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Revised Abstract Materials & Methods
. . : : s For the T.E.S.T program all isolates were derived
ives: Ti lin | _wer, : . . _
Objectives gecyciine, —as a from blood, respiratory tract, genitourinary (no The results are listed in the following table and figures.
: - : and other defined sources. Isolates were identified i i i /i i i i - : : :
pharmacokinetics, has a long terminal . Table 1. Comparative in vitro activity of tigecycline against selected  ¢jinjcal isolates with common resistant phenotypes collected from
half-lif d i tensivelv distributed to genus and species by the local laboratory. Each clinical isolates collected from blood, genitourinary, respiratory and  pjood et irat d skin/soft ti f
alt-lite ana 1S extensively distripute site tested the isolates using broth microdilution. cin/soft t ; : : e United S:£ t 00d, genitourinary, respiratory and SKin/soft liIssue Sources 1rom
- - i i SKIN/SOTIT liISSuUue sSources 1irom centers In the uniie dles. i i
into the tissues. The TEST program . Only one isolate per patient was accepted. centers in the United States.
h d | b f % All organisms were deemed clinically significant by o o) MIC./MICy, (%503)
. . . . . . 5 90 \ /0 oo us
aS Surveye a arge num er O Iocal partICIpant Crlterla ISOIate InC|USIOn was _Organism Drug Blood P Genitourinary Respiratory Sosflt(iTni:::es " ” Skin and
isolates to determine the variability, if independent of medical history, antimicrobial use, AT Tasezis ] ) 3] ) Organism Drug _ Blood Genitourinary Respiratory Soft Tissues
. . . . .o age or gender. All sites identified each study Blood (551) Cefepime 8/>32(50.6) 8/>32(55.4) 16/>32(38.6) 8/>32(54.6) E. faecium, VRE Tigecycline 0.03/0.12(100) 0.03/0.06(100) 0.03/0.12(100) 0.03/0.12(100)
any, of tlgecycllne In Vvitro act|V|ty - e : 0 Genitourinary (405)  Ceftazidime <8/>32(50.9) <8/>32(65) 32132(41.4) <8/>32(54.6) Ampicillin >16/>16(2) >16/>16(3.3) >16/>16(0) >16/>16(1)
isolate UtlllZlng local Iaboratory site criteria. Respiratory (1307)  Ceftriaxone 32/>64(30.8) 16/>64(35.1) 64/>64(22.6) 16/>64(34.5) .
: L Blood (289) Levofloxacin >32/>32(1) >32/>32(0) >32/>32(0) >32/>32(0)
. . . . S&ST (807) Imipenem 0.5/16(87.1) 0.5/16(85.2) 0.5/16(85.5) 0.5/8(89.7)
agalnSt clinical pathogens taken from < The collection and transportation of organisms, . e by S e Genitourinary (174)  Linezolid 2/2(97 5) 2/2(99.2) 1/4(87.5) 2/2(92.9)
. . confirmation of identification. and construction and Minocycline <0.5/8(89.5) <0.5/8(88.4) <0.5/8(87.1) <0.5/4(91) Respiratory (13) Minocycline <0.25/8(72.1) <0.25/8(77.7) <0.25/>8(62.5) <0.25/8(69.4)
’ PipTazo 8/>128(58.1) 4/>128(62.9) 16/>128(52.6) 4/128(65.5) Lo
various fissues and body SOUTCeS. | ioragoment of a contaized database wer SR e N s N
MethOdS: More than 59,000 Cllnlca”y COHdUCted and COOFdInated by LabOI'atOI'IeS Blood (232) AmoxClav >32/>3é(0) >32/>32(2) >32/>32(1.7) >32/>32k3-9) E. faecalis. VRE Tlgecycllne 0.06/0 12(100) 0.06/0 12(100) 0.06/0 06(100) 0.06/0 12(100)
. o . . . . . . Genitourinary (631)  Ampicillin >32/>32(0) >32/>32(0) >32/>32(0) >32/>32(0) : . : : . : . : : :
S| nIfICant ISOIateS from the Unlted International for MleOblOIOgy Studies (LlMS), a Respiratory (560) Cefepime <0.5/2(96) <0.5/1(98.2) <0.5/<0.5(98.3) <0.5/1(99.2) Ampicillin 1/1(100) 1/1(100) 0.5/0.5(100) 1/2(100)
g T . S&ST (231) Ceftazidime <8/>32(77.2) <8/16(85.9) <8/32(84.3) <8/16(88.4) .
