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Revised Abstract Materials & Methods
. . . . . % All isolates were derived from blood, respiratory tract, _ o _ _ _ _
ObjeCtIVES TlgeCyCllne (TIG), d Nnew urine (no more than 25% of all isolates), skin, wound, Table 1. In VIt.I"O activity of tigecycline and comparative agents against Table 4. In vitro activity of tigecycline and comparative agents against
glycylcycline, has been shown to body fluids, and other defined sources. Only one Enterobacteriaceae. respiratory pathogens.
h tent b d i tivit isolate per patient was accepted into the study. Organism Name Drug - Vo INT VRES MICMIC (ug/mhlilc MIC (ug/mi)
ave potent broad spectrum actvity Clinical isolates were collected and tested between E. coli Tigecyeline 100 0 0 0.2 025 ey —— r— e o 2 ES TS o
. : : (n=302) Amikacin 99.0 0 0 2 4 - - '
against most commonly encountered 2004 to 2008 from 20 study centers in Switzerland, AmoxClay 31 82 27 ’ 16 (138 AmoxClay 2 0 00° 012
: : £ : Sweden, and The Netherlands, respectively. Isolates Ampicillin 58.9 0 41.1 + >32 b— 100 0 o 012 02
species responsible for community- were identified to the species level and tested at each oo e i %7 =0 =0 Levofloxacin 100 0 0 1 1
. . . . N u Linezolid 100 0 0 1 1
: : : : Ceftriax 94.5 0 5.5 <0.06 0.12
and hospital-acquired infections. The _ site by the participating laboratory. o Cefrianone o ’ : 006 0D Mopens :
E S T d t i d th i % Organism collection, transport, confirmation of Levofloxacin 87.7 6.8 5.5 0.03 4 f{ﬂ if); 103 "39 500~2056 32
i i i i Meropenem 100 0 0 <0.06 <0.06 - .ancom?/cm : -
[} o o . Infiuenzae 1gecyclne na na na o o
T.E.S.T. program determine e In organism identification, as well as development and s 10 2 0 1 : oy r— 025 03
. . : i Tan ’ ’ ' (n=156® AmoxClav 99.4 0 0 0.25 1
vitro activity of TIG and 10 management of a centralized database, ~were — e ) = = L ¢ 3
_ _ coordinated by Laboratories International for (22204) Ao 100 0 o 1 5 Cefepime 95.5 0 45 <0.5 <0.5
comparators against respective gram Microbiology ~ Studies  (LIMS), a division of AmoxClay s eo 14 2 16 s : o o
. . mpicillin : 7 > fupenem :
T i i International Health Management Associates, Inc. o Levofloxacin 99.4 0 0.6 0.015 0.03
ositive/negative species. Isolates | ’ Cefepime 4] 9 ’ S .
P 9 SP located in Schaumburg, IL, USA. Ciin K R e o : : o0 oas
Were Collected durlng 2004 tO 2008. 0:. A” Organlsms were deemed Clinlca”y Significant by mivenein 10.0 0 0 ;():()6 0:25 ;ér;i;pirfiiiziggé?erzasdeﬁned by EUCAST (March, 2008); Where EUCAST breakpoints were not available, CLSI breakpoints were used (M100-S18, 2008); na = not available — breakpoints are not yet established
: . local participant criteria.  Isolate inclusion was Levofloxacin o1 : 49 0.06 05
M h ) M r h n 2 2 Ilnl II . . ] o : Meropenem 100 0 0 <0.06 <0.06
ethods ore tha 200 clinically independent of medical history, antimicrobial use, age, bigags 9.2 ’ % ) B Table 5. In vitro activity of tigecycline and comparators against E. coli and
? 1F) ? 1 . . oy . PipTaz 89.2 2.9 .8 2 32 o .
sianificant isolates from Switzerland or gender. All sites identified each study isolate — E— i = = e - . = : - .
’ o L ! e Klebsiella spp. (n=597) showing frequency distribution (n) and cumulative
Sweden and The Netherlands were utlizing local laboratory criteria. o Amoxcn ol s 4 o ; t inhibited (%) at each MIC (ug/ml
. . . g ® . moxcilav . . .
< Minimum inhibitory concentrations (MICs) were Ampicillin 0 0 0.0 0 S percent inhibited (%) at eac (Mg/ml).
