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ABSTRACT

Background: N . . e A total of 647 Acinetobacter spp. isolates were collected e Brazilian medical centers contributed the highest number e Only 12 of 647 (1.9%) Acinetobacter spp. strains showed
As part of a alobal surveillance broaram. the antimicrobial activities of present study, the activities of tigecycline and selected comparator agents _ _ _ _ , _ , , , ,
wpartorag program, | were evaluated against Acinetobacter spp. isolated in Latin American from Latin American medical centers. Most of these strains of Acinetobacters (349; 53.9%) followed by Chile (111; elevated tigecycline MIC values, all at 4 pg/ml (intermediate
tigecycline (TGC), a novel brc.)ad-spectrulm glycylcycline, ana Compqrator medical centers. as part of a alobal surveillance proaram. (71 6%) were isolated between 2005 and 2006. 17.2 %), Argentina (1 01; 156%), Mexico (78, 12.1 %) and accord] ng to the breaprintS established for
, aS P g pProg
agents were evaluated against recent isolates collected from patients . . . 0
hospitalized in Latin American (LA) medical centers Venezuela (8; 1.2%). Enterobacteriaceae). Eight of these isolates (66.7%) were
' Table 1. Antimicrobial activity of tigecycline and comparator agents d d in B il dical Table 3 d
Methods: MATERIALS AND METHODS ‘ _ _ etected in Brazilian medical centers (Table 3 an
Consecutive, non-duplicate Acinetobacter spp. (ASP) isolates were ‘to‘e:‘terc_:l agar:‘nsc’:_Acll nei‘otbfctgggg_ g.ogg;lected from Latin e Bloodstream (396 strains; 61.2%) was the most common Figure 1).
collected from Argentina, Brazil, Chile, Mexico and Venezuela between Bacterial strains: Consecutive, non-duplicate Acinetobacter spp. isolates erican medical centers : body site of infection, followed by lower respiratory tract
. Y . . . . Yy y P y
2003 and 2006. All isolates were processed using CLSI broth were collected from patients hospitalized in Latin American medical centers Acinetobacter spp. (178 strains; 27.5%) and skin and soft tissue (38 strains; Figure 1. The circles represent the cities, where the 12 Acinetobacter
microdilution methods and interpretative criteria. Isolates non-susceptible in Argentina, Brazil, Chile, and Mexico in 2003-2006 and in Venezuela in | - 0 MIC ho/mi 0 _%Zy calegory 5.9%) spp. isolates exhibiting reduced susceptibility to
to ampicillin/sulbactam, ceftazidime, cefepime, imipenem, ciprofloxacin, 2003-2004. All isolates were identified at the participating institution by Org:‘;"stm Qrougj”t'm'cmb'a' agent  S0% 0% Susceptible resistant o tigecycline (MIC, 4 ng/ml) were isolated. The strains were
and amikacin were considered multidrug-resistant (MDR) ASP. US- routi.ne .methodologies in use at each laboratory. Upon receipt at the Tigzgsclzrlliié ) 05 2 98.1° 0.0° . 0 . collected from: Sao Paulo (3 isolates), Brasilia (1 isolate),
FDA TGC breakpoints for Enterobacteriaceae (<2 and >8 pg/ml for monitoring laboratory (JMI Laboratories, North Liberty, IA, USA), isolates Amikacin >32 >32 32.1 62.9 e One hundred and nine isolates (16.8%) were classified as Florianépolis (2 isolates), and Porto Alegre (2 isolates), in
susceptible [S] and resistant [R], respectively) were used for comparison were subcultured to ensure viability and purity. Confirmation of species ég‘ff;‘;'i'('j'%iu'badam e gh hod o MDR, mostly recovered from bloodstream infections (71; Brazil: Caracas (1 isolate) in Venezuela; and Buenos Aires
purposes only (Jones et al., JCM 2007; 45:227). identification was performed with the Vitek system (bioMérieux Vitek, St Cefepime >16 >16 32.9 51.5 65.1%). (2 isolates) and Rosario (1 isolate) in Argentina.
Results: Louis, MO) or conventional methods, as required. ff#ﬁ’é‘éﬂ‘éﬁ?c'” >14 ig gg.g ?g.g
ASP. Most MDR-ASP strains (65.1%) were collected from bloodstream Susceptibility testing: Acinetobacter spp. isolates were tested against Multidrug-resistant strains (109)° b i number of strains (3 49) most of the MDR isolat (62' 56 gcy)
infections. Argentina contributed with only 101 ASP isolates, but 61.3% tigegycline and comparator agents by broth microdilution methods using (Jecyeine o b o o {UMBbEr OT Stral » MOSELOTINE 1SO1AIES (02, 90.970
