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tigecycline compared to amikacin, ampicillin, imipenem, cefepime, ceftazidime, ceftriaxone, levofloxacin, Only one isolate per _pat|(_5nt was accepted. agents against 369 strains of Enterobacteriaceae. against 98 gram-negative No terObiftgm?ceae against 68 fastidious respiratory pathogens.

minocycline and piperacillin/tazobactam against Gram-negative strainsin addition to linezolid, penicillin There were 671 clinical isolates were collected tested between January T Organism Nane'_org’ _ s e %Rss#—Lngl%zn i ) MICs (mcg/mL)

and vancomycin for the Gram-positive species. 1ol ates were collected from 3 centersin Asiathroughout 2004 - December 2004 from 3 study centers in China, India and the osmane_ou e st i, = MR o T W i T Tigecycline inhibited 98.9% of all

2004. Methods: A total of 671 clinical isolates were identified to the species level at each participating Philippines. =) Amiacn a6 0 a4 28 gEh D oo D (n=30) Amox-Clav 100 0 0 <003 025 Enterobacteriaceae tested in vitro at a MIC of 2

siteand confirmed by the central laboratory. Minimum Inhibitory Concentration (M1Cs) were determined c broth mi diluti | lied by Mi s Dad AEln WO Gl B E Ceftazidime 684 26 29 <8 >3 Ampicillin na na na <006 05 L

by the local laboratory using supplied broth microdilution panels from Dade Behring MicroScan and l_"Stom roth microdilution panels V_Vere supp 'e_ y _'C_ro C_an (Dade Cetasdme 808 67 15 ® % impenem. 305 0. 105 o2 1o ﬁ:iﬂ:i:?r?e 17000 2g7 303 fg-‘l’g gig ng/m . _

interpreted according to CLSI guidelines. Results: Tigecycline's activity was similar to imipenem against MicroScan, Sacramento, CA, USA) with the following antimicrobial agents mpenem. 100 o oz 03 Vinoorine 947 55 0 s 4 e G a8 o e Tigecycline'sMIC,, of 1 meg/mL was equivalent to

most Enterobacteriaceaewith MIC,/MIC,, of 0.25/1 meg/ml. Resistance o third generation cephal osporin and concentrations (expressed in mcg/ml): amoxicillin/clavulanic acid (0.12- Vimooene 772 110 105 2. 1o T T o - v e e 00 e imipenem and 4 to 64 fold better than the beta-
1 1 i 1 1 1 1 hi - . . - Pip-Tazo 957 27 16 2 4 (N=36) Amikacin 69.4 o 30.6 4 >64 <U. . . .

was found in 23% of E. coli and 38.5% of K. pneumoniae of the ESBL phenotype. Tigecycline inhibited 32); piperacillin/tazobactam (0.06-128); levofloxacin (0.008-8); ceftriaxone E ol Tigeoyelne 100 00012025 AmocClv na na na 16 >3 Pip-Tazo na na na <025 1 lactams, beta-lactam/beta-lactamase inhibitor

majority of ESBL producers with MICs equal or lesser than 1 mcg/mL. Although similar to other classes ] . ) S . o . =7 e % a2 23 & & Copme oo 53 Zs 4 Penicillin 70 233 67 <006 1 R . .

of broad spectrum antimicrobial agents against glucose non-fermenters, tigecycline was especially active (006'64)1 cefepime (05'32)1 .ampw'”'n (05'32)1 amikacin (0.5-64); Ampcilin 203 0 797 % >3 D @7 A 90 © A3 __ _ Vancomycin 933 0 67 025 05 combinations and levofloxacin against all

aga| nst Acinetobacter Spp. prm“ ng the lowest ’\/||C90 at 0.5 mcg/m] Methicillin-resistance (oxa:||||n) mmOCyChne (05‘16), CeftaZIdIme (8‘32), tlgeCyC|Ine (0008'16), and g:fn?zlm:r!ne ggg 1;)7& i:: 5;5 i: Lmipeﬂnem» 3::2 1:‘9 1;;1 g.ﬁ 145 ;emcnllm-Su_scepnble Tlgeq_/clme 100 0 0 0.25 0.5 Enterobacta,laceae ta&j.

