ABSTRACT

Burkholderia pseudomallei (Bp) is a
Gram-negative bacterium that causes
melioidosis. Bp has been found to per-
sist in human serum, preventing com-
plement protein deposition, comple-
ment-mediated killing mechanisms,
and uptake by phagocytic cells. Due to
its low LDso, high infectivity, and ro-
bust antibiotic resistance, Bp has
great potential for misuse for bioter-
rorism. Therefore, there is great inter-
est in finding therapeutic targets to
prevent and/or treat melioidosis. Re-
cent work in our lab has found Bp can
bind Factor H (FH), the host’s master
complement regulatory protein, as a
way of evading complement deposi-
tion. Preventing this binding interac-
tion may enhance serum susceptibil-
ity and/or bacterial clearance by host
phagocytic cells. Our lab and others
have investigated the efficacy of FH-
fusion proteins containing common
microbial-binding domains of FH to
target pathogens that can bind FH.
These constructs are composed of ei-
ther FH domains 6-7 or 18-20 linked
to constant regions (Fc) of immuno-
globulin G isotypes 1 or 3. Our hy-
potheses on how these might act as a
therapeutic include 1) competition
with native FH for binding to the bac-
teria, 2) activation of the complement
cascade, leading to enhanced comple-
ment deposition, and 3) enhancement
of opsonophagocytic killing. In this
study, we will begin to address the
ability of the FH-Fc constructs to me-
diate these three protective events.
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Kelly plans to stay in Toledo, OH to
gain working clinical experience in
healthcare as she prepares for
physician assistant or medical
school.
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