of them had the MDR phenotype. In contrast, only 9.4% of Brazilian fresh Mueller-Hinton broth, as described by the Clinical and Laboratory Ampicillin/Sulbactam ~16 ~16 0.0 81.7 were collected irom medical centers located in Argentina.
isolates were MDR-ASP. The activity of TGC was identical in ASP and Standards Institute (CLSI M7-A7, 2006). Susceptibility results were interpreted Ceftazidime >16 >16 0.0 91.7
MDR isolates (MICsgq0, 0.5/2 pg/ml). Against MDR-ASP, 97.2% and according to CLSI document M100-S17 (2007) for all comparison agents. 8?;?5:?facin >>146 >>146 8:8 1801(;_70 e Tigecycline (MICsyo00, 0.5/2 pg/ml; 98.2% susceptible) showed
100.0% were S to TGC and polymyxin B, respectively. Only .12.(1 _9%) USA-FDA tigecycline bregkpoints for Enfcerobacteriaceae (<2 and >8 ug/ml IF:giannyexri?] 223 zf 18600 90465 potency and spectrum similar to that of polymyxin
ASP sho\{ved elevated TGC MIC value (4 pg/ml). The ASP antimicrobial for susceptible and resistant, respectively) were used for comparlson ~ Criteria as published by the OLS [2007]_- = B (MICsu00, <1/<1 pg/ml; 99.6% susceptible; Table 1).
S proflle Is shown below: PUrposes Only (Jones et al" 2007)' Isolates non_susceptlble to b. Tigecycline USA-FDA breakpoints approved for Enterobacteriaceae (<2 and >8 pg/ml for susceptible
ampicillin/sulbactam (|\/||C, >16 ug/ml), ceftazidime (|\/||C, >16 pg/ml), and resistant, respectively) were used for comparison purposes only (Jones et al., 2007). _ . _ _ _
ASP (n=647) - _ solat tible t icillin/sulbact ftazidi fepime, imi iorofloxacin, and o A t MDR st t | 97 .29% tibl d
G uo/ml % v oateaor cefepime (MIC, >16 ug/ml), imipenem (MIC, >8 pg/ml), ciprofloxacin (MIC, C. asn?.i ae;nnf/)vne_rseuggﬁgicljereedo rﬁﬂﬁé"r’ugi‘; is?;:nim, ceftazidime, cefepime, imipenem, ciprofloxacin, an gains | strains, tigecyc m.e (97.2% susceptible) ap
Antimicrobial agents — = — - Yoo yR >2 ug/ml), and amikacin (MIC, >32 ug/ml), were considered MDR. Concurrent polymyxin B (100.0% susceptible) were the most active
Tigeoyoline pye ; o - - quality control was performed using the following organisms: Escherichia compounds tested (Tables 1 and 2).
Amikacin >32 >32 32.1 62.9 coli ATCC 25922, Pseudomonas aeruginosa ATCC 27853 and
Ampicillin/Sulbactam 10 >16 43.0 42.2 Staphylococcus aureus ATCC 292183. Table 2. Tigecycline MIC distributions of Acinetobacter spp. strains with various resistance phenotypes collected in Latin American medical CONCLUSIONS
Ceftazidime >16 >16 23.8 69.4
Cefepime >16 >16 32.9 51.5 centers (2003-2006).
Ciprofloxacin >4 >4 26.9 73.0 SELECTED REFERENCES Cumulative % inhibited at MIC (ug/mi): MIC (ug/mi) e Tigecycline showed excellent in vitro activity against
o & . s o P Resistance phenotype (no. tested/% of total) <0.06 012 0.25 0.5 : > 4 50% 90% Acinetobacter spp. isolated in Latin American medical
1. Clinical and Laboratory Standards Institute (2006). M7-A7, Methods for dilution antimicrobial susceptibility All strains (647/100%) 2.8 14.5 32.3 61.5 83.3 98.1 100.0 0.5 2 ' ' '
Conclusions: tests for bacteria that grow aerobically; approved standard - seventh edition. Wayne, PA: CLSI. Ampir;:Iri]n/suIbactam—resistant (273/42.2%) - 2.6 17.9 58.2 81.3 97.8 100.0 0.5 2 CenterS, InCIUdlng MDR strains.
] o , , _ _ 2. Clinical and Laboratory Standards Institute (2007). M100-S17, Performance standards for antimicrobial Imipenem-resistant (129/19.9%) - 4.7 27.1 61.2 81.4 97.7 100.0 0.5 2
TGC showed excellent activity against ASP, including MDR isolates. susceptibility testing, 17th informational supplement. Wayne, PA: CLSI. MDR (109/16.8%)? - 0.9 22.9 56.9 78.0 97.2 100.0 0.5 2 e The majority (56.9%) of MDR strain e isolated |
Given the concern of potential toxicity of polymyxins, TGC emerges 3. SE\FC;? D, Fzrr?fr;dez ;7(2055).43(5/”;;8%“” spp. susceptibility to tigecycline: A worldwide perspective. a. Isolates non-susceptible to ampicillin/sulbactam, ceftazidime, cefepime, imipenem, ciprofloxacin, and amikacin were considered multidrug-resistant. € aJority -J70) O strains were Isolated In
nimicro emaotner : - .

as an active alternative agent for ASP infections, especially in geographic
regions (LA) where MDR-ASP strains are frequently isolated.