. subsidiary of International Health Management ot 012/32(85.) 01200 4 0 128(04.0) S 12or ) ~ Blood (43)  Levofloxacin 32/>32(3.2) 32/>32(0) >32/>32(0) >32/>32(3.7)
StateS) were analyzed The |SO|ateS Associates, Inc. (lHMA, Schaumburg, ”_, USA) imipenem 0.5/1(100) 1/1(99.7) 1/1(100) 1/2(100) Genltourinary (24) Llilezolld' 1/2(100) 2/2(100) 1/1(100) 1/2(100)
_ . _ . > yU , e cgEnsey  odosen o 0080257 Respiratory (1) Minocycline 4/8(58.1) <0.25/8(69.2) 8/8(0) 4/8(70.4)
were identified to the species level at % Minimum inhibitory concentrations (MICs) were P Jpmd  omeed ooy s S&ST (43) Pencillin 2/4(100) 2/4(100) 2/2(100) 2/4(100)
th rt . t t d f d determined by the CLSI recommended broth E. cloacae Tigecycline 0.5/2(91.9) 0.5/2(92.2) 0.5/2(94.4) 0.5/1(95.8) Vancomycin >32/>32(0) >32/>32(0) >32/>32(0) >32/>32(0)
. G g . . . Amikacin 2/4(99.3) 2/4(99.7) 2/4(99.9) 2/2(99.2) - -
e participating sSites and confirme microdilution testing method [7]. Tigecycline was oo 868) e e e, s, e, S. aureus, MRSA  Tigecycline 0.12/0.25(100) 0.12/0.25(100) 0.12/0.25(100) 0.12/0.25(100)
by the central laboratory. MICs were supplied by Wyeth Pharmaceuticals (Collegeville, B e s S S 05072 R o ﬁzgﬁ:ﬁv jgf(fﬁ%) ey g('g)) e g('g)) fg?g%(%))
. S&ST (1050)  Ceftazidime <8/>32(71.4) <8/>32(69.3) <8/>32(72.9) <8/>32(80.3)
determined by each site using PA, USA). All other agents were supplied by the Cotrioans 0.25/64(74.8) 0.5/64(73) 0.25/64(76.3) 0.25/32(83.8) Genitourinary (158)  Ceftriaxone 32/>64(12.7) 16/>64(16.7) 32/>64(9.5) 16/>64(14.3)
_ _ o panel manufacturer, MicroScan (Dade Behring i Do) e et et Respiratory (879) Imipenem 0.5/16(79.4) 0.5/8(84.9) 0.5/16(80.6) 0.5/4(90.7)
uniform broth microdilution panels Inc., Sacramento, CA, USA). The following wwooows  meere s a6 2005 SEST(1625) Lovofiowacn  16/>82(127) 3232(83)  16532(119)  432(331)
: : antimicrobial agents were included on the panels E aecet ooy GaD 200 GOMOAZOD  GAZ0Ain 060120100 Hnezolid e b A e
and mterpreted accordlng to CLS| . blal ag ne p | o e e B . Minocycline  <0.25/0.5(97.3)  <0.25/0.5(99)  <0.25/<0.25(99.6)  <0.25/<0.25(99.4)
. . . . with their dilution ranges (expressed N IJg/ ml) Blood (948)  Levofloxacin 2/>32(53.8) 1/>32(59.5) 1/>32(55.8) 1/>32(58.2) Penicillin >8/>8(0) >8/>8(0) >8/>8(0) >8/>8(0)
guidelines. Results: Tigecycline was amikacin  (0.5-64); amoxicillin/clavulanic  acid ooty (39) Lnid e 22t an 2289 PipTazo 16/>16(40.3)  16/>16(43.8) 16/>16(42) 16/>16(38.7)
. PTH enicillin Vancomycin 1/1(100) 1/1(100) 1/1(100) 0.5/1(100)
_ _ _ S&ST (801)  Penicill 2/4(100) 2/4(100) 2/4(100) 2/4(100)
the Only StUdy drug that demonstrated (012/006 32/16)’ ampICIllln (05 32’ gram Vancomycin 1/2(94.4) 1/2(97.2) 1/2(97.7) 1/2(94.3) S. pneumoniae Tigecycline 0.03/0.06(na) 0.03/0.06(na) 0.03/0.06(na) 0.03/0.06(na)
. t t t t . t b th G negative panel, and 0.06-16, gram-positive panel); E. faecium Tigecycline 0.03/0.12(100) 0.03/0.06(100) 0.03/0.12(100) 0.06/0.12(100) (PRSP) AmoxClav 4/8(49.3) 2/2(100) 4/8(49.8) 2/4(30)
- . . .. Ampicillin >16/>16(13) >16/>16(10.8) >16/>16(15.4) >16/>16(13.4) : .
