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Cardiovascular disease

Hypertension Forkhead box O1 
(FOXO1)

Studies based on patient data and rodent models 
suggest the generic chemotherapy drug paclitaxel could 
help treat pulmonary arterial hypertension (PAH). In 
patients with PAH and in rat models of the disease, 
pulmonary vasculature levels of FOXO1 were lower than 
those in normal controls. In mice, Foxo1 knockout in 
arterial smooth muscle cells increased markers of PAH, 
including right-ventricle hypertrophy and pathological 
remodeling of pulmonary vasculature, compared with 
wild-type Foxo1 expression. In mouse and rat models of 
PAH, i.v. or inhaled formulations of paclitaxel restored 
Foxo1 expression and led to decreased pathological 
remodeling of pulmonary vasculature and increased 
right-ventricle function compared with vehicle. Ongoing 
work includes optimizing an inhaled formulation of 
paclitaxel for clinical testing.
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