The In-Vitro Antibacterial Activity of Tigecycline from an Asia/Pacific Rim
Population - The T.E.S.T. Program 2005 IHMA, Inc.

S. Bouchillonl, T. Stevens1, J. Johnsonl, D. Hoban1l, B. Johnson1, A. Hsiungl1, M. Dowzicky?2

2122 Palmer Dr.
Schaumburg, IL 60173
Tel: (847) 303-5003

linternational Health Management Associates, Schaumburg, IL, USA Fax: (847) 303-5601
2Wyeth Pharmaceuticals, Collegeville, PA, USA www.ihmainc.com

REVISED ABSTRACT

Background: Tigecycline (TIG), a new glycylcycline, has been shown
to have potent broad spectrum activity against most commonly
encountered species responsible for community and hospital acquired
infections. The T.E.S.T. program determined the in vitro activity of TIG
and 10 comparators against respective gram positive/negative species.
Isolates were collected from six study sites across Asia and Pacific Rim
throughout 2005. Methods: Over 2,037 clinically significant isolates
were identified to the species level at participating sites and confirmed
by the central laboratory. MICs were determined by each site using
supplied broth microdilution panels and interpreted according to CLSI
(formerly NCCLS) guidelines. Results: Selected pathogens tested
against tigecycline are shown in the table below:

Tigecycline % inhibited
Organism (#) 50% 90% <05] 1 2 4 | %S*
Acinetobacter baumannii (75) 0.25 1 89.3197.3[/97.3[100 ] 98.9
E. faecalis/faecium (89) 0.12 0.25 98.9] 100 - - 95.5
Enterobacteriaceae (1.407) 0.5 1 78.7] 92 198.2199.7[98.2*
ESBLs (65) 0.5 2 70.8] 86.2]96.9 | 100 |96.9*
P. aeruginosa (118) 8 16 25142151 [15.3] 5.1
S. aureus (148) 0.12 0.25 100 | - - 1100 |100*
S. pneumoniae (78) 0.25 0.5 91 [ 100 - - 100
H. influenzae (79) 0.12 0.25 100 - - - 100
S. agalactiae (43) 0.03 0.12 100 | - - - 1100*

‘Breakpoints are defined by FDA (Tygacil®, 2005). For all other species TIG susceptible breakpoint
is defined as 2 mcg/ml for comparative purposes only.

Conclusion: TIG has been described an expanded broad spectrum
antimicrobial because of its consistent activity against
Enterobacteriaceae including ESBL producing phenotypes, S. aureus,
including methicillin-resistant strains, S. pneumoniae, including penicillin-
resistant strains, and both vancomycin-sensitive and vancomycin-
resistant enterococci spp. TIG wide spectrum of activity promises to
provide enhanced antimicrobial coverage of serious nosocomial/
community pathogens.

INTRODUCTION

Tigecycline is a novel antimicrobial with expanded broad-spectrum activity from
a new class of compounds, the glycylcyclines. Tigecycline inhibits protein
synthesis by binding to the 30S ribosomal subunit. Although it is perceived to
be bacteriostatic, its anti-bacterial activity is significant and has shown some
bactericidal activity against key targeted pathogens [1,2]. Tigecycline was
developed to provide activity against tetracycline and multi-drug-resistant Gram-
positive pathogens and has demonstrated significant broad-spectrum activity
against aerobic and anaerobic Gram-positive and Gram-negative microorganisms
[2-4].

Tigecycline resistance is very infrequent and is also difficult to induce in the
laboratory [5, 6] with a selection frequency observed at less than 10° [3, 5, 7].
With the exception of P. aeruginosa, tetracycline-resistant bacteria with either
tetracycline efflux pumps or ribosomal protective features are sensitive to
tigecycline [2-4, 7-11]. Tigecycline has shown to be a highly effective against
multi-resistant Acinetobacter spp., particularly A. baumannii that are commonly
associated with serious nosocomial infections. Similar activity has been observed
against Enterobacteriaceae, even extended-spectrum -lactamase (ESBL) and
AmpC producing strains [10]. Tigecycline has demonstrated MIC  values of
<0.5 mcg/mL against methicillin-resistant Staphylococcus aureus (MRSA) and
other Gram-positive organisms [2, 4-6]. Tigecycline has shown potent activity
against animal models infected with selected strains of multi-drug resistant
Enterococcus faecium and Enterococcus faecalis [4, 5] with diverse genotypes
van-A, -B and -C [6].