consistent actvi y agalns O ram Cefeplme (05-32), ceftriaxone (006-64), Imipenem Blood (445) LevZroxacin >32/>32(8.8) >32/>32(5.4) >32/>32(7.7) >32/>32(9) Ceftriaxone 1/2(79.5) 1/1(100) 1/2(78.2) 1/1(100)
. L . . . . . . Genitourinary (243) Linezolid 2/2(97.7) 2/2(98.8) 1/2(92.3) 2/2(94) i
negatlve and Gram'pOSItlve (006'16); IlneZO“d (05'8); Ievofloxacm (0008'8), Respirat;yry(19) Minocycline <0.25/8(75) <0.25/8(76.5) <0.25/>8(76.9) <0.25/8(67.9) .BIOF)d (119) Imlpenem. 0.5/1(8.2) 0.25/0.25(0) 0.5/1(3.8) 0.5/0.5(0)
manC Cline (O 5_16) tl ec Cllne (O 008_16) S&ST (201) Penicillin >8/>8(10.7) >8/>8(9) >8/>8(7.7) >8/>8(12.7) Genltourlnary (1) Levofloxacin 1/1(100) 05/05(100) 1/1(995) 1/1(100)
pathogens across a” body sources ) y . e g y . J ' Vancomycin >32/>32(35.4) >32/>32(25.9) >32/>32(30.8) >32/>32(24.6) Respiratory (382) Linezolid <0.5/1(100) 1/1(100) <0.5/1(100) <0.5/1(100)
’ penicillin (0.06-8); piperacilln/tazobactam (0.06/4- - Al e R SR SEST() Penicii 2140 21200 21400 2200
sites and tissues Summary data of 128/4) and vancomycin (0.12-32). Blood (2464) AmoxClav 4/32(78.5) 4116(79.6) 8/32(69.7) 8/32(72.4) Vancomycin 0.25/0.5(100) 0.25/0.25(100) 0.25/0.5(100) 0.25/0.25(100)
" . . . i i i i Genitourinary (2388)  Ampicillin 32/>32(48.5) 32/>32(48.9) >32/>32(41.8) >32/>32(45) E. coli Tigecvcline 0.12/0 5(100) 0.25/0 5(100) 0 25/2(100) 0.12/0 25(100)
: : H . % ESBL Determination: Escherichia COI[, Klebsiella Respiratory (676) Cefepime <0.5/<0.5(97.9) <0.5/<0.5(98.2) <0.5/1(97.2) <0.5/<0.5(97.6) ’ ’ g_ y_ . . ' . . : .
tlgecyC“ne aCtlvrty agalnSt SeleCted ) ] S&ST (982) Ceftazidime <8/<8(95.1) <8/<8(95.6) <8/<8(94.3) <8/<8(94) ESBL Amikacin 2/8(100) 4/8(96) 4/8(100) 4/16(100)
pneumoniae, and  Klebsiella oxytoca were Cotaure  SOS0Z0S7)  SO028Z 00K 00D AmoxClav 16/>32(46.2) 16/32(36) 16/>32(27.8) 32/>32(12.5)
pathogens and body sources are screened for ESBL activity when MIC results for Levotorac Bt i B g g Blood (69) Ampicillin >32/>32(7.7) >32/>32(0) >32/>32(0) >32/>32(0)
Sh own in th e tabl e b el OW*' ceftriaxone were >1 mcg/ml using broth Q”i',T?ZZS"”e 1222;?; 1?35233 lﬁﬁﬁiiii lfﬁgj;*; GenitOU_Irinary (82) Cefepi_m_e 32/>32(34.6) >32/>32(16) 8/>32(55.6) 8/>32(50)
' : diluti i ESBL tivit fi d H. influenzae Tigecycline 0.12/0.5(na) 0.12/0.5(na) 0.12/0.5(na) 0.12/0.25(na) Respiratory (38) Ceftazidime 16/>32(34.6) 16/>32(36) 16/>32(22.2) 32/>32(18.8)
: . Mmicrodiiution paneis. acluvity was confirme .
