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On embryonic day (E) 9.5, nitrofen was given to pregnant Sprague—Dawle¥ rats

to establish a CDH-related lung hypoplasia model, whereas normal rats received the vehicle only.
The same day, either ONO-1301SR or a placebo was also randomly administered. On E21.5, the fetuses
of the normal group and those exhibiting CDH were analyzed. The lung-to-body weight ratio in the CDH
+ONO group was greater than that in the CDH group. Histologically, the number of Ttf-1-positive
cells and the capillary density were 1.5 times greater in the CDH+ONO group than in the CDH group,
and this increase was associated with higher expression of VEGF in the CDH+ONO group, suggesting
enhanced development of the alveolar and capillary networks. Thus, prenatal ONO-1301SR was
protective against the progression of lung hypoplasia associated with CDH in a nitrofen-induced rat
model, indicating the potential of this treatment for pathologies exhibiting lung hypoplasia.
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