Table 1: Overview of key information available for ALS and FTDALS loci. ALS and FTDALS loci numbering is determined by the phenotypic series information available within OMIM (http://www.ncbi.nlm.nih.gov/omim). The frequency of mutations within FALS originates from the original paper or from the starred (*) reference. In some cases, frequency in ALS, rather than FALS is provided.
	Loci
	Method 
	Chromosomal Location
	Gene
	Frequency FALS (%)
	Year
	Onset
	Inheritance
	Implicated Pathogenic Mechanisms
	Reference

	ALS1
	Linkage
	21q22.11
	SOD1
	12-23.5
	1993
	Adult
	AD (AR)
	Oxidative stress; UPS; autophagy
	Rosen et al, 1993;
*Andersen et al, 2006

	ALS2
	Linkage
	2q33.1
	ALS2
	Not available
	2001
	Juvenile
	AR
	Endosomal trafficking
	Hadano et al, 2001; Yang et al, 2001

	ALS3
	Linkage
	18q21
	Unknown
	
	
	Adult
	AD
	
	Hand et al, 2002

	ALS4
	Linkage
	9q34.13
	SETX
	Not available
	2002
	Juvenile
	AD
	RNA processing
	Chen et al, 2004

	ALS5
	Linkage; candidate gene; WES
	15q21.1
	SPG11
	40
	2010
	Juvenile
	AR
	Intracellular cargo transport; axonal growth
	Orlacchio et al, 2010

	ALS6
	Linkage; candidate gene
	16p11.2
	FUS
	4.1
	2009
	Adult
	AD (AR)
	RNA processing; stress granule function 
	Vance et al, 2009
Kwaitkowski et al, 2009

	ALS7
	Linkage
	20p13
	Unknown
	
	
	Adult
	AD
	
	Sapp et al, 2003

	ALS8
	Linkage
	20q13. 32
	VAPB
	*0.6
	2004
	Adult 
	AD
	UPR; ER stress; intracellular membrane trafficking
	Nishimura et al, 2004
*Milliecamps et al, 2011

	ALS9
	Candidate gene
	14q11.2
	ANG
	1.5
	2006
	Adult
	AD
	RNA processing
	Greenaway et al, 2006

	ALS10
	Linkage; candidate gene
	1p36.22
	TARDBP
	0.5% ALS
*5%
	2008
	Adult
	AD
	RNA processing
	Sreedharan et al, 2008
*Kirby et al, 2010

	ALS11
	Candidate gene
	6q21
	FIG4
	2.8
	2009
	Adult 
	AD
	Endosomal trafficking
	Chow et al, 2009

	ALS12
	Family study; Homozygosity mapping
	10p13
	OPTN
	2.6
	2010
	Adult
	AD (AR)
	Autophagy
	Maruyama et al, 2010

	ALS13
	Candidate gene
	12q24.12
	ATXN2
	[bookmark: _GoBack]4.7% ALS
	2011
	Adult
	AD
	RNA processing
	Elden et al, 2010

	ALS14
	Family  study; WES
	9p13.3
	VCP
	2.4
	2010
	Adult
	AD
	Autophagy
	Johnson et al, 2010

	ALS15
	Linkage
	Xp11.21
	UBQLN2
	2.1
	2011
	Adult
	X-LD
	UPS; autophagy
	Deng et al, 2011

	ALS16
	Family study; Homozygosity mapping
	9p13.3
	SIGMAR1
	Not available
	2011
	Juvenile
	AD
AR
	UPR; ER stress; proteasome function
	Luty et al, 2010
Al-Saif et al, 2011

	ALS17
	Linkage; candidate gene
	3p11.2
	CHMP2B
	*1% ALS
	2006
	Adult
	AD
	Endosomal trafficking; autophagy
	Parkinson et al, 2006; *Cox et al, 2010

	ALS18
	Family  study; WES
	17p13.2
	PFN1
	2.5
	2012
	Adult
	AD
	Cytoskeleton; axonal growth
	Wu et al, 2012

	ALS19
	Family  study; WGS
	2q34
	ERBB4
	0.5
	2013
	Adult
	AD
	Neuronal development
	Takahashi et al, 2013

	ALS20
	WES; candidate gene
	12q13.13
	hnRNPA1
	0.5
	2013
	Adult
	AD
	RNA processing
	Kim et al, 2013

	ALS21
	Family  study; WES
	5q31.2
	MATR3
	1.5
	2014
	Adult
	AD
	RNA processing
	Johnson et al, 2014

	ALS22
	Family  study; WES
	2q35
	TUBA4A
	1.4
	2014
	Adult
	AD
	Cytoskeleton
	Smith et al, 2014

	FTDALS1
	GWAS; Linkage; Targeted NGS
	9p21.2
	C9ORF72
	*39.3
	2011
	Adult
	AD
	RNA processing; endosomal trafficking; autophagy
	Renton et al, 2011
DeJesus-Hernandez et al, 2011
*Majournie et al, 2012

	FTDALS2
	Family  study; WES
	22q11.23
	CHCHD10
	*3.6
	2014
	Adult
	AD
	Mitochondrial function
	Bannwarth et al, 2014
*Johnson et al, 2014

	FTDALS3
	Candidate gene
	5q35.3
	SQSTM1
	1.8
	2011
	Adult
	AD
	Protein degradation; autophagy
	Fecto et al, 2011

	FTDALS4
	Family  study; WES
	12q14.2
	TBK1
	5.2
	2015
	Adult
	AD
	Autophagy; neuroinflammation
	Freischmidt et al, 2015; Cirulli et al, 2015