Tigecycline MIC,, (n) ) ) i AmoxClav 0.25/1(99) 0.25/2(94.7) 0.5/1(99.9) 0.25/1(100) S&ST (32) Ceftriaxone >64/>64(23.1) >64/>64(16) 64/>64(22.2) 32/>64(25)
Blood | Genitourinary | Respiratory | Skin and Soft Tissues using the CLSI (2008) phenotypic confirmatory oo (%) o e s S Dy Imipenem 0.25/0.5(100) 0.25/0.5(100) 0.25/0.5(100) 0.5/0.5(100)
dcinetobacter spp | 1(672) 1 (448) 2 (1377) 1 (940) disk test (Oxoid, Ogdensburg, NY, USA) on Respiratory (2767)  Ceftazidime <8/<8(0) <8/<8(0) <e/s80) <8/<8(0) Levofloxacin 8/>8(7.7) >8/>8(8) >8/>8(16.7) >8/>8(6.3)
N ST TN BT B T Mueller-Hinton agar (Remel Inc., Lenexa, KS, B e e o Minocycline 1/16(80.8) 216(80) 4/>16(50) 2/>16(75)
All ESBLs 2 (218) 2(262) 2 (235) 2 (108)
Enterobact 2 (1153) 2 (1674) 2 (1714) 1 (1346) USA di t CLSI 2007 ideli ESBL Levofloxacin 0.015/0.03(100) 0.015/0.03(100) 0.015/0.015(100) 0.015/0.03(100) PipTazo 4/32(88.5) 4/16(96) 4/32(88.9) 4/>128(68.8)
HICronacry Spp ) according to ( ) guidelines. PipTazo <0.06/0.12(100) <0.06/0.25(100) ___ <0.06/<0.06(99.9) __ <0.06/<0.06(100) K. oxytoca, Tigecycline 1/1(100) 0.5/1(100) 1/4(90) 0.5/2(100)
Enterococcus spp 0.12 (1459) 0.12 (1128) 0.12 (98) 0.12 (1082) f d b t t th f ii ; K. oxytoca Tigecycline 0.25/1(99.4) 0.25/1(98.1) 0.25/1(98) 0.25/1(99.4) . .
VREs 0.12 (232) 0.06 (198) 0.12 (14) 0.12 (189) presence was confirme y testing € tollowing Amikacin 2/2(100) 2/4(100) 2/4(99.5) 2/4(100) ESBL Amikacin =0.5/2(100) 2/16(100) 1/8(100) 1/1(100)
S. aureus 0.25(1513) | 0.25262) | 0.25(1626) 0.12 (2906) antibiotic disks: cefotaxime (30-uQ), Blood (255) AmoxClav 2/16(88.1) 2/32(86.6) 2/32(80.9) 2/8(91.7) AmoxClav 16/16(33.3) 32/32(33.3) 8/32(80) 32/32(33.3)
i ) ) L Genitourinary (238)  Ampicillin >32/>32(0) >32/>32(0) >32/>32(0) >32/>32(0) PRT
g/ﬂ;:imoniae 006265((1718777)) 062152((115823)) 00565((2827190)) 06236( 1(465;5 ) cefotaxime/clavulanic acid (30/ 10'“9), ceftazidime Respiratoz (338) Cefepime <0.5/1(99.4) <0.5/<0.5(98.7) <0.5/2(99.5) <0.5/<0.5(99.4) GenitoE:'?:adry(g; é’;gg::g Z?;ZE?:(%) >2?12(/3?§62(70)) >2/2é(>1302(§§)) >2/28/(>1302(§§))
. d d d - T . . S&ST (266) Ceftazidime <8/<8(94.4) <8/<8(96.8) <8/<8(92.5) <8/<8(96.8) . .
PenR-SP 0.12 (119) - 0.06 (382) 0.06 (7) (30-}19), and ceftazidime/clavulanic acid (30/ 10- Ceftriaxone <0.06/2(96.3) <0.06/2(96.2) <0.06/8(93) <0.06/0.25(94.9) Respiratory (19) Ceftazidime >32/>32(0) 32/>32(33.3) 32/>32(0) <8/>32(66.7)
. . . H Imipenem 0.25/0.5(100) 0.25/0.5(100) 0.25/0.5(100) 0.25/0.5(100) .