3 . 3 N ’ L. Ceftriaxone 622 81 297 <0.06 64 evofloxacin  77. X K . . pneumoniae Amox-Clav 100 0 0 <0.03 <0.03 N N . . _
was detected in 47.4% of S aureus. Tigecycline had a MIC,, of 0.25 meg/mL against l strains of S imipenem (0.(_)6-16_). _ . o _ mipenem 100 0 0 025 0s ‘ Sria CHe B rn G e (n=21) Ampicln  ne  ma 006 <00s Tigecycline demonstrated potent in vitro activity
aureus without regard o meticllin suscepiblity phenatype. Similar results were noticed agains MIC interpretive criteria followed published guidelines established by the e IR R R B oo 10 55 3% 2% againgt both ESBL and non-ESBL producing E. coli

: 3 . . . . . . . - | > 2 Amox-Clav na na na >3 >3 . = = . 3
gg n'i:) Z?ggf;‘tf‘g Oragr'gme;yiggﬁ mostgocgmn'wom?%%lgcr'i beg”:n:?nfi’gobi'glicg;i'gs;“b‘r’c')arg ;fgt'rzm""gf NCCLS where applicable [12]. Tigecycline tentative breakpoints (in units of e = aen’w oo % Lowloragn 100 00 05 1 < mrereTiER [ Bz,
. . L . — . . Amox-Clav  49.2 26.2 246 16 >32 idime < > N . =" . . . . .
aerobic clinical pathogens. The presented data suggest that tigecycline may be an effective and reliable mcg/mL) are defined as susceptible < 2; intermediate = 4; and resistant > Acin | 45 62 w2 o2 ow Cmwon 33 53 i % IR I g O Tigecycline inhibited 97.4% of Acinetobacter spp.
- - Ceftazidime 692 92 216 28  >32 evofioxacin 583 3. i S = . -
therapeutic option against both aeroblc Sram positive and aerobic Gram-negative bacteria, including 8. o . e W 4R o T e s Pk Wm0 o B 2 tested in vitro at an MIC of 2 meg/mL.
] Imipenem X Pip-Tazo 86.7 0 13.3 4 128 2 3 . . \ .
P P ypP IS.O|ateS were Iqentlfled tolgenUS and .Specllesl by the local |ab0rat0ry. Each ﬁx«;ﬂ;zﬁ;ﬂ 2 0 ® em 8 “Orly specieswith 20 are represnte = » . Penicillin-Intermediate  Tigecycline 100 0 0 0.25 1 Ti gecycl ine's Ml CQO of 0.5 ng/mL agail nst
the Tisted t?ells?lite?husmg b(;(?tl: mlCI’OdIlLlltl(?nl.l J act ‘ J e i.iZ;T;iﬁne $8 3. 31 2 ¢ e A,a\dx’\‘sﬁ;a 100-514), 2004, Ti susceptible < (Sn.=p7r;eumon|ae zmgz(l'l:ll:v ]I:ID: r?a noa gig i Acinetobacter spp. was the lowest among all broad
uality control of broth microdilution panels followed manufacture's an =?) Amicen 10 0 o 1 3 Tabl . - . . - Ceftiaxone 100 0 0 012 05 R f
A . ) ) . orclav > e 3. In vitro activity of tigecycline and comparative agents ~ spectrum antimicrobials tested.
Tigecycline is a novel antimicrobial with expanded broad-spectrum activity from a NCCLS guidelines using the following ATCC strains: Enterococcus faecalis Sm w0 S 5 23 against 136 selected Gtryam-pc?s?fi)\//e pathogens. i ag Lewioiacn 100 0 o 65 2 Tigecycline's limited activity against P. aeruginosa
- } P : . : ichi i : ilusi Gmim 0 0 & D Linezolid 00 0 0 <05 1 . U . o
