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Revised Abstract Materials & Methods

Objectives; Non-glucose fermenting gram  All isolates were derived from blOOd, . .
negative rods are known to be highly resistant respiratory tract, urine (no more than RGSUltS dalre ShOWﬂ 1N the fO”OWlng tab|eS

in hospital settings and have always been a 25% of all isolates), skin, wound, fluids

<

challenge for clinicians and hospital infection and few other defined sources. Isolates Table 1. In vitro activity of tigecycline and comparative agents against
control. Tigecycline has been shown to have were identified to genus and species at 9,907 selected Gram-negative non-fermenters.
potent in vitro activity against most species of each site by the local laboratory. Isolates VG G
Enterobacteriaceae and selected species of were tested by the local laboratory. Only _ MIC.,, MIC,, %Sus’ %Int % Res
non-fer_menters. | The T_.E_.S.T. | progrgm one isolate per patient was accepted. Acigeégiacterspp* IT;g?liyc}me 0215 614 zzg ég 102.31
determined the in vitro activity of tigecycline & Clinical isolates were collected  and (n=3,834) Cen;p?ﬁi‘; X A O N
compared to amikacin, imipenem, meropenem, Ceftazidime 16 ~3) 496 53 451
cefepime, ceftazidime, ceftriaxone, tested Dbetween January 2004 and Ceftriaxone 32 >64 3.1 249 439
levofloxacin, minocycline and Pecembgr 2008 from 460 study centers ;nipenem ois >1166 2;; g; ;g;t
piperacillin/tazobactam against members of in the United States. Levofloxacin 2 > 508 59 432
Acinetobacter  spp. and Pseudomonas s Custom broth microdilution panels were Minocycline  <0.5 8 87.7 8.6 3.7
aeruginosa collected from hospitals in  the supplied by MicroScan (Dade Behring Preudomonss Tigesyeime 816 64 152 764
United States. Methods: A total of 9,907 clinical InC., SacramentO, CA, USA) with the aeruginosa Amikacin 4 8 97.0 1.3 1.7
isolates were collected from 2004 through following antimicrobial agents and (n=6,073) g:;egﬁfme <48 ;g ;g? 152'93 191'61
2008 and Minimum Inhibitory Concentrations concentrations (expressed in mcg/ml): Cefiriaxone 32 >64 178 368 454
(MICs) were determined by broth microdilution piperacillin/tazobactam (0.06-128); ILmipefllaem | i >88 2;13 ;411 279.71
gigslzinSSItr;g Cfigslhgut?g;tl?ne:ndRe'srﬁft;?reTtﬁ: levofloxacin (0.008-8); ceftriaxone (0.06- Meropenem 1 8 828 77 93
. . . . . . : Minocycline >16 >16 na na na
MIC.,/MIC,, of tigecycline to Acinetobacter 64)f Ce.f epime (0.5-32); a-mlkacm .((.)'5_ _ ?ipTaz% ___4 128 897 00 103
. 64), m|n()0yC||ne (05-16), CeftaZ|d|me *Species include: A. baumannii (3426), A. Iwoffii (277), A. non-speciated (65), A. anitratus (23), A. junii (19), A.

spp. and F. aeruginosa was 0.5/1 mcg/ml and 30Y i ine (0.008- 16): imi o chais oo a1y CLEK Gocoman MTDO-S18 (2008).whero aplcal (125 Tgoylne koo
8/>16 mcg/ml. Ceftazidime and cefepime (8-32); tigecycline (0. ); Iimipenem Goned o Sucapil <2 Mo Tt - 4 Moo, e 5 i ot Apoes . 1o
remained active against a majority of isolates (0'06'16); and meropengm _(0'12'16)' _ o _ _ _
inhibiting  50% of the Acinetobacter and | * MIC interpretive criteria  followed Table 2. In vitro activity of tigecycline and comparators against 3,834
approximately 80% of P. aeruginosa isolates, published guidelines established by the Acinetobacter species” showing cumulative percent inhibited (%) at each
respectively. Tigecycline showed the lowest Clinical and Laboratory Standards MIC (mcg/ml)
MIC,/MIC,;, of 0.5/1 mcg/ml against Institute  where  applicable  [12]. '
Acinstobacter SpeCieS (n=3’426)’ Compared to TigeCyC”ne tentative breaprintS :\C\llﬂtljcr:nulative"/ <0.008 0015 003 006 012 025 05  f 2 4 8 16 32 64 128 =256
amikacin M|C5O/M|C90 4/64, imipenem (expressed in mcg/m|) are defined as Tigecyclineo 30 7 46 a7 81 554 768 80 291 78 12 ]
IVIIC5O/M|CQO 0.5/16 and m?nOCyCI?ne SUSCGptib'G 32; Intermediate = 4; and Amikacin —— i;: i(()); 19592 992: :13(1)2 210 242 150 315
MIC5/MICo0 <0.5/6. Performance of igecyline resistant 28 for comparative purposes foa o mowe oo u o
was unatriected against muiti-resistant 1solates ' : 59 125 256 385 500 635 794 100
of A. baumannii with similar findings observed ?onrht/i aeSC rlcl)inl:;reaal;?r(]) ;rt]tj\ ;,;:tgg; Cileejlgﬁg cetezdme ne oo oa
in other species of Acinetobacter. Tigecycline D 9 o y gain Cofiaxons 2 1 12 21 45 19 306 65 o2 34 208 146s
was ineffective against P aeruginosa. . seudomonas Species. . _— mipenen T T
Conclusions: The presented data suggest that | Quality control of broth microdilution R
tigecycline may be a potential therapeutic panels followed ~manufacturers and o 03 08 27 181 369 446 468 485 508 568 703 100
option  against commonly  encountered CLSI guidelines using the following )6 o a9 v e oo e s o o
nosocomial Acinetobacter spp. and multi-drug ATCC strains: F. aeruginosa ATCC Minocycine i