. . . i MIC
analyzed In this SUrvey. Isolates were determined by the CLSI recommended broth Cormie " oo 0 =0 0 N
identified to the species level at the microdilution testing method [7]. Tigecycline was Cefiriaxon 89 44 6.6 <0.06 2 oLk e — — — = —=
P supplied by Wyeth Pharmaceuticals (Collegeville, PA, [ipenem ors g 2 o o — R T R
par“Clpat'ng SlteS and COﬂfIrmed by USA). All other agents were supplied by the panel Meropenem 100 0 0 <0.06 <0.06 419 3836 8291 9665 9950 100
. . Minocycline 95.6 2.2 2.2 1 4 AmoxClav 8 35 238 151 76 45 30 14
th tral lab t M| C manufacturer, MicroScan (Dade Behring Inc., PipTazo 0l = Ad 1 17 134 720 4707 7236 8509 9263 9765 100
e centra apora Ory S were Sacramento, CA, USA). The following antimicrobial f “6e1')”g""es /T;g‘?liyc.ﬁne 91%'3 1(')6 1(')6 0'225 0; Ameiein 1.?34 41.22 2(?.777 2:.598 30?49 4(‘)5.%7 5%4 ?gg
. . . : - e Al = mikacti Cefepi 554 15 11 5 2 2 2 6
determlned by eaCh Slte USIng agents W(ere mCIUdC?d .On the/ pgnels Wil(th ’Fhelliodlluélz)n imo?‘(.:llf.w 8 8 }88 :g ig; o 9280 9531 9715 9799 9832  98.66  98.99 100
: : — ranges (expressed in pug/ml): amikacin (0.5-64); Cofooime 100 o o ey 05 Ceftazidime o oes  sces 1o
supplied broth microdilution panels amoxicillin/clavulanic acid (0.12/0.06-32/16); ampicillin Coaridime = 0 5 e = I D SR e S U I
and interpreted according to EUCAST (0.5.-.32, Gram-negati\_/e panel, and 0.96-16, Gram- ;ﬁiﬁiﬁle 00 0 0 =000 - imipenem 511537 65:;6 93?;25 12(')00 | | | | | |
. . positive panel); cefepime (0.5-32); ceftriaxone (0.06- ;IeVOﬂoxaCin }88 8 8 360036 8'(1)2 Levofloxacin 14 % 23 W 2 2% 14 5 3 m 18 22
- . g . . ceropenem SU. .
gwdellnes. Results: Selected 64); ceftazidime (8-32); imipenem (0.06-16); Minof:ycﬁne 100 0 0 P 2 e =b BH o B oih U B B S S ot o
. . . - - i i -8): i PipTazo 100 0 0 2 8 2379 5812 7839 8476 9095 9548 100
pathogens tested aga|n3t tlgecyCIIne meropenem_(0'06 16), IIneZOIId_ (05 8)’ IeVOfloxaCIn E. cloacae Tigecycline 93.1 3.2 3.7 0.5 1 PipTazo 8 22 93 235 127 37 27 5 11 7 8 17
i (0.008-8); minocycline (0.5-16); tigecycline (0.008-16); (n=216) Amikacin 99.5 0.5 0 2 2 134 503 2060 5997 8124 8744 9195 0280 9464 9581 9715 100
are shown in the table below: penicillin  (0.06-8); piperacillin/tazobactam (0.06/4- Ao %0 % or 5 5
— 128/4) and vancomycin (0.12-32). MIC interpretive coemme o o s = - Table 6. In vitro activity of tigecycline and comparators against Acinetobacter
cinetobacter 1 1 1 1 1 1 : : - . 0 0 . .
E. coli and Klebsiella spp  Enterobacter spp. spp.* P. aeruginosa* criteria fO”OWGd pUbIIShed QUIdellneS eStabIIShed by Ceftriaxone 87.5 7.5 5 0.25 16 Spp (n=168) ShOW|ng frequency d|Str|but|On (n) and CumUIat|Ve percent
/§n=597) m— /S(n=284i\)/HC /S(n:161§/BIC /én:231\94)1c EUCAST where applicable [10]. If no EUCAST ILm‘peg‘em, 91;’% 005 307 8'32 00'255 inhibited (%) at each MIC (ug/ml)
% 00 % 00 % 00 % 00 . . . . e . evofloxacin . . . . . .
