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Therapeutic potency of Nrf2, a key antioxidative transcription factor, for pulmonary
hypertension

Hoshikawa, Yasushi
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Three weeks of hypoxia exacerbated pulmonary hypertension (PH), right ventricular
hypertrophy (RVH), and pulmonary vascular remodeling in mice. These pathological changes were associated w
ith aberrant accumulation of a extracellular glycoprotein, Tenascin-C. Both administration of oltipraz, a
potent Nrf2 activator, and Keapl (negative regulator of Nrf2) knockdown significantly attenuated RVH and p
ulmonary vascular remodeling and concomitantly ameliorated Tenascin-C accumulation in the h%poxic mouse lu
ngs. Expression of the Nrf2-regulated antioxidant enzymes was decreased in a patient with chronic obstruct
ive pulmonary disease associated with PH. The decreased antioxidant enzymes may underlie the pathogenesis
of cardiopulmonary changes in the patient with chronic obstructive pulmonary disease and PH. The efficacy
of oltipraz highlights a promising therapeutic potency of Nrf2 activators for the prevention of PH in pati
ents with hypoxemic lung disease.
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