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Novel antibiotic targets are important for combating infections. Chlamydia trachomatis is a
significant human pathogen with limited antibiotic treatment options. We have developed
methods for high content screening (1-2) and identified several classes of novel Chlamydia
inhibitors (1-9). One class, the acylated sulfonamides was shown to inhibit Chlamydia tatty
acid synthesis (FAS 1II) (10), an interesting target for novel antibiotics. Currently we have
investigated the efficacy of this compound class in vivo. Drug profiling of the acylated
sulfonamides including chemical and metabolic stability in liver microsomes predicted good
drug-like properties. Pharmacokinetics in mice showed high exposure after parenteral
administration of one compound ME0619. Mice vaginally infected with C. trachomatis were
thereafter treated by intraperitoneal injections for 7 days. ME0619-treatment was effective
with significantly more mice clearing the infection during treatment compared to
sulfamethoxazole antibiotic or vehicle. Our data show that ME0619 was effective for
treatment of vaginal C. trachomatis infection in vivo and validates fatty acid synthesis as an
interesting antibiotic target in Chlamydia.
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