Tigecyeline 9.3 05 100 1 wa 025  wa 16 guidelines were available for a given antibiotic, CLSI Meropenem 96.9 0 3.1 <0.06 0.12 =
Cetepime 673 05 100 05 99§ %03 8 breakpoints [8] were used. MIC interpretive criteria for . iy % 63 ] " N
feftazidime 91%3 085 19000 116 g;z ?13 ggg g tigecyCIine fO”OWGd the recent US FOOd and Drug S. marcescens Tigecycline 92.5 5.6 1.9 1 1 %;2;'/3;::6 0'215 01'(;3 04'26 0i112 0;;5 ag 1 2 4 8 16 32 64 128 >256
mipenem . . . . . . . (n=107) Amikacin 96.3 2.8 0.9 2 8
Levofloxacin 93.9 05 983 006 973 0.12 935 2 Administration package insert [9]. AmoxClay 0 B b - o5 12 113 357 78 935 994 100
: : . . . . . e Amikaci 24 42 65 27 4 2 1 3
poodne e 4 W 4 @ % a4 ¢ | % Escherichia coli, Klebsiella pneumoniae and [ e A P
- . . . . . eIepime o . <U. <SU.
P TR T R T Klebsiella oxytoca were screened for ESBL activity 0 w0 B s 71 s me mr a4 nos s
%S MICo %S MICe %S MICo %S MIC when MIC results for ceftriaxone were >1 ug/ml using Cefiriaxone 96.2 38 0 0.12 ! Ampicillin 2 2 6 9 28 4 3% 3
Tigecycli 100 025 100 025 006 100 0.02 : T - Imipenem 100 0 0 U725 ! 71 83 119 173 339 604 815 100
Llegvi)cf?l/gxl:cein ’13 4 56.3 >'32 10?(1) '1 96.7 '1 brOth mICFOdI|UtI0n panels ESBL aCt|V|ty was Levofloxacin 96.2 0 3.8 0.12 1 Cefepime 26 21 42 39 e 9 5 3
Linezolid 100 2 100 2 100 1 100 1 confirmed using the CLSI (2008) phenotypic lergppc 100 0 0 <0.06 0.12 _ 155 28 53 762 899 952 982 100
Minocycline 100 0.25 50 8 n/a 4 n/a 8 . . . Minocycline 100 0 0 4 8 Ceftazidime 148 9 6 5
Vancomycin 100 1 100 ) 100 0.5 100 05 confirmatory disk test (Oxoid, Ogdensburg, NY, USA) PipTazo 99.1 0 0.9 1 4 . 884 935 97 100
* na=breakpoints not available On MU e" er'Hlnt On agar (Remel InC, Lenexa, KS, :bgéggé;?%}ii El%éz) ii} %Eir;{%ébzaiil:a(ﬁsi:sg:a&c;g:gi?@i?)éalggfrahlil:e(::pspzct;raaekg)?ints were not available, CLSI breakpoints were used (M100-S18, 2008); Tigecycline susceptibility Ce.ftnaxone O’i6 1’i2 g 8?3 1’29 33;?9 547.(')7 859?3 g; 982'2 180
USA) according to CLSI (2008) guidelines. ESBL Imipenem 3 9 19 2 15 8 1 1
presence was confirmed by testing the following R B
M . Levofloxacin 4 20 54 62 15 7 3 3
Conclusions: Overall, the pathogens antibiotic disks: cefotaxime (30-ug), Table 2. In vitro activity of tigecycline and comparative agents against - 2 08 G R @R FW B 0 S—
analyzed from these three countries cefotaxime/clavulanic acid (30/10-ug), ceftazidime Acinetobacter spp. and P. aeruginosa. %4 976 982 988 100
. . . PipTazo 63 16 8 5 5 9 9 29 9 8 7
- - (30'“9), and CeftaZ|d|me/C|aVUIan|C aC|d (30/10'“9) S MIC (ng/ml) 37.5 47 51.8 54.8 57.7 63.1 68.5 85.7 91.1 95.8 100
are still very susceptible to most NS . Organism Name bru wsUS® __ INT __ mES WG, — MiC - $ Mt U7 S G5 7 M %
Antimicrobial disks were manufactured by Oxoid, Inc. : : - - - - —
broad spectrum antimicrobials. (Ogdensburg, NY, USA). Mueller-Hinton agar used in éiiggzbacterspp. sl m 2 i at 028 e T e s o e A e e & s
Tigec CIine’s MIC Of <0.25 /mI testing was manufactured by Remel, Inc. (Lenexa, Cefepime 91.9 8.1 0 2 16 _275' howi ¢ y d'gt g i g P ati g t.' hibited
gecy 90 — - Mg KS, USA). An organism was interpreted as containing Cefazidime L 27 54 s 16 (?— ) showing frequency distribution (n) and cumulative percent inhibite
against Gram-positive pathogens an ESBL if there was an increase of >5 mm in the Imipenem 973 0 27 05 2 (70) at each MIC (ug/ml).
