ZYMOSAN-INDUCED FEVER: ROLE OF COMPLEMENT
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We haveshawn in previous studies that complement (C) is a necessary mediator of the febrile
esponse of guinea pigs and mice to lipopolysaccharides (LBS)pobto muramyl dipeptide or poly
I:C. However, these latter tew exogenous progens are weak stimulators of the C cascatianosan
(Zym), on the other hand, strongly aetes C. It is also pyrogenic, probablgccording to the
available evidence, via induction of cytokines and prostaglandin E2, similarly to TRS study vas
undertalen, therefore, to determine whether C alsowstpl in the production of the ver evoked by
this pyrogen. Zyminjected intraenously (v) at 0.5 mg/kg induced a monophasic, 1°C core
temperature (Tc) rise, with latgnof ca. 36 min, peak at 88 min, and regy at 180 min.Zym at 25
mg/kg, on the other hand, produced a quick-omsetl.1°C Tc fall which reached its nadir at 66 min;
recovery was completed by 180 mimA second v injection of 25 mg Zym/kg at 210 min yielded a
smaller and briefer fall in Tc, analogous to thie@k of consecute v injections of 50 U of cobra
venom factor (CVF (Sehiet al., 1998), a prototypic actator of the C cascade. The smaller response
to a second injection of CVF is attributed to the depletion of C. CVF pretreatment (100 U, iv; C!93%)
18 h before 25 mg Zym/kg ceerted this Tc fall into a 1.1°C rise that persisted at thid feor 92 min,
then gradually returned to controlen the following 60 min. These results suggest that Zym is
inherently pyrogenic, but that this effect is manifested only when the dose of Zym is too small to
activate C e.g., 0.5 mg/kg) or when C has been reduced by priovaticin of the C cascade.§., Zym
at 25 mg/kg, 100 U CVF). Hence, C would not seem to be a mediator of the febrile response to Zym,
but rather to its cryogenic effect.
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