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be a therapeutic dilemma for physicians as many other defined sources. Only one isolate per patient was Table 1. Frequency of ESBL producing Enterobacteriaceae from 10 Asia / Pacific Rim Table 2. In vitro Activity of Tigecycline and Comparative Agents against all ESBL (n=480)
currently marketed antimicrobials are ineffective accepted. Countries. Producing Strains by Year.
againSt such isolates. Only Carbapenems and newer « 10,313 Clinical isolates from 75 centers and 10 countries 2004 2005 2006 2007 2008 Total ;?((:4 — “ZII(I)((:JS — l\ZII(I)gG — I\Zntl)g7 — 2:’::2 —
antimicrobials such as tigecycline have proven to be were collected and tested from January 2004 to November S S —
_ _ _ _ _ 2008 (n=88) (n=44) (n=146) (n=153) (n=49) 480 Drug n=88 n=44 n=146 n=153 n =49
effective against many of these strains. Tigecycline, - o ; : i i . i Tgecydne 1 977 2 909 2 986 1 93 1 _ 980
. . o I it I ustralia ikaci : : > : > : :
the first member of the glycylcyclines, was marketec Custom broth microdilution panels were  supplied by ustale 016 s 3 mem s s e mi e e e T sy
In Mid-2005 and has demonstrated clinical success Mlcro$can ([.)a.de M!croScan, Sacramento, CA’ USA) with the Cefepime >32 557 >32 568  >32 384 >32 359  >32 327
_ _ ) following antimicrobial agents and concentrations (expressed Hong Kong 0 0 11 15 0 26 Coftazidime  >32 511  >32 477  >32 452 >32 523  >32 388
against ESBL producing organisms. Four years of in  mg/L):  amoxicillin/clavulanic  acid  (0.12-32); India 33 0 0 24 14 71 Coione 0L B el @ M w0 W ow owow
data are now available on the incidence and activity of piperacillin/tazobactam (0.06-128); levofloxacin (0.008-8); Indonesia 0 0 0 2 0 2 Meropenem* NT ~ NT  NT  NT 05 975 05 980 012 980
. . . . .. . ) . . = . Levofl ' >8 42.0 >8 38.6 >8 32.2 >8 18.3 >8 16.3
tigecycline against these strains. Methods: All clinical ceftriaxone (0.06-64); cefepime (0.5-32); ampicillin (0.5-32); vorea S i T
: : . . . i i A4} mi i 16) idi _29)- akistan - S
isolates identified as E. coli, K. pneumoniae and K. e}mlkam_n (0.5-64); mlnocyclzllr)e (0.5-16); ceftazidime (8-32); i . ; i o . . *PlpTazo 32875 64 750 >128 712 4 673 >128 612
oxvioca were confirmed as ESBL producers or non- t|geCyC||ne (0_008-16); and imipenem (0_06-16)_ .||pp|nes NT, not tested. Imipenem was tested up to 2006 and then replaced by meropenem
y _ o proat « MIC interpretive criteria for Tigecycline followed published >ingapore 13 2 13 9 13 6 Table 3. In vitro Activity of Tigecycline and Comparative Agents** against Selected
ESBL producers using C_;”te”a eStab“Sh?d b_y Fhe guidelines established by the CLSI [7] or by the FDA where Taiwan 0 0 42 32 o 74 Enterobacteriaceae and ESBL Producing Strains by Year.
