REVISED ABSTRACT RESULTS

Objectives: Tigecycline (TIG) is a new glycylcycline with enhanced activity against many Results are contained in the fO||0Wing Tables.
multidrug resistant (MDR) pathogens including ESBL and AmpC producing

Enterobacteriaceae, methicillin-resistant S. aureus (MRSA), carbapenem resistant ) - i ) ) Table 3. In vitro activity of TigeCyC”ne and Comparative
Acinetobacter and fluoroquinolone resistant gram-negative rods. The TEST study evaluated Table 1. In vitro activity of Tlgecycllne and comparative T T g .
the activity of TIG and comparators to pathogens in Canada 2004-2008. Methods: Atotal of agents against Enterobacteriaceae. g g P p g :

2227 pathogens were collected from 10 participating sites in Canada from 2004-2008. Isolates i
were identified to the species level and CLSI specified MICs were performed at each site. MIC (meg/mL) (meg/mL)
CLSI or FDA breakpoints were used, where applicable, to determine % susceptibility. Results: Organism Drug %Sus %Int %Res MiCs, MiICs, Organism Drug | %SUS %INT %RES MICy MICy
. : : : . All Enterobacteriaceae Tigecycline 969 22 09 0.5 1 S. aureus Tigecydline 100 0 0 012 0.12
Tigecycline MICs are recorded in the following table: ] Armikacin %99 0 o1 2 . (n=314) oGy @B ©® WE 4 4
Tigecycline MICs (mcg/ml) Amox-Clav 502 7.5 423 8 >32 Ampicillin 65.3 0 34.7 4 >16

