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Revised Abstract Materials & Methods
Obijectives: The TEST program % All isolates were derived from blood, _ _
_ _ _ - i i 0 Results are presented in the following tables and graphs.
determined the in vitro activity of respwatory tract,. urine (no more thaq 25% of P g grap
. ! d to broad t all isolates), skin, wound, body fluids, and | | | . | | | | | |
Igecyciine compared 1o broad spectrum other defined sources. Only one isolate per Table 1. Comparative in vitro activity of tigecycline against 201 Table 2. Multidrug resistance (MDR) per country in the
antimicrobials against multidrug resistant patient was accepted into the study. There multidrug resistant clinical isolates from Turkey.* T.E.S.T. program ranked by % MDR.*
gram-negative and gram-positive species were 641 clinical isolates were collected and MIC (meg/ml) I e
collected from hospitals within Turkey tf?tsted fr?mKZOOTl t? %008 from_d8 intfsc??attixe Organisms: MDR (Total N} Drug MIC;, MIC,,  Range  %Sus® %Res i (TotalN) %MDR Country (TotalN) % MDR
. Clini sites in Turkey. Isolates were identified to the ram-Positives
throughout 2004-2008. Methods: Clinical Dodios Ievelyand otod ot each Sita by the Staphylococcus aureus, MRSA  Tigeoycline 025 05 02505 100 ; Turkey 202(641) 315 Portugal 32(196) 16.3
iIsolates were identified to the species pz rticipating laboratory y n=20 (100) AmoxClav >8  >8 >8->8 0 100 fl;atemala 419826((131773)) ﬁ-g t\ust“a 8‘1182(3); 16;
: : Ampicillin >16 >16 >16->16 0 100 ndia 7 : atvia 71(45 5.
level and Conflrmgd by a refgrgnce <+ Organism collection, transport, confirmation Ceftriaxone ~ >64 ~ >64  >64->64 0 100 Chile 396(1044) 37.9 Singapore 179(1139) 15.7
laboratory. Minimum Inhibitory of organism identification, and development :_rzlv%ilno?(r:cm >;6 >1166 12:?;6 8 188 Brazil 280(753)  37.2  Belgium 306(2011) 15.2
Concentration (MICs) were determined and management of a centralized database, Linezolid 9 4 14 100 0 PuertoRico  47(135)  34.8 United Kingdom  145(1015) 14.3
by the local laboratory using supplied were  coordinated by  Laboratories wnogyelne & 2 e M Eik,lztj;s 15651((158059)) 2;3 ﬁiiﬂiﬂi”es 13?5322; 3:
broth microdilution panels and interpreted International for Microbiology Studies (LIMS), PipTazo >16  >16  >16>16 0 100 Poland 57(193) 205 UnitedStates  7143(56770)  12.6
according to CLSI guidelines. Results: a division — of lInternational  Health Vancomydin 11 0.5-2 100 0 Colombia  349(1194) 292  Spain 383(3178) 121
_ ' ' Management Associates, Inc. located in Enterococcus faecium Tigecycline 012  0.25 0.12-0.25 100 0 , ' P '
Out of 641 isolates collected, 201 n=12 (28) Ampicillin >16  >16  >16->16 0 100 Mexico 850(2943)  28.9 Hong Kong 69(584) 11.8
31.5% det ined to b ,|t'd . Sc_:h.aumbur_g, !L.’ USA, : Levzfloxacin >32 >32 >32->32 0 100 China 161(565) 28.5 France 656(6081) 10.8
( h 0) were e.ermlne O_ € muitdrug ¢ Minimum inhibitory concentrations (MICs) Linezolid 2 2 2-2 100 0 Argentina 908(3358) 27  Germany 449(4675) 9.6
