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Establishment of a novel model of group 3 pulmonary hypertension induced by
SU5416/hypoxia in rats
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The rats treated with vascular endothelial growth factor (VEGF) receptor
blocker, SU5416, developed emphysema. Moreover, the SU5416/hypoxia/normoxia-exposed rats developed
severe pulmonary hypertension (PH) of group 1 with progressive proliferation of pulmonary arterial
endothelial cells. The aim of this study attempts to establish a rat model of PH in association with

emphysema. Male Sprague-Dawley rats were injected subcutaneously with SU5416 on day 1, 8 and 15,
and exposed to normobaric hypoxia for 6 weeks. The results showed that the airspaces (mean linear
intercept) were significantly enlarged, suggesting development of emphysema. Furthermore, the
SU5416/hypoxia rats showed significantly increased mean pulmonary arterial pressure. The present
study suggested that the exposure of the rats treated with VEGF receptor inhibitor to hypoxia
induced PH that was highly associated with emphysema. This novel animal model is mimic of the
pathophysiological changes of group 3 PH in humans.
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