of Telavancin non-susceptible results and the
performance against £ faecaliz and S sureus are summarized in Tables 1 and 2
respectively. Overall, ETEST TLA met the FDA performance acceptance criteria for
EA 2nd CA (>80%). major error rate (€3%) and very major eror rate (<1.5%)

Conclusion:

ETEST TLA performance for £ fsecaliz and 5. sureus met the FDA performance
criteria. When compared to the reference method. ETEST TLA proved to be &
suitsble test for susceptibility testing of E. faecaliz and £. aureus.

INTRODUCTION

ERIAL AND METHOD.

A total of 885 fresh and stock S aureus isclates were evaluated at three clinical
trial sites. The test set included 38 vancomvycin-resistant £. faecalis to provide on
scale results sbove the susceptible breakpoint. Each isolste was subcuttured on
TSA blood agar. A 0.5 McFarland suspension of each isolate was prepared in
saline using visusl toa 0.5 standard. This s ion was
used to inoculate an agar plate for ETEST TLA and for broth micredilution.
ETEST methodology — Mueller Hinton agar was used for ETEST. The plates were
inoculated with the 0.5 McFarand suspension by streaking the entire surface of the
plates. Following inoculstion the agar plates were sliowed to dry then the ETEST
strips were spplied to the sger surface. ETEST TLA plates were incubated st
35+2°C for 16 — 20 hours. Telavancin is a bactericidal agent. Endpoints were the
point at which complete inhibition of bacterial growth met the ETEST strip.
BMD methodology - Broth microdilution panels were inoculsted with 8 1:200
dilution of the 0.5 McFarland suspension. Panels were incubated at 35+2°C for 16
- 20 hours.
Data snalysis - Resulis were snalyzed for essential agreement [EA). category
agreement {CA), major and very major eror rates using the FOA interpretative
braskpaints for telavancin (S sureus suscaptble S <0125 pgiml and E. faecaliz
S < 0.25 pgiml). Mejor emors were defined instances where the ETEST result
interpretation was resistant and the reference result was susceptible. Very major
errors defined instances where the ETEST result interpretation was susceptible and
the reference result was resistant Performance was compared fo the FDA
performance criteris, EA and GA (2 90%). major error rate (S 3.0% ) and very major
error rate (£ 1.5%) using the FDA breskpcints for Telsvancin.
Rezulis including the rate of Telavancin non-susceptible resulis and the
performance against £. faecalis snd S sursus are summarized in Tables 1 and 2
ETEST TLA compared to broth microdilution is
presented in fraquency table from in Tables 3. 4 and 5

RESULTS

Table 1 Telavencin Non-Susceptible Result Rate

ETEST is quantitative technigue for the determination the antimicrobial Species T Percentage Mon-Susceptible
susceptibility of both non-fastidious Gram-negative snd Gram-positive serobic Results
bacteria such as i ;s 3 , and Staphylococcus aureus 1.3% (54/378)

species and fasfidious bcleria such 2= - - 9 : ‘ancamycin susceptible £ fascalis 0.0% (01251)
Streptococcus and Haemophilus species. The system  comprises a
anfibiotic gradient which is used to determine the Minimum Inhibitory ‘ancomycin resistant E. faecalis 100% (38/38)
Cancentration (MIC). * Al five i ible results were in intermediste 5 sursus
Tal in [TLA} i = lipoglycopeptide anti ial agent with & dusl Table 2 ETEST TLA Performance for £ faecalis and 5. suraus
of action. Telavancin clinical utilty incudes treatment of Staphylococcus sureus Species EA CA Msjor Error Very Major
and vancomycin susceptible Enterceoccus fagcalis infections. Rate | Famor Rate
ETEST TLA is an in vitro quantitative technique for determining the susceptibility of = sureus {;%;;a} {3%:5"%’?6) 22% (8371) | 0.0% (06
5. surauz and E. faecaliz isolstes to telsvancin, The device consists of 2 plastic [ — e T -
strip that has an exponentisl gradient of Telavancin drug concentrstions on cne suscepfible) (2300251} | (248/251) 2.8% (8r251) 0.0% {0,
side and & MIC reading scale on the other. Application of the strip to an inoculated £ fascalis (vancomyein T T -
apar surface produces sn elliptical zone of inhibited bacterisl growth on the agar suscepiible & resistant) (z0arzem) | (ammEn) 2.4% (6251) | 0.0% (0733)
surface following incubation. The point st which the edge of the elliptical zone of £ foscmts (rancomycin 1005 100 - 1 1
inhibition mests the strip is interpreted as the MIC endpoint  In this study the resistan] (3838} (3w38) 0.0% (0/0) 0.0% (0738)

performance of ETEST TLA was compared to the CLSI broth micredilution (EMO)
reference mathod.

Tabie 2 Frequency Table ETEST TLA Compared to Broth Microdilution - 5. sureus
Referance Resiits
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Tabie 4 Frequency Table ETEST TLA Compared to Broth Microdilution - E. fascaliz
(Vancomyein Susceptible)
Reterence Resuts
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Table 5 Frequency Table ETEST TLA Compared to Broth Microdilution - E. faecaliz

{Vancomycin Susceptible and Resistant)
Feference Resuts
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CONCLU Sl

ETEST TLA met the FDA performance aceepiance criteria for EA and CA (»80%).

major error rate (<3%) and very msjor arror rate (€1.5%). ETEST TLA was found to

be an accurste and relisble method for susceptibility testing of 5. sureus and £

faecalis species providing Telsvancin MIG resulls that sre comparsble to broth

microdilution. As & manusl method ETEST is easy to perform and dossn't require
any specific instrumentstion; therefore adding flesibility to the clinical laboratory




