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Project summary:

Preeclampsia (PE) is a significant pregnancy disorder, which genetic « mutation in the gene STOX1 »
association has recently been reported. However, PE pathogenesis still lacks reliable biomarkers for prediction
and for therapies. Beside its established adverse effects, long-term brain-associated pathologies have been
recently reported in PE women. Using clinical and in vitro studies, we have recently identified the prokineticins
(PROKs) as potential biomarkers and targets to treat PE. The objectives of the proposed PhD project are the
following, i) to confirm the predictive value of PROKs in two large PE cohorts (600 patients/ 1200 time points),
our cohort developed with the center of clinical investigation at Grenoble hospital and the cohort of a clinician
Dr T. Barjat in our group (ANGIOpred), ii) to characterize the biological significance of PROKs using placental
organoids in collaboration with Dr Xavier GIDROL at Biomics laboratory; iii) and to characterize using an in vivo
genetic model of PE, the STOX1 model developed by our group, the effects of PROK antagonization ( use of
antagonists for PROKs receptors and the blocking developed monoclonal antibodies by our group) on the
pregnancy outcome. As PROKs are also involved in the development of inflammatory-associated brain
diseases, the project proposes to characterize their role in the brain of STOX1 mice and in PE patients during
and beyond pregnancy (10-20 years later in PE women and 6-18 months later in mice). This part of the project
will be conducted in collaboration with DrJ. Molet at clinatech, CEA Leti.
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