Background: Tigecycline (TIG), a new glycylcycline, has been shown to have potent broad spectrum Results are published in the following tables. Table 3. In Vitro Activity of Tigecycline and Comparative Agents
activity against most commonly encountered species responsible for community and hospital acquired against Non-fastidious Gram-positive Pathogens.
mfec'uons_. The T.E.S_.T. program determined the in vitro activity of TIG and_lO comparators against respective Table 1. In vitro Activity of Tigecycline and Comparative Agents MIC (mogimD)
gram positive/negative species. Isolates were collected from 15 study sites across 7 countries of Asia and against Enterobacteriaceae. ) . ‘o . ML (megimL)
Pacific Rim from 2004 through 2006. Methods: Over 2,376 clinically significant isolates were identified to iC (ool ;)rganlsm - Drugl A’lsolgs A’(')”t A’Ees '\gl(;;" '\glg’;"
: R - : . . MIC (mcg/mL) . aureus igecycline . }
the species _Ievel at partlmpatlng_ snes_ ar_ld confirmed by the central Iaborr_altory. MICs were gletermlned by Organism By %SUs” %It %Res MICqy MICp (n=286) ArocClay 706 o 204 1 8
each site using supplied broth microdilution panels and interpreted according to CLSI guidelines. Results: : : - S : :
Selected path tested inst ti i h in the table below: All Enterobacteriaceae Tigecycline 981 14 06 05 1 Ampicillin 7.7 0 923 16 >16
elected pathogens tested against tigecycline .ares ov.vn in the table .e OYV'. (n=1,083) Amikacin 955 03 42 2 8 e 68 5@ P
Tigecycline % inhibited at Amo&ﬁ:_&“’ 21-25 12.9 ggg 13?2 >§§ Imipenem 764 0.7 229 025 >16
Organism (#) 50%]90% | <05] L | 2 | 4 | %S Sl S e o v Levofloxacin 685 14 301 025 16
- L ’ ) ~ . nezo
Enterobacteriaceae (L,083) | 05| 1 | 79 | 92.7| 98.1] 99.4| 98.1 Ceftazidme 77.8 47 175 <8 >3 iteee 658 78 09 s 4
Ceftriaxone 73.9 6.5 19.7 0.12 >64 2 : : . =
ESBLs (104)_ 0.5 1 |78.8]91.3[(98.1] 100 ]98.1 Imipenem 998 02 0 025 1 Penicilin 66 0 934 >8 >8
A. baumannii (156) 0.25| 1 |[78.8]94.9(96.2]|99.4| na Levofloxacin  79.4 3.1 175 006 >8 e T
P aeruginosa (204) 8 |>16] 2 [ 41[54[197] na Minocycine 8071093 2 8 Samew WRSA eyl 10000 55 05
- ip-Taz . . ) 0 ' 0 0
H. influenzae (149) 0.12] 0.25] 100 - - - na ESBL producers: Tigecyclne 981 19 0 05 1 (n=112) Amox-Clav 25 0 75 >8 >8
S. pneumoniae (142) 025 05 | 100 - - - na E. coli, Klebsiella spp. Amikacin 885 0 115 4  >64 Ampicillin 0 0 100 >16 >16
. —— (n=104) Amox-Clav 269 51 221 16 32 Ceftriaxone  13.4 125 741 >64 >64
E. faecalis /faecium (188) 012]0.25) 100 | - - . 100 Ampicillin 1 0 99 32 >32 Imipenem 402 1.8 58 16 >16
S. aureus (286) 0.12] 0.25| 100 - - 100 Cefepime 51 115 375 8  >32 Levofloxacin 214 18 768 8 >32
S. agalactiae (78) 0.03[012] 100 - [ - | - [100 Ceazdme 23 o3 S 0 = Linezolid 100~ 0 0 1 2
Ceftriaxone  18.3 10.6 71.2 >64 >64 i i
‘Breakpoints are defined by the FDA (Tygacil® package insert, 2005). Imipenem 100 0 0 025 05 Mlnoc?y.cl.lne 804 188 09 2 8
"FDA susceptible breakpoint of 0.25 mcg/mL for vancomycin-susceptible E. faecalis has expanded to include all enterococci for . ’ ’ Penicillin 0 0 100 >8 >8
