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Escape from upstream, RAAS pathway inhibition is a major challenge that reduces the

efficacy of strategies targeting renin and angiotensin, including renin inhibitors, RNAI and < TARGET

antisense reduction of the renin substrate angiotensinogen, angiotensin-converting enzyme, 2:4 Weeks 2 Weeks 8 Weeks 24 eeks
and angiotensin receptor blockers

Downstream inhibitors of the RAAS pathway, targeting the mineralocorticoid receptor, | T

are effective in treatment but limited by on- and off-target effects, including unacceptable '

hormonal effects and, less common but clinically significant, increases in serum potassium
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The prevalence of obesity is increasing and known to be associated with increased
aldosterone production, increased prevalence of hypertension (HTN) and, more recently,
mechanistically linked to a positive feedback loop with an afferent limb characterized by an
abnormal visceral adipocyte secretome driving increased adrenal aldosterone production
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