[dStl] Treatment with finafloxacin is effective in a
murine model of melioidosis.
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The antibiotic treatment of infections with Burkholderia pseudomallei is lengthy Tg 804 LLL,
and relapse often occurs. Finafloxacin, a novel fluoroquinolone, has good 'S
antimicrobial activity against a wide range of bacterial species including MRSA and 05,, 60+
MDR Gram-negative pathogens1; this activity is enhanced in acidic conditions, t 40l *
where other fluoroquinolones are significantly less active. Finafloxacin may 3
therefore exhibit an advantage in treating bacteria residing in these conditions, E 20
including intracellular bacteria that rely on the host cell to replicate and ]
proliferate, such as B. pseudomallei. ° 0 20 40 60
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The window of opportunity for initiating finafloxacin treatment was evaluated in a 100
murine model of inhalational melioidosis and compared to co-trimoxazole. _ ] |
S 804 . .
Further analysis is detailed in the poster presented by Sarah Harding. g 0. ll -+ Finafloxacin
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Methods E 40- = Co-trimoxazole
e Balb/c mice were challenged with approximately 98 CFU of B. pseudomallei by % 20
the inhalational route. 0 - \ehicle Control
0 . . .
e Treatment was initiated at 24, 36 or 48 hours post-challenge and continued for 14 0 20 40 60
days; finafloxacin (37.5 mg/kg) and the vehicle control were administered every 8 C
hours, co-trimoxazole (78 mg/kg) was administered every 12 hours, all by the oral 100
route. T>° 50.
e Following 1 day and 14 days of treatment, 5 mice per group were culled and their E 60-
spleen, liver and lungs harvested for bacterial enumeration. .2
g 40-
e Ten animals per group were left for survival until day 59. E 20 .
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Results 0 20 40 60
Cull 1 - 1 day of treatment
e Finafloxacin treated mice (initiated at 24 hours post-challenge) had a Time post challenge (days)
significantly reduced bacterial load in the liver and spleen (where no bacteria was
detected) and the lungs in comparison to mice treated with co-trimoxazole. Figure 2. The percentage survival of mice following challenge with B. pseudomallei.
Mice were challenged with approximately 98 CFU of B. pseudomallei by the
e Finafloxacin treated mice (initiated at 36 hours post-challenge) had a significantly inhalational route and treated with finafloxacin or the vehicle control every 8 hours,

or with co-trimoxazole every 12 hours. Treatment was initiated at 24 hours (A), 36

reduced bacterial load in the liver in comparison to co-trimoxazole and in all 3
hours (B) or 48 hours (C) post-challenge.

organs in comparison to the vehicle control.

e Both antibiotics offered significant protection compared to the vehicle control

(p<0.0001).
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1 - xx e When treatment was initiated at 24 hours post-challenge, finafloxacin offered a
g ;R w_ IL' ’, . ‘ " é significant benefit in comparison to co-trimoxazole (p<0.05).
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:? 6 » _Alt ¢ ;‘_g 61 s % LIS :! ad e There was no significant difference between antibiotic treatment when initiated
° - . % « A‘? ¢ at 36 or 48 hours post-challenge (p>0.05).
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N A ay NIRC . e |nitiating treatment at either 24 or 36 hours post-challenge was better than at 48
? hours post-challenge (p<0.001 and p<0.01).
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Spleen Liver Lung Spleen Liver Lung e However, all surviving animals were colonised with B. pseudomallei at the end of
the study.
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Figure 1. The bacterial load in organs following 1 day of antibiotic treatment. Bacterial counts
(CFU/g) in the spleen, liver and lungs of 5 mice per group following 1 day of antibiotic treatment RICEMUEIAVIRilsEliloX el R EIN Il BTl g1 A o] go{=Iatd o] s WIsWelelar] s EI I {e]g R e N oo R

initiated at 24 (A) or 36 (B) hours post-challenge. (**p<0.01) trimoxazole, against acute melioidosis in mice when administered at 24 hours post-
challenge and a high level of protection when administered at 36 hours post-challenge.
Further studies are required to determine the localisation of colonising bacteria in mice

Cull2-14 days of treatment before they succumb to disease.

e No B. pseudomallei was detected in organs harvested from mice treated with
finafloxacin or co-trimoxazole when treatment was initiated at 24 hours post-challenge.

Wh t was initiated at 36 h t-challenge, two mice treated with [ e ence
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) en t.reatmen was. Initiatead a ours pos _C allenge, V'VO mlce_ reated wi 1. Lemaire S, Van Bembeke F and Tulkens P. Activity of finafloxacin, a novel fluoroquinolone with increased activity
finafloxacin were colonised compared to three mice treated with co-trimoxazole. at acid pH, towards extracellular and intracellular Staphylococcus aureus, Listeria monocytogenes and Legionella

pneumophila. Int J Antimicrob Agents (2011) 38: 52-59.
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