REVISED ABSTRACT RESULTS
Background: Glucose non-fermenting gram-negative rods are known to be highly resistant Th It I t d - th f ” - t bl . L. . .
in hospital settings and have always been a challenge for clinicians. The degree or type of € results are lIsted In tne 1oliowing tanles. Table 2. In vitro aCtIVIty of tlgecycllne and Comparators
resistance may be due to several sophisticated mechanisms, inactivating most classes of . 5 _ 5
antimicrobials that are available for treatment. Tigecycline, a member of a new class of agalnSt Acinetobacter SPP. (n—2,035) ShOWIﬂg frequency
antimicrobials (glycylcyclines), has been shown to have potent expanded broad spectrum i /i i 1 1 . - . . - - 0
activity against most species of Enterobacteriaceae and selected species of non-fermenters, Table 1 In_ VltrOI aCtIVIty Of ;IgecyCI_lne and C(_)mparatlve dISt“bUtlon (n), CumUIatlve percent Inhlblted (/0) at eaCh
as well as gram-positives, atypicals, and anaerobes. The T.E.S.T. program determined the || gaents agailnst alucose non-rermenting oraanisms. i i i
in vitro activity of tigecycline compared to amikacin, ampicillin, imipenem, cefepime, g g g g g MIC (mcg/ml)’ and MICQO (hlgh“ghted In yeIIOW)
ceftazidime, ceftriaxone, levofloxacin, minocycline, and piperacillin/tazobactam against MIC mie
members of Acinetobacter spp. and Pseudomonas aeruginosa collected from 137 hospitals (mcg/ml) % __ 0000015 003 <006 006 <012 012 025 05 05 1 z_ 4 <6 8 >0 16 >16 37 32 64 64 196 o128
in the United States. Methods: Atotal of 5,300 clinical isolates were identified to the species || Organism Name  Drug n  %SUS* %INT® %RES® MICy, MICe, O o2 04 18 137 557 0 69s 011 070 07 100
level at each participating site and confirmed by the central laboratory. Isolates were collected | | Acinatobacter spp.  Tigecycine 2,035 na na na 05 1 Amiacin 5 Ghaan oh o PR &6
from 2004 through 2006. Minimum Inhibitory Concentration (MICs) were determined by the Arllee 2'035 85.6 6.7 77 4 32 CEEL = e = 2 = e
local laboratory using broth microdilution panels and interpreted according to CLSI guidelines. . ’ Ceftazidime 1049 129 120 737
. .S . . . Cefepime 2,035 51.2 145 343 8 >32 : 51.5 579 638 100
Results: Tigecycline's activity against P. aeruginosa showed an MIC, of >16 mcg/ml. Towards ftazidi 5 1 421 <8 5 Cefriaxone = K AT I U
A. baumannii (n=1,843), against which cephalosporins were ineffective, tigecycline showed Ce tﬁz' LE 035 515 6.3 ' = >3 Tmipenem 13 36 5% 554 223 151 162 32 74 106
the lowest MIC,,,, of 0.5/1 mcg/ml, outperforming amikacin (MIC,,,, =4/32), imipenem Ceftnaxone 2,035 329 254 417 32  >64 — 0 25 331 OL5 73 608 851 908 946 100
(MIC,,,, =0.5/8), and minocycline (MIC,,,, <0.5/8). Similar findings were observed in other Imipenem 1,047 891 16 92 05 8 e
species of Acinetobacter. Conclusion: The presented data suggest that tigecycline may be Levofloxacin 2,035 52.8 5.5 417 1 >8 S 34 SRR BT .
an effective and reliable therapeutic option against strains of Acinetobacter spp., including Meropenem 88 97.7 1.1 1.1 1 4 _ — 4 735 s e TERN T ST S— —
multi-drug resistant strains regardless of degree or type of resistance. Minocycline 2,035 89.4 7.7 2.9 <0.5 8 e 24.4 286 33.1 37.1 41 454 509 561 614 685 784 889 100
PipTazo 2,035 614 171 21.6 4 >128 . . . . .