CLSI]. MICs were determined by broth microdilution applicable [8]. * Only E. coli, K. oxytoca and K. pneumoniae were screened for ESBLSs. o -
according to CLSI guidelines using identical panels. * Isolates were identified to genus and species by the local N S S R R
. : B laboratorv. Each site tested the isolates using broth _ _ , . T e shs i wows 0 eet 0 s i owst o9
Results: Results of ftrends in incidence and icro dilui/ion J Figure 1. Percent Frequency* of ESBL producing Enterobacteriaceae from Countries in the o o5 W oms W oms W ome W - -
antimicrobial susceptibility for tigecycline for ESBLs . ' T Asia / Pacific Rim: Longitudinal data from 2004 — 2008. e m wn me o wEe w e
f h trv bet 2004 d 2008 listed  Quality control of broth microdilution panels followed e wo @ s o e m W e we
of each colintry between an are liste manufacture’s and CLSI guidelines using the following ATCC 70 -+ EICWNN B N B I RCES B B
below: stains: Escherichia col ATCC 25922; K. pneuroniae ATCC SRR EE-LE-RE-N
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Korea | - [367] 1 | 134 2 | 186 1 | 184 ] 1 broth microdilution panels. ESBL activity was confirmed using 40 [ R
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singapore | 154 | 1 667 |~ 1271 05 [ 2 [ 2 |35 | o: Ogdensburg, NY, USA) on Mueller-Hinton agar (Remel Inc., i = 2005 Do tn s e omome w we e o
Taiwan R Lenexa, KS, USA) according to CLSI (2009) guidelines [7]. < 30 B 2006 A
Conclusions: With exception of Taiwan it would ESBL presence was confirmed by testing the following 2007 e S T R A
appear the rates of ESBLs producing oraanisms are antibiotic disks: cefotaxime (30-mcg), cefotaxime/clavulanic 20 i o 6 @ @ w0 © @ o
P . > Proguting organis acid  (30/10-mcg),  ceftazidime  (30-mcg),  and 2008 e m e e w
going down. High rates still exist in India, China ana ceftazidime/clavulanic acid (30/10-mcg). Antimicrobial disks 10 o mee s @ o om o ow o ow o
Singapore. Tigecycline in vitro activity varies by were manufactured by Oxoid, Inc. (Ogdensburg, NY, USA). o ews oo @ Mo G0 e @ oo @ ene o
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Remel, Inc. (Lenexa, KS, USA). An organism was interpreted R, R S, N, Al AL 2N N
I t d t. aS Containing an ESBL if there WaS an increase Of >5 mm in eﬁ&{ ’!bb. ¢geﬁ ’ eo T;Z);a;(;e 81/?24 182 321//1828 128 32/;228 S:f;;) 32/;228 1907O 4(/)>51/228 S:f;g
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activity and is the first marketed glycylcycline. Tigecycline . | . . T Ve A s S A
o ) _ o : *Data from Australia and Indonesia whereby % ESBL frequencies were consistently below 10 % were Vinowdne 8515 846 fob1 10 dobis 100 doeis 75 foms 10
subunit. Although it is perceived to be bacteriostatic, its anti- T Sum RE and P. Petersen, Synthesis and structure-activty relationship 3218()%/ glycyloyeiine B v ron ot e e |
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developed to provide activity against tetracycline and multi-drug- ,  opain. Anlimiorob Agents Chemother, 2002. 48(3). p. 8928, @ ovioveline. GAR-936
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r¢SI§]§9nttSrarg-pOSItltve pathqtgens _ar;d his-' dedmonstratsd oted agains 1,203 recan lial bacterial 50t Dagn Micobiol nfect D, 2000, 361 p. 15 o Although ESBL rates in Asia/Pacific tended to decrease during the period 2004 — 2008 in this study, they are higher than
significant broad-spectrum activity against aerobic and anaerobic s oo o1 ot ol I vitre and i vive antibacterial activities of & movel alvevicvaline. fhe o : : : : :
Gram-positive and Gram-negative microorganisms [2-4]. uigianisodoriaie of miocyn (GAR 536, ARIIT Ageris Ghomotnt 1565, 43 . those published in previous reports and in agreement with a recent SENTRY study report [9]. However, the TEST study
6  Petersen, PJ. et al., In vit d in vi tivities of ti line (GAR-936), daptomycin, and " " " " "
Tigecycline has shown to be a highly effective against mult- e ot oo e et eoie S . o0 reports ESBL rates that are substantially lower than a recent SMART study publication [10]. Factors affecting the reporting
) ) i ] ] other resistant gram-positive pathogens. Antimicrob Agents Chemother, 2002. 46(8): p. 2595-601. . . . . . .
resistant strains that are commonly associated with serious | 7 cinical and Laboratory Siandards insiiuto (LS. 2009. Performance Siandards for Aniimirobia of ESBL rates include 1) the number of isolates collected, 2) isolate sources, 3) annual continuity of reporting labs, 4)
nosocomial infections. Similar activity has been observed against Valloy Road. Sulte 1400, Wayne, Pennsyivania 190871888 USA. e : : :
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ESBL) producing strains [5]. 9  Hirakata, Y, Matsuda, J., et al, (2005). Regional variation in th | f extended-spect " " " I - ; - -
(ESBL) p 9 5] betaiaciamase producing dinical sotates. 1 the Asia-Pacifc region (SENTRY. 1066.2002), Diagn o Tigecycline inhibited 100% of all ESBL producing E. coli and K. oxytoca isolates and 95.6 % of ESBL producing K.
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This study was designed to re-examine the in vitro activity of | 10 Badal R Bouchilon S, Hoban, D. et a 2008, n viro Aciviy of Ertapenem and Comparator pneumoniae isolates. Against all ESBL producing isolates, the % susceptibility to tigecycline was 97.9 %.
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producing isolates collected from study centers in Europe over a o The In vitro activity of tigecycline in this study further demonstrates that tigecycline is a promising agent for the treatment
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