resistant as defined by resistant to 3 or were determined by the CLSI recommended Minocycline 8 >8 <0258 333 667 Korea 484(1848) 26.2  Slovenia 71(768) 97
more antimicrobial drug classes. broth microdilution testing method [7]. FEUEliy e e e g U Jamaica 50(197) 25.4  Australia 188(2242) 8.4
i : Ti li lied b Wyeth Vancomycin 2 >32 0.5->32 06.7 33.9 Greece 382(1523) 25.1 The Netherlands 59(741) 8
A. baumannii had the highest percentage igecyciine - was — supplie y ye Gram-Negatives - ,
of MDR strains with 40/48 (83%) followed Pharmaceuticals (Collegeville, PA, USA). All Acinetobacter baumannii Tigecycline® 1 2 0.5-4 96.2 0 Panama 92(382) 24.1  Switzerland 30(395) 7.6
other agents were supolied bv the panel n=40 (48) Amikacin >64  >64 2->64 38.5 57.7 Lebanon 35(147) 23.8  Hungary 59(845) 7
in order by E. coli 47/116 (41%); J W Hbp y e P Cefepime 32 >32 16->32 0 96.2 Indonesia 41(175) 23.4  Czech Republic 49(746) 6.6
. ) 7o), manufacturer, MicroScan (Dade Behring Inc., R, 5 e al IGEEEEET 128 Gend . e
F. aeruginosa 29/78 (37%); Klebsiella West Sacramento, CA, USA). The following Ceftriaxone ~ >64  >64  64->64 0 100 Y 0 ~anade '
spp. 29/87 (33%); S. marcescens 10/35 antimicrobial agents were included on the imipenem 2 >16  05>16 538 462 ?'Farag”a 28150(142432 ;;Z Ele”mka;k o 63(133) 22
(29%) EnterObaCter Spp 14/60 (23%) panels Wlth their dilution rangeS (expressed Le.VOfIOX?Cin £ e 50 L 100 Calwi'n 112( 514) 21.8 Oova =PERHE 6(196) 3.1
0 : o in mcg/ml): amikacin (0.5-64); g'mgcydme >1128 >1828 gf 5112% 8%5 93682 | IrOalla 270((1299)) 20.8 S Imadn 31§113)2) 2.7
g - .0-04), ipTazo : : srae : weden :
iannh(?bﬁ.e(? Lgf(f/ls Ozfo,[/l,;]eo 0 r(azr(r)l-/:l)é Egsgyl\(/;lllgllg amoxicillin/clavulanic acid (0.12/0.06-32/16); Enterobacter spp. ° Tigecycline 0.5 4 0.5-8 83.3 8.3 Lithuania 72(378) 19  Finland 16(648) 2.5
. 0 g g ampicillin (0.5-32, gram-negative panel, and n=14(60) mg‘fgigv >§2 :362 >;2'_3>232 910'7 180 South Africa 410(2291) 17.9 Norway 3(190) 1.6
straTs att 2 ndmg/m! Cpmpared( 7tg t6r(1)/e n?j 0.06-16, gram-positive panel); cefepime (0.5- Ampicilin N s O o Venezuela  96(561)  17.1 Totals 18336(120121) 153
MOoOStT acltive rug’ |m|penem . o d 32), Ceftriaxone (006'64), CeftaZidime (8'32), Cefepime 8 8 2-16 91.7 0 * Data collected from 1,016 investigative sites.
" : - . . Ceftazidi 32 32 32->32 0 100
ug/ml). All 32 MDR G.rar.n-.pOSItlve. Stralr?S imipenem (0.06-16); meropenem (0.06-16); sztzzf;?: >64 ;34 2_:64 83 584 | | - | |
(mostly MRSA) were inhibited by linezolid linezolid (0.5-8); levofloxacin (0.008-8); fosri 0.5 1 0.25.2 100 0 Figure 2. Cumulative percents inhibited by tigecycline
at 4 yg/ml and tigecycline at 0.5 pg/ml. minocycline (0.5-16); tigecycline (0.008-16); Levofloxacin 0.2 >8 003> 667 167 and comparators against 169 multidrug resistant
enicillin  (0.06-8); piperacillin/tazobactam Minocycline 2 16 2->16 °6.7 16.7 G tive isolates from Turkev.*
Conclusions: Turkey had a high level of P 2o70) PP . PipTazo 64 >128 2128 167 417 ram-negative isolates from Turkey.