INTRODUCTION Acinetobacter Tigecycine 509 _na _na  na 1 2 Table 3. In vitro activity of tigecycline and comparators
Glucose non-fermenting gram-negative rods are known to be highly resistant in hospital ||| SPP: (gl AL ste el 159 Zes Ao b against multi-drug resistant Acinetobacter spp. (n:509)
settings and have always been a challenge for clinicians. The degree or type of resistance resistant) Cefep|.m-e 509 16 16.9 81.5 32 >32 . . . 5 .
may be due to several sophisticated mechanisms, inactivating most classes of antimicrobials ge;tgﬂdlme ggg gj ;g gg? >2£21 >2i showi ng frequency distribution (n), cumulative percent
that are available for treatment. eftriaxone . . . = = . Sl
mipenem 491 613 41 346 4 s16 | INhibited (%) at each MIC (mcg/ml), and MIC_
Tigecycline (formerly GAR-936) is a member of a new class of antimicrobial agents, the Levofloxacin 509 1.2 1.6 97.2 >8 >8 T H P
glycylcyclines. This synthetic analogue of the tetracyclines exhibits significant antibacterial Meropenem 18 94.4 0 5.6 2 4 (h Igh I Ighted In yel IOW) '
activity that is both bacteriostatic and, in certain instances, bactericidal with killing activity Minocycline 509 721 17.7 10.2 2 16 MIC
that is as much as fourfold better than vancomycin and daptomycin [1, 2]. The development PipTazo 509 4.3 165 792 128 >128 n
of tigecycline is important in that tigecycline and other glycylcyclines are active against | | 27— ="~ Ticecveline 1843 ma T T 05 1 Tigecy/z”ne e e
. gecy ]
bacterial strains carrying either or both of the two major forms of tetracycline resistance: Amikaci 1843 846 71 8.2 4 32 04 6.3 29.1 784 949 996 100
efflux and ribosomal protection. Certain substituents at the 9-position of the tetracycline mi a.cm ) . . . NeaET 012 176 15266 ;ii 45588 5281 7185 8239 fJO
molecule restored activity against bacteria harboring genes encoding either or both efflux Cefep|.m.e 1843 481 155 364 16 >32 Cefepime T 1 5 7 6 70 245
and ribosomal protection. A single chemical modification of tigecycline overcomes the two Ceftgz|d|me 1,843 493 6.1 446 16 >32 _ 0.2 04 08 1.6 185 51.9 100
molecularly distinct forms of resistance while maintaining activity against susceptible gram- Ceftnaxone 1,843 295 261 444 32 >64 CeiEHbmE Zli 227 15;’129 ‘l‘gg
positive, gram-negative, aerobic, and anaerobic bacteria [3]. Furthermore, resistance to Imipenem 1,759 88.3 1.8 9.8 0.5 8 Coftiaxone 1 1 10 10 36 451
tigecycline is difficult to produce even in the laboratory. Levofloxacin 1,843 49.4 5.8 44.8 4 >8 —— 0.2 - s g-g 27-3 — 4.3 11.4 100
Meropenem 84 97.6 1.2 1.2 1 4 i 1 7.7 257 411 61.3 65.4 79.6 100
Previous studies have demonstrated excellent in vitro activity for tigecycline against clinical Minocycline 1,843 88.7 8.2 3.1 <05 8 Levofloxacin 2 S s [lde
PpTazo 1843 588 W2 M 8 o1 | e o r et
i ile inhibi w , includi ifficu G : ] 56 722 944 100
treat methicillin-resistant Staphylococcus aureus (MRSA), vancomycin-resistant enterococci et I\Igﬁf yc.IIne Eg ggg 2; 007 0.1%2 0"15 Minocycline 2182 :633 67187 7523l 8%08 94;44 130
(VRE) and extended-spectrum beta-lactamase (ESBL) producing Enterobacteriaceae [4- mikacin : . : PipTazo 3 1 S E— 1 > 27 ) 194 209
6]. This study was undertaken to document the in vitro activity of tigecycline against selected Cefepl.m'e 135 904 3 6.7 1 8 06 08 1418 2.8 2.9 43 11 208 589 100
species of glucose non-fermenting organisms collected in the United States. This study is Ce;t§2|d|me 135 778 89 133 <8 32
part of the larger ongoing global Tigecycline Evaluation and Surveillance Trials (T.E.S.T.) Ceftriaxone 135 748 193 59 4 32
program. Imipenem 133 977 0 23 025 05 CONCLUSIONS
Levofloxacin 135 94.1 3 3 0.12 1
MATERIALS & METHODS Meropenemd 2 100 0 0 - - :> T | . ' MIC f 1 / | )
Minocycline 135 99.3 0 07 <05 1 IgecycCline s 0] mcg/ml agailnst
o Allisolates were derived from blood, respiratory tract, urine (no more than 25% of PipTazo 135 94.1 1.5 44 <0.06 8 g y o0 g g
all isolates), skin, wound, body fluids, and other defined sources. Only one isolate ; E : , = Acinetobacter SPP. was at least four-fold lower than
per patient was accepted into the study. A. anitratus Tlg(.-:‘0yC.|Ine 19 89.5 10.5 0 1 4 )
2 For this study, 5,300 clinical isolates were collected and tested from 2004 to 2006 émflka_cm 12 ;i; 122 2(7)3 382 zgzzl all other Comparatorsl A|though there iIs not yet a
from 137 hospitals in the United States. Isolates were identified to the species level I - : : : A : : :
and tested at each site by the participating laboratory. Ceftq2|d|me 19 36.8 0 63.2 >32 >32 tlgeCyCIme Interpretlve breakpomt for ACInetObaCter’
2 Organism collection, transport, confirmation of organism identification, and Ceftriaxone 19 158 158 684 >64 >64 it inhibited 97.9% of all Acinetobacter spp strains
development and management of a centralized database was coordinated by Imipenem 19 78.9 0 21.1 1 >16 ’ ) ) ’ )
Laboratories International for Microbiology Studies (LIMS), a division of International Levofloxacin 19 316 53 632 8 >8 at the Enterobacteriaceae Susceptlble breakpon‘]t of
Health Management Associates, Inc. located in Schaumburg, lllinois, USA. Minocycline 19 68.4 26.3 5.3 1 8
S Al organisms were deemed clinically significant by local participant criteria. Isolate PipTazo 19 316 316 368 64 >128 2 mcg/ml Only meropenem showed Comparable
inclusion was independent of medical history, antimicrobial use, age, or gender. All : T : 3 - .
