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Body: Pulmonary hypertension (PH) is a debilitating, chronic lung disease that often leads to right-heart
failure and death. Currently available therapies are ineffective in significantly improving the quality of life and
reducing mortality rates, thereby necessitating the discovery of novel therapeutic interventions. The
renin-angiotensin system (RAS) has been associated with the pathophysiology of PH, via increased activity
of the deleterious ACE/ANGII/AT1R axis. It has been suggested that AT2R are upregulated in response to
cardiovascular injury, and subsequent stimulation of this receptor may oppose the deleterious actions of the
RAS axis. However, the role of AT2R in PH has yet to be investigated. We propose that non-peptide AT2R
agonist, Compound-21 (C21), will attenuate the progression of monocrotaline (MCT)-induced PH in
8-week-old Sprague Dawley rats. Four weeks post a subcutaneous injection of MCT (50mg/Kg), the rats
displayed marked elevation in right ventricular systolic pressure (RVSP, Control: 31.5±0.78; MCT:
82.2±4.52mmHg; p<0.05; n=8-10), with subsequent development of right ventricular hypertrophy (RVH,
Control: 0.25±0.005; MCT: 0.61±0.04; p<0.05; n=8-10). C21 treatment (0.03mg/kg/day i.p.) begun 2 weeks
post MCT-challenge resulted in significant attenuation of RVSP and RVH increases (RVSP, MCT+C21:
64.2±5.62mmHg; RVH, MCT+C21: 0.48±0.04g; p<0.05; n=14). Furthermore, C21 significantly attenuated
PH-induced right heart dysfunction, in terms of elevated right ventricular end-diastolic pressure and +dP/dt.
Our results suggest that AT2R represents a novel therapeutic target in the management of PH, and C21
may serve as a lead beneficial compound.
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