. : : inhibiton zone of the combination disk when pooxacin o r y e " Mic
penem 96.7 0 33 0.5 1 N
(InCIUdIng reSISta nt phenOtypeS) and Compared to that Of the Cephalosporln alone Minocycline 98.2 0 1.8 <0.5 <0.5 Qumulative% 0.03 0.06 0.12 0.25 0.5 1 2 4 8 16 32 64 128
. . . . PipTazo 97.3 0 2.7 0.25 16 Tigecycline 4 53 179 38 1
MIC of <1 OiJg/m| agamst overall < Quality controls (QC) were performed by each testing P aornginosa Tigeoycling - a - ; T 15 207 858 996 100
90 — . f : : : (n=239) Amikacin 98.4 16 0 4 g AmoxClav 1 8 31 32 58 105 17 5 6 12
Enterobacteriaceae and site on each day of testing using the corresponding A 00 3 s 1h ) . 04 33 145 %2 413 85 o6 95 %6 100
ATCC control strains: E. coli ATCC 25922; E. coli Ceftazidime 90.3 1.6 8.1 <8 <8 gl 4 22 1B 12 & . & o £ 4
) . 10.2 18.2 22.9 27.3 35.6 47.3 58.9 724 84 100
] I ATCC 35218; H. influenzae ATCC 49766; H. Cefiriaxone 29 65 64.5 32 ~64 Ceftri 1 1 17 133 89 13 4 2 1 14
ACInetObaCter Spp Valldate the pOtent influenzae AT,CC 49247 S. aureus ATCC 2é213. i‘;;p:;l:n; gg‘g 655 107 015 ; o 04 0.7 6.9 55.3 87.6 924 93.8 945 %9 100
. e . . . . . ropenem : : : Imipenem 79 31 2 2 8
IN h | b |t0 I'y d Cthlty Of T I G ag dain St Pseudomonas aeruginosa ATCC 27853: I}:;;’;’fz‘z)xacm gz:g 4(')8 ;g 045 146 — - Eici)g 9852 9:3 8 _ 2 : 2 93;).4 130
CO m m u n ity/h OS p ita I path Og e n S EnterOCOCCUS faeca/is ATCC 292 1 2 and S. ;ri:aiirpp:)riitiigzrgri]:(e)ii36?23(::2;1::8;3;;%2&?; él;/l:crlc;hs, 2008). Where EUCAST breakpoints were not available, CLSI breakpoints were used (M100-S18, 2008); na = not available — — 11.6 50.9 85.5 8?3.4 8268 91%: 9;(.)5 94.2 97.5 100
] ) pneumoniae ATCC 49619. Results were included in _ 11 178 891 100
iIsolated from Switzerland, Sweden, the analysis only when corresponding QC isolates e G mn ok 2
ithi i 1 n71 1 1 1 Penicilli 48 7 9 8 19 20 35 40 89
and The Netherlands. iéastgzs_\ivitg(l)% 7ihe 'dacl'cept?%? range according to Table Bé. In vitro actlwtyh of tigecycline and comparative agents enicilin B . S
guiaelines . against ram_positive pat ogens. PipTazo 40 76 115 19 4 4 2 15
14.5 42.2 84 90.9 92.4 93.8 94.5 100
MIC (ug/ml) Vancomycin 13 98 154 10
I t d - Organism Name Drug %SUS * %INT %RES MIC, MIC,, 47 404 964 100
n ro u Ct I o n S. aureus Tigecycline 100 0 0 0.12 0.25
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(ESBL) producing Enterobacteriaceae [4-6]. This study ) s ! o on potential for the treatment of serious infections. Although
was undertaken to document the in vitro activity of Ackn owledgements : : _ N _
tigecycline against significant numbers of clinical pathogens Lo - N X " ; the frequency of resistant strains in these three countries
collected in population centers in Switzerland, Sweden, and Meropenem 100 0 0 <0.12 <0.12 i
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