Burkholderia pseudomallei is an encapsulated Gram-negative pathogen which
resides and thrives in the soils of tropical and subtropical regions, where it
causes the disease melioidosis. Melioidosis is a severe febrile illness which
can rapidly lead to fatal septicemia if not properly treated. Accurate diagnosis
is often delayed due to the wide variety of signs and symptoms of this dis-
ease. Furthermore, the extensive repertoire of antibiotic resistance mecha-
nisms employed by B. pseudomallei further impede an appropriate response
to this infection. Due to the ubiquitous nature of this bacterium in endemic
soils, the ease at which it may be grown, and the lethality of the ensuing
disease, B. pseudomallei is believed to have a great risk for deliberate misuse
with the potential to cause mass casualties. As such, it has been classified a
Tier 1 Select Agent by the CDC as well as the USDA. There is great interest
in the development of vaccines to prevent B. pseudomallei infection, as no
FDA-approved vaccine currently exists to protect against melioidosis.

The complement system is an ancient surveillance system which works to
maintain homeostasis within the body. As a component of the innate immune
response, the complement system plays an important role in pathogen clear-
ance. Out of necessity, many pathogens have evolved complement evasion
mechanisms (e.g., secretion of proteases, expression of complement regulator
-binding proteins) to survive within the host and successfully cause disease.
Importantly, there is great interest in the identification of proteins involved in
these immune evasion strategies, as these effectors are recognized as potential
therapeutic targets.

Previous studies indicate that evasion of the complement system is critical for
successful B. pseudomallei infection and persistence within the host. Indeed,
we demonstrate here that B. pseudomallei resists complement-mediated direct
killing in normal human serum as well as binding by complement C3 opso-
nins using select agent-exempt attenuated strains. The goal of this study was
to understand the mechanism by which this complement resistance was
occurring. We hypothesized that recruitment of complement negative regula-
tor Factor H to the B. pseudomallei surface is responsible for the observed
complement resistance. In this study, we demonstrate that B. pseudomallei
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