This study was designed to better define the in vitro activity of tigecycline in a
limited number of clinical isolates collected from study centers across Asia and
Pacific Rim regions.

MATERIALS & METHODS

m All isolates were derived from blood, respiratory tract, urine (no more than 25% of all isolates),

skin, wound, fluids and few other defined sources. Only one isolate per patient was accepted.
m Clinical isolates (n=2,037) were collected tested between January 2005 - December 2005

from six study centers across Asia and Pacific Rim.

m Custom broth microdilution panels were supplied by MicroScan (Dade MicroScan, Sacramento,
CA, USA) with the following antimicrobial agents and concentrations (expressed in mcg/ml):
amoxicillin/clavulanic acid (0.12-32); piperacillin/tazobactam (0.06-128); levofloxacin (0.008-8);
ceftriaxone (0.06-64); cefepime (0.5-32); ampicillin (0.5-32); amikacin (0.5-64); minocycline
(0.5-16); ceftazidime (8-32); tigecycline (0.008-16); and imipenem (0.06-16).

m MIC interpretive criteria followed published guidelines established by the CLSI where applicable
[12].

m MIC interpretive criteria for Tigecycline followed published guidelines established by the FDA
where applicable [13]. For all other species a susceptible value of 2 mcg/mL is defined for
tigecycline for comparative purposes only.

m |solates were identified to genus and species by the local laboratory. Each site tested the

isolates using broth microdilution.

m Quality control of broth microdilution panels followed manufacture's and NCCLS guidelines
using the following ATCC strains: Enterococcus faecalis ATTC 29212; Escherichia coli ATCC
25922; Haemophilus influenzae ATCC 49247; Haemophilus influenzae ATCC 49766;
Staphylococcus aureus ATCC 29213; Streptococcus pneumoniae ATCC 49619; and

Pseudomonas aeruginosa ATCC 27853.

m The collection and transportation of organisms and the confirmation of identification, as well as,
construction and management of a centralized database were conducted and coordinated by
Laboratories International for Microbiology Studies (LIMS), a subsidiary of International Health
Management Associates, Inc. (IHMA, Schaumburg, IL, USA).
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Theresults are listed in the following Tables.

Table 1. Invitro activity of Tigecycline and comparative agents aga
Enterobacteriaceae

MIC (mca/mL)

Organism * Drug %Sus %Int %Res MICsq MICqy
All Enterobacteriaceae Tiaecvcline 982 1.6 0.3 05 1
(n=1,407) Amikacin 947 O 5.3 2 8

Amox-Clav 454 17.7 36.9 16 >32

Ampicillin 8.6 4.7 86.7 >32 >32
Cefepime 85.6 44 10 <0.5 16

Ceftazidime 753 6.4 18.3 <8 >32
Ceftriaxone 684 7 24.6 0.25 >64
Imipenem 100 0 0 0.5 1
Levofloxacin 76 2.7 21.3 0.12 >8
Minocycline 769 11.1 12 2 16
Pip/Tazo 904 6.2 34 2 16
All ESBLs Tigecycline 96.9 3.1 0 0.5 2
(n=65) Amikacin 846 0 154 4 >64
Amox-Clav. 23.1 538 23.1 16 32
Ampicillin 1.5 0 985 >32 >32
Cefepime 55.4 13.8 30.8 8 >32
Ceftazidime 354 18,5 46.2 16 >32

