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[bookmark: _Toc176559156]eTable 1. Comparison of plasma, neuroimaging, and cognitive Markers among different A and As groups at baseline.
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	β
	LCI
	UCI
	P value

	Plasma p-tau181

	A-As+/A-As-
	0.498 
	0.164 
	0.832 
	0.004 

	A+As-/A-As-
	-0.044 
	-0.224 
	0.137 
	0.635 

	A+As+/A-As-
	1.325 
	1.061 
	1.589 
	<0.001

	A+As-/A-As+
	-0.541 
	-0.870 
	-0.212 
	0.001 

	A+As+/A-As+
	0.828 
	0.466 
	1.190 
	<0.001

	A+As+/A+As-
	1.369 
	1.123 
	1.615 
	<0.001

	Plasma p-tau217

	A-As+/A-As-
	0.162 
	-0.185 
	0.510 
	0.361 

	A+As-/A-As-
	-0.070 
	-0.244 
	0.104 
	0.431 

	A+As+/A-As-
	1.667 
	1.405 
	1.930 
	<0.001

	A+As-/A-As+
	-0.232 
	-0.575 
	0.110 
	0.184 

	A+As+/A-As+
	1.505 
	1.138 
	1.873 
	<0.001

	A+As+/A+As-
	1.738 
	1.492 
	1.984 
	<0.001

	rHCV

	A-As+/A-As-
	-0.461 
	-0.932 
	0.010 
	0.056 

	A+As-/A-As-
	0.040 
	-0.183 
	0.263 
	0.726 

	A+As+/A-As-
	-0.722 
	-1.070 
	-0.373 
	<0.001

	A+As-/A-As+
	0.501 
	0.039 
	0.963 
	0.034 

	A+As+/A-As+
	-0.261 
	-0.767 
	0.246 
	0.315 

	A+As+/A+As-
	-0.761 
	-1.092 
	-0.431 
	<0.001

	MMSE

	A-As+/A-As-
	-0.217 
	-0.607 
	0.172 
	0.275 

	A+As-/A-As-
	-0.070 
	-0.273 
	0.134 
	0.503 

	A+As+/A-As-
	-0.845 
	-1.163 
	-0.527 
	<0.001

	A+As-/A-As+
	0.148 
	-0.237 
	0.533 
	0.452 

	A+As+/A-As+
	-0.627 
	-1.056 
	-0.199 
	0.004 

	A+As+/A+As-
	-0.775 
	-1.074 
	-0.476 
	<0.001

	MOCA-B

	A-As+/A-As-
	0.004 
	-0.392 
	0.400 
	0.983 

	A+As-/A-As-
	0.135 
	-0.068 
	0.339 
	0.193 

	A+As+/A-As-
	-0.438 
	-0.763 
	-0.112 
	0.009 

	A+As-/A-As+
	0.131 
	-0.259 
	0.521 
	0.511 

	A+As+/A-As+
	-0.442 
	-0.878 
	-0.005 
	0.048 

	A+As+/A+As-
	-0.573 
	-0.879 
	-0.267 
	<0.001

	MES

	A-As+/A-As-
	0.031 
	-0.368 
	0.430 
	0.880 

	A+As-/A-As-
	0.112 
	-0.090 
	0.315 
	0.278 

	A+As+/A-As-
	-0.566 
	-0.899 
	-0.233 
	0.001 

	A+As-/A-As+
	0.081 
	-0.312 
	0.475 
	0.685 

	Markers
	β
	LCI
	UCI
	P value

	A+As+/A-As+
	-0.597 
	-1.042 
	-0.152 
	0.009 

	A+As+/A+As-
	-0.678 
	-0.991 
	-0.366 
	<0.001

	AVLT-N5

	A-As+/A-As-
	-0.128 
	-0.513 
	0.256 
	0.514 

	A+As-/A-As-
	-0.058 
	-0.262 
	0.145 
	0.574 

	A+As+/A-As-
	-0.808 
	-1.119 
	-0.496 
	<0.001 

	A+As-/A-As+
	0.070 
	-0.309 
	0.449 
	0.717 

	A+As+/A-As+
	-0.680 
	-1.100 
	-0.259 
	0.002 

