Supplementary material


Table S1. The distribution of parental consanguinity (second and third degree), familial multiple sclerosis (first and second degree), and familial autoimmune disorders (first and second degree) in different groups of multiple sclerosis patients and healthy controls.
	
	Control
	MS

	
	
	RRMS
	SPMS
	PPMS
	Overall

	Positive PC; n (%)
	2nd degree relatives
	37 (77.1)
	579 (59.8)
	136 (65.7)
	49 (68.1)
	764 (61.2)

	
	3rd degree relative
	11 (22.9)
	390 (40.2)
	71 (34.3)
	23 (31.9)
	484 (38.8)

	Positive FMS; n (%)
	1st degree relatives
	17 (77.3)
	643 (77.8)
	121 (75.6)

	32 (86.5)
	796 (77.8)

	
	2nd degree relatives
	5 (22.7)
	183 (22.2)
	39 (24.4)
	5 (13.5)
	227 (22.2)

	Positive familial autoimmune disorders; n (%)
	1st degree relatives
	11 (40.7)
	160 (55.9)
	23 (67.6)
	15 (83.3)
	198 (58.6)

	
	2nd degree relatives
	16 (59.3)
	126 (44.1)
	11 (32.4)
	3 (16.7)
	140 (41.1)


FMS: Familial MS, MS: Multiple Sclerosis, PC: Parental Consanguinity, PPMS: Primary Progressive MS, RRMS: Relapsing-Remitting MS, SPMS: Secondary Progressive MS.







	Table S2. The comparison of demographic and clinical characteristics between multiple sclerosis patients, with and without parental consanguinity, using Mann-Whitney test.

	
	RRMS
	SPMS
	PPMS

	
	PC
	PC
	PC

	
	No
	Yes
	p
	No
	Yes
	p
	No
	Yes
	p

	Age; mean (SD)
	35.05 (9.19)
	35.15 (9.31)
	0.776
	44.93 (9.44)
	41.79 (10)
	<0.001
	45.13 (10.77)
	45.56 (8.87)
	0.779

	Sex; n (%)
	Male
	519 (20.9)
	191 (19.7)
	0.859
	107 (26.4)
	48 (23.2)
	0.432
	57 (47.1)
	35 (48.6)
	0.882

	
	Female
	1970 (79.1)
	778 (80.3)
	
	299 (7.36)
	159 (76.8)
	
	64 (52.9)
	37 (51.4)
	

	Current EDSS; median (IQR)
	1 (2)
	1 (2)
	0.424
	5.5 (2)
	5.5 (3)
	0.989
	4 (2.5)
	4.5 (2.5)
	0.035

	First EDSS; median (IQR)
	2 (1.5)
	2.5 (1)
	0.132
	2.5 (2)
	2.5 (2.5)
	0.238
	3 (2)
	4 (1.5)
	0.046

	Age at onset; mean (SD)
	25.75 (9.01)
	26.23 (9.35)
	0.165
	28.74 (1.27)
	25.96 (9.83)
	0.001
	37.01 (11.82)
	37.04 (11.18)
	0.985

	Disease duration; mean (SD)
	9.30 (5.81)
	8.92 (5.71)
	0.083
	16.19 (7.99)
	15.84 (7.74)
	0.600
	8.12 (6.90)
	8.51 (5.79)
	0.688

	
	Overall MS
	
	

	
	PC
	
	

	
	No
	Yes
	p
	
	
	
	
	
	

	Age; mean (SD)
	36.79 (10.03)
	36.85 (9.95)
	0.841
	
	
	
	
	
	

	Sex; n (%)
	Male
	683 (22.6)
	274 (22)
	0.623
	
	
	
	
	
	

	
	Female
	2333 (77.4)
	974 (78)
	
	
	
	
	
	
	

	Current EDSS; median (IQR)
	1.5 (2.5)
	1.5 (3)
	0.053
	
	
	
	
	
	

	First EDSS; median (IQR)
	2 (1)
	2 (2)
	0.089
	
	
	
	
	
	

	Age at onset; mean (SD)
	26.60 (9.61)
	26.81 (9.87)
	0.532
	
	
	
	
	
	

	Disease duration; mean (SD)
	10.18 (6.63)
	10.05 (6.62)
	0.541
	
	
	
	
	
	


	EDSS: Expanded Disability Status Scale, MS: Multiple Sclerosis, PC: Parental Consanguinity, PPMS: Primary Progressive MS, RRMS: Relapsing-Remitting MS, SPMS: Secondary Progressive MS.































Table S3. The comparison of demographic and clinical characteristics between multiple sclerosis patients, with and without familial multiple sclerosis, using Mann-Whitney test.