Ceftriaxone 12.3 154 723 >64 >64
Imipenem 100 0 0 0.25 0.5

Levofloxacin 47.7 4.6 47.7 4 >8
Minocycline 615 154 23.1 4 >16
Pip/Tazo 892 92 15 4 32
Enterobacter aerogenes  Tigecycline 100 0 0 0.5 0.5
(n=30) Amikacin 100 O 0 2 4
Amox/Clav 3.3 0 967 >32 >32
Ampicillin 0 0 100 >32 >32
Cefepime 90 33 6.7 <0.5 8
Ceftazidime 70 10 20 <8 >32
Ceftriaxone 86.7 3.3 10 0.12 16
Imipenem 100 0 0 05 1
Levofloxacin 96.7 3.3 0 0.06 0.25
Minocycline 933 0 6.7 2 4
Pip/Tazo 86.7 10 3.3 2 32
Enterobacter cloacae Tigecycline 963 1.2 24 0.5 2
(n=82) Amikacin 976 O 2.4 2 4
Amox/Clav 3.7 12 951 >32 >32
Ampicillin 0 6.1 93.9 >32 >32
Cefepime 854 12 134 <05 32
Ceftazidime 585 8.5 329 <8 >32
Ceftriaxone 622 7.3 305 05 >64
Imipenem 100 0 0 05 1
Levofloxacin 87.8 3.7 85 0.06 4
Minocycline 75.6 9.8 14.6 4 >16
Pip/Tazo 744 195 6.1 2 64
Escherichia coli Tigecycline 100 0 0 0.12 0.25
(n=146) Amikacin 966 O 3.4 2 8
Amox/Clav 644 26 9.6 8 16

Ampicillin 274 0 726 >32 >32
Cefepime 87 48 8.2 <0.5 16
Ceftazidime 87.7 55 6.8 <8 16
Ceftriaxone 733 55 212 <0.06 >64

Imipenem 100 0 0 0.25 0.5
Levofloxacin 56.2 3.4 404 0.5 >8
Minocycline 67.1 205 12.3 2 16
Pip/Tazo 973 21 0.7 1 4
Klebsiella pneumoniae Tigecycline 96.7 3.3 0 05 2
(n=122) Amikacin 918 O 8.2 2 8
Amox/Clav  58.2 189 23 4 >32
Ampicillin 0 7.4 92.6 >32 >32
Cefepime 836 57 107 <05 32
Ceftazidime 69.7 6.6 23.8 <8 >32
Ceftriaxone 639 82 279 0.12 >64
Imipenem 100 0 0 0.5 0.5
Levofloxacin 83.6 25 139 0.06 8
Minocycline 795 6.6 13.9 2 16
Pip/Tazo 902 6.6 3.3 2 16
Klebsiella oxytoca Tigecycline 100 0 0 0.25 1
(n=18) Amikacin 100 0 0 2 4
Amox/Clav.  66.7 0 333 4 >32
Ampicillin 0 16.7 833 >32 >32
Cefepime 100 0 0 <0.5 <0.5
Ceftazidime 100 O 0 <8 <8
Ceftriaxone 889 111 0 <0.06 16
Imipenem 100 0 0 0.5 0.5
Levofloxacin 889 0 111 0.06 8
Minocycline 100 0 0 1 2
Pip/Tazo 778 0 222 2 >128
S. marcescens Tigecycline 100 0 0 1 2
(n=52) Amikacin 942 O 5.8 2 4
Amox/Clav 0 58 94.2 >32 >32
Ampicillin 0 58 94.2 >32 >32
Cefepime 942 O 5.8 <0.5 2
Ceftazidime 904 O 9.6 <8 <8
Ceftriaxone 904 19 7.7 0.25 8
Imipenem 100 0 0 1 1
Levofloxacin 98.1 0 1.9 0.12 0.5
Minocycline 904 7.7 1.9 4 4
Pip/Tazo 981 19 0 2 4
All ESBL producers Tigecycline 96.9 3.1 0 0.5 2
E. coli, K. pneumoniae Amikacin 846 0 154 4 >64
(n=65) Amox/Clav 165 39.6 44 16 >32
Ampicillin 1.1 0 989 >32 >32
Cefepime 51.6 121 36.3 8 >32
Ceftazidime 28.6 16.5 54.9 32 >32
Ceftriaxone 154 12.1 725 >64 >64
Imipenem 100 0 0 0.5 1
Levofloxacin 51.6 6.6 41.8 1 >8
Minocycline 59.3 176 23.1 4 >16
Pip/Taza 879 88 33 4 32
" Specieswith n <20 are not shown

