Revised Abstract Introduction Results
- T - Increasing bacterial resistance worldwide has stimulated the
E;V?/kg;?;n;; a-l;:ﬂren(i;gfclalgiz,lsa(gjgce;yr/rllfyecrlinoefs)a search for more(effecti\)/e antimicrobial compounds. Wyfeth Table 2. Listing of 31 multi-drug resistant anaerobes with in vitro
; Pharmaceuticals (Wyeth) has developed tigecycline, the first TIT . : . : :
has been shown to have potent expanded | of the glyeylcyciine antimicrobial agents to reach a major Table 1. Demographic listing of 31 multi-drug resistant anaerobes. activity for tigecycline and comparators.
broad t tivit inst t market. This synthetic tetracycline analogue exhibits No. of Resistant Drug Resistant Tigecycline  Meropenem  Metronidazole  PipTazo Cefoxitin  Clindamycin
roa spectrum acuvity .agalns m_OS antibacterial activity that is both bacteriostatic and in certain SitelD Country Organism Source Drug Classes Groups? Organism N %S" Range %S Range %S Range %S Range %S Range %S Range
Commonly encountered species respon3|ble instances bactericidal with killing activity that is as much as 6455  Hungary B. fragilis Gastrointestinal 2 frOHF:Ztt g-ffag"”sl 153 188 0(-)2;22 71%3 8222 91’%3 06255;18 6262 8;?22 725 82'>3:2 1%-4 1;88
i i i : : . resistant to . uniformis <0.06- 25- 5- 25-> <2-> >8->
for community and hospital acquired 1_‘|9urfo|d|_ beLter tlhanb vancr(])myc:l:\ t? na tQaptom;/Cln 1, ,[2]' o455 Hungary B. fragilis Unknown 2 2drug classes)  B. thetaiotaomicron 3 100 <0062 100 025025 100 11 333 416 0 32532 0  >8>8
infections. The T.E.S.T. program determined | broad spectrum of gram-negative and gram-positive. aerobic e e i o ; e P o o S
. s B u - - 6455 Hungary B. fragilis Unknown 2 B. distasonis 1100 0.5 100 1 100 4 100 8 0 32 0 >8
the in vitro activity of tigecycline compared and anaetFOt;iC_Ol’gtiniffT;_S [3]. -II'-he d.evelogment of tigecyctlri]ne 6492  Germany B. fragilis Unknown 4 B. eggerthii 1 100 05 100 025 100 4 0 >4 100 <2 0  >8
. - : : is important in that tigecycline is active, as are other 6492  Germany B uniformis UrlkrEr ) B. stercoris 1 100 012 100 05 100 1 100 05 0 32 0  >8
to plperacnlln-tazobactam, C“.nqa_mycm’ glycylcyclines, against bacterial strains carrying either or both 6492  Germany B. vulgatus Unknown ) 72 (VLS 1100 <006 100 2 100 05 100 4 10 <2 0 >8
metronidazole, meropenem, penicillin, and of the two major forms of tetracycline resistance: efflux and Fusobacterium — gi::g;is 1 188 00'152 180 >8L8 188 015 180 363 8 :22 8 :2
cefoxitin against anaerobic multi-drug rbosomal protection. saels ey MU T U 2 Group 5 B. fragils 10 3% 0 8 0 8 0 >4 0 > 0 _>B
resistant (MDR) strains collected from 18 T | 4 EMEA o f 15653 France B. thetaiotaomicron  Blood 2 Totals AllMDR Anaerobes 31 96.8 <0.06-2 83.9 0258 935 0.25-8 581 0.25-564 161 <232 65  1->8
igeCyCine receive dapprova or treatment o 15716 Germany B. thetaiotaomicron Unknown 2 ® Multi-drug resistant is resistance to 2 or more drug classes as defined by CLSI (M100-5§19, 2009). Each “Group” represents how many drug classes
|nveSt|gatlona| SlteS |n 7 COU ntrIeS |n Europe ;ﬁ?%lécrii;ﬁgnﬁr;naacgﬂﬁgg :)If]:l:?n?)?]?alrE;[]_r;'a-'?E(ejO(;?);re]i![x]efeg]}l?hr:g 15716 Germany Prevotella oralis Unknown 2 ?;ngi%EEE;Eg;sr;Sfree\;vss SSugr%uze?‘ig:aodIi(;laéelj(;zssls'?agltir:?cgldlgl:gaiggﬁzs()ll\/larch 2008), where available; Tigecycline susceptibility defined by FDA
. ' 15842 France B. distasonis Abscess 2 ygacli®, -
from 2007 .through 2008_‘ Methods: A total study was to determine the in vitro activity of tigecycline and 15856  Germany B. eggerthii Ovary )
of 2,267 clinical anaerobic pathogens were comparative agents against a large number of recent 15856  Germany 8. uniformis Gastrointestinal > Figure 1 Percent susceptible (%) for 31 multi-drug resistant
identified to the species level at each fhﬁiigohbéztpé‘é?ggeens from geographically diverse populations 15856  Germany B. vulgatus Gastrointestinal 2 anaerobes — European data.