*EcoKpnKox = E. coli, K. pneumonaie and K. oxytoca combined. “g) Antimicrobial disks were manufactured by Levr:)floxacin 0.03/0.5(95.6) 0.03/0.5(95.5) 0.03/1(94.5) 0.03/0.25(96.2) S&ST (5) Ceftriaxone 8/>64(66.7) 8/>64(66.7) 4/16(70) 16/32(0)
Oxoid. Inc. (Ogdensburg NY USA). Mueller- Minocycline 1/4(96.9) 1/4(93) 1/4(93) 1/4(93.6) Imipenem 0.25/0.5(100) 0.25/0.5(100) 0.5/0.5(100) 0.25/1(100)
. ’ : e ’ PipTazo 118(90.6) 1A891T) 11 2007.4) A9 Levofloxacin 4/>8(33.3) 1/>8(66.7) 1/4(70) 2/4(66.7)
K. pneumoniae Tigecycline 0.5/2(94.8) 0.5/2(95.2) 0.5/2(93.7) 0.5/2(96) . .
Conclusions: Tigecycline showed Romol. 1ot (ﬁii o tﬁsstmgsvxvss A?]anngﬁtifﬁ e e, e e s e bt 12812804 o120 5100 o806,
. , ] Xa, , ) I \"\Y; Blood (1465) AmoxClav 2/16(83.5) 2/16(86.9) 2/16(85.4) 2/32(82.9) PipTazo >128/>128(33.3)  >128/>128(33.3) 4/8(100) 8/>128(66.7)
excellent inhibitory activity ag ainst all interpreted as containing an ESBL if there was an eantaton (1338)  Cofenme Soaesn a9 Soanes s K. pneumoniae, Tigecycline 1/2(93.8) 1/4(86.6) 1/2(91.8) 1/4(88.9)
. f >5 in the inhibiti f th S&ST (649) Ceftazidime <8/>32(87.5) <8/16(90) <8/>32(86.5) <8/>32(85.3) ESBL Amikacin 8/32(81.5) 8/32(86.6) 16/32(78.8) 8/32(88.9)
rou S Of atho enS re ard |eSS Of Increase O mm In e In I I Ion Zone O e Ceftriaxone <0.06/16(89.8) <0.06/2(92.8) <0.06/16(88) <0.06/16(88.8) AmOXCIaV 16/>32(32 1) 16/>32(34 1) 16/>32(29 4) 16/>32(36 1)
: : : Imipenem 0.25/0.5(99.5) 0.25/0.5(99.4) 0.25/0.5(98.3) 0.25/0.5(99.1) : : : :
_g p ] p g ] g combination disk when Compared to that of the Levr:)floxacin 0.06/8(87.4) 0.06/2(90.8) 0.06/8(86.7) 0.06/8(86.1) Blood (135) Ampicillin >32/>32(0) >32/>32(0) >32/>32(0) >32/>32(0)
i Minocycline 2/8(82.6) 2/8(84.9) 2/8(82.9) 2/8(83.7) . . :
ISOIatlon Slte TlgeCyCIIne MICQO Of CephaIOSporln alone. PipTaZo 2/16(91.3) 2/8(94.2) 2/64(89.1) J4(68.9) Genltogrlnary (171) Cefepli‘n.e 4/>32(70.4) 8/>32(57.3) 16/>32(44.7) 16/>32(47.2)
< O 2 5 / I . t G . t o Quality control of broth microdilution pane|s P. aeruginosa Tigecycline 8/>16(na) 8/>16(na) 8/>16(na) 8/>16(na) Respiratory (178) Ceftazidime >32/>32(7.4) >32/>32(7.3) >32/>32(3.5) >32/>32(8.3)
IJg m aga|nS ram—pOS| lve f , . . . Amikacin 4/8(99.3) 4/8(97) 4/8(96.5) 4/8(98.2) S&ST (71) Ceftriaxone 32/>64(22.2) 32/>64(23.2) 64/>64(14.1) 64/>64(13.9)
— ollowed manufacturer’s and CLSI guidelines using Blood (678)  Cefepi 416(78.7) an16(79) 4132(74.8) 4116(85) :
. : : _ . _ il aie(re. ) Haa(ra ) Imipenem 0.25/1(97.2) 0.25/4(94.1) 0.5/8(87) 0.25/4(93.5)