Table 2. In Vitro activity of Tigecycline and comparative agents
against Acinetobacter baumannii and Pseudomonas aeruginosa

MIC
(mcg/mL)
Organism Drug %SUS* %INT %RES MICsp MICoo
Acinetobacter baumannii Tigecycline 97.3 2.7 0 0.25 1
(n=75) Amikacin 60 1.3 387 8 >64

Cefepime 45.3 12 427 16 >32
Ceftazidime  46.7 4 49.3 16 >32

Ceftriaxone 28 21.3 50.7 64 >64
Imipenem 68 2.7 293 0.5 >16
Levofloxacin  57.3 22.7 20 2 8
Minocycline 96 4 0 <5 4
Pip/Tazo 56 10.7 333 8 >128
Pseudomonas aeruginosa Tigecycline 5.1 102 847 8 >16
(n=118) Amikacin 873 4.2 85 4 32
Cefepime 73.7 102 16.1 4 >32
Ceftazidime  72.9 5.1 22 <8 >32
Ceftriaxone 11 178 712 >64 >64
Imipenem 873 4.2 85 1 8
Levofloxacin  64.4 59 297 1 >8
Minocycline 4.2 85 873 >16 >16
Pip/Tazo 90.7 0 9.3 4 64

" Specieswith n <20 are not shown

Table 3. In vitro activity of Tigecycline and comparative agents | Table 5. In Vitro Activity of Tigecycline and Comparators Against
against non-fastidious Gram-positive pathogens Enterobacteriaceae (n=1,407) Showing Frequency Distribution (N)
e and Cumulative Percent Inhibited (%) at each MIC (mcg/mL)
(mcg/mL)
Organism Drug %SUS** %INT %RES MICsq MICq M'LC
S. aureus Tigecycline 100 0 0 012 025 % 0015 003 006 012 025 05 1 2 4 8 16 32 64 128 >128
(n=148) Amox-Clav 76.4 0 23.6 1 >8 Tigecycline 3 48 246 327 484 186 87 22 4
. e 02 36 211 443 787 92 98.2 99.7 100
Amp',c'"'n el v Sz € - Amikacin 26 440 529 218 113 6 75
Ceftriaxone 66.2 6.8 27 4 >64 18 331 70.7 862 942 947 100
Imipenem 81.1 14 176 025 >16 Amox/Clav 4 30 268 138 199 249 117 402
Levofloxacin ~ 65.5 0 345 025 16 03 24 215 313 454 631 714 100
Linezolid 00 0o o0 2 4 Ampreiin la Sz 82 86 133 268 100
Minocycline 87.8 108 14 <0.25 8 Cefepime 910 42 74 73 106 62 39 101
. 64.7 67.7 729 781 856 90 928 100
ﬁﬁ:}ggg 78517 8 g}lg >18 :1% Ceftazidime 1059 9 79 179
. . 753 817 87.3 100
Vancomycin 100 0 0 1 1 Ceftriaxone 574 126 94 54 19 20 33 43 26 72 97 249
S. aureus MRSA Tigecycline 100 0 0 025 05 imipenem 408 4%8 56‘23 65%: 6116'2 ‘153 654 684 703 754 823 100
(n=59) Amox-Clav 42.4 0 57.6 >8 >8 0.2 458 875 991 100
Ampicillin 0 0 100 >16  >16 Levofloxacin 93 340 247 8 103 121 49 34 38 97 203
7 6.8 308 483 542 615 701 736 76 78.7 856 100
CEAnREEEnE e e Minocycline 113 292 376 301 156 8 84
Imipenem 525 3.4 441 1 >16 3 0 Can e S0
Levofloxacin 25.4 0 74.6 4 >32 Pip/Tazo 9 2 13 128 451 372 185 71 41 39 48 24 24
Lzl 100 0 0 2 2 06 08 17 108 429 69.3 824 875 904 932 966 98.3 100
Minocycline 712 271 17 2 8 . L. . X X
Penicilin o 0 o0 > > Table 6. In Vitro Activity of Tigecycline and Comparators Against
ip/Tazo > > . . . .
Vancomyein 100 0 0 1 1 ESBL producing E. coli and K. pneumoniae (n=65) Showing
E. faecalis* Tigecycline 96.9 0 31 0.12 0.25 2 o 2 2 A 0
- e A S S Frequency Distribution (N) and Cumulative Percent Inhibited (%)
Levofloxacin  66.2 0 33.8 1 32 eaC Cg(
Linezolid 96.9 3.1 0 2 2 at h MIC (m mL)
Minocycline 308 477 215 8 >8
Penicillin 100 0 0 2 4 MIC
f N