new class of compounds, the glycylcyclines. Tigecycline inhibits protein synthesis ATTC 29212 Esgher!chla coli ATCC 25922; Haemophilus influenzae ATCC impenem” a0 a’ @ “ns os — e Minocycine na na na 4 8 is similar to other tetracyclines and their analog
by binding to the 30S ribosomal subunit. Although it is perceived to be 49247; Haemophilus influenzae ATCC 49766; Staphylococcus aureus ATCC el N S B e PpTazo  ma na ma <025 1 derivatives.
bacteriostatic, its anti-bacterial activity is significant and has shown some 29213; Streptococcus pneumoniae ATCC 49619 and Pseudomonas S e 916 21 005 1 o e S W Vancmen_ 51 0 145 0 Tigecycline inhibited the growth of all
.. A . . . rugin AT 27 i Geth, o Glzh 8 0 28 2 = impenem 803 39 158 025 16 Penicillin-Resistant Tigecycline 100 0 0 0.12 1
bactericidal activity against key targeted pathogens [1,2]. Tigecycline was aeruginosa ATCC 27853 ) ) ] _ fpmmmem o 4o @6 B 5 @ e %06 145 259 05 % & EHEITHES AmoxClay 100 0 0 012 2 Saphylococcus aureus at aMIC < 2 meg/mL, and
developed to provide activity against tetracycline and multi-drug-resistant Gram- The collection and transportation of organisms and the confirmation of G S 2R3 E L= e B9 4P 4 = gl B @ m i 4 had a MIC_, of 0.25 mcg/mL, regardless of
- N .. i if H i f e & g ¢ e g 2 eftriaxone 100 0 0 <o 1 o 9
positive pathogens and has demonstrated significant broad-spectrum activity identification, as well as, construction and management of a centralized T 0 5 % o T = s mipenem 0 S0 50 025 2 methicillin susceptibility, and demonstrated in vitro
against aerobic and anaerobic Gram-positive and Gram-negative microorganisms database were conducted and coordinated by Laboratories International Manm o oo 28 4 & Swos ' amoicw ms 0 a7 4 % Lo e 5 3 s s activity against MRSA areater than linezolid
[2-4]. for Microbiology Studies (LIMS), a subsidiary of International Health R R e 5555 %0 0% T Minocycine na na na 4 >8 y ag o] » (e a0 B—
. (n=13) Amikacin 100 0 0 2 4 Levofloracin 333 167 50 4 >3 Pin-T: 4 8
Management Associates, Inc. (IHMA, Schaumburg, IL, USA). e 10w e e e b5 G B 65 o4 a5 ;ﬁg&mﬁr’:‘lcm al‘g‘ac'“' tmipenem and the
Tigecycline resistance is very infrequent and is also difficult to induce in the Citagame 93 0 77 @ & o 0T H iuenzas Tossydine 00000 055 - linehadthel MIC. of all i
laboratory [5, 6] with a selection frequency observed at less than 10° [3, 5, 7]. ipenem” B0 0 0 i 4 EET Dm0 0w % (n=38) Amkan | fa a2 8 8 Igete]tCyC Inesbttt?EO\;veSt 90]? . Comgga“ve
. . . . . . . . Levofloxacin 100 0 0 006 025 Ampiclin 000 0 1. 2 [IEEEClEY f - sSagan 0] nterococcusraecium(U.om
Wlth the eXCeptlon Of P aeruglnosa' tetracyC“ne-reSIStant baCtena Wlth elther This study was supported by a grant from Wyeth We gratefully to the T.E.S.T. study from the following participating institutions: P.D. L’};‘_"T?f;'"e ;202 7(_]7 g ; 145 :l:m':eﬂem_ na na na f‘ g‘ Amp'q"'" 868 79 53 <0.5 2 @ @ . ( Cg/