pathogens (including resistant the following ATCC strains where applicable: ey (508 Cotvmone sbein  mbeiier)  owein)  szedios Levofloxacin ~ >8/>8(28.4) >8/>8(22) >8/>8(20) 8/>8(25)
Enterococcus faecalis ATCC 29212; Escherichia SeSUE)  UHlEien L) . ek i s Minocycline 4/>16(63) 4/>16(63.4) 4/16(70.6) 4/>16(69.4)
phenot PES and MIC of SZH /ml : _ . evofloxadin 16066 o069 5014 11509) PipTazo 32/>128(48.1) 16/>128(52.4) 128/>128(36.5) 64/>128(33.3)
90 COII ATCC 25922 and 35218 HaemophIIUS PipTazo 4/128(83.4) 4/32(84.7) 4/128(78.8) 4/32(87.4)
inst Ent bacteri d ) ’ s. marcesoens Tigeoyline 112(94.4) 112(95.2) 1297.1) 112(97.8) H. influenzae Tigecycline 0.12/0.5(na) 0.5/0.5(na) 0.12/0.5(na) 0.06/0.25(na)
agains nterooaciteriaceae an influenzae ATCC 49247 and 49766; Amikacin 214(99.6) 2/4(99.1) 214(99.6) 214(100) (BL Pos) Arier @l 1/2(96.2) 1/>32(83.3) 1/2(99.6) 0.5/0.5(100)
, . ) Blood (466) AmoxClav >32/>32(1.1) >32/>32(0.9) >32/>32(1.1) >32/>32(0.6) n
y Genitourinary (390) Ampicillin >32/>32(0) >32/>32(0) >32/>32(0) >32/>32(0)
Acinetobacter sSpp validate the potent Staphylococcus aureus ATCC 29213 Ampicillin >32/>32(0) 32/>32(0) 32/>32(0) 8/8(0)
hibit iyt ' £ TIG et Streptococcus ~ pneumoniae  ATCC  49619; e e S sy S s <o B _ Blood (49) - Cefepime =0.5/<0.5(92.3)  =0.5/8(83.3)  <0.5/<0.5(99.4)  =0.5/=0.5(100)
INNIDITOr VI N ; Ceftriaxone 0.25/8(93.3) 0.25/8(93) 0.25/8(93.4) 0.25/1(96.2) Genitourinary (11)  Ceftazidime <8/=8(0) <8/<8(0) <8/<8(0) <8/=8(0)
O y /?ic y | O H a_ga hS ZISGbUC{OITO"'aS aer ’;’Q’”X_?g c A%ng()?) 2(7853 .a.nd imipenern 0.5/1(100) 0.5/1(100) 0.51(99.8) 0.5/1(100) Respiratory (707) Ceftriaxone  <0.06/<0.06(100)  <0.06/0.25(100)  <0.06/<0.06(99.8)  <0.06/<0.06(100)
communit ospita athoaens In the ebsiella pneumoniae as positive \evofioracin 0-21/28’(13‘3_37-)” 0-;/2;(28‘3?7-)3> O-Q/j’(;‘f_;)3> 0-122’/3-(*;‘2;3-5” S&ST (6) Imipenem 0.5/1(100) 0.5/1(100) 0.5/1(100) 0.25/0.5(100)
U t d Sth p p g ESBL Contro|)_ PipTaZo 1/4(96.1) 1/8(97.8) 1/8(96.6) 1/4(97.8) Levofloxacin 0.015/0.03(100) 0.015/0.03(100) 0.015/0.015(100) <0.008/0.03(100)
nl e a eS. . ] . . S. aureus Tigecycline 0.12/0.25(100) 0.12/0.25(100) 0.12/0.25(100) 0.12/0.12(100) PipTazo 3006/025(100) 5006/025(100) 5006/5006(998) 5006/5006(100)
Soe r?lej : ; O\:]Vj ifg 'ngléde(ijs C')Tatt:Se e:re] ::ZZ'S V(\),::Lfnwrlﬁg Sy e o <o NS e S v S s e e e e e e
Genitourinary (262) Ceftriaxone 8/>64(54.5) 8/>64(50) 8/>64(51.3) 8/>64(52.9) for comparative purposes only. na= breakpoints are not yet established for against this species.