- Vgncomycm 109 . g L 2 % 0.015 0.03 0.06 012 025 05 1 2 4 8 16 32 64 >128
E. faecium Tigecycline N/A N/A N/A 0.06 0.25 Tigecycline 2 o 12 23 10 7 2
(n=22) Ampicillin 50 0 50 4 >16 31 169 354 708 862 96.9 100
Levofloxacin ~ 22.7 9.1 682 16 >32 Aol e 115 1338 4%12 eize 8236 115’0
Linezolid 100 0 0 1 2 Amox/Clav ' 1 4 1 3B 9 6
Minocycline 63.6 18.2 18.2 4 >8 15 77 231 769 908 100
Penicillin 36.4 0 636 >8 >8 arpelin 1 o3
. 15 100
Vancomycin ___90.9 0 9.1 1 2 Cefepime 2 4 6 9 15 9 4 16
Vancomycin resistant  Tigecycline 100 0 0 0.06 0.06 » 31 92 185 32.3 554 692 754 100
E. faecium Ampicillin 0 0 100 >16 >16 Calitziliing 32534 5328 7(1)18 110%
(n=2) Levofloxacin 0 0 100 >32 >32 Ceftriaxone 1 1 6 2 8 12
Linezolid 100 0 0 1 2 15 31 123 154 27.7 462 100
Minocycline 100 0 0 <025 <0.25 i benen =2 G
S 523 908 100
Penicillin 0 0 100 >8 >8 Levofioxacn 1 3 3 2 4 11 6 1 3 9 22
Vancomycin 0 0 100 >32 >32 15 62 10.8 138 20 369 462 47.7 52.3 662 100
S. agalactiae Tigecycline 100 0 0 003 0.2 eyl 436 1574 3%55 61155 7?9 8777 1‘30
(n=43) Ampicillin 100 0 0 <0.06 0.12 Pip/Tazo 1 1 5 17 21 7 6 3 3 1
Ceftriaxone 97.7 0 23 0.06 0.06 15 31 108 369 69.2 8 892 938 985 100
Levofloxacin  83.7 0 16.3 0.5 16
Linezolid 100 0 0 1 1 . .. . . .
Penicillin W 0§ sh0s 6a2 Table 7. In Vitro Activity of Tigecycline and Comparators Against
Vancomyein 100 0 0 05 05 Staphylococcus aureus (n=148)- Frequent Distribution (N) and
* Novancomycin-resistant strainswereidentified. Cumulative Percentage Inhibition (%) at each MIC (mcg/mL)
" FDA susceptible breakpoint of 0.25 meg/mL for vancomycin-susceptible E. faecaliswere expanded to
includeall enterococci for comparative purposesonly. M’LC
% 0.03 0.06 0.12 0.25 0.5 1 2 4 8 16 32 64 >64
Table 4. In vitro activity of Tigecycline and comparative agents Tigeoydine 1 16 76 41 1
againgt fastidious respiratory pathogens Amox/Clav 6 10 3 35 11 15 5 30
41 108 35.1 58.8 66.2 76.4 79.7 100
Ampicillin 6 5 2 13 7 14 14 15 22 50
4.1 74 8.8 17.6 223 31.8 41.2 51.4 66.2 100
MIC Ceftriaxone 8 37 45 8 8 2 5 35
L 54 30.4 60.8 66.2 71.6 73 76.4 100
X R ) Imipenem 36 75 4 4 1 2 4 2
Organism (n) Drug %Sus* %int %Res  MICs MICg 24.3 75 77.7 80.4 81.1 82.4 851 100
S. pneumoniae Tigecycline 100 0 0 0.25 0.5 Levofloxacin 10 54 25 6 2 23 11 6 5 6
(n=78) Amox-Clav ~ 98.7 0 1.3 <0.03 05 6.8 432 60.1 64.2 655 81.1 88.5 92.6 95.9 100
Ceftriaxone 100 0 0 <0.03 0.25 Linezolid 1 22103 22
Imipenem 782 205 1.3 <0.12 0.25 Mooyl 108 0.7 , 151-5 82-1 11010 6 2
Levofloxacin 100 0 0 0.5 1 HOOEne 70.9 75.7 76.4 80.4 87.8 98.6 100
Linezolid 100 0 0 <5 1 _— : : . ’ . :
icillin 705 256 3.8 <0.06 0.5 Penicillin 11 1 2 10 10 8 17 11 78
Serelin : - : : - 7.4 81 95 162 23 284 39.9 47.3 100
Vancomycin 100 0 0 0.25 0.5 Pip/Tazo 4 42 41 10 3 7 3 33
S. pneumoniae Tigecycline 100 0 0 0.25 0.5 2.7 311 588 655 709 75.7 77.7 100
Susceptible to penicillin Amox-Clav 100 0 0 <0.03 <0.03 Vancomycin 3 47 93 5
(n=55) Ceftriaxone 100 0 0 <0.03 <0.03 2 338 96.6 100