Organisms (n=2227) MIC5, MICqo Range Ampicillin 151 86 76.3 >32 >32 Ceftriaxone 88.2 19 99 2 16
Acinetobacter spp (n=160) 012 1 0.015 -2 Cefepime 972 06 22 <05 1 Imlpenem‘ 8.5 0 115 <0.12 0.25
Enterobacter spp. (n=300) 05 1 0.12-8 Ceftazidime 93 19 51 <8 <8 t::zfgi’;ac'n i%g 2(-)5 1(:)-8 0-212 ‘21
E. coli (n=334) 012 025 <0.008-2 :
Kl:l?s:'ellnu spp. (n=318) 05 2 <oA1z-16 Cefmaxone e 4 Minocydine 99 0.6 03 <0.25 <0.25
pp. ( ) |
i mipenem 100 0 0 0.12 0.5 penicill 65 o 35 2 -8
ESBLs (n=13) 1 2 0.25-2 . enicillin
Enterococcus spp. (n=181) 006 012 0.03-0.25 Lef"’f"’"?c'" 876 21 102 006 8 PipTazo 892 0 108 1 4
VRES (n=7) 003 006 003-0.06 M_'""CVC""E 873 62 66 2 8 Vancomycin 100 0 0 05 1
Serratia spp (n=131) 1 2 0.25-8 PipTazo 94 27 33 1 8 S. aureus, MRSA Tigecydine 100 0 0 012 025
H. influenzae (n=181) 025 05 0.03-2 Enterobacter aerogenes Tigecycline %64 0 36 0.5 2 (n=39) Amox-Clav 39 154 0 1 8
S. aureus (n=314) 012 012 0.06-0.5 (n=56) Amikacin 100 0 0 2 4 Ampicillin 39 0 0 4 16
MRSA (n=39) 012 025 0.06 -0.5 Amox/Clav 1.8 3.6 94.6 >32 >32 Ceftriaxone 39 51 154 2 32
S. agalactiae (n=122) 003 006 <0.008-0.12 Ampicillin 0 89 91.1 >32 >32 Imipenem 18 0 0 <012 05
S. pneumoniae (n=186) 003 0.03 <0.008-0.12 Cefepime 100 0 0 <0.5 <05 Levofloxacin 39 231 51 012 16
. . . . . .. . . . idi Li lid 39 100 0 2 2
Conclusions: Tigecycline showed excellent in vitro activity against a diverse collection of celondme 898 2 L S ¥ S B R =Ry
pathogens isolated in Canada between 2004-2008. MIC,, values of <0.5mcg/ml against . 10 o 0 025 1 :er;icmin zg 133 g i >88
most Enterobacteriaceae including ESBL and MIC, of <0.12mcg/ml against most gram- Levofloxacin 946 18 36 006 1 V;"nj;;ydn 0 o o os 1
positive pathogens document the in vitro potency of tigecycline, a new glycylcycline. 2?;?2%““ S E.foecals Tgecydine 1000 0 012 012
. - (n=122) Ampicilli 100 0 0 1 1
(E"t‘;; ‘:; Cei=iclonce :g?l:yc!i"e :;“2‘ 3'2 g'i 0‘25 i ’ LemvglfT;xIZcin 607 0 393 1 32
n= mikacin - - - Linezolid 9.2 08 0 2 2
B ( : G R O U N D Amox/Clav 16 1 974 >32 >32 lvllr::;:;cline 434 459 107 8  >8
Ampicillin 0 56 944 >32 >32 Penicillin 100 0 0 2 4
Cefepime 94.9 2 sl <0.5 4 Vancomycin 100 0 0 1 2
5 H H I H H _ s Ceftazidime 708 56 23.6 <8 >32 E. faecium Tigecycline 100 0 0 0.06 0.12
Tigecycline is a novel antlmlcrobl_al W|th_expan<_1led_ brpa_ld spect_rum actlw_ty from a new Coftiomone 746 104 15 025  ea o w26 0 784 s16 i
class of compounds, the glycylcyclines. Tigecycline inhibits protein synthesis by binding to Imipenem 100 0 0 05 1 Levofloxacin 216 0 784 >32 32
the 30S ribosomal subunit. Although it is perceived to be bacteriostatic, its anti-bacterial Levofloxacin  90.5 29 67 003 2 Lvezzili] b © © 2 2
. . . f d h h b . d | . . k d Minocycline 87 5.5 7.6 2 8 Minocycline 81.1 135 54 <0.25 8
activity is significant and has shown some bactericidal activity against key targete PipTazo o se 71 o e ——— A O A e
pathogens [1,2]. Tigecycline was developed to provide activity against tetracycline and Escherichia ol Tigeqlne 100 0 0 012 025 _ Vancomycin 811 0 189 1  >32
multi-drug-resistant gram-positive pathogens and has demonstrated significant broad- (n=334) Amikacin 10 0 0 4 16 V;“};m;“ resistant ;‘iifiﬁ:::e 00 e e A
spectrum activity against aerobic and anaerobic gram-positive and gram-negative ﬁ'njzlxcﬁ::v S i (n=7) levofloxan 0 0 100 >32 32
microorganisms [2-4]. Cefepime 30 5 65 32 >3 tinezolid. 0000 012
Cefta'zidime 50 15 35 16 >32 PMEI:iiiclﬁme 724 2%6 130 >28 38
Tigecycline resistance is very infrequent and is also difficult to induce in the laboratory [5, Ceftiaxone 5 10 85 >64  >64 Vancomycn 00 100 32 >3
. X 9 . X Imipenem 100 0 0 025 025 S. agalactiae Tigecydline 100 0 0 0.03 0.06