. Respiratory (1626)  Imipenem 0.25/8(89.3) 0.25/4(91) 0.25/8(89.4) 0.25/2(94.9)
[ | a Cce pta b | e ra n g e aCCO rd I n g to C LS I (2 O O 8) ’ S&Sr'}ll' (2906) Levpofloxacin 0.5/>32(52.1) 4/>32(42) 1/>32(50.3) 0.25/32(61.9)
I n t rOd u Ct I O n guidelines [8] Linezolid 2/2(100) 2/2(100) 2/4(100) 2/2(100)
’ Minocycline <0.25/<0.25(98.4) <0.25/0.5(97.5) <0.25/<0.25(99.8) <0.25/<0.25(99.6)
Penicillin >8/>8(10.9) >8/>8(8) >8/>8(7.2) >8/>8(6.7)
PipTazo 2/>16(69.1) 4/>16(66.7) 4/>16(69) 4/>16(66.5)
Vancomycin 1/1(100) 0.5/1(100) 1/1(100) 0.5/1(100)
Tigecycline iS a member Of a new C|aSS Of antimicrobiai R f S. pneumoniae Tigecycline 0.03/0.06(na) 0.015/0.06(na) 0.03/0.06(na) 0.015/0.06(na)
agents, the glycylcyciines. This synthetic analogue of the ererences e o7, ZEGE Smib amm oney
tetracycllnes eXhlbltS antlbaCterlal aCtIVIty that |S bOth Genitourinary (18) Imipenem <0.12/0.5(78) <0.12/0.25(81.8) <0.12/0.5(67.6) <0.12/0.25(68.2)
Respiratory (2210)  Levofloxacin 0.5/1(99.9) 0.5/1(100) 0.5/1(99.8) 1/1(100)
bacteriostatic and, in certain instances, bactericidal with 1. Hoellman, D.B., et al., Antipneumococcal activities of GAR-936 (a new S&ST (42) Ii;inezoillid Zo(.)z//i((;(iog))) sodsézz_is(;o%) Zo(.)z//;((mo;) s(i.zs//i((‘igi))
: : : OTH enicillin <0. . <0. 72.7 <0. 55. . :
kl”lng aCtIVIty that |S as mUCh as fOUf'fOld better than glycylcy.CIIne) Compal_’ed o those of nln.e Oth.er .agents agaInSt penlCI”In- Vancomycin 0.25/0.5(100) 0.25/0.25(100) 0.25/0.5(100) 0.25/0.5(100)
. . susceptible and -resistant pneumococci. Antimicrob Agents Chemother, : — : - N : — , )
Interpretive criteria are defined by CLSI, M100-S18 (2008), where available; Tigecycline susceptible breakpoint is according to FDA package insert (2005), where
VancomyCIn and daptomyC|n [1, 2] The develOpment Of 2000 44(4) p 1085-8 zzzirliaglelizii t'r(;gaicgﬁigzcl;lz(/;\lft:)rre:gr;:iog:;érsiussrep;lsbelz:nIOZi:gzlﬁr:)ai(oroﬁlritse:gzcg aerteeZiJapglciJé/::df;)()rrvaar;(i:grs'riyigiiz—ssu:giee;;tible E. faecalis, only; this criteria has
tigecycline is important in that tigecycline and other 2. Labthavikul, P., P.J. Petersen, and P.A. Bradford, In vitro activity of > Nt al[spacimen seuross ars show BiGocl fanitoumery, respiraory exid skin Gentibutee 0 >50% of ol spacmen saurces.
. . . . . . tigecycline against Staphylococcus epidermidis growing in an adherent-
g!yCyICyC“neS are active agamSt_ bacterial strains Carry!ng cell biofilm model. Antimicrob Agents Chemother, 2003. 47(12): p. 3967-9.
either or both of the two major forms of tetracycline 3. Projan, S.J., Preclinical pharmacology of GAR-936, a novel glycylcycline C I -
resistance: efflux and ribosomal protection. Certain g_”ﬁbac'-_‘effazlzigsegfz-fgha"macotherapy’ 2000. 20(9 Pt 2): p. 2198-223S; OnC USIOnS
. . : iscussion - :
substituents at the 9-p03|t|on of the tetraCyC“ne molecule 4, Gales, A.C. and R.N. Jones, Antimicrobial activity and spectrum of the
H H H H H H I I I. AR_ 3 1 2 I. . I 3 I ’ n [ ] n L ] [ ] L] L ] L] L ] L ]
;?fggiegragtg;gy:fﬁﬁ;”sgnbjcjﬁ)r(';::‘]gogi‘gtegc‘iigis ?C;ggig now glycyioycline, OAR.030 losted againdt 1,205 recont cincal bactera “+ When using the MIC., as the closest approximation to the central MIC of each population, tigecycline in vitro activity
. v . . ) ) 5. Patel, R., et al., In vitro activity of GAR-936 against vancomycin-resistant . . . . . . . . . . .
