
In order to systematically clarify the mechanisms of protection against Plasmodium chabau-
di chabaudi (P. chabaudi) infection in mice, in the present study, we utilized both IFN-γrecep-
tor deficient (IFN-γR-/-) and IL-4 deficient mice (IL-4-/-) and compared mortality and para-
sitemia of these two gene knockout strains of mice with each other and with those of their
wild type counterparts (IFN-γR+/+ and IL-4+/+).

When we used male mice, both IFN-γand IL-4 were suggested to be involved in protection
against lethal infection of malaria as already suggested by many previous works. On the other
hand, when we used female mice, we did not get such a conclusion, suggesting that protec-
tion mechanisms are more complex than was ever proposed.

On the other hand, regulation mechanisms of parasitemia may not depend on sex differ-
ence, since no definite difference in parasitemia was observed between male and female mice
in any strains of mice used. Enhanced parasitemia was observed only when we used IFN-γ
R-/- but not IL-4-/- in comparison with their counterparts, IFN-γR+/+ and IL-4+/+, respectively,
suggesting that IFN-γis a responsible factor for inhibition of parasitemia.

Furthermore, our present results firstly suggest the possible counteraction by immune sys-
tem to endocrine functions in protection against P. chabaudi infection, suggesting a circuit
regulation paradigm between immune and endocrine system under a situation of our exper-
iments. We discuss the mechanisms of these phenomena.
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