Imipenem 96.4 3.6 0 <0.12 <0.12 . . . . . .
Levofioxacin 100 0 0 05 1 Table 8. In Vitro Activity of Tigecycline and Comparators Against
Linezolid 100 0 0 <5 1 _ . . .
S 100 o 0 <006 <008 Enterococcus spp. (n=89) - Frequency Distribution (N) and
Vancomycin 100 0 0 0.25 0.5 1 1hi 0
S oeumonias Taeoine 100 00 02823 Cumulative Percent Inhibited (%) at each MIC (mcg/mL)
Intermediate to penicillin  Amox-Clav 100 0 0 0.12 1 MIC
(n=20) Ceftriaxone 100 0 0 0.12 1 N
Imipenem 40 60 0 0.25 0.25 % 003 006 012 025 05 1 2 4 8 16 32 64 >64
L.eVOﬂO.Xacln 100 0 0 0.5 2 Tigecycline 4 30 41 10 3 1
Linezolid 100 0 0 1 1 45 382 843 955 989 100
Penicillin 0 100 O 0.25 1 Amox/Clav 2 1 2 4 33 29 5 1 1 1
Vancomycin 100 0 0 0.25 0.5 22 34 56 101 472 79.8 854 86.5 87.6 100
S. pneumoniae Tigecycline 100 0 0 1 1 Ampicillin 2 2 5 10 45 11 3 11
Resistant to penicillin Amox-Clav 66.7 0 333 2 8 22 45 101 213 719 843 876 100
(n=3) Ceftriaxone 100 0 0 1 1 Ceftriaxone 2 1 3 4 1 3 3 4 68
Imipenem 0 667 333 0.25 1 . 2.2 34 6.7 11.2 12.4 15.7 19.1 23.6 100
Lezald 100 0 0 5 =3 Levofloxacin =2 1 3](.)i3 639:.57 8(31.9 82.4 5 877.6 1f30 12
\P/en'c'"'" . 180 8 130 022 02 124 517 56.2 58.4 64 71.9 865 100
— ancomycin .25 .25 Linezolid 5 23 59 2
Haemophilus influenzae  Tigecycline 100 0 0 0.12 0.25 56 315 97.8 100
(n=79) Amox/Clav 100 0 0 0.5 1 Minocycline 6 1 17 37 18
Ampicillin 79.7 3.8 165 <5 32 18 19.1 38.2 79.8 100
Cefepime 100 0 0 <5 <5 Penicillin 2 1 1 4 10 33 17 7 14
Ceftazidime 0 0 100 <8 <8 22 34 45 9 20.2 57.3 76.4 84.3 100
Ceftriaxone 100 0 0 <0.06 <0.06 Pip/Tazo 3 3 33 22 10 3 15
Imipenem 100 0 0 0.5 1 . 3.4 6.7 43.8 685 79.8 83.1 100
Levofloxacin 100 0 0 0.015 0.03 Vancomycin 5 8 53 18 3 2
Pip/Tazo 100 0 0 <0.06 0.12 56 146 74.2 944 97.8 100
Haemophilus influenzae  Tigecycline 100 0 0 0.12 0.25 . T . . .
(n=15) Ampicillin 0 13.3 86.7 32 >32 i . _ H i H
e N o s Streptococcus pneumoniae (n-78) - Frequent Distribution (N) and
Ceftazidi 0 0 100 <8 <8 i ibiti 0
Cefazidme 0 = 0 100 <8 <& Cumulative Percentage Inhibition (%) at each MIC (mcg/mL)
Imipenem 100 0 0 0.5 1 MIC
Levofloxacin 100 0 0 0.015 0.03 N
i 100 0 0 <0.06 <0.06 % <0008 0015 0.03 006 012 025 05 1 2 4 8 >8
Tigecycline 4 15 12 2 2 15 21 7
5.1 244 39.7 423 449 641 91 100
Amox/Clav 59 3 3 4 3 4 1 1
; ; ; L ; ; 75.6 79.5 83.3 885 923 97.4 98.7 100
* Tigecycline susceptible breakpoint is defined as < 2 meg/mL for comparative purposes only. Ampicilin 60 > & 3 4 2 1 1
76.9 79.5 859 89.7 949 97.4 98.7 100
Ceftriaxone 54 7 5 5 1 6
69.2 782 84.6 91 923 100
Imipenem 61 14 2 1
78.2 9.2 987 100
Levofloxacin 1 1 4 40 30 2
13 26 7.7 59 974 100
Linezolid 42 36
53.8 100
Minocycline 44 3 1 6 5 12 7
56.4 60.3 615 69.2 75.6 91 100
Penicillin 65 8 4 4 4 2 1
70.5 80.8 859 91 962 98.7 100
Pip/Tazo 67 1 4 5 1
85.9 87.2 923 98.7 100
Vancomycin 3 55 19 1
38 744 98.7 100
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Tigecycline inhibited 98.2% of all Enterobacteriaceae tested in vitro at aMIC of 2 meg/mL.

