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Abstract: 
In 2004, the Tufts Division of Infectious Diseases was awarded a seven-year, $25 million award by the NIH Food and Waterborne Diseases Integrated Research Network to establish a Microbiology and Botulinum Research Unit (MBRU). We have since established an approved BL2 select agent laboratory and core technologies such as an in vitro cell bioassay laboratory and an in vivo mouse bioassay laboratory. Four major botulism therapeutics research projects involving a number of collaborators are in progress. By far the largest project seeks to develop small molecule botulism antidotes and involves sub-contracts with two drug discovery labs (Laboratory for Drug Discovery in Neurodegeneration, Janda lab at Scripps), a crystallography lab (Allen lab at BU) and a medicinal chemistry company (Absolute Science). Another project, in collaboration with Veritas Inc., seeks to develop “designer E3 ligases” to accelerate the turnover of BoNT LCs within intoxicated neurons. A third project is performing a variety of proteomic studies on intoxicated neurons, including DIGE, yeast two hybrid and GST pull-down, in an effort to identify cellular pathways that influence the pathology and longevity of intoxication. The fourth project is seeking clonal antibodies as antitoxins and as reagents to support our other botulism therapeutic projects. We will provide an overview of the MBRU botulism therapeutics program including more information on the individual projects currently underway.
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