MDR strai S 300/ d f (0-06/4'128/4) and vancomycin (0-12'32)- Escherichia coli Tigecycline 0.5 1 0.25-2 100 0
strains _°) and was one O MIC interpretive criteria followed published n=47 (116) Amikacin 4 16 2-32 92 0 100
only seven countries that had levels guidelines established by the Clinical and A E I L 28
. o/ : ) Ampicillin >32 >32 32->32 0 100 —e—Tigecycline
superseding 30% in the TEST program. Laboratory Standards Institute [8] and the Cefepime 530 532 <05.532 12 84 80 e
100 % of Gram-positive MDR isolates recent United States Food and Drug Ceftazidime 16 >32 <8->32 28 48 3
i i i Ceftriaxone ~ >64  >64 1->64 4 88 5 A AmoxClav
and at least 83% of Gram-negative MDR Administration  (FDA) package insert for - : : v ampicilin
et oS tigecycline [9], where applicable. lovoloacn %8 53 0038 4 o8 - e
© P _ * Quality controls (QC) were performed by Minocycline 8 >16 2->16 32 44 % —e—Ceftazidime
’I_D' aeruginosa  were susceptible  to each testing site on each day of testing using P — ;'p;szc‘;’"ne ? 322 1(‘)>51_228 18080 g £ ——Ceftriaxone
tigecycline. thel %{’éeépgngizng ngCI CX_rI‘_t(';%l 2’“’?1”;3 EI =20 87) Amikacin 4 32 164 792 42 e
coli ) - E. coli ) : H. AmoxClav 32 >32 16->32 0 95.8 20 Levofloxacin
influenzae ATCC 49766; H. influenzae ATCC A G- R T e
: 49247; S. aureus ATCC  29213; g o3> 128 o 0 ~ ineeydine
Introduction Pseudomonas  aerugi - Cotiaone 64 64 O, |
ginosa ATCC 27853; Ceftriaxone >64  >64 0.12->64 16.7 70.8
Enterococcus faecalis ATCC 29212 and S. 'LfZ'VP;IZif;‘CIn 00-152 >18 006235-;18 ;g% 127 e (mea/ont
Tigecycline (formerly GAR-936) is a member of pneumoniae ATCC 49619. Results were Minocycline 4 >16 2->16 625 292
a new class of antimicrobial agents, the Included in the_ analysis only. .when _ PipTazo : 128  >128 4->128 29.2 58.3
glycylcyclines. This synthetic analogue of the corresponding QC isolates tested within the l::ggiggonas aeruginosa Er%?;ax';lrl]ne >1166 >3126 0-25_-;216 662-§5 9?6-8
tetracyclines exhibits significant antibacterial acceptable range according to CLSI (2008) Cefepime >32  >32 4->32 125 75 Con Clu Si ons
activity that is both bacteriostatic and, in guidelines [8]. Cofezidime =8 >%2 =% 0 998
certain instances, bactericidal with Kkilling Imipenem 16 16 0.25-16 25 56.3 2% :
activity that is as much as fourfold better than ;?V;’f'oxaci” 1>288 728 41-728 ;fg 2:32 ’ I/IhDelge' Wlerte ! tOf 03 C(I)L:ntrles thatt d;mon;ér;te_d
. : ipTazo > -> : :
vancomycin anc_l daptomYCI_n [1’ 2]'_ The References Serratia marcescens Tigecycline 1 2 1-2 100 0 ISOlatCHlales equa O Or_ grea er an o IN
development of tigecycline is important in that n=10 (35) Amikacin 4 8 1-8 100 0 the TEST program. These Iincluded Guatemala,
i i i i : -y . AmoxClav >32 >32 >32->32 0 100 . . . .
ngecyeline and omer gyeyloyaines are acive o now gvyicyoine) compared o hoss af e oior sgent awpolin %2 s sz o 100 India, Brazil, Puerto Rico, Pakistan and Turkey
against bacteria s_ralns carrying eitner or O against penicillin-susceptible and -resistant pneumococci. Cefepime >32 >32 4->32 22.2 77.8 31 50/ The highest | I fMDR . lat
of the two major forms of tetracycline Antimicrob Agents Chemother, 2000, 44(4) p. 1085:8. Sl 02 2 e i B (31.5%). The highest level o ISOlales was seen
. . . a avikul, ., F.d. rFetersen, an .A. bradroraq, /In vitro activi > > -> . . .
resistance: efflux and ribosomal protection. o tigseyoline agarist Staphyloaccous epidermidls arowine 1 an e . 0ea 00 0 in Guatemala (49.3%) and the lowest seen In
Certain substituents at the 9-position of the adherent-cell biofilm model. Antimicrob Agents Chemother, 2003. Levofloxacin ~ 0.12 8 0.06-8 778 111 Norway (1 6%)
tetraCyCIine molecule restore aCtiVity againSt 3. I‘:’Zé::rz pé?f,mljr)éclinica/ pharmacology of GAR-936, a novel I;)/!ingcycline 138 >1828 2§_1828 :17? 7? 8 * - . e .