participating site and confirmed by the ' ijjj germany E :ragf:fs g”kt”"_w: - ;
. . e . u ermany . 1ragiiis astrointestina
central laboratory. Minimum Inhibitory Materials & Methods leose e 5. frasil Onknown X
Concentrations (I\/IICs) were determined o There were 2,267 gram-positive and -negative anaerobes 16955  France B. stercoris Unknown 2 B4%
. . . s . . collected from 2007 through 2008 from 7 European 17568 France B. fragilis Skin/Skin Structures 2 ﬁgﬂ
USIng agtar dll_tJtIdOn AntlrglcrObltaI reESlIJSéa'Ar;]SC'?' countries (19 SiteS): Belglum (1), Czech RepUinC (1), 17568 France B. fragilis Respiratory 2 EED >87%
breakpoints or CLS| and FDA breakpoints United Kingdom (1). All isolates were tested and identified 17584 Germany B. uniformis Genital/Urinary 2 40
: locally with only one isolate per patient. All isolates were 17631 Hungar B. fragilis Unknown 2 16%
where no EUCAST breakpoints were shi saty e
pped to a central reference lab (IHMA, Schaumburg, IL, 17631 Hungary B. fragilis UielrEann 5 7%
available. Strains were grouped by USA) where identification and MICs were confirmed by 17631 Hungary 8 thetaiotaomicron  Unknown 5 0%
: agar dilution using guidelines published by the European 17631 H B uniformi e 5 5 N <& & S &
resistance 1o O, 1, Or_ 2 er.Jg classes. Committee on Antimicrobial Susceptibility Testing 17368 Czuencialt{yepublic 3 ?rr;;icl)irsmls Unknown 5 &é‘ﬁ Q,}So*‘b @&GQ < < @’*’S
Results: The |\/||C908 of tlgecycllne to MDR (EUCAST) of the European Society of Clinical Microbiology 17868  Czech Republic B' vulgatus P —— . N
_ ' ' d Infectious Diseases (ESCMID): L : — — — _
grOUpS O 2 are ShOWﬂ N the fO”OWlng an 17928 Hungary B. fragilis Unknown 2 Susceptibility of each drug is defined by EUCAST Clinical Breakpoints (March
ta ble _ Organism . AST Conditions. 17928 Hunga ry 2w Re e Unknown 2 2008), where available; Tigecycline susceptibility defined by FDA (Tygacil®, 2005).
