Vancomycin Resistant Enterococci (VRE) in Central and South America:
Antimicrobial Susceptibility
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Revised Abstract Materials & Methods

Objectives: Tigecycline (TIG), a member of a < All isolates were collected between
new class of antimicrobials (glycylcyclines), 2004-2008 and were derived from blood,

has been shown to have expanded broad respiratory tract, urine (no more than
spectrum activity against most commonly 25% of all isolates), skin, wound, body
encountered  species  responsible  for fluids, and other defined sources. Only
community and hospital acquired infections. one isolate per patient was accepted
The T.E.S.T. program determined the in vitro into the study. Isolates were identified to
activity of tigecycline compared to amoxicillin- the species level and tested at each site

Results are shown in the following tables.

Table 1. Rates of Vancomycin resistance among
Fnterococcus faecalis and Enterococcus faecium isolates
from Central and South America.
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clavulanic acid, piperacillin-tazobactam, by the particioating laborato
levofloxacin, ceftriaxone, linezolid (LZD), . Oy _p P ?I ; I‘y.t )
minocycline  (MIN),  vancomycin  (VAN), ¢ rganism colflection, ransport,

confirmation of organism identification, % Vancomycin Resistant

ampicillin (AM), penicillin (PEN), and imipenem

against VRE collected from hospitals in Central and development and management of a Enterococcus faecalis | 2.4% (17/715)

and South America throughout 2004-2008. centralized database, were coordinated Enterococcus faecium | 42.3% (77/182)

Methods: 94 VRE (17 Enterococcus faecalis, by Laboratories International for

77 E. faecium) clinical isolates were identified Microbiology Studies (LIMS), a division : . . : : :

to the species level at each participating site of International Health Management Table 2. In vitro activity of tigecycline and comparative
&?gimﬁﬂwflrmﬁ?bitfryy tgzncceir;:;e;ilonlsabcmggj ,Ibl\_sslj)giAates, Inc. located in Schaumburg, antimicrobials against 94 vancomycin-resistant Enterococcus
were determined by the local laboratory using o Ali orgénisms were deemed clinically SPP from Central and South America.

supplied broth microdilution panels and

significant by local participant criteria.
interpreted according to CLSI guidelines with gniti y particip ler

Isolate inclusion was independent of

MIC (ng/ml)

tigecycline susceptible defined as < 2 pg/ml. dical hist tmicrobial Organism LU O o1 SE /o R SHIPV R M LS
Results: %S of all VRE to TIG, LZD, and MIN medical nis ory,- anllmlcr-o- lal use, age, Zat;comycm-Resmtant "l;lgneclycﬁﬁllf 21(())(; g 7;)8 (i;)66 (;22
were 100, 100, and 68.1, respectively. or gender. All sites identified each study Sremeocsp MmN 0 e o
Vancomycin-resistant E. faecalis strains were . |39I§te ut|I|Z|n-g I(?c;_al laboratory C”te”?- (1=94) Linesolid 100 0 0 5 5
100% sensitive to TIG , LZD, and AM. For < Minimum inhibitory concentrations Minocycline  68.1  10.6 213 0.5 >8
vancomycin-resistant E. faecium, the three (MICs) were determined by the CLSI Penicillin ~ 18.1 0 819  >8 ~8
most active drugs were TIG (100%), LZD recommended broth microdilution testing . Veiegmyen 0 v W o
(100%), and MIN (68.8%). Conclusions: method [8]. Tigecycline was supplied by éfl’?;"hs’VRE peeayere 000 02 08
Tigecycline exhibited activity against all VRE, Wyeth Pharmaceuticals (Collegeville, Levort)]oxacin 0 0 100 1 17
inhibiting 100% of strains at MIC values of PA, USA). All other agents were Linezolid 100 0 0 1 2
<0.25 pg/ml (MICy, = 0.25), surpassing LZD supplied by the panel manufacturer, Minocycline  64.7  11.8 235 4 >8
MICy, = 2) as the most active drug in this - - Penicillin ~ 88.2 0 1.8 4 >8
(stud)}g.o The ‘broac spectrum of TIG, which g/“crosca”t ((:iadﬁs A BeThh””% | Inc., Vancomyein 0 0100 32 >3
includes many other multi-resistant Gram- ar?t(i;rﬁr:rce)rl;igl, ; énts Wgre ir?clu%eoc\lmgg éﬁ%mm’vm ],ngne;ﬁi?j 1202 g 9;) , (:)66 2‘122
positive and Gram-negative bacteria in addition 9 T Levofloxacin 0 o 160 = -3
: : " the panels with their dilution ranges cVOTORacil

to VRE, may make it a possible addition to _ _ e Linezolid 100 0 0 2 2
hospital formularies. (expressed in ug/ml): ampicillin- (0.06- Minocycline 688 104 208 <025 >3
16); linezolid (0.5-8); levofloxacin (0.06- Penicillin 2.6 0 974  >8 >3

- 32); minocycline (0.25-8); tigecycline Vancomyein 0 0 100 >32  >32

IntrOd UCtlon (0008-1 6), peniCiIIin (006-8), and a Interpretive criteria as defined by CLSI, M100-S18 (2008), where applicable; Tigecycline

FDA breakpoints for enterococci are approved for vancomycin susceptible E. faecalis, only;
susceptibilities for all other enterococci are entered for comparison purposes only [10].

vancomycin (0.12-32). MIC interpretive
criteria followed published guidelines
established by the Clinical and

Tigecycline is a member of a new class of
antimicrobial agents, the glycylcyclines. This
synthetic analogue of the tetracyclines

Laboratory Standards Institute [9] and : o : : :
exhibits antibacterial activity that is both . receynt s Roos and[ ]Drug Table 3. .In v.|tro activity of tigecycline and comparators agalpst
bacteriostatic and, in certain instances, Administration  package  insert  for vancomycin resistant Enterococcus spp. from Central and South America

bactericidal with killing activity as much as

_ tigecycline [10], where applicable.
fourfold .better than vancomycin and % Quality controls (QC) were performed by
daptomycin [1, 2]. The development of

. S _ , each testing site on each day of testing
tigecycline is important in that it and other

_ _ _ _ using ATCC control strains S. aureus
glycylcyclines are active against bacterial ATCC 29213 and Enterococcus faecalis
strains carrying either or both of the two

_ _ _ ATCC 29212. Results were included in
major forms of tetracycline resistance: efflux the analysis only when corresponding

(n=94) showing frequency distribution (n) and cumulative percent
inhibited (%).

<
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Conclusions

*» Tigecycline exhibited in vitro activity against VRE in Central and South
America, inhibiting 100% of strains at MICs <0.25 pg/mL.

“* Tigecycline's MICy, of 0.25 pg/mL vs. VRE was 8 fold lower than that of
linezolid, and >64 fold lower than that of any other comparator in this

study.

¢ Tigecycline's potent activity against vancomycin-resistant E. faecalis and
E. faecium should make it a useful addition to the list of antimicrobial
agents against these resistant strains with limited therapeutic options.