6] with a selection frequency observed at less than 10° [3, 5, 7]. With the exception of P. Levofloxacin 10 5 85  >8  >8 (n=122) Ampicifin w0 om e
aeruginosa, tetracycline-resistant bacteria with either tetracycline efflux pumps or ribosomal Minocycline 65 15 20 2 16 Ceftrixone 100 0 0 006 0.12
protective features are sensitive to tigecycline [2-4, 7-11]. Tigecycline has shown to be TP er—— ;'gzyf“ne TR —— iovofloacn me e e 0.2 05
highly effective against multi-resistant Acinetobacter spp., particularly A. baumannii that (n=259) Amikacin 00 0 0 1 5 Penicillin 100 0 0 <006 0.12
are commonly associated with serious nosocomial infections. Similar activity has been Amox/Clav 911 58 31 2 8 = menyen 0T 00 55 DS
observed against Enterobacteriaceae, even extended-spectrum beta-lactamase (ESBL) é?fz:i'r'r']': oy oS SRS )
and AmpC producing strains [10]. Tigecycline has demonstrated MIC,, values of <0.5 meg/ Ceftidme 95 19 31 <8 <8 Table 4. In vitro activity of Tigecycline and comparative agents
mL against methicillin-resistant Staphylococcus aureus (MRSA) and other gram-positive Ceftriaxone 95 19 31 <006 025 : : :
organisms [2, 4-6]. Tigecycline has shown potent activity against animal models infected 'L’e"v";‘:;‘*x:‘cm ;;’01 1"5 5"4 5006066 °‘15 against fastidious respiratory pathogens.
with selected strains of multi-drug resistant Enterococcus faecium and Enterococcus faecalis Minogycline 83 66 104 2 16 (mc’\gl/CmL)
[4, 5] with diverse genotypes van-A, -B and -C [6]. PipTazo 969 12 19 2 8 Organism Drug %SUS %INT %RES MIC; MiCs
:(Iegs;)ella oxytoca ;igt?:(:yt:!ine 2202 g 1(:)8 0‘225 0‘25 S. pneumoniae Tigecycline na na na 0.03 0.03
. . . . . .o . . . .. n= mikacin =186 Al -Cl 984 1.1 0.5 0.03 0.25
This study was designed to better define the in vitro activity of tigecycline in selected clinical /e S (n=18e) i A
isolates collected from 10 study centers in Canada and is part of the global Tigecycline Ampicillin 0 88 912 »>32 >3 lmip;nem 899 101 0 <0.12 025
. T Cefepi 100 0 0 <0.5 1 Levofloxacin 995 0 0.5 1 1
Evaluation Susceptibility Study (TEST). . 10 o o 5 @ Linezold W @ ® @5 1
Ceftiaxone 982 0 18 <006 2 C::'cc;':";dn 71?12 1%7 368 500'2(;6 gz
Imipenem . 100 0 0 <0.06 05 S. pneumoniae Tigecycline na na na 0.03 0.03
Levofloxacin 965 35 0 003 025 Susceptible to penicillin Amox-Clav 100 0 0 <0.03 <003
Minocycline 96,5 3.5 0 1 2 (n=148) Ceftriaxone 100 0 0 <0.03 <003
PipTazo 877 0 12.3 1 >128 Imipenem 100 0 0 <0.12 <012
. j j . S. marcescens Tigecycline 97.6 1.6 0.8 1 2 levofloxacin 993 0 07 1 1
u All isolates were derived from blood, respiratory tract, urine (no more than 25% of (n=127) Amikacin Joor ol b d 1 Linezolid 00 0 o0 <05 1
allisolates), skin, wound, fluids and few other defined sources. Only one isolate per patient Amox/Clav 0 100 ©0 16 16 C::';‘)':T"”ycm oo o o Sae=e
was accepted. Isolates were identified to genus and species by the local laboratory. Each ﬁL"fZ},f'n'!'Z 120 g 180 342 342 S preumoniae Tigecychine  na _na  na  0.03 006
site tested the isolates using broth microdilution. e AW ® ® @ @ e e 68 32 0 o0m o5
u Clinical isolates (n=2227) were collected tested between January 2004 - April 2008 Ceftiaxone 100 0 0 2 2 Impenem 571 429 0 025 025
Imipenem 100 0 0 0.5 0.5 Levofloxacin 100 0 0 1 1
from ten study centers across anada _ _ _ e 0 o 100 s  -a linarald w o o 1 1
u Custom broth microdilution panels were supplied by MicroScan (Dade MicroScan, Minogcline 0 0 100 16 16 Penicillin 0 10 0o 05 1
Sacramento, CA, USA) with the following antimicrobial agents and concentrations (expressed PipTazo 10 0 0 4 4 e lzzzszym“e'” = - - = >
