	Table S2. Evolutionary comparison of the protein sequences flanking the missense mutations identified in the human PLP  protein with their orthologous counterparts in 9 vertebrates (in silico data from http://www.ensembl.org/)

	
	
	A30E

	                                                    
	G28V

	Homo sapiens
	--------------------MGLLECCARCLVGAPFASLVATGLCFFGVALFCGCGHEALTGTEKLIE

	Pan troglodytes
	--------PAGYNWSQSPKDMGLLECCARCLVGAPFASLVATGLCFFGVALFCGCGHEALTGTEKLIE

	Canis familiaris
	--------------------MGLLECCARCLVGAPFASLVATGLCFFGVALFCGCGHEALTGTEKLIE

	Bos taurus
	--------------------MGLLECCARCLVGAPFASLVATGLCFFGVALFCGCGHEALTGTEKLIE

	Mus musculus
	--------------------MGLLECCARCLVGAPFASLVATGLCFFGVALFCGCGHEALTGTEKLIE

	Rattus norvegicus
	--------------------MGLLECCARCLVGAPFASLVATGLCFFGVALFCGCGHEALTGTEKLIE

	Gallus gallus
	--------------------AGLLECCARCLIGAPFASLVATGLCFFGVALFCGCGHEALTGTEQLIE

	Xenopus tropicalis
	---------------------GWHDGCVRCMVGVPFASVIATVLCFAGVALFCGCGHEALSGTEKLIE

	Gasterosteus aculeatus
	--------------------MGCYDCCMRCLAGVPYCSLVATLLCFSGIALFCGCGHQALTETERLIE

	Danio rerio
	--------------------MGCYECCMRCLGGVPYVSLAATLLCFSGIALFCGCGHQALTESERLIE


	
	
	
	K151N
	

	                                                            
	
	L146V
	L159P

	Homo sapiens
	CGKGLSATVTGG-QKGRGSRGQHQAHSLERVCHCLGKWLGHPDKFVGITYALTVV-WLLVFA

	Pan troglodytes
	CGKGLSATVTGG-QKGRGSRGQHQAHSLERVCHCLGKWLGHPDKFVGITYALTVV-WLLVFA

	Canis familiaris
	CGKGLSAT------------------------------------FVGITYALTIV-WLLVFA

	Bos taurus
	CGKGLSATVTGG-QKGRGSRGQHQAHSLERVCHCLGKWLGHPDKFVGITYALTVV-WLLVFA

	Mus musculus
	CGKGLSATVTGG-QKGRGSRGQHQAHSLERVCHCLGKWLGHPDKFVGITYALTVV-WLLVFA

	Rattus norvegicus
	CGKGLSATVTGG-QKGRGSRGQHQAHSLERVCHCLGKWLGHPDKFVGITYALTVV-WLLVFA

	Gallus gallus
	LGKVLPLSSAPLGDSGFVPAGGDAP-------------------LQLPRAVLGLGRXHRQCG

	Xenopus tropicalis
	IKGGLISTVTGGPPKGRSPRGRQPVHTIELICRCLGKWLGHPDKLVGVTYVITIL-WLLIFA

	Gasterosteus aculeatus
	CGRCLSSS------------------------------------FIVLTYVLAVL-WLLVFA

	Danio rerio
	CGRCLSTT------------------------------------FIVITYFLVVV-WLLVFS


	                                                           
	C169R
	C184W
	W212R

	Homo sapiens
	CSAVPVYIYFNTW-TTCQ-SIAFPSKTSASIGS---LCADARMYGVLP--WNAFPGKVCGSNLL

	Pan troglodytes
	CSAVPVYIYFNTW-TTCQ-SIAFPSKTSASIGS---LCADARMYGVLP--WNAFPGKVCGSNLL

	Canis familiaris
	CSAVPVYIYFNTW-TTCQ-SIAFPSKTSASIGS---LCADARMYGVLP--WNAFPGKVCGSNLL

	Bos taurus
	CSAVPVYIYFNTW-TTCQ-SIAAPSKTSASIGT---LCADARMYGVLP--WNAFPGKVCGSNLL

	Mus musculus
	CSAVPVYIYFNTW-TTCQ-SIAFPSKTSASIGS---LCADARMYGVLP--WNAFPGKVCGSNLL

	Rattus norvegicus
	CSAVPVYIYFNTW-TTCQ-SIAFPSKTSASIGS---LCADARMYGVLP--WNAFPGKVCGSNLL

	Gallus gallus
	VDPSSLLFFLLLMVPSP-AHKAFPTTQHPTSNG---TGGRAPAHRVLP--WNAFPGKVCGSNLL

	Xenopus tropicalis
	CAAVPVYIYFNTW-VTCQ-SIAFPGKTTTSVST---LCSDARMYGVLP--WNAFPGKVCGTSLL

	Gasterosteus aculeatus
	FSALPVYFFYNMD-ATCH-TIDVLTETPASINQ---LCVDARQYRL--LPWNAVPGKACGMTLS

	Danio rerio
	LSAFPVYFFYNMA-KTCQ-TINFLSETPSSINQ---LCIDARQYGL--LPWTAIPGKACGMTLS


	                                 
	T230I
	A247D

	Homo sapiens
	KTAEFQMTFHLFIAAFVGAAATLVSLLTFMIAATYNFAVLKLMGRGTK--------------------

	Pan troglodytes
	KTAEFQMTFHLFIAAFVGAAATLVSLLTFMIAATYNFAVLKLMGRGTK--------------------

	Canis familiaris
	KTAEFQMTFHLFIAAFVGAAATLVSLLTFMIAATYNFAVLKLMGRGTK--------------------

	Bos taurus
	KTAEFQMTFHLFIAAFVGAAATLVSLLTFMIAATYNFAVLKLMGRGTK--------------------

	Mus musculus
	KTAEFQMTFHLFIAAFVGAAATLVSLLTFMIAATYNFAVLKLMGRGTK--------------------

	Rattus norvegicus
	KTAEFQMTFHLFIAAFVGAAATLVSLLTFMIAATYNFAVLKLMGRGTK--------------------

	Gallus gallus
	KTSEFQMTFHLFIAAFVGAAATLVSLVS----------------------------------------

	Xenopus tropicalis
	KTSEFQMTFHLFIAAFVGAAATLVALIHALMCLSANRVYQQRVLEMGKSQETPQAESSELTEILPEP-

	Gasterosteus aculeatus
	KTREYQTTYDLYIAAFAGAGITLLALLTYTVSTTYNFAVLRYLGRKGL--------------------

	Danio rerio
	KTREFSLTYNLYIAAFAGAGMTVLALLTYTVSTTYNFAVLRYLGRKGI--------------------