comparative purposes only. Le_VOfIOXE?C'n 452 6.7 481 4 >8 Pip-Tazo 24.1 0 759 >16 >16
na = Breakpoints not yet established for this species. MFI:[())(EIY;EQe (85(732 132 221'92 j ;S Vancomycin 100 0 0 1 1
= - : : E. faecalis Tigecycline 100 0 0 0.12 0.12
Conclusion: TIG has been described an expanded broad spectrum antimicrobial because of its consistent (i'ltg;c)’bader aerogenes Tfn‘ffkfé';e gg'g ‘;’Z ;: 025 i (n=130) Ampicilin 100 0 0 1 2
acti_vity again_st Enterobacterie_tceag inclu_ding ESBL prodl_Jcing pher_lotypes, S. aureus, inclu_ding mt_at_hicillin- Amox/Clay 2.5 0 975 32 532 Levofloxacin  68.5 0 315 1 32
resistant strains, S. pneumoniae, including penicillin-resistant strains, and both vancomycin-sensitive and Ampicillin 0 0 100 >32 32 Linezolid 96.9 3.1 0 2 2
vancomycin-resistant enterococci spp. TIG wide spectrum of activity promises to provide enhanced Cefepime 938 12 49 <05 2 Minocycline 308 523 16.9 8 >8
antimicrobial coverage of serious nosocomial/community pathogens. Ceftazidime 642 86 272 <8 >32 Penicillin 100 O 0 2 4
Ceftriaxone 852 7.4 7.4 025 16 Vancomycin 100 0 0 1 2
INTRODUCTION Imipenem 100 0 0 05 1 E. faecium Tigecycine 100 0 0 0.06 012
Levofloxacin 93.8 3.7 25 0.06 0.25 (n=58) Ampicillin 20.7 0 79.3 >16 >16
Minocycline 90.1 3.7 6.2 2 4 Levofloxacin 8.6 34 879 >32 >32
. .. o . . ) o Pip-Tazo 84 136 25 2 32 Linezolid 100 O 0 1 2
Tigecycline is a novel antlmlcroblgl with gxpand(_ed proaq spectrl_Jm act|V|ty_ from anew e Tgeoycine 984 05 L1 05 2 Minocycine 707 244 52 2 5
class of compounds, the glycylcyclines. Tigecycline inhibits protein synthesis by binding (n=183) Amikacn 952 0 48 2 4 Penicilin 172 0 828 >8 8
to the 30S ribosomal subunit. Although it is perceived to be bacteriostatic, its anti-bacterial AAmOX_/(_«‘”'fiV 266 gg ggg >§§ >§§ Vancomycin 69 0 31 1 >32
activity is significant and has shown some bactericidal activity against key targeted Ceipte @47 85 b7 w@E - Vancomyci resistant — Tigecycline 100 0 0 © 0.0 012
! y ' ! ; : : : 7 <0. . - S
pathogens [1,2]. Tigecycline was developed to provide activity against tetracycline and Ceftazidme 61.9 53 328 <8 >32 (n:i\g;:uum Levn;ﬁ:)il a.gin 0 0 oo >io o
multi-drug-resistant Gram-positive pathogens and has demonstrated significant broad- Clr‘;‘]ff’;f;‘g;e 51%(? 1%8 225 015 >i’4 Linezoid 100 0 0 1 2
spectrum activity against aerobic and anaerobic Gram-positive and Gram-negative Levofloxacin  87.8 42 79 006 4 MFi)r;c;EXﬁllii:e 85363 1%).1 95464 52.55 >88
i i - Minocycline  78.8 10.1 11.1 2 16 . ’
microorganisms [2-4]. Pip-Tyazo 767 159 74 2 64 Vancomycin__0 0 100 >32 >32
) ) ) ) ) ) . ) ) Escherichia coli Tigecycline 100 0 0 012 025 S. agalactiae Tigecycline 100 0 0 003 012
Tigecycline resistance is very infrequent and is also difficult to induce in the laboratory [5, (n=341) Amikacin 974 03 23 2 8 (n=78) Ampicilin 100 0 0 012 0.12
6] with a selection frequency observed at less than 10° [3, 5, 7]. With the exception of P. /Zm(’x/ﬁl'?" ggg 23(’)2 1.4 >22 >3322 Iiif;;:zi‘;gﬁl 188 8 8 06056 0-112
. . . . . . . mpicilin 0 o .