	A+As+/A+As-
	-0.750 
	-1.042 
	-0.457 
	[bookmark: OLE_LINK4]<0.001

	AVLT-N7

	A-As+/A-As-
	-0.078 
	-0.483 
	0.328 
	0.707 

	A+As-/A-As-
	-0.044 
	-0.255 
	0.166 
	0.680 

	A+As+/A-As-
	-0.724 
	-1.056 
	-0.393 
	<0.001

	A+As-/A-As+
	0.033 
	-0.365 
	0.432 
	0.869 

	A+As+/A-As+
	-0.646 
	-1.091 
	-0.202 
	0.005 

	A+As+/A+As-
	-0.680 
	-0.991 
	-0.369 
	<0.001

	BNT

	A-As+/A-As-
	0.454 
	0.049 
	0.860 
	0.029 

	A+As-/A-As-
	-0.041 
	-0.246 
	0.164 
	0.693 

	A+As+/A-As-
	-0.523 
	-0.847 
	-0.200 
	0.002 

	A+As-/A-As+
	-0.496 
	-0.895 
	-0.096 
	0.016 

	A+As+/A-As+
	-0.978 
	-1.422 
	-0.534 
	<0.001

	A+As+/A+As-
	-0.482 
	-0.786 
	-0.178 
	0.002 

	VFT

	A-As+/A-As-
	-0.030 
	-0.441 
	0.380 
	0.885 

	A+As-/A-As-
	0.034 
	-0.176 
	0.245 
	0.748 

	A+As+/A-As-
	-0.271 
	-0.600 
	0.058 
	0.107 

	A+As-/A-As+
	0.065 
	-0.340 
	0.469 
	0.754 

	A+As+/A-As+
	-0.241 
	-0.688 
	0.206 
	0.291 

	A+As+/A+As-
	-0.306 
	-0.614 
	0.002 
	0.053 

	STT-A

	A-As+/A-As-
	-0.124 
	-0.523 
	0.274 
	0.541 

	A+As-/A-As-
	0.007 
	-0.194 
	0.207 
	0.948 

	A+As+/A-As-
	0.310 
	-0.012 
	0.632 
	0.060 

	A+As-/A-As+
	0.131 
	-0.262 
	0.524 
	0.513 

	A+As+/A-As+
	0.434 
	-0.006 
	0.874 
	0.054 

	A+As+/A+As-
	0.303 
	0.001 
	0.605 
	0.050 

	STT-B

	A-As+/A-As-
	0.145 
	-0.239 
	0.529 
	0.459 

	A+As-/A-As-
	-0.093 
	-0.290 
	0.104 
	0.355 

	A+As+/A-As-
	0.365 
	0.045 
	0.685 
	0.026 

	A+As-/A-As+
	-0.238 
	-0.616 
	0.140 
	0.218 

	Markers
	β
	LCI
	UCI
	P value

	A+As+/A-As+
	0.220 
	-0.210 
	0.650 
	0.317 

	[bookmark: OLE_LINK2]A+As+/A+As-
	0.458 
	0.156 
	0.760 
	0.003 


LCI, lower confidence interval; UCI, upper confidence interval; Aβ, amyloid-β; GFAP, glial fibrillary acidic protein; p-tau, phosphorylated tau; rHCV, residual hippocampal volume; MMSE, Mini-Mental State Examination; MoCA-B, the Montreal Cognitive Assessment-Basic Version; MES, the Memory and Executive Screening; AVLT-N5, the Auditory Verbal Learning Test-HuaShan version-long delayed recall; AVLT-N7, the Auditory Verbal Learning Test-HuaShan version-recognition; STT-A/B, the Shape Trails Test Part A or B; VFT, the Verbal Fluency Test; BNT, the 30-item Boston Naming Test.
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	eTable 2. Comparison of longitudinal plasma, neuroimaging, and cognitive Markers among different A and As group.