sites identified each study isolate utilizing local laboratory site criteria. Gl ;ﬁ?;;’;lr']ne 12 913()) % 8 607 0'22 > g aCtIVIW-
< Minimum inhibitory concentrations (MICs) were determined by the Clinical and . : . : i H :
Laboratory Standards Institute (CLSI; formerly NCCLS) recommended broth gel;?plg_e 12 6?507 igg 25(')7 <88 >g§ zAgalnSt mUItI drug rESIStant ACInetObaCter Spp
microdilution testing method [7]. Tigecycline was supplied by Wyeth Pharmaceuticals StzzAellns . . = > i i innifi i i
(Collegeville, Pennsylvania, USA). All other agents were supplied by the panel Ceftriaxone 15 40 333 267 16 >64 tlgeCyCIIne showed nO Slgnlflcant Increase In M I(:90
manufacturer, MicroScan (Dade Behring Inc., Sacramento, California, USA). The Imipenem 15 100 0 0 0.5 1 (2 mcg/m| )’ which was 2-fold lower than
following antimicrobial agents were included on the panels with their dilution ranges Levofloxacin 15 66.7 0 33.3 0.12 >8 :
(expressed in mcg/ml): amikacin (0.5-64); cefepime (0.5-32); ceftriaxone (0.06-64); Minocycline 15 933 6.7 0 <05 2 meropenems and at least 8-fold lower than for all
ceftazidime (8-32); imipenem (0.06-16); levofloxacin (0.008-8); meropenem (0.06- PipTazo 15 80 6.7 13.3 4 128 . . . “p =
16); minocycline (0.5-16); tigecycline (0.008-16); and piperacillin/tazobactam (0.06/ P. aeruginosa Tigecycline 3265 6.2 13.5 30.3 3 >16 Other COmpafatOI’S. T|geCyCI|ne |nn|b|ted 949% Of
4-128/4). MIC interpretive criteria followed published guidelines established by the Amikacin 3265 97.3 1.2 15 4 8 i 2 2 2
CLSI [8] and recent US Food and Drug Administration packaging insert for tigecycline Cefepime 31265 78.2 12.4 0.4 4 16 a” mUItI drug reSIStant ACInetObaCter Spp (agaln’
[9). where applicable. Ceftazidime 3,265 828 56 116 <8 32 using the Enterobacteriaceae interpretive breakpoint
2 Quality controls (QC) were performed by each testing site on each day of testing Ceftri 3,265 17'7 33' 6 48.6 52 ~64 . .
using the corresponding ATCC control strains: E. coli ATCC 25922; E. coli ATCC RO & : : ; of 2 mcg/ml in the absence of Acinetobacter
35218; Klebsiella pneumoniae ATCC 700603; and Pseudomonas aeruginosa ATCC Imipenem 3,057 84.6 7.8 7.6 1 8 ] . . )
27853. Results were included in the analysis only when corresponding QC isolates Levofloxacin 3,265 63.1 7.3  29.6 1 >8 breakp0|nt3), more than any other antimicrobial
tested within the acceptable range according to CLSI (2006) guidelines [8]. Meropenem 208 79.3 9.1 115 1 16
— Minocycline 3,265 4.9 156 795 >16 >16 tested. Only meropenem showed comparable
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