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Sepsis is an extremely serious health disaster due to infections that are either community or

hospital-acquired, or due to the exposure to biological weapons. Sepsis is a very common cause
of deaths every year. Currently available therapeutic strategies are not satisfactory. There is an
urgent need for improving the currently available therapeutic strategies to counter these
problems. Conception and designing of next generation immunoglobulin (Ig) preparations is a
critical necessity. To meet these needs, the French group is planning to develop a series of novel
technologies to isolate antibodies with immunomodulatory potential in sepsis. It was
demonstrated by us that the presence of antibodies with serine protease-like activity correlates
with a favorable outcome of severe sepsis in humans (PNAS, 2005, 102, 4109-4113). In addition,
we demonstrated recently that the prevalence of proteolytic antibodies in patients with kidney
transplantation benefits the long-term survival of the graft by preventing development of the
chronic allograft nephropathy (J. Immunol., 2008 180, 8455-8460). Together, these findings
indicate that the antibodies endowed with serine proteaselike catalytic activity in vivo could be
implicated in the regulation of various inflammatory processes. We had observed that
approximately 10% of the healthy blood donors naturally contain high levels of 1gG endowed
with proteolytic activity. This fact prompted us to develop a methodology that allows the
enrichment of proteolytic IgG from the pool of therapeutic immunoglobulin preparations (1V1g).
Once enriched, proteolytic 1gG will be carefully tested for their ability to influence the survival
of mice in an experimental model of severe sepsis.
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