tetracycline efﬂ ux pumps or ribosomal pI’OteCtlve features are Sensitive to t|geCyCI|ne Hinduja National Hospital, India; Research Institute for Tropical Medicine, Philippines and Peking Union Medical College Hospital, China. (E ggcae :‘,?\-ekcyc-“"e glg% g 701 Oiﬁ 115 t;‘\;alt:;acm gzj 51.15 A:A ; 322 ge:tepl'[:}e 1g0 g 1g0 <i)é5 5335 mL) md EntefOCOCCUS famal IS (025 ng/mL).
. . . . . . L = LEE . a Minocyciine 528 361 111 4 >8 eftazidime < < a g g ara
[2-4, 7-11]. Tigecycline has shown to be a highly effective against multi-resistant prc T o i N S Cefixone 100 0 0 <006 05 Tigecycline inhibited 100% of Enterococcus
Acinetobacter spp., particularly A. baumannii that are commonly associated with a2 S 2 Emm ek igen e 0 2 0. 2 faecium and Enterococcus faecalis at MICs below
serious nosqcomial infections. Similar aCtiVity has been observed againSt Sum, P.E. and P. Petersen, Synthesis and struct ip of novel leading to the discovery of GAR-936. Bioorg Med Chem Lett, E%FEXE‘Z :13‘;; :": 32055 :DE{ >§4 :é!,‘?;‘ﬂi?n, T ae >§4 :§ mr_?r?zco“ne 1";:) rl)a noa <5006r’6 &112 the sJggeged breaprInt of 2ngImL
Enterobacteriaceae, even extended-spectrum -lactamase (ESBL) and AmpC ”” 0D MSIG2 o, and . ush, vl il s o he eamentof s Gra-posiv fctons.Expr O vesig O, 200 123 2L BN e TR ORI Beaacanase Posive Tgecyolne 00 0 0 01z 012 Tigecycline inhibited all S. pneumoniae and H.
roducing strains [10]. Tigecycline has demonstrated MIC,, values of < 0.5 Mcg/ || 3" e c, etal, mviro actviesof tgecycine (5AR-536) aganst recently solsted ciica bactera in Spain. Atiicro Agerts Chemothe, 2002, 46(3): . 892 Smarcesces  Tgeoine 1000 0 05 I Mroodne 28 154 28 & 0 . Amikacn  na  ma nma 4 8 i <
producing strains [101. Tigecycline has RS e o o e e o 20 00D 2, o e m oo 6Tt ZT LR o -9 AmoxClay 10 0 0 05 05 influenzae at MICs < 2meg/mL and was unaffected,
m .a.gamSt me.t Ici |n-reS|stant Stap . y 0coccus aureus ( S . ) an OF er Gr.am- Mmmmm 'ﬂ':,fv',féﬁ éUJOUefz:l)A:mizuacieslstanceamong clinical isolates of Acinetobacter in the UK, and in vitro of ti (GAR-936). Chemother, Amgicilin Ty 142 619 2 % ELEEETD ¥;"$:'Y"E‘i‘" 1?,3 g g OiS f C:}zlpciln:g 100 0 0 <0.5 <0.5 reSpeCther, by penl Clllln SJ&:eptI blllty phenOtype
positive organisms [2, 4-6]. Tigecycline has shown potent activity against animal | ez sy s , , , ' Cotamome 929 o 71 o= o S I Ceftaziime © 0 100 <8 <8 or the production of beta-lactamase
dels infected with lected strai f Iti-d istant Ent f i 7 Shcpms‘JNP linical ph logy of GAR-936, | Y o o Dr;gu%eszlglsugdz"-20022'955(3272)359’:11 e 2245 Ceftiaxone 964 36 0 02 ¢ Cefaone 1000 0 X% %2 Ceftriaxone 100 0 0 <0.06  <0.06 . p . u . . . S .
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