in meg/ml); Gram Positive Panel: amoxicillin/clavulanic acid (0.03/0.015-8/4, tested using a UG EEE Tigecycline 10000025 1 Resistant to penicilin AmoxClav 571 28.6 143 2 8
2:1 ratio of amoxicillin:clavulanic acid; reported concentrations refer to amoxicillin); ampicillin . co K predmoniae, . oxytoca Amiieel o s a1 16 b= Ceftriaxone 286 57.1 143 1
. ’ . N p ‘ . e p (n=33) Amox/Clav 424 485 91 16 16 Imipenem 667 333 0 0.5 1
(0.06-16); ceftriaxone (0.03-64); imipenem (0.06-16); linezolid (0.5-8); levofloxacin (0.06- Ampicillin 0 0 100 »>32 >3 levofloxaén 100 0 0 1 1
32); minocycline (0.25-8): tigecycline (0.008-16); penicillin (0.06-8); piperacillin/tazobactam Eif"'ﬁ;‘? ‘3‘;: 1‘212 f’éi ié >§; preele 00 o .
. . . . T ertaziame . . . >
(0.25/4-1_6/4) :_;md vancomycin (0.12-32). Gram negative papel: amlkau_n _((_).5-64); am(_)X|C|II!n/ e 152 B8 @9 SE  sE0 — ¥_ancon|v_ycin 0 0 0 gii gi
clavulanic acid (0.12/0.06-32/16, tested using a 2:1 ratio of amoxicillin:clavulanic acid; Impenem 100 0 0 025 025 e Tl o e <y
reported concentrations refer to amoxicillin); ampicillin (0.5-32); cefepime (0.5-32); ceftriaxone ij"”"xIﬁc'" 2‘3‘2 1‘;12 gi; >23 >186 Ampicilin 812 17 171 <05 16
. . g L . . s . inocycline 3 . . > Cefepime 994 0 0.6 <05 <05
(0.06_—64), cgftamdlme (8-32); imipenem (0.06-16), levofloxacin (0.008-8); minocycline (0.5- PipTazo 9 Gd 3 a 0 e ® 8 e
16); tigecycline (0.008-16) and piperacillin/tazobactam (0.06/4-128/4). Levofloxacin Resistant Tigeycline 946 36 18 025 2 Ceftriaone 100 0 0 <0.06 <006
u MIC interpretive criteria followed published guidelines established by the CLSI where Enterobacteriaceae (n=111) Amikacin 991 0 09 2 8 e o 100 0 6 obws oo
. Amox/Clav 486 30.6 20.7 16  >32 evorioxacin ; :
applicable [12]. Ampicillin BE 0 @B sm om v PipTazo 994 0 0.6 <0.06 <006
[ MIC interpretive criteria for tigecycline followed published guidelines established by Cefepime 793 18 189 <05 > e ot e o & o %
the FDA where applicable [13]. Ceftazidme 802 54 144 <8 >3 Lactamase Positive Ampicillin 0 31 9%9 16 32
. . e . . Ceftri 694 45 26.1 012 >64 = i
n Isolates were identified to genus and species by the local laboratory. Each site impenem 100 0 0 025 05 (n=2) Cfme o m @ w
tested the isolates using broth microdilution. Levofloxacin 0 0 100 >8  >8 Ceftiaxone 100 0 0 <0.06 <006
. . . . f P P Imi 100 0 0 0.12 1
| Quality control of broth microdilution panels followed manufacture's and CLSI UEghe @8 B8 B 3 & e e 100 0 0 oo oo0is
. . . . . . . . PipTazo 89.2 54 54 2 32 N . .
guidelines using the following ATCC strains: Enterococcus faecalis ATTC 29212; Escherichia TR i Tgeodine 909 91 0 05 2 PipTazo 100 0 0 <006 <006
coli ATCC 25922; Haemophilus influenzae ATCC 49247; Haemophilus influenzae ATCC Enterobacter spp.& S. marcescens  Amikacin 00 0 0 1 4
49766; Staphylococcus aureus ATCC 29213; Streptococcus pneumoniae ATCC 49619; and (a22) :’“"T/ﬁ!“ g g 122 fi fi
H mpiciiin > >
Pseudomonas aeruginosa ATCC 27853. Cefepi
pime 100 0 0 4 8
] ESBL determinations: E. coli, K. pneumoniae and K. oxytoca were screened and Ceftazidime 0 0 100 »>32 >3
confirmed for ESBL activity according to CLSI guidelines. Preliminary ESBL activity was Iceft"“"”e 1go g 120 ;62‘; 26: . .,
. . . . . . . . mipenem .. .
determined by screening ceftriaxone with MICs >1 mcg/mL using broth microdilution panels. o e 909 0 91 003 2 | TigecyclinesMIC__ of 1 mcg/mL was comparable to
ESBL presence was confirmed by testing the following antibiotic disks: cefotaxime (30 Minogycli 818 91 91 4 8 64 %0
. - Inocycline " 3 3 . .
mcg), cefotaxime/clavulanic acid (30/10-mcg) and ceftazidime (30- g), ceftazidime/clavulanic APEFD A5 cbe ol A8 i Imipenem and 2to fold better than the beta-lactan 1S, beta-

