	AIBL
	Pre-clinical n = 122
	Cognitively Unimpaired Αβhigh
n = 78
	Cognitively Unimpaired Αβlow
n = 171
	p
	Mild Cognitive Impairment Αβhigh
n = 44
	Mild Cognitive Impairment Αβlow
n = 27
	p
	Cognitively Unimpaired
n = 471
	Mild Cognitive Impairment
n = 94
	p

	Age, mean (SD)
	75.13 (6.31)
	74.70 (6.55)
	71.64 (6.25)
	0.0005
	75.89 (5.86)
	73.39 (9.59)
	0.17
	71.82 (6.32)
	75.09 (7.24)
	9.81e-06

	Female n (%)
	59 (48.36)
	42 (53.84)
	97 (56.72)
	0.77
	17 (38.63)
	10 (37.0)
	1
	272 (57.70)
	37 (39.36)
	0.001

	APOE ε4 carriage n (%)
	76 (62.29)
	44 (56.41)
	36 (21.05)
	6.839e-08
	32 (72.72)
	4 (14.81)
	6.995e-06
	127 (26.96)
	45 (47.87)
	9.642e-05

	Aβhigh n (%)
	122 (100)
	78 (100)
	0 (0)
	-
	44 (100)
	0 (0)
	-
	78 (16.56)
	44 (46.80)
	5.327e-06

	MRI n (%)
	106 (86.88)
	70 (89.74)
	157 (91.81)
	0.46
	36 (81.81)
	23 (85.18)
	0.43
	227 (48.19)
	59 (62.76)
	2.2e-16

	Smoking status n (%)
	54 (44.26)
	32 (71.11)
	80 (46.78)
	0.50
	22 (50)
	16 (59.25)
	0.60
	112 (23.77)
	38 (40.42)
	0.279

	PACC mean (SD) [n (%)]
	-0.81 (0.97) [121 (99.18)]
	-0.34 (0.70) [78 (100)]
	0.01 (0.63) [170 (0.99)]
	0.0001
	-1.68 (0.78) [43 (97.72)
	-1.01 (0.69) [27 (100)]
	0.0005
	0.01 (0.68)
[466 (98.93)]
	-1.46 (0.83)
[90 (95.74)]
	2.2e-16

	Αβhigh/Aβlow
	122/0
	78/0
	0/78
	-
	44/0
	0/27
	-
	78/171
	44/27
	-

	ADNI
	Pre-clinical
n = 194
	Cognitively Unimpaired Αβhigh
n = 51
	Cognitively Unimpaired Αβlow
n = 115
	p
	Mild Cognitive Impairment Αβhigh
n = 143
	Mild Cognitive Impairment Αβlow
n = 114
	
	Cognitively Unimpaired
n = 211
	Mild Cognitive Impairment
n = 322
	
p

	Age, mean (SD)
	74.22 (6.81)
	74.28 (7.56)
	75.38 (6.72)
	0.12
	73.18 (6.61)
	70.56 (8.17)
	0.004
	76.48 (6.54)
	72.84 (7.85)
	3.785e-08

	Female n (%)
	96 (49.48)
	32 (62.74)
	54 (46.95)
	0.08
	64 (44.75)
	51 (44.73)
	1
	107 (50.71)
	140 (43.47)
	0.121

	APOE ε4 carriage n (%)
	118 (60.82
	24 (30.76)
	20 (17.39)
	0.0001
	94 (65.73)
	10 (8.77)
	1.062e-13
	53 (25.11)
	147 (45.65)
	2.645e-06

	Aβhigh n (%)
	194 (100)
	51 (100)
	0 (0)
	
	143 (100)
	0 (0)
	-
	51 (24.17)
	143 (44.40)
	8.548e-07

	MRI n (%)
	162 (83.50)
	34 (66.66)
	83 (72.17)
	0.45
	128 (89.51)
	102 (89.47)
	0.46
	130 (61.61)
	272 (84.47)
	0.476

	Smoking status n (%)
	90 (46.39)
	22 (43.13)
	47 (40.86)
	0.91
	68 (47.55)
	35 (30.70)
	0.009
	88 (41.70)
	121 (37.57)
	0.387

	PACC mean (SD) [n (%)]
	-1.02 (1.02)
	-0.11 (0.61) [51 (100)
	0.09 (0.66) [113 (98.26)]
	0.05
	-1.35 (0.94) [141 (98.60)]
	-0.65 (0.74)
	5.412e-10
	0.02 (0.66) [204 (96.68)]
	-1.11 (1.00) [309 (95.96)]
	0.443

	Αβhigh/Aβlow
	194/0
	51/0
	0/115
	-
	143/0
	0/114
	-
	51/160
	143/179
	-


Supplementary Table 3. Baseline demographic and clinical characteristics of all participants with available methylation data in the AIBL and ADNI cohorts. P values represent significance when comparing between classifications. Aβhigh, high Aβ burden; MRI, Magnetic Resonance Imaging; APOE ε4, apolipoprotein ε4 allele. 

