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Pran inent Roles of the Renin Angiotensin
Systan in A therosclerosis
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The renin angiotensin systan (RAS) is energing as a pran ment factor n the developm ent of experm ental atherosclerosis W e
have previously demonstrated that the RAS is profoundly activated in hypercholesterolan ia~ This was dem onstrated in LDLR™ " m ice
fed a satrated fat enriched diet and m anifested as increased plasma concentrations of angiotensinogen and angiotensin peptides espe-
cially angiotensin (Ang@®). M any of the functions of Angll are via activation of AT la receptors  Deletion of AT 1a receptors in
LDL receptoR™ " tesulted I a profound decrease mn athersclerosis without any change n systolic blood pressure  To detem me
whether the beneficial effects of AT 1a receptor deletion was attrbutable to the production of other angiotensin peptides we prevented
the production of all angiotensin peptides by the adm inistration of the renin inhbitor aliskiren to LDLR™’™ mice  The dmg pramo-
ted a dose— related decrease m atherosclerosis thatwas unrelated to changes i blood pressure To further confim the effect of the
RAS on atherosclerosis we generated m ice thatw ere hypan orphic for angiotensinogers the only known precursor of all angiotensin pep-
tides The reduction of angiotensmogen to barely detectable concentrations n plasna led to an alnost canplete ab lation of atheroscle-
rosis Current evidence indicates that Ang@® prinarily exerts its effects on atherosclerosis through cells of the vascularwall
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