. . . . . 58.7 71.1 80.0 877 96.3 99.5 100
resistant strains regardless of degree or type of 27853 and Escherichia coli ATCC PipTazo 850 158 184 137 161 165 189 184 197 234 324 391 660
reS|Sta nce 25922 . 22.2 26.3 31.1 34.7 38.9 43.2 48.1 52.9 58.0 64.1 72.6 82.8 100

*Species include: A. baumannii (3426), A. Iwoffii (277), A. non-speciated (65), A. anitratus (23), A. junii (19), A. calcoaceticus (16), A. haemolyticus (7), A.
Johnsonii (1).

<

1)

»* The collection and transporting of

- organisms and the confirmation of Table 3. In vitro activity of tigecycline and comparators against 6,073 Pseudomonas
Introduction identification, as well as construction aeruginosa showing cumulative percent inhibited (%) at each MIC (mcg/ml).

and management of a centralized

Tigecycline is a novel antlmlcrob_le_ll with an database, were conducted and e
expanded broad-spectrum of activity from a coordinated by Laboratories Cumuatve% | <0.008 0015 003 006 012 025 05 1 2 4 8 16 32 64 128 2256
i . : . . Ti l 10 1 1 3 14 19 23 83 205 924 2255 1708 797
new CIQSS (.)f .C(_)mpoundg glycylcyc?llnes. International for Microbiology Studies T 02 02 02 02 05 08 17 30 64 216 588 869 100
Tigecycline inhibits  protein synthesis by (LIMS), a subsidiary of International Amikacin 102 314 1842 2407 984 240 80 57 47
binding to the 30S ribosomal subunit -
o . . . Health Management Associates, Inc. 17 68 372 768 930 970 983 992 100
Although it is perceived to be bacteriostatic, (IHMA, Schaumburg, IL). Cefepime 135 449 1599 1253 1303 749 377 208
it has shown some bactericidal activity —— 22 90 B9 %0 £l S B
against key targeted pathogens [1, 2]. 820 879 934 100
Tigecycline was developed to provide activity Re fe rences Ceftriaxone 091 022 093 386 13% 1208 %157 16;3% ;1632 ;LOE? g;f; 1190807
against tetracycline- and multidrug resistant imipenem 8 29 121 731 1459 412 190 258 200 68
pathogens and has demonstrated significant 02 11 45 256 675 794 849 923 980 100
_ /I i i 1 Sum, P.E. and P. Petersen, Synthesis and structure-activity relationship of Levofloxacin 9 8 18 41 101 589 1690 902 513 432 357 1413
broad Sp_eCtrum aCtI\_/I.ty agaInSt aerobic and novel glycylcycline derivatives leading to the discovery of GAR-936. 0.1 0.3 06 13 29 126 404 553 637 709 767 100
anaerobic gram-positive and gram-negative Bioorg Med Chem Lett, 1999. 9(10): p. 1459-62. Meropenem 66 129 350 520 569 324 192 200 148 99
. . 2 Abbanat, D., M. Macielag, and K. Bush, Novel antibacterial agents for the
mICrOOrganlsmS [2-4] treatment of serious Gram-positive infections. Expert Opin Investig Drugs, 2.5 (5 210 410 629 754 828 905 962 100
2003. 12(3): p. 379-99. Minocycline 30 24 71 198 1100 1323 3327
3 Betriu, C.., etal, In.v?tro activitigs.of tigepycling (QAR—936) against 05 09 21 53 234 452 100
TigecyCIine resistance iS Very infrequent and rzeo%eznt2/6|(sso)l.a;ec;gg?5|caI bacteria in Spain. Antimicrob Agents Chemother, PipTazo 11 35 58 90 185 1426 1800 816 505 200 231 254 372
. - e . . 4 Gal .,A.C.. dRN.J . Antimicrobial activity and t fth 02 0.8 1.7 3.2 6.2 297 594 728 811 859 897 939 100
IS aISO dIﬁ:ICUIt tO Induce In the Iaboratory [5’ nswezlycylcyacr;ine, GAR?-Z)?SSG tegtlerglzr;ailnastaf,gggraer:;er?tpcjfnirgertrllt?acteerial
6] with a selection frequency of less than 10- isolates. Diagn Microbiol Infect Dis, 2000. 36(1): p. 19-36.
9 ,bserved [3 5 7] W|th the exce tion Of P 5 Henwood, C.J., et al., Antibiotic resistance amon? clinical isolzact;es of936)
(@) , , ] . Acinetobacter in the UK, and in vitro evaluation of tigecycline (GAR- : -
p J Antimicrob Chemother, 2002. 49(3): p. 479-87. C o n CI u s I o n s