	
	RRMS
	SPMS
	PPMS

	
	FMS
	FMS
	FMS

	
	No
	Yes
	p
	No
	Yes
	p
	No
	Yes
	p

	Age; mean (SD)
	34.94 (9.28)
	35.54 (9.04)
	0.103
	43.81 (9.83)
	44.02 (9.51)
	0.820
	44.99 (1.17)
	46.54 (9.74)
	0.403

	Sex; n (%)
	Male
	530 (20.1)
	180 (21.8)
	0.304
	114 (25.2)
	41 (25.6)
	0.908
	70 (44.9)
	22 (59.5)
	0.110

	
	Female
	2102 (79.9)
	646 (78.2)
	
	339 (74.8)
	119 (74.4)
	
	86 (55.1)
	15 (40.5)
	

	Current EDSS; median (IQR)
	1 (2)
	1 (2)
	0.162
	5 (2)
	5.5 (2.5)
	0.391
	4 (3)
	4.5 (2.75)
	0.598

	First EDSS; median (IQR)
	2 (1)
	2 (1)
	0.134
	3 (2.5)
	3 (2)
	0.123
	3.5 (3)
	4 (3.5)
	0.042

	Age at onset; mean (SD)
	25.96 (9.19)
	25.64 (8.85)
	0.376
	28.08 (10.19)
	26.99 (10.22)
	0.247
	36.63 (11.43)
	38.68 (12.07)
	0.334

	Disease duration; mean (SD)
	8.98 (5.71)
	9.90 (5.96)
	<0.001
	15.73 (8.08)
	17.02 (7.31)
	0.075
	8.37 (6.67)
	7.86 (5.78)
	0.675

	
	Overall MS
	
	

	
	FMS
	
	

	
	No
	Yes
	p
	
	
	
	
	
	

	Age; mean (SD)
	36.66 (10.06)
	37.26 (9.80)
	0.094
	
	
	
	
	
	

	Sex; n (%)
	Male
	714 (22)
	243 (23.8)
	0.249
	
	
	
	
	
	

	
	Female
	2527 (78)
	780 (76.2)
	
	
	
	
	
	
	

	Current EDSS; median (IQR)
	1.5 (2.5)
	1.5 (2.75)
	0.707
	
	
	
	
	
	

	First EDSS; median (IQR)
	2 (1)
	2 (1.5)
	0.368
	
	
	
	
	
	

	Age at onset; mean (SD)
	26.77 (9.73)
	26.32 (9.52)
	0.197
	
	
	
	
	
	

	Disease duration; mean (SD)
	9.89 (6.58)
	10.94(6.72)
	<0.001
	
	
	
	
	
	


EDSS: Expanded Disability Status Scale, FMS: Familial MS, MS: Multiple Sclerosis, PPMS: Primary Progressive MS, RRMS: Relapsing-Remitting MS, SPMS: Secondary Progressive MS.


	Table S4. The comparison of demographic and clinical characteristics between multiple sclerosis patients, with and without familial autoimmune disorders, using Mann-Whitney test.

	
	RRMS
	SPMS
	PPMS

	
	Familial autoimmune disorders
	Familial autoimmune disorders
	Familial autoimmune disorders

	
	No
	Yes
	p
	No
	Yes
	p
	No
	Yes
	p

	Age; mean (SD)
	35.13 (9.24)
	34.56 (9.07)
	0.323
	43.82 (9.68)
	44.76 (10.84)
	0.581
	45.18 (10.31)
	46.33 (7.66)
	0.646

	Sex; n (%)
	Male
	652 (20.6)
	58 (20.3)
	0.912
	148 (25.6)
	7 (20.6)
	0.517
	86 (49.1)
	6 (33.3)
	0.201

	
	Female
	2520 (79.4)
	228 (79.7)
	
	431 (74.4)
	27 (79.4)
	
	89 (50.99)
	12 (66.7)
	

	Current EDSS; median (IQR)
	1 (2)
	1 (2)
	0.262
	5.5 (2.5)
	4.5 (2.5)
	0.375
	4.25 (3)
	3.5 (1.5)
	0.015

	First EDSS; median (IQR)
	2 (1)
	2 (1)
	0.238
	3 (2.5)
	3.5 (2)
	0.075
	3 (3)
	3.5 (1.5)
	0.046

	Age at onset; mean (SD)
	25.94 (9.13)
	25.20 (8.90)
	0.613
	27.72 (10.24)
	29.06 (9.56)
	0.782
	36.78 (11.83)
	39.39 (8.23)
	0.365

	Disease duration; mean (SD)
	9.18 (5.79)
	9.36 (5.72)
	0.186
	16.09 (7.87)
	15.71 (8.50)
	0.459
	8.41 (6.48)
	6.94 (6.66)
	0.362

	
	Overall MS
	
	

	
	Familial autoimmune disorders
	
	

	
	No
	Yes
	p
	
	
	
	
	
	

	Age; mean (SD)
	36.86 (10.01)
	36.22 (9.96)
	0.259
	
	
	
	
	
	

	Sex; n (%)
	Male
	886 (22.6)
	71 (21)
	0.509
	
	
	
	
	
	

	
	Female
	3040 (77.4)
	267 (79)
	
	
	
	
	
	
	

	Current EDSS; median (IQR)
	1.5 (3)
	1.5 (2)
	0.033
	
	
	
	
	
	

	First EDSS; median (IQR)
	1.5 (3)
	1.5 (1.5)
	0.049
	
	
	
	
	
	

	Age at onset; mean (SD)
	26.69 (9.70)
	26.34 (9.50)
	0.433
	
	
	
	
	
	

	Disease duration; mean (SD)
	10.17 (6.65)
	9.87 (6.41)
	0.529
	
	
	
	
	
	


EDSS: Expanded Disability Status Scale, MS: Multiple Sclerosis, PPMS: Primary Progressive MS, RRMS: Relapsing-Remitting MS, SPMS: Secondary Progressive MS.