aeruginosa, tetra_cyclme—resmtant bac_t_erla WIFh elth(_er tetracycline eff_qu pumps or Cefzpime 8.5 32 103 <05 32 Linezolid 100 0 0 1 1
ribosomal protective features are sensitive to tigecycline [2-4, 7-11]. Tigecycline has Ceftazidime 886 44 7 <8 16 Penicilin 100 0 0 <0.06 0.12
shown to be a highly effective against multi-resistant Acinetobacter spp., particularly A. Cefraxone 772 82 196 =096 264 _ : Vancomycin__ 100 0 0 05 05
.. . . . L . . mipenem . . Susceptibilities are defined by CLSI document M100-S16 (2006), where available. Tigecycline
baumannii that are commonly associated with serious nosocomial infections. Similar Levofloxacin  61.6 3.8 346 0.25 >8 breakpoints defined by the FDA (Tygacil®, 2005). FDA susceptible breakpoint of 0.25 mcg/mL
activity has been observed against Enterobacteriacea& even extended_spectrum beta- Minocycline ;4; 126.1 52).7 2 g Lt:]rrr\)/g::;gwrﬁ;in—susceptible E. faecalis was expanded to include all enterococci for comparative
. . . . Pip-Tazo 5, 1 1 1 .
lactamase (ESBL) and Amp_C produc_ln_g_straln_s [10]. Tigecycline has demonstrated MIC, Kiebsiella pneumonias Tgecydine 971 29 0 05 1 _ . _ . . .
values of <0.5 mcg/mL against methicillin-resistant Staphylococcus aureus (MRSA) and (n=277) Amikacin 924 0 76 2 8 Table 4. In Vitro Activity of Tigecycline and Comparative Agents against
other Gram-positive organisms [2, 4-6]. Tigecycline has shown potent activity against AA"r‘nO’iflf‘”';’:]" 6%-5 187-73 325 >§2 zg; Fastidious Respiratory Pathogens.
animal models infected with selected strains of multi-drug resistant Enterococcus faecium Ceprime 816 69 116 <05 32 LIVC (ST
and Enterococcus faecalis [4, 5] with diverse genotypes van-A, -B and -C [6]. Ceftazidme 722 58 22 <8 >32 Organism Drug %Sus* %lInt %Res MICsy MICq
Ceftriaxone  67.1 6.5 26.4 <0.06 >64 S. pneumoniae Tigecycline na na na 003 05
. . . . . . L . Imipenem 993 0.7 0 025 05 (n=142) Amox-Clav 986 07 0.7 <0.03 1
This study was des_lgned to better define the in vitro activity of tlge_cycllne in a !lmltm_ed Levofioxacin 8.6 22 162 006 >8 Ceftriaxone 986 14 0 <003 1
number of clinical isolates collected from study centers across Asia and Pacific Rim M;TSCTV;:Qe gg? 2; 153-; g ;S Imipenem  79.7 18.8 14 <0.12 0.25
regions. Klebsiella oxytoca Tigecycline 100 0 0 025 0.5 Leyofloxlg0|n . o o 065 L
(n=57) Amikacin 100 0 0 2 4 :;'ne_zc_il!d é;)% 229 805 <50 '056 i
Amox/Clav 754 7 175 4 32 S | : 2 ZU
MAT E R IA L S & M ETH O DS Ampicillin 0 105 895 >32 >32 Vancomycin 100 0 0 0.25 0.5
Cefepime  96.5 0 35 <05 1 S. pneumoniae Tigecycline na na na 003 05
2 Allisolates were derived from blood, respiratory tract, urine (no more than 25% of cofazdime 47 8 35 S0 ;u_sgse)p“ble to penicilin ég;ﬁl);g?\é 188 8 8 fg'gg fg'gg
all isolates), skin, wound, fluids and few other defined sources. Only one isolate Imipenem 100 0 0 025 05 Imipenem 100 0 0 <012 <012
per patient was accepted. Isolates were identified to genus and species by the LJ.Y\?I'S’XCT??]Z' ggg 12 ?g 0-33 ‘21 Levofloxacin 100 0 0 1 1
local laboratory. Each site tested the isolates using broth microdilution. Pip_Tyazo 812 18 14 1 128 Linezolid 100 0 0 <05 1
2 Clinical isolates (n=2,376) were collected tested between January 2004 - S. marcescens Tigecycine 975 0.8 16 1 2 Va"::(ﬂ!‘/gin igg 8 8 500-2056 58-26
i i~ i i (n=122) Amikacin 943 08 49 2 8 : :
December 2006_ from 15_ study centers across Asia an_d the Pacific Rim c_:ountrles. Amox/Clay O 57 o943 say >3 S, pneumoniae Tigecycline _na __na__na 003 05