INTRODUCTION

approved by the United States (USA) Food and Drug Administration (FDA)
for clinical use. This novel compound has a wide spectrum of activity that
includes Gram-positive, Gram-negative, and anaerobic pathogens. In the

4. Gales AC, Jones RN, Andrade SS, Pereira AS, Sader HS (2005). In vitro activity of tigecycline, a new
glycylcycline, tested against 1,326 clinical bacterial strains isolated from Latin America. Braz J Infect
Dis 9: 348-3560.

5. Hoban DJ, Bouchillon SK, Dowzicky MJ (2007). Antimicrobial susceptibility of extended-spectrum B-
lactamase producers and multidrug-resistant Acinetobacter baumannii throughout the United States

RESULTS

Table 3. Characteristics of 12 Acinetobacter spp. isolates showing reduced susceptibility (MIC, 4 pg/ml) to tigecycline collected in Latin

American medical centers (2003-2006).

Argentina, which contributed only 15.6% of strains. The
elevated number of MDR Acinetobacter spp. strains in
Argentina may reflect clonal dissemination within participant
medical centers.

and comparative in vitro activity of tigecycline, a new glycylcycline antimicrobial. Diagn Microbiol Infect i i i i i i _resi
Species Year of isolation Body site of infection Country Co-resistance phenotype
: : : - Dis S57: 423-428, A. baumannii 2004 Skin/soft tissue Brazil Amikacin, cefepime, ceftazidime, ciprofloxacin
The worldwide emergence of muftidrug-resistant (MDF) Acinetobacter spp N R AR b S A A s *  Only 12 (1.9%) isolates were non-susceptible to tigecycline,
clinical isolates is of great concern, since it drastically limits therapeutic 57.530 9ecy PUBIILY PP- ' A. baumannii 2004 Respiratory tract Argentina Amikacin, ampicillin/sulbactam, cefepime, ceftazidime, ciprofloxacin d h : | doubli diluti 4 /ml
- PR : . ' . . . . o A. baumannii 2004 Bloodstream Brazil Amikacin, cefepime, ceftazidime, ciprofloxacin dana eac Straln was on y one aou |ng | UtIOn ( HQ m)
alternatives. Although Carbapenems are potent antimicrobial agents and 7. Livermore DM (2005). Tigecycline: What is it, and where should it be used? J Antimicrob Chemother y . . .- . - : : :
_ _ . 56: 611-614 A. baumannii 2005 Bloodstream Brazil Cefepime, ceftazidime, ciprofloxacin above -the SUSCeptlble breakpomt establlshed by -the USA_
are usually employed for treatment of serious infections caused by such Ry . . . . . A. baumannii 2005 Bloodstream Argentina Amikacin, ampicillin/sulbactam, cefepime, ceftazidime, ciprofloxacin, imipenem, _
MDR strains carbapenemases belonging to B-lactamase classes B and D 8. Sadgr HS, Fr!tsche TR, Jopes RN (2006).. Activity of tigecycline (TIG) te§ted against recent Acmgto_bactgr meropenem FDA for Enterobacterlaceae.
3 . . | spp. isolates in North America (NA) Hospitals, Abgtr. E-745. 46th !nterscnerpe Confer.ence-on Antimicrobial A baumannii 5006 Bloodstream Brazil Amikacin, cefepime, ceftazidime, ciprofloxacin
have been detected in Acinetobacter spp. Moreover, carbapenem resistance Agents and Chemotherapy (ICAAC), San Francisco, CA. American Society for Microbiology, 187. A baumannii 5006 Bloodstream Brazil None
the pathogen's ability to acquire multiple resistance mechanisms A. baumannii 2006 Bloodstream Brazil Amikacin, ampicillin/sulbactam, cefepime, ceftazidime, ciprofloxacin, imipenem, '|: f t '|: '|: f _ f '|: d b A . t b t
' meropenem agent 10r treatment o1 Intfections cause cinetooacter
AC K N O W L E D G E M E N T A. baumannii 2006 Respiratory tract Argentina Amikacin, ampicillin/sulbactam, cefepime, ceftazidime, ciprofloxacin, imipenem, g : ” : h . h y th th
. . : meropenem SPP., esSpecially In geograpnic regions wnere tnis patnogen
Increasmg resistance trends have been observed among Acinetobacter A. baumannii 2006 Respiratory tract Brazil Amikacin, cefepime, ceftazidime, ciprofloxacin 1aY ' ' ' 1Mi '
This study was supported by an educational/research grant from Wyeth | ’ ’ ’ exhibits high rates of resistance to multiple antimicrobials.

spp. worldwide, prompting for the evaluation of novel compounds as
possible therapeutic agents. Tigecycline is the first glycylcycline to be

Pharmaceuticals.
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