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REVISED ABSTRACT were manufactured by Oxoid Inc. Ogdensburg, New York. Mueller-Hinton agar used in testing was
manufactured by Remel Inc. Lenexa, Kansas.

B Anorganismisinterpreted as producin an ESBL if thereisan increase of > 5mm in the inhibition zone of the
combination disc when compared to that of the cephal osporin alone: cefotaxime/clavulanic acid — cefotaxime>

Background: Tigecycline, amember of anew class of antimicrobials (glycylcyclines), has been shown to have

potent expanded broad spectrum activity against most commonly encountered species responsiblefor community 5 mm or ceftazidime/cdlavulanic acid— ceftazidime > 5 mm.

and hospital acquired infections. The T.E.S.T. program determined thein vitro activity of tigecycline compared to B |solateswereidentified to the genus and species level by the local laboratory. Each site tested the isolates using
amikacin, ampicillin, imipenem, cefepime, ceftazidime, ceftriaxone, levofloxacin, minocycline, and piperacillin- broth microdilution panels.

tazobad?m Iagal nst Graml-lneggijl \f/e Str?l] ns| p;dd_ltl En tot: I'EeZOI I d, p;n icillin, agivf’;\ncr? myCIhn forztggflam-ﬁoitl.\f B Quality control of broth microdilution panelsfollowed manufacture’ sand NCCL S guidelines using thefollowing
Species. | solates W(?re C_o ect rom_ OSp_' t_ sinNort merlca uropean ] S_'at i r°“9 out " ethods: ATCC strains: EnterococcusfaecalisSATTC 29212; Escherichia coli ATCC 25922; HaemophilusinfluenzaeATCC
total of 14,706 clinical isolateswereidentified to the specieslevel at each participating site and confirmed by the 49247: Haemophilusinfluenzae ATCC 49766; Staphylococcus aureusATCC 29213; Streptococcus pneumoniae
central laboratory. Minimum Inhibitory Concentration (MICs) were determined by the local laboratory using ATCC 49619; and Pseudomonas aeruginosa ATCC 27853.

supplied broth microdilution panelsfrom Dade Behring MicroScan and interpreted according to CL S| guidelines.

Results: Tigecycline's activity was similar to imipenem against most Enter obacteriaceae. Tigecyclineinhibited and management of a centralized database were conducted and coordinated by L aboratories International for

ESBL producerswithaMIC equal to or less than 2 mcg/ml. Although similar to other classes of broad spectrum Microbiology Studies (LIMS), asubsidiary of International Health Management Associates, Inc. (IHMA,
antimicrobial agents against non-fermenters, tigecycline was especially active against Acinetobacter spp. Schaumburg, IL).

demonstrating the lowest MIC,, of 1 mcg/ml. Tigecycline successfully inhibited S aureuswithaMIC, of 0.25
mcg/ml regardless of methicillin susceptibility phenotype. Similar results were noticed against Enterococci with a
tigecycline MIC, of 0.12 meg/ml agaisnt all strains of Enteroccocci without regard to vancomycin susceptibility.
Conclusion: Tigecycline's in vitro activity was comparable to or greater than most commonly prescribed

B The collection and transportation of organisms and the confirmation of identification, as well as, construction
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has demonstrated significant activity against aerobic and anaerobic Gram-positive and Gram-negative microorganisms [2-4]. Spain; Research Institute for Tropical Medicine, Philippines; Kings College, UK; Peking Union Medical College Hospital, China; Fletcher
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observed at lessthan 10-9[3, 5, 7]. With the exception of P. aeruginosa, tetracycline-resistant bacteriawith either tetracycline Health, Poland; Institute for Med Microbiology, Germany and Universitatsklinikum Aachen, Germany.

efflux pumps or ribosomal protective features are sensitive to tigecycline [2-4, 7-11]. Tigecycline has shown to be highly
effective against multi-resistant Acinetobacter spp., particularly A. baumannii, which are commonly associated with serious R E F E R E N C E S
nosocomial infections. Similar activity has been observed against Enter obacteriaceae, even extended-spectrum b-lactamase
and AmpC producing strains[10]. Tigecycline has demonstrated M1 Cgq val ues of <0.5 mcg/ml against methicillin-resistant
Saphylococcus aureus (MRSA) and other Gram-positive organisms [2, 4-6]. Tigecycline has shown potent activity in
animal models infected with selected strains of multi-drug resistant Enter ococcus faecium and Enterococcus faecalis[4, 5]
with diverse genotypesvan-A, -B and -C [6].
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This study was designed to better define the in vitro activity of tigecyclinein alarge diverse population of clinical isolates
collected from hospitalsworldwide.

MATERIALS & METHODS

B Clinical isolateswere collected and tested between January 2004 — December 2004 from 80 study centersin 19
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B MIC interpretive criteria followed published guidelines established by the NCCLS where applicable [12].
Tigecycline tentative breakpoints (in units of mcg/mL) are defined as susceptible < 2; intermediate = 4; and

resistant > 8. e
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th Ant b Agents Chemother, 2002. 46(8): p. 2595-601
B ESBL activity was confirmed by testing the following antibiotic disks: cefotaxime (30 ng), cefotaxime/ 12 National Committee for Clinical Laboratory Standards (NCCLS). Performance Standards for Antimicrobial
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B Tigecycline inhibited 97% of all Enterobacteriaceae tested in vitro at an MIC of 2 mcg/mL.
B Tigecycline' sMIC,, of 1 mcg/mL was equivalent to imipenem and 8 to 64 fold lower than the beta-lactams, beta-|actam/beta-lactamase inhibitor combinations and |levofloxacin against all Enterobacteriaceae tested.
B Tigecycline demonstrated potent in vitro activity against both ESBL and non-ESBL producing E. coli and K. pneumoniae and K. oxytoca.
B Tigecycline inhibited >98% of Acinetobacter spp. tested in vitro at an MIC of 2 mcg/mL.
B Tigecycline'sMIC,, of 1 mg/mL against Acinetobacter spp. was the lowest among all broad spectrum antimicrobials tested.
B Tigecycline' slimited activity against P. aeruginosais similar to other tetracyclines and their analog derivatives.
B Tigecyclineinhibited the growth of 99.9% of Staphylococcus aureusat aMIC of 1 meg/ml regardless of methicillin susceptibility and demonstrated in vitro activity against MRSA greater than levofloxacin, imipenem and the
b-lactam antimicrobialsand activity comparableto linezolid and vancomycin.
B Tigecycline had the lowest MIC,, 0.12 mcg/mL, of all comparative agents against both Enterococcus faecium and Enterococcus faecalis.
B Tigecycline MIC, s were several folds lower than linezolid, minocycline and levofloxacin against vancomycin-resistant Enterococcus faecium and E. faecalis.
B Tigecyclineinhibited 100% of Enterococcus faecium and Enterococcus faecalis at M1Cs below the suggested breakpoint of 2 mcg/mL without regard to vancomycin susceptibility phenotype.
B Tigecyclineinhibited the growth all S. pneumoniae and H. influenzae at MICs < 2 mcg/mL and was unaffected, respectively, by penicillin susceptibility phenotype or the production of beta-lactamase.
B Theinvitro activity of tigecyclinein this study suggeststhat tigecyclineisapromising compound in the treatment of serious nosocomial infections caused by the most commonly encountered clinical pathogens.




