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ABSTRACT MATERIALS AND METHODS RESULTS
Background: Specimen Collection. The isolates were collected from 93 medical Table 1. Antimicrobial activity of tigecycline an.d nine'selected agents tes.ted ° Twenty percent of tested H. influenzae and 96% of
Tigecycline (TIG, formerly GAR-936), is a novel glycylcycline —‘)7_ : _ o _ by reference NCCLS [2003] method against H. influenzae (1,215 strains), : : _
g. y (T . y . ) . . gY yiey . centers representing 29 countries distributed in North and South M. catarrhalis (495 strains) and N. meningitidis (17 strains). i EuEiEls STENE [plecliossl 2 B leciamese.
which is currently in phase 3 clinical trials. The in vitro activity g
of the TIG was evaluated in comparison with tetracycline America, Europe, Asia and Australia. The isolates were collected o indl MIC 4 MIC 05 d 1 n
. . . . o o . Influenzae an of 0.5 an mg/L,
(TET) and other antimicrobial agents against recent (2000- consecutively from clinical infections and only one isolate per MIC (mg/L) % by category respectively) a(nd I\;O catarrhal;SO (MICs and MICg of
2002) clinical isolates collected worldwide from patients patient was included in the study. The collection included: Organism [no. tested)/Antimicrobia agent  50% S0% Susceptible Resistant . F.i B 38 55 }L respectively) \j\(;ere . foj:nl
: ; ; ; PR H. influenzae SU. : :
with respiratory infections and meningitis. Haemophilus influenzae (1,215 strains, 20% B-lactamase R . . , 9 . P , y y
Methods: _ _ _ _ B-lactamase-positive (249) susceptible to tigecycline, including B-lactamase-
, , producing), M. catarrhalis (495 strains, 96% B-lactamase producing) Tigecycline 0.5 1 (100.0)? b " :
A total of 1,727 isolates were tested against TIG and more _ _ o _ o Tetracycline - 4 89 6 8.0 positive strains (Table 1).
than 20 comparator agents by broth microdilution according and Neisseria meningitidis (17 strains). Isolates were initially Amoxicillin/Clavulanate E 2 99.6 0.4
to the NCCLS reference methods and interpretative Criteria_ |dent|f|ed by the Sme|tt|ng |ab0rat0ry and SUbsequently Shlpped Piperacillin/Tazobactam <1 <1 99.2 0.8 . T|gecyC||ne was 4'f0|d more aCt|Ve than tetracyC“ne
L . . . o - Ceftriaxone <0.008 <0.008 100.0 b
Th;a collection included, H. ./nf/uenzae (HI; 1.,21 5 strains, to the monitoring laboratory (The JONES Group/JMI Laboratories, azithromycin 1 1 1000 R against H. influenzae. When using the NCCLS
20% beta-lactamase-producing), M. catarrhalis (MCAT; 495 lowa, USA) where identifications were confirmed using standard Clarithromycin 8 16 85.9 0.8 tetracycline susceptibility breakpoint of <4 mg/L, 100%
strains, 96% beta-lactamase-producing), and N. meningitidis o : G - Ciprofloxacin <0.03 <0.03 100.0 - , . - ’
(NM: 17 strains). methods and antimicrobial susceptibility testing was performed. Chioramphenicol s - 056 o of strains would be considered susceptible to
Results: Trimethoprim/Sulfamethoxazole <0.5 >4 2.7 22.9 tigecyc"ne’ whereas On|y 89.6% would be Categorized
TIG demonstrated excellent activity against these organisms Susceptibility Testing. M'C va.lues for tigecycline and c.omp.areitor B"a;ga:;zﬁr'lzegaﬁ"e (966) s 1 1000y . as susceptible to tetracycline.