ael’uginosa, tetracyCIine-reSiStant bacteria 6 Chopra, I., New developments in tetracycline antibiotics: glycylcyclines
W|th either tetracycline eﬁ_-lux pumps or ?qg_tze;r.acycline efflux pump inhibitors. Drug Resist Updat, 2002. 5(3-4): p.

ribosomal protective features are sensitive to | 7 Profan. S, Precinical pharmacology of GAR-936,  novel gycycycine *» Tigecycline inhibited 97.7% of Acinetobacter species tested in vitro at an MIC of 2

antibacterial agent. Pharmacotherapy, 2000. 20(9 Pt 2): p. 219S-223S;

tigeCyCIine [2_4’ 7-11] The MIC90 ValueS fOr 8 giisec(;juesnsti)grc]:hzzgijzf/ﬁﬁ.Beach and R.N. Jones, In vitro antimicrobial mcg/ml
pseudomonal  isolates  are  generally e o G 00 e s Sl e st oo . T o - - -
elevated, in the range of 8-16 mcg/ml due to | iecamases. Dign iobil it s 2001 a0y p 1757, % Tigecycline's MICy, of 1 mcg/ml against Acinetobacter species was the lowest among
synergism between outer membrane enterocosd, methicilinresistant Staphylocoeus aureus and peniailin.. . :
Impermeablllty and efﬂUX meChanismS [10] geSS(i;t:ag.t?;rYe_%t-ococcuspneumoniae. Diagn Microbiol Infect Dis, 2000. a” broad SpeCtrum antlmlcrOblals teSted.
However, tigecycline has been shown to be | 1 Eeee m . ot e e e e of minotyoins (A **» With the exception of imipenem, amikacin, and minocycline, all commonly prescribed
highly effective against multi-drug resistant | = 350 Ao Ao e s o toommeine (GAR. L : : : : T
Acinetobacter spp., particularly A. baumannii G, doptomycn. and comparate anditobla sgemts agAt broad spectrum antimicrobials evaluated in this study (cefepime, ceftazidime,
. . . gchopept@e-intermediate Stqphylococcus aureus and other resistant. . . Ctnw . . . . . ;
Lhoastoigem i‘;?fr‘]ffg‘;ggn:?g]“'ated with serious gram-posiive pahogens. Antiicrob Agents Chemother, 2002. 46(8): P levofloxacin, and piperacillin/tazobactam) had limited activity against the Acinetobacter
. 12 CLSI, Performance Standards f_or Antimicrobial Susceptibility T_esting, in .
S o - E’C:ggE}EOMVL‘;Z;SGS.';"SE;&"2';?;hi%%iax;yyé";?';‘iif::y:czt:?:tigosy- species.
IS SlU rospecitive compare e - . . . : o . . . . . .
activity of figeeyclin to thut of several otho, <+ Tigecycline's limited activity against P. aeruginosa is similar to that of tetracyclines and
antimicrobial agents against Acinetobacter their analoa derivatives.
spp. and P. aeruginosa clinical isolates from ACknOWIngementS g

*» Tigecycline's in vitro activity in this study suggests that it may be a therapeutic option

demographically diverse populations across
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