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Table 1. MIC frequency distributions and cumulative percent inhibited for KPI-10 and comparator fluoroquinolone

_ _ _ Figure 1. Chemical structure of KPI-10 (WQ-3810)
antimicrobial agents tested against MDR- and OXA-producing strains of Acinetobacter spp.
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spectrum activity against Gram-positive and -negative bacteria including select FQ- agents: ciprofloxacin, meropenem, piperacillin/tazobactam, ceftazidime or gentamicin. This MDR-Acinetobacter spp. (213) T -
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Methods: 213 MDR-AB collected from medical centers in North America, Europe, Latin from bloodstream. 94 (441%) from respiratory tract. 8 (38%) from skin/skin structure. and OXA-producing Acinetobacter spp. (65) /\ F
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America, and Asia-Pacific were selected based on resistance to at least 3 of the following 11 (5.2%) from unknown sites of infection. Oxacillinase (OXA)-producing strains of Ciprofloxacin : - - 115 1@1) 0@l 0@l 0@E1 0@l 031  0(31) 63(1000)  >8 >8 H IT
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a. A dash indicates that no values were observed at that MIC value. ‘

from the four regions. MIC values were determined using reference CLSI broth
microdilution methods. QC organisms and interpretive criteria for comparator compounds

(12 strains) and OXA-58 (17 strains). The OXA-producing isolates consisted of 37 (56.9%) b NT = dilution was not tested.

from bloodstream, 23 (35.4%) from respiratory tract, and 5 (7.7%) from skin/skin structure

Table 2. Activity of KPI-10 and comparator
antimicrobial agents when tested against 213 isolates
of MDR-Acinetobacter spp.2 (all regions).

Table 3. Activity of KPI-10 and comparator
antimicrobial agents when tested against 65 isolates of
OXA-producing Acinetobacter spp.2 (all regions).

were those recommended by CLSI. infections.
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Fluoroquinolones are one of most widely used antimicrobial classes. However, along with Ciprofloxacin >8 >8 >8 0.0/100.0  0.0/100.0 Ceftazidime >16  >16  8->16  3.2/935 -1 3. Clinical and Laboratory Standards Instiute (2012). M100-S22. Performance standards for
: : : : : . . . . . . Levofloxacin >8 >8 4->8 0.0/90.6 0.0/100.0 Cefepime >16 >16 16 —>16 0.0/93.5 -/ - : : ) :
thle mcreased_”use of thl§ clasrjz rﬁscljsttc;mte t(|: hthese alggntzohoza?s mr:ressed. For gxamgle, In The MIC, for KPI_-1O qnd tigecycline for the collection of OXA.-producwrg Acinetobacter Mox_;?oxagm 8 -8 228 6 3_/,7_8 1 i r Veropenem o e . cciarr 00l8rd antimicrobial susceptibility testing: 22nd informational supplement. Wayne, PA: CLSI.
a large surveillance study published by Loc ar.t etal in , Which was con ucte Spp. (n=65) were identical when compare_d to thg MDR collection of Acinetobacter spp., e oxach o o RGP o Piperacillin/tazobactam 64 >64 >64 0.0/100.0 - 4. Kazamori D, Suzuki H, Amago T, Itoh K, Yazaki A (2009). In vitro activity of WQ-3813 against
betwee.n 1993 and 2004, resstance rates in Acmetobac}er spp. mcreasgd mogt .e., MIC,, were 2 pg/ml for KPI-10 and tigecycline and >8 pg/ml for all other agents Cefepime >16 >16 16->16  0.0/96.9 - Amikacin >64  >64  2->64  200/581  16.1/7L0 nosocomial pathogens. Abstr. F1-1984. 49th ICAAC, September 12-15, 2009, San Francisco, CA,
dramatically to ciprofloxacin; the percentage of fluoroquinolone-susceptible Acinetobacter (Table 3). Susceptibility rates for fluoroquinolones other than KPI-10, ceftazidime, oo tazobaciam o o ot aiens 1ooiEs Tioecycine Pooor e ok " USA
. : . i . o . ) o erac > > -z - : -/ Latin America (23) '
strains dropped from 61.5% 10 35.2% Over thg 12 year duration of the study. Resistance to cefepime, meropenem, piperacillin-tazobactam were <10.0%; amikacin susceptibility ﬁg'e';"’)‘/‘;'l?ne o A 2o 8IS A88TELS KPI-10 1 2 05-8 - - 5. Lockhart SR, Abramson MA, Beekmann SE, Gallagher G, Riedel S, Diekema DJ, Quinn JP, Doern
fluoroquinolones may occur due to mutations in the target enzymes (DNA gyrase and was 15.4% (Table 3). Asia-Pacific (30) | | Ciprofloxacin 8 >8 >8 00/1000  0.0/100.0 GV (2007). Antimicrobial resistance among Gram-negative bacilli causing infections in intensive
topoisomerase 1V), decreased permeation of drug into the bacterial cell, or active efflux of N 1 ? 0.25-8 - - Levofloxacin >8  8->8  00/1000  00/1000 care unit patients in the United States between 1993 and 2004. J Clin Microbiol 45; 3352-3350.
th d . Th | . A . b . . h KPI-lO MIC | >8 / | f t . Clprofloxat?ln >8 >8 >8 0.0/100.0 0.0/100.0 Moxifloxacin >8 4->8 -/ - -/ - . . . .
€ arug. ere were only six Acinetobacter strains wit values 26 pg/mi; five strains Levofloxacin 8 >8 4->8  00/867  0.0/100.0 Gatifioxacin o 4o 00826 » 6. Sunenshine RH, Wright MO, Maragakis LL, Harris AD, Song X, Hebden J, Cosgrove SE, Anderson
were at 8 ug/ml and one was at >8 jug/ml. Four of these strains were from the global g"gtxigfxxiﬁin” > s RO O-/’8-6 , :; : Ceftazidime o6 516 216 0.0/ 100.0 . A, Carnell J, Jernigan DB, Kleinbaum DG, Perl TM, Standiford HC, Srinivasan A (2007). Multidrug-
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