acid (30/10-mcg). Antimicrobial disks were manufactured by Oxoid, Inc. (Ogdensburg, NY, |actam/beta-lactamase inhibitor combinations and

USA). Mueller-Hinton agar used in testing was manufactured by Remel, Inc. (Lenexa, KS, Table 2. In vitro activity of Tigecycline and comparative

USA). An orga_nis_m_ was interpreted as con_tain?ng an ESBL if there was an increase of agents against Acinetobacter baumannii and Pseudomonas IeVOﬂ oxacin aga| nst al | EnterObaCter laceae teSted-
> . . . . . .
5mm in th_e inhibition zone of the co_mplnat_lon_dlsk when compared to'that_ of_the e [} Ti gecyd ine demonstrated potent in vitro aCtIVIty
cephalosporin alone. Quality control of antimicrobial disks followed manufacturer's guidelines g . . . .
(Oxoid) using the following ATCC strains: K. pneumoniae ATCC 700603 (positive ESBL s against both ESBL and non-ESBL producing E. coli, K.
control) and E. coli ATCC 25922. (mcg/mL) :
[ The collection and transportation of organisms and the confirmation of identification, Organism Drug %SUS %INT %RES MICy MICq oxytoca and K. pneumoniae.
as well as, construction and management of a centralized database were conducted and S — Tiecydine = = = o= [ | Ti gecyc| ine showed potent activi ty agal nst A.
coordinated by Laboratories International for Microbiology Studies (LIMS), a subsidiary of baumannii (n=129)  Amikacin e 28 TR 5 - ..
International Health Management Associates, Inc. (IHMA, Schaumburg, IL, USA). - Cefepime ne'] n'a n'a 02 - baurnann” W|th |0W M I C50/90 Val ues Of 025 and 1 mCQ/mL,
Ceftazidime na na na 16 >32 reSpeCtlveI y
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Imipenem 80.6 10.1 9.3 <8 16 . i - ) i
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12, el 2005 Tgeocne FOA pacage it 6 55 5 suggests that tigecycline is a promising compound in the

Ceftriaxone 20.9 388 40.3 32 >64 . i .

A C K N OWL E D G E M E N T S Imipenem 878 29 94 1 8 treatment of seriousinfections caused by the most commonly
Levofloxacin 729 84 18.7 0.5 >8 - . .
ey O e encountered nosocomial and community acquired
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