with all isolates being inhibited at <4 mg/L (TET susceptibility agents were tested using validated dry-form broth microdilution Tetracycline < <2 9.6 0.3
breakpoint). TIG was highly active allgainst HI (MICng, 1 mg/L) panels (TREK Diagnostics, Cleveland, OH) with Haemophilus Test Amoxicillin/Clavulanate 0.5 1 100.0 0.0 o All H. influenzae and M. catarrhalis strains were inhibited
and MCAT (MICg, 0.25 mg/L), and its potency against th.ese Medium for H. influenzae, cation-adjusted Mueller-Hinton broth Zlepf:rizf(il)ll:e/Tazobactam <§c1) - <§c‘)| - 1gg§ f)b.s sy Taaveling £ <2 el and <05 el mepesivel
pathogens was not affected by B-lactamase production. . . : . . : _ = = ' )
TIG was 4-fold more potent than TET against HI and TET- for M. catarrhalis and cation-adjusted Mueller-Hinton broth with Azithromycin 1 1 99.8 -
resistant isolates showed low (<1 mg/L) TIG MICs. NM supplemental 2-5% lysed horse blood for testing of N. meningitidis. g:zﬁ:‘lz’x:zl‘:” <§03 <§03 138'3 ! . Tigecycline was also very active, along with most
isolates were highly susceptible to TIG (MICe, <0.12 mg/L) Testing, incubation and MIC interpretation were performed using Chloramphenicol <2 <2 99.7 0.0 comparator agents, against isolates of N. meningitidis.
and to the vast majority of antimicrobial agents evaluated. the manufacturers recommendations and the published procedures Trimethoprim/Sulfamethoxazole <05 >4 818 15.2 The tigecycline MICs, and MICq, results were at <0.12
Conclusions: of the NCCLS. B-lactamase production was detected by the gjairtra;:se-posmve (474) mg/L versus these meningococci.
Thﬁslf resu!ts t'n(?,'c_ate” that tlgtecyicgne has pot’Fentbln i/ltr.o chromogenic cephalosporin method. Quality control strains utilized Tigecycline <0.12 0.25 (100.0)* -
activity against clinically important Gram-negative bacteria , . : Tetracycline <2 <2 99.4 0.6
that cause community-acquired respiratory infections and included H. influenzae ATCC 49247, Streptococcus pneumoniae Amoxicilin/Clavulanate 012 0.95 100.0 0.0 CONCLUSIONS
meningitis, including TET-R isolates. Further evaluations of ATCC 49619 and Escherichia coli ATCC 25922. Piperacilin/Tazobactam <1 <1 99.8 0-2
L. L. . Ceftriaxone 0.25 0.5 100.0 -b
TIG aCt"k’]'ty’ TS V‘;e'r'] as, clinical gtUd'ﬁs are ”90933?2’ t‘; Azithromycin 012 <012 100.0 ® *  H.influenzae and M. catarrhalis were uniformly
assess the role of this compound in the treatment of bot SELECTED REFERENCES Clarithromycin <0.25 <0.25 100.0 0.0 . . .
community- and hospital-acquired infections. Ciprofloxacin <0.03 <0.03 100.0 - susceptible to tigecycline, regardless of
Chl henicol <2 <2 100.0 0.0 -
1. Bergeron J, Ammirati M, Danley D, James L, Norcia M, Retsema J, Strick CA, Su W-G, Sutliffe Trir:;::rolzri::/lgzIfamethoxazole :0_5 <<0 5 98.3 0.0 B_laCtamase prOdUCt|On.
J, Wondrack L. (1996). Glycylcyclines bind to the high-affinity tetracycline ribosomal binding site ) B o . .
INTRODUCTION and evade Tet(M)-and Tet(O)-mediated ribosomal protection. Antimicrobial Agents and Chemotherapy B—Ia-IEtamasle.—negatlve (21) 012 0.95 (100.0) .
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tF; 'ZC Sclrigfsa h:i‘;estd:erco’g‘i‘c 2:?: :nzggiiipgfa; gsiﬁ/;‘”aﬁ d° Agents and Chemotherapy 44:2747-2751. N. meningitiols (17) b (B-lactams, macrolides, fluoroquinolones, etc.).
g y i g i . . p . 5. National Committee for Clinical Laboratory Standards. (2003). Methods for dilution antimicrobial Tlgecych.ne 0.12 <0.12 (1 0(1.0) -b
negatlve mlcroorganlsms. The egCyICyCIIneS! Ilke the tetraCyC“neS1 susceptibility tests for bacteria that grow aerobically; approved standard-sixth edition. Approved -I[—)i:razyzlll':z <S(‘)1 5 fg 5 _b _b
inhibit protein synthesis by preventing the attachment of aminoacyl- document M7-A6. Wayne, PA:NCCLS. xyeycl = = ) i ° By retaining the broad-spectrum of the
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