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Summary:

Synaptic	Intellectual	disability	may	derive	from	specific	genetic	alterations,	as	found	in	neurodevelopmental	disorders	such	as	fragile	X	syndrome	(FXS)	and	Down
syndrome	 (DS),	 both	disorders	 associated	 to	 relevant	 alterations	 in	 synaptic	plasticity.	Mouse	models	of	 these	disorders	mimicking	 the	genetic	 alterations	 found	 in
humans	 have	 demonstrated	 relevant	 tools	 to	 understand	 the	 physiopathology	 of	 the	 disorders	 and	 to	 test	 pharmacological	 approaches	 that	 may	 improve	 cognitive
performance.	In	the	lab	we	have	described	an	approach	to	improve	cognitive	performance	in	models	of	FXS	and	DS,	but	the	impact	of	these	treatments	in	the	biology	of
the	 synapse	 has	 not	 been	 addressed.	 We	 are	 now	 investigating,	 using	 high	 throughput	 proteomic	 and	 transcriptomic	 analysis	 of	 sorted	 synaptic	 contacts,	 the
characteristics	 of	 pathological	 synapses,	 and	 the	 effects	 that	 pharmacological	 treatments	 have	 in	 improving	 synaptic	 plasticity	 in	 both	 models	 of	 intellectual
disability.landmarks	of	intellectual	disability
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