A MINI-REVIEW ON THE ROLE OF ANGIOTENSIN |1 AND ITSRECEPTORSIN
THE DEVELOPMENT OF FEVER IN RODENTS
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Angiotensin Il (ANG 1) has recently been recognized as one of the stress hormones that
participate in various stress-induced responses, inclugipertmermic response-ever may be one of
the stresses (i.e., immunological stress), because the stimuli that indicestimulate the
hypothalamo-pituitary-adrenocortical axis and sympathetic nervous sydimoent studies ke
revealed the existence of twtypes of ANG Il receptors in the brainT Aand AT,,. In this mini-review,
we summarizes our findings on the role of ANG Il and its receptors in tlebopiment of feer in
rodents. & report an inhibition by intrahypothalamic (i.h.) injection df Aeceptor antagonist (&g)
of the fever induced in rats by intraperitoneal (i.p.) injection of interleukin-1 (IL-JugZg) or i.h.
prostaglandin E (PGE, 100 ng). The PGE-inducedrfm rats was enhanced by treatment with ANG
Il (25 ng, i.h.) but vas reduced by angiotensin gerting enzyme (ACE) inhibitor (1Qg, i.h.). ANG
Il alone had no étct on the resting body temperatutdoreover, we present our results showing an
attenuation of IL-1 (1Qug/kg, i.p.)-induced feer in the AT, receptordeficient mice. It is, therefore,
likely that AT,-receptors contribute to thevi induction in mice as well as in rats, and that
hypothalamic A ,-receptors modulate the PGEvée in a positive way at the final step of ver
induction. Onthe other hands, we present in this miniie@ our very recent results showing that the
fever induced in dehydrated rats by imeaous (i.v.) injection of lipopolysaccharide (LPSug/kg)
was dtenuated by systemic administration of ACE inhibitor (10 mg/kg, i.v.), while the feduced
by IL-1 (2 pg/kg, i.v.) was not. These results suggest that ANG llvislved in the deelopment of
fever induced in dehydrated rats by.iimjection of LPS via stimulating the production ofrggenic
cytokines, such as IL-1.aken togetherit is likely that ANG Il and A, receptors contribute to the
induction of fever at the final step by affecting the processes mediated by PGE, and that ANG I
participates, at the first step of/ée induction, in the synthesis and release of pyrogenic cytokines in
response to LPS.
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