chemical modification of tigecycline overcomes the two onterocoed, methisilinerosistont. Staphylocorers. atrats and semiailin was the same or within the broth microdilution testing error limits of one log, dilution for all blood, respiratory and
molecularly distinct forms of resistance while maintaining resistant Streptococcus pneumoniae. Diagn Microbiol Infect Dis, 2000. Skln/SOft tISSUG |SO|ateS
activity against susceptible gram-positive, gram-negative 38(3):p. 177-9. :
: ) - ’ ’ 6. Rupp, M.E. and P.D. Fey, Extended spectrum beta-lactamase (ESBL)- . . - R . s
aerobic, and anaerobic bacteria [3]. producing Enterobacteriaceae: considerations for diagnosis, prevention *+ The cephalosporins demonstrated greater variability among the various specimen sources than the other drug
and drug treatment. Drugs, 2003. 63(4): p. 353-65. . ; . . . T aen
- - n vi 7. CLSI, Methods for Dilution Antimicrobial Susceptibility Tests for Bacteria classes with changes of 4- to 16-fold in MIC, values but little to no categorical changes in susceptibility.
PI'?V!;)U? S{_[Udlesi_ have quoir_]S_tra::ed delxi)e”e?t In { VI.tI’O That Grow Aerobically; Approved Standard—Seventh Edition, in . ) . , . g o . 90 . . g g p y
o Grampositins and mogative. bacteria. with- minirum T ey S e oy % Tigecycline’'s inhibitory activity against all Enferobacteriaceae, including ESBL-producers, was comparable to
T . . T USA. 1 1 1 1 1 1
th
|nh|i§>|tiory Zoncen/traLt.ops lfooi thedQ_f? rl)ercentlle |nh|bi|]t.e§iilat 5. OLS|. Performance Standards for Antimicrobial Suscepibily Testing, in Imipenem and amikacin and greater than cefepime and levofloxacin.
or below 2 mcg/mL, including difficult to treat methicillin- Document M100-S18 2008: Clinical Laboratory Standards Institute (CLSI), . . . y . ¢ T = = . . . . . .
resistant Staphylococcus aureus (MRSA). vancomycin- 940 West Valley Road, Suife 1400, Wayne, Pennsyivania 19087-1898 <« Tigecycline’s inhibitory activity was similar to linezolid and vancomycin against S. aureus (including MRSA).
, . ’ USA. . . . ; . . . . - . .
resistant enterococci (VRE) and extended-spectrum beta- | g Tygacil, Product Insert. 2005: Wyeth Pharmaceuticals, Inc., Philadelphia, % Tigecycline’s MICy, values were comparable to linezolid and vancomycin against S. pneumoniae, including PRSP
lactamase (ESBL) producing Enterobacteriaceae [4-6]. This PA, USA. pheno types
study was undertaken to document the in vitro activity of -
H H H H £ H H H ’ [ ] [ ] [ ] [ ] [ ] , [ ] [ ] [ ] L ] [ ] L ] L ] [ ]
ggﬁggfe“(;‘?margav'gflgjfgggj‘gitg:mb;rj of climcal 1solates K led ¢ % Against Enterococcus spp. (including VRE), tigecycline’s activity was similar to linezolid and superior to vancomycin.
. . . - . ‘ ] L] L] ] n L ] L] L] L]
study is part of the larger ongoing global Tigecycline Acknowle gements % Tigecycline showed excellent inhibitory activity against all groups of study pathogens without regard to blood,
Evaluation and Surveillance Trials (T.E.S.T.) program. . . . -
We gratefully acknowledge the contributions of the investigators, laboratory resplratory, or Skln/SOft tlssue SpGClmen sources.
personnel, and all members of the Tigecycline Evaluation Study Trials program
group. This study was sponsored by a grant from Wyeth Pharmaceuticals.




