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Tier 1 select agent. Inhalation of Y. pestis is the most common method of human infection, and transmission is asymptomatic in some cases. Based upon multiple independent lines of evidence, it is highly likely that a combination of genetic changes in Y.
pestis and host factors in the lungs and/or small airways contribute to the ability of this organism to preferentially cause this disease. The emergence of highly virulent forms of Y. pestis in recent years indicates that significant changes have

occurred in this species over the course of evolution. The recent findings by our group and others, detailing the global distribution of multiple virulence plasmids in Y. pestis isolates, have provided a new level of insight into the genetic basis for
the evolution of Y. pestis and, more importantly, are now providing clues to the role of those genes in disease. Of the 30 known Y. pestis virulence plasmids, 20 have been found in isolates associated with bubonic or pneumonic plague. These include the
pCD1-encoded LcrV/YopM type III secretion system, the pMT1-encoded filamentous hemagglutinin, the pF1-pF7-encoded iron uptake system, and the pPst plasmid, which encodes a Type III secretion system and pesticin toxin. While a number of plasmids have
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