. Test medium Temp Time (hrs) Atmosphere
MDR Gmup MICQC (n) - 5 mcg heml?r:?ierlrl}acga%?tgmin K with Anaerobic: =
((321;1; g) gll’j;lgl; Gzﬁiglz) 2 Anaerobes laked sheep blood 35-37°C 48 5% H, 5% CO,, 90% N C O n c I u s I o n s
Anaerococcus spp. 0.12(83) | 0.12(10) - o Drugs and concentrations (mg/L) tested against anaerobes : ) ) ) ) ) )
Anacrovorar spp. <006 [ - included tigecycline  (0.06-32); clindamycin  (0.25-8); o MDR resistant anaerobes are not common as is demonstrated in this study. MDR isolates comprised just 1.4% (31/2267) of the study
Bacteroides spp. 2 (671 4 (185 2 (29 : . - Al T . . "y
s o T or e metronidazole (0.12-16); meropenem (0.06-8); piperacillin- species. All MDR anaerobes were gram-negative, none gram-positive.
pp (334) (235)
Eubacterium spp 0.25 (1) ] tazobactam (0.06/4-64/4); penicillin (0.25-32, gram-positive : : : : . : : : : : : : :
Finegoldia spp. _ 0.12(92) | <0.06(15) | - only); and cefoxitin (2-32, gram-negative only). MIC o Tigecycline demonstrated excellent in vitro activity against all anaerobic species collected in this European population. Tigecycline MICg,
P T E T nE T interpretive criteria followed published clinical breakpoints values were <2 mg/L for all MDR isolates (resistant to 2 or more drug classes) with the exception of 1 isolate that was resistant to all 5
Paplsrapiococeuspp. 0.3 199) | 006Gy | established by EUCAST, where applicable [5] study drugs (confirmed, B. fragilis). Using the FDA breakpoint of <4 mg/L as susceptible, this gives tigecycline the highest percentage
Veilonellaspp | 006 |- __T__- References susceptible rate, 96.8% (30/31 isolates), against all MDR anaerobes in this study.
_ _ , , . 1. Hoelman, D.B., et al. Anfipneumococcal activities of GAR-936 (a new giycylcycline) compared to those of o Tigecycline MICs were equal to or lower than all study drugs including drugs that are commonly used to treat anaerobic infections such
CO“CIUSIO“S TlgecyC“ne retalned aCtIVIty giggmgfrl::rr 2?)%?284(:)9-8/”% 8’;‘C_:_e;;icillin-suscepl‘ib/e and -resistant pneumococci. Antimicrob Agents I d . t d I . ” t b t d f t H d t d I t t
: t 96 80/ Of anaerObeS reSIStant to 2 2. Labthavikul,, P., PJ Pe-tepr.sen, and P.A. Bradford, In vitro activity of tigecycline against Staphylococcus aS C In amyCIH’ me ronl azo e’ plperaCI In- azo aC am’ meropenem an Ce OXI In Owever’ meropenem an me ronl azo e Con Inue O
a aInS . epidermidis growing in an adherent-cell biofim model. Antimicro ents emother, . p. L . . . .
oSrJ Tore dru °C| asses. Tigecveline's in vitro 3 2857-9.‘;J9 i ‘;” tl”” ’”: GA:Q; : b/“glt /C“/_ " tj’"f _“/7“2"1 have good activity against MDR with overall percents susceptible of 83.9% and 93.5%, respectively.
] : rojan, S.J., Preclinical pharmacology o -936, a novel glycylcycline antibacterial agent. ) ) ) ) ) ) ) )
. J ! JeCy . 4. European Mocitines Agancy (EMEA). 2006, Tygaci® Authorization to Market o Anaerobes, especially gram-negative anaerobes, are co-pathogens in many complicated intra-abdominal infections (clAl). Many clAl
P gency ( ) yg
aCtIVIty agaInSt mUItI'drug reSIStant 5. European Committee on Antimicrobi:aI Susceptibility Testing (EUCAST), Clinical Breakpoints, March 12, . . . . . oy
anaerobic pathogens may be useful in the 2009, /w19, 0rg/eucastt/VICTAB) pathogens, particularly gram-negative aerobes, harbor drug-resistant determinants (eg., ESBLs and AmpC) making them difficult to treat.
. . Tigecycline may be useful in the treatment of such polymicrobial infections with known effectiveness against both gram-negative aerobes
treatment of infections caused by such cKknowieagements eE T ) o ” .
therapeutically challenging strains This study was supported by a grant from Wyeth Pharmacevticals. and demonstrated inhibition in vitro against anaerobes in this study. Additional studies are warranted.
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