PROJECT RESUME

Intrauterine growth restriction occurs in ~15% of human pregnancies. We hypothesise that deficiency in hydrogen sulphide synthesis via down regulation of placental cystathionine-y-lyase (CSE) plays a key role in the pathophysiology, contributing to dedifferentiation of smooth muscle cells (SMC) of resistance arteries within the stem villi. Our pilot data demonstrate that oxidative stress, a characteristic feature of poor placentation, results in reduction of CSE mRNA and protein, and activity. We will test whether loss of CSE causes fetal growth restriction, changes in placental morphology, arterial SMC dedifferentiation, and increased umbilical vascular resistance in CSE_/" knock-out mice.