< Custom broth microdilution panels were supplied by MicroScan (Dade MicroScan, Ampicillin 0 41 959 >32 >32 Intermediate to penicilin ~~ Amox-Clav 100 0 0 025 1
Sacramento, CA, USA) with the following antimicrobial agents and concentrations Cefepime 934 0 66 <05 4 (n=34) Ceftriaxone  97.1 29 0 025 1
(expressed in mcg/mL): amoxicillin/clavulanic acid (0.03-32); piperacillin/ cetazdime 885 08 X o o L'm'ele”em_ 150% %0 8 58-22 0-225
. . . . . . . evorioxacin o
tazobactam (0.06-128); levofloxacin (0.008-32); ceftriaxone (0.03-64); cefepime Imipenem 100 0 0 05 1 Linezolid 100 0 0 1 1
(0.5-32); ampicillin (0.06-32); amikacin (0.5-64); minocycline (0.25-16); ceftazidime ﬁ;‘;}fgﬁﬁg‘ gg-g 255 gg 0-;2 0{35 T 0O 100 0 025 1
(8-32); tigecycline (0.008-16); imipenem (0.06-16); linezolid (0.5-8); penicillin (0.06- Pip-Tazo 934 33 33 2 8 _ Vancomycin 100 0 0 025 05
8); and vancomycin (0.12_32). ~Species with n's <20 were omitted. S. pneumoniae Tigecycline na na na 0.015 0.03
. . . . . . . ** Susceptibilities are defined by CLSI document M100-S16 (2006), where available. Tigecycline Resistant to penicillin Amox-Clav 83.3 8.3 8.3 1 4
2 MIC interpretive criteria for all drugs except tigecycline followed published breakpoints defined by the FDA (Tygacil®, 2005). (n=12) P [ = SR m B
guidelines established by the CLSI where applicable [12]. MIC interpretive criteria Table 2. In Vitro Activity of Tigecycline and Comparative Imipenem 83 75 167 05 1
for tlgecy_cllne followed criteria establls_hed by the Federal Drug Administration Agents against Acinetobacter baumannii and Pseudomonas Levofloxacin 100 0 0 05 1
(FDA, United States, 2005) where applicable [13]. aeruginosa. Iglne_zci:!d 180 8 180 53.5 i
2 Quality control of broth microdilution panels followed manufacture's and CLSI MIC (mcg/mb) Va::(')%}'/gin 100 0 0 025 025
guidelines using the following ATCC strains: Enterococcus faecalis ATTC 29212; Organsm Tig'z":‘;glme o T AR "g"z:;" s riuenzac Tigecydine _na  ha  ha 012 025
Escherichia coli ATC_:C 2_5922; Klebsiella pneumoniae ATCC 7_00693 (positive ESBL baumannii Amikacin 596 45 359 8  >64 (n=149) Amox/Clav. 100 0 0 0.5 1
control); Haemophilus influenzae ATCC 49247; Haemophilus influenzae ATCC (n=156) Cefepime 455 58 487 16 >32 Ampicilin 745 6 195 <05 32
. idi 449 2. 2. 2 2 i
49766; Staphylococcus aureus ATCC 29213; Streptococcus pneumoniae ATCC cerazdime 22 20 ny o = R
49619; and Pseudomonas aeruginosa ATCC 27853. Imipenem  69.2 45 263 1  >16 Imipenem 100 O 0o 05 1
2 The collection and transportation of organisms and the confirmation of Iﬁ.\ﬂ%ﬁﬁ: g;g 27015 20766 <§-5 i Levofloxacin 100 0 0 0.015 0.06
identification, as well as, construction and management of a centralized database PipTazo 519 83 397 16 >128 : PipTazo 100 0 0 <0.06 <0.06
were conducted and coordinated by Laboratories International for Microbiology Pseudomonas  Tigecycline ~na  na na 8  >16 b [z 0 Tmemmne e dE o e G2 029
. .. . . aeruginosa Amikacin ~ 85.7 5.8 85 4 32 Beta-Lactamase Positive ~ Amox/Clav. 100 0 0 1 2
Studies (LIMS), a subsidiary of International Health Management Associates, Inc. (n=294) Cefepime 704 112 184 4 32 (n=35) Ampicillin 0 171 829 32 >32
(IHMA, Schaumburg, IL, USA). Cetazdime 781 65 204 <8 >3 Cefepime 971 0 29 <05 <05
; : : : Ceftriaxone 100 0 0 <0.06 0.12
Imipenem 814 76 11 1 16 . -
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