bacteria harboring genes encoding either or glyyieycino antiaciorial agont. Phamnacotherapy, 2000. 200 T ——— ' - - “ All 76 Gram-positive MDR isolates from Turkey were
both efiux and ribosomal protection. A SINGIE. | s s/ AC. i R Jovs oty ang spetun || i o S e s e e e inhibited by tigecycline and linezolid at  their
el modfeton of gecyins voreomes | SEATFERATSEHER MUY | | SEememeaa especiive_breakpoinis. 33% of E. faecium were
. 19-36. - .
while maintaining activity against Susceptible 5. Igatel, R., et al., In vitro activity of GAR-936 against vancomycin- VanCOmycm'reSlStant
gram-positive, gram-negative, aerobic, and and poniilinresisant  Stropiocoecus  protmonias.  Disgn Figure 1. Cumulative percents inhibited by tigecycline < Tigecycline was the most potent drug in vitro against
anaerobic bacteria [3]. 6. Rupps ME. and FD. Fey, Extended spectrum beta-factamase and_tc;ompalrattors% agaigstksz multidrug resistant Gram- MDR Acinetobacter baumannii with 96.2% inhibited
(ESBL)-producing  Enterobacteriaceae: derati f ositive isolates from Turkey.* TP
Provious siudies have demonstrated excallont | oo e e e e e P v at <2 meg/ml, while imipenem was the most potent
353-65. . . . - .
in vitro activity for tigecycline against clinical 7. CLSI, Methods for Dilution Antimicrobial Susceptibility Tests for 100,0 V4 T g i antimicrobial agent agalnst MDR Enterobacter with
and 't‘i‘boragowt S_"a'”S_tgf gf?m-POS'“V_eh?bf?f - Eaion, In- Document MTAv. 3008  Glnoal - Laboratory / 7 , / B 100% susceptible at the CLSI breakpoint of <2
negative dacleria Wwi minimum INNIDITO Standards Institute (CLSI), 940 West Valley Road, Suite 1400, ) o - - - - : T
cogcentrations for the 90t percentile inhibiterzll Wayne, Pennsylvania 19087-1898 USA. - e Amikcr mcg/ml. Tigecycline and imipenem inhibited 100% of
imj ] ibili o == AmoxClav . .
at or below 2 pg/ml, including difficult to treat | ~  Tasting, in Doumont M100-516. 2006 Ginical Laboratory : — all MDR E. coli, Klebsiella spp., and S. marcescens
Erlqﬂelt?rg(':ai\l)lin-resistant .Stapljy{[occ;ccust aureus s&:;g;rcése rﬂ?fsﬁfﬂfni§C$§$§7?f§9§VS§A_Va"ey Road, Suite 1400, : _)::tp: at their respective breakpoints.
, vancomycin-resistant enterococci 9.  Tygacil®, Product Insert. 2005: Wyeth Ph ticals, Inc., £ eftazidime : :
(VRE), and extende}él-spectrum beta-lactamase Pniadeipia,PA, USA. o £ 100  Ceftaxone *» None of the study drugs were very active against
(ESBL) producing Enterobacteriaceae [4-6). - MDR F.  aeruginosa,. Including piperacillin-
This study was undertaken to document the in 20,0 —e—Meropenem tazobactam.
vitro activity of tigecycline against a selected ACknOWIngements ~8—Minocycline . - : - -
geographical group of multidrug  resistant oo “* Amikacin was the most active drug against these
ihi it H H 0,0 . . ag ugs . .
isolates from Turkey_ This Study IS part of the Y!gorg{.s:)e/ﬂ:)lgssr?;gﬁvgiggZ|| t;zmct?er:gl%:ctﬁ]ls T(I)gfeé:;s“nlgvg\sl’[allgj;(;;sr; <0.03 0,06 0,12 025 05 1 2 4 8 16 32 =32 ISOIateS, Inhlbltlng 625% at ItS SUSCeptlble
gﬂgo"_ll? 9|O_t|)_&}| | T(i_gi_eECécI_irn)e Evaluation and | ok peoe Prodia oroup. This siudy was sponsored by & grant from VIC {meg/mb) breakpoint of <16 mcg/ml.
urveillance Trials (T.E.S.T.) program.




