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Background: Infective endocardiis (IE) is an increasing problem in the hospital and heath-

care related area of clinical importance due in part t iis high rate of mortality. Changes in Compound WIC (ugiml) _MBC (ug/ml) __MBC/MIC Ralio = MICs / MBCs for Tigecycline, Vancomycin and Daptomycin
the epidemiology and subsequent therapy of endocardits infections have been recently e —— against S. aureus NRS234 were 0.125 /1.0 ug/mL, and 0.5/
described. The current study was performed to evaluate the efficacy of Tigecycline (TIG) fancomycin - 4 Control na 313 2.0 ug/mL and 0.25 / 0.25 ug/mL, respectively.
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left ventricle of male Sprague-Dawley rats and secured in place. Rats were infected CIST 5 oy Tigecycline 75 44 reduction) activity of Daplomycin within 4 hours of exposure
intravenously with 10° CFU of . aureus NRS234 at 48 hrs after catheter insertion. TIG (1, Compound MIC (ugimL) o s +-Dapimen 125 Wi and an overall 1.5 - 2.3 log, CFU reduction achieved by
5,7.5, 12.5 mg/kg) and VAN (20, 30, 40 mglkg) were administered subcutaneously 24 hrs ———— R AN g e 20 o Tigecycline and Vancomycin over 24 hours.

postinfection and continued twice daly (bid) for 3 days. Hearts, kidneys and spleens were Oxacillin 10 S @5 =

removed 24 hrs aftor the last dose for bacterial CFU counts, Penicillin >20 R s Conet Daptomyein o i = Mean bacterial titers in the heart, kidneys and spleen of
Results: MICs of TIG and VAN for NRS234 were 0.125 ug/mL and 0.5 ug/mL, respectively. " I h 7 7 i

Mean bacerial titers in the heart, Kidneys and spleen of untreated controls were 9.2, 8.7 Ciprofloxacin 05 N untreal le:’ gontrols reacf 1ed 9.2, 8.7 and 7.2 logy, CFUMissue,
and 7.2 logy, CFUlissue. TIG adminisiration at 1, 5, 7.5 and 12.5 mgkg bid resulted in Erythromycin 1.0 1 ) 5 respectively.

Iog,, CFU reductions of 0.95, 043, 1.99 and 2.17 in cardiac vegetations, 3.69, 2.91, 5.26 P

an 57 n o ey and 1. 19, 4.13 and 3.6 n ne aplen. especivan VAN [oeopan o X Crae e e m Vancomyein o e * Tigecyciine doses of 1- 20 mg/kg bid resulted n log,; CFU
administration was less effective with log,q reductions of 0.4, 0.91 and 0.35 at 40 mglkg bid 0 e reductions of up to 2.03 in cardiac vegetations, 5.49 in kidneys
and 0.2, 0.48 and 0.36 at 30 mgkg bid for the hoart, kidnoys and spleen, respectively. In and 3.58 in the spleens of infected animals.

‘a:::: Z;'&ﬁiﬁéi".ﬁ‘m (gl,‘i?"sfi"mfﬂaﬁfﬁm" sunival (<25% mortally) at all doses = MBC / MIC ratios (fold increase in MIC value) were 4, 1 and 8 for Vancomycin, » Time-kill study was performed at 4xMIC of Vancomycin, Daptomycin and Tigecycline. Dt i at 40 makg ad rated bacterial reduct
Conclusion: Effcacy in IE requires an antbiotic to penelrate the cardiac vegetation and Daptomycin and Tigecycline, respectively. » Limit of Detection (LOD) = 2.0 log,, CFU/mL. Implant. - Infection | Treatment | Treatment | Treatment Samole fazp ;szcéns at " 4ng1 ‘g q CeFrSD'ns ra; a e:la‘ reductions.
elicit a response that depends on the activity of the agent, diffusion into the site and 0f 2.35, 4.85 and 4.21 log,, CFU in cardiac vegetations,
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and favorable in vivo PD properties, was more effective than VAN and is an excellent Panel 4. Efficacy of Selected Treatments in Cardiac Vegetations Panel 5. Efficacy of Selected Treatments in Kidneys Panel 6. Efficacy of Selected Treatments in Spleens o
candidate for the treatment uﬁ m:s serious life threatening infection. = Vancomycin administration was the least effective treatment

with a reduction of only 1.06 log,, CFU in cardiac vegetations
atthe 100 mglkg bid dose.
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Endocarditis has many underlying causes, including complications from inlravenous drug use, . I
prosthetic valves, and nosocomial bacteremia, leading to extended hospital stays and high . £, s’ = In addition to reduction of bacterial tissue titers, overall survival
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causes of infective endocardits. I is recognized as a difficult infection to treat and prosents a 3 S 2 in atall ncomyain.
therapeutic challenge, especially when caused by methicillin-resistant Staphylococcus aureus. g 2 ° Bt Daptomycin at all doses tested as compared to Vancomyci
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