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INTRODUCTION: e .y

telencephalon

There are several genes tor alkaline phosphatase (AP). One of them codes for INAP (Tissue Non-specific Alkaline Phosphatase). It is Inactivation of the TNAP gene in mice (Akp2) produces an animal model of severe hypophosphatasia with " N

a ubiquitous ectoenzyme located in different fissues in the body. In the brain, this enzyme is GPI anchored on the neuronal Poneé mineralization defects and epileptic seizures (Waymire ef al. 1995, Narisawa et al. 1997). These mice usually die =5 (27 ST .
membrane, especially on node of Ranvier and synapses (Fonta et al., 2005). before too weeks of age. e\ ao,w
Mutations of the TNAP gene are responsible for hypophosphatasia, a rare disease characterized by defective bone mineralization (Millan, We use two approaches to understand the function of TNAP in the brain : o — =
2006) caused by pyrophosphate accumulation. In the severe form, hypophosphatasia is associated with epileptic seizures (wWhyte, 1995). * Metabolomic research in order fo determine new TNAP substrates and products that are directly or d. ‘ mans
This neurological disorder could be explained by a decrease in GABA level due to lack of pyridoxal 5'phosphate (PLP)  indirectly affected by TNAP, using mice invalidated for TNAP gene. =T T
dephosphorylation. “* Neuronal cell culture to study the effect of blocking TNAP activity on cell proliferation and differentiation. . phosphm;mﬁj{y‘ ! Touse embryo
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39 metabolites identified in whole brain extract
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< The cell culture approach indicated that AP influences neurite length during o\ Zi:!enf . ( / (-) Acknowledgements : This work is supported by Hypophosphatasia Europe and IDEX transversality Toulouse University 3
differentiation and also that AP activity is regulated by inflammatory factors. eﬁzymes — Cystathionine & The authors thank Camille GRANGE for his contribution to the animal care and breeding and Emilie LAFFIN for poster editing.
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