Tigecyclines MIC_ of 1 mcg/mL was equivalent to imipenem and 8 to 64 fold better than the beta-lactams, beta-lactam/beta-lactamase
inhibitor combinations and levofloxacin against al Enterobacteriaceae tested.

Tigecycline demonstrated potent in vitro activity against both ESBL and non-ESBL producing E. coli and K. pneumoniae,

Tigecycline inhibited 96.9% of ESBL producing isolates at MIC of 2 mcg/mL.

Tigecycline showed the potent activity againgt A. baumannii with the lowest MIC, / MIC, values of 0.25 and 1 meg/mL, respectively.
Tigecycline's limited activity against P. aeruginosa is similar to other tetracyclines and their analog derivatives.

Tigecycline showed potent inhibitory activity againgt S. aureus regardless of methicillin-resistant phenotype.

Tigecycline inhibited the growth of dl S aureusat aMIC of 0.5 meg/mL.

Tigecycline had the lowest MIC_, value of adl comparative agents against both E. faeciumand E. faecalis at 0.25 mcg/mL.

Tigecycline inhibited 100% of E. faeciumand E. faecalis at MICs equal to or below 1 mcg/mL.

Tigecycline presented aMIC,, value of 0.25 meg/mL against H. influenzae and was unaffected by the production of beta-lactamase.
Tigecyclineinhibited 100% of S. pneumoniae at 1 meg/mL without regard to penicillin susceptibility phenotypes.

Thein vitro activity of tigecyclinein this study suggeststhat tigecycline isapromising compound in the treatment of serious infections caused
by the most commonly encountered nosocomia and community acquired pathogens.