	Slopes of Markers
	β
	LCI
	UCI
	P value

	Slopes of plasma p-tau181

	A-As+/A-As-
	1.024
	0.458
	1.590
	<0.001

	A+As-/A-As-
	0.125
	-0.114
	0.364
	0.307

	A+As+/A-As-
	0.899
	0.520
	1.277
	<0.001

	A+As-/A-As+
	-0.899
	-1.454
	-0.345
	0.002

	A+As+/A-As+
	-0.125
	-0.719
	0.468
	0.679

	A+As+/A+As-
	0.774
	0.424
	1.124
	<0.001

	Slopes of plasma p-tau217

	A-As+/A-As-
	0.259
	-0.254
	0.773
	0.323

	A+As-/A-As-
	-0.068
	-0.296
	0.160
	0.560

	A+As+/A-As-
	0.879
	0.513
	1.245
	<0.001

	A+As-/A-As+
	-0.327
	-0.829
	0.174
	0.202

	A+As+/A-As+
	0.619
	0.078
	1.161
	0.026

	A+As+/A+As-
	0.947
	0.609
	1.285
	<0.001

	Slopes of rHCV

	A-As+/A-As-
	-0.066
	-0.838
	0.705
	0.867

	A+As-/A-As-
	0.064
	-0.286
	0.413
	0.722

	A+As+/A-As-
	-0.709
	-1.267
	-0.150
	0.014

	A+As-/A-As+
	0.130
	-0.638
	0.897
	0.741

	A+As+/A-As+
	-0.643
	-1.525
	0.240
	0.156

	A+As+/A+As-
	-0.772
	-1.326
	-0.219
	0.007

	Slopes of MMSE

	A-As+/A-As-
	-0.109
	-0.631
	0.414
	0.684

	A+As-/A-As-
	0.148
	-0.106
	0.401
	0.255

	A+As+/A-As-
	-0.363
	-0.767
	0.042
	0.080

	A+As-/A-As+
	0.256
	-0.254
	0.767
	0.326

	A+As+/A-As+
	-0.254
	-0.813
	0.305
	0.375

	A+As+/A+As-
	-0.510
	-0.888
	-0.133
	0.009

	Slopes of MOCA-B

	A-As+/A-As-
	0.117
	-0.428
	0.661
	0.674

	A+As-/A-As-
	0.172
	-0.073
	0.416
	0.170

	A+As+/A-As-
	-0.402
	-0.804
	-0.001
	0.050

	A+As-/A-As+
	0.055
	-0.478
	0.588
	0.840

	A+As+/A-As+
	-0.519
	-1.097
	0.058
	0.079

	A+As+/A+As-
	-0.574
	-0.951
	-0.198
	0.003

	Slopes of MES

	A-As+/A-As-
	-0.124
	-0.654
	0.405
	0.645

	A+As-/A-As-
	0.099
	-0.134
	0.332
	0.405

	A+As+/A-As-
	-0.607
	-0.996
	-0.218
	0.002

	A+As-/A-As+
	0.223
	-0.297
	0.744
	0.401

	Slopes of Markers
	β
	LCI
	UCI
	P value

	A+As+/A-As+
	-0.483
	-1.054
	0.088
	0.099

	A+As+/A+As-
	-0.706
	-1.076
	-0.336
	<0.001

	Slopes of AVLT-N5

	A-As+/A-As-
	0.314
	-0.274
	0.901
	0.296

	A+As-/A-As-
	0.189
	-0.060
	0.438
	0.138

	A+As+/A-As-
	-0.414
	-0.802
	-0.026
	0.038

	A+As-/A-As+
	-0.125
	-0.701
	0.452
	0.672

	A+As+/A-As+
	-0.728
	-1.339
	-0.116
	0.020

	A+As+/A+As-
	-0.603
	-0.962
	-0.244
	0.001

	Slopes of AVLT-N7

	A-As+/A-As-
	0.034
	-0.534
	0.602
	0.907

	A+As-/A-As-
	0.149
	-0.098
	0.397
	0.237

	A+As+/A-As-
	-0.406
	-0.799
	-0.014
	0.043

	A+As-/A-As+
	0.115
	-0.441
	0.672
	0.685

	A+As+/A-As+
	-0.441
	-1.035
	0.154
	0.147

	A+As+/A+As-
	-0.556
	-0.919
	-0.193
	0.003

	Slopes of BNT

	A-As+/A-As-
	-0.667
	-1.241
	-0.093
	0.023

	A+As-/A-As-
	-0.004
	-0.256
	0.249
	0.977

	A+As+/A-As-
	0.404
	0.003
	0.804
	0.049

	A+As-/A-As+
	0.664
	0.102
	1.225
	0.021

	A+As+/A-As+
	1.071
	0.468
	1.674
	0.001

	A+As+/A+As-
	0.407
	0.035
	0.780
	0.033

	Slopes of VFT

	A-As+/A-As-
	0.124
	-0.456
	0.705
	0.675

	A+As-/A-As-
	-0.061
	-0.323
	0.200
	0.646

	A+As+/A-As-
	-0.125
	-0.543
	0.292
	0.557

	A+As-/A-As+
	-0.186
	-0.754
	0.383
	0.523

	A+As+/A-As+
	-0.249
	-0.857
	0.359
	0.422

	A+As+/A+As-
	-0.064
	-0.452
	0.324
	0.747

	Slopes of STT-A

	A-As+/A-As-
	0.707
	0.156
	1.258
	0.012

	A+As-/A-As-
	-0.007
	-0.255
	0.241
	0.957

	A+As+/A-As-
	0.370
	-0.042
	0.782
	0.079

	A+As-/A-As+
	-0.714
	-1.252
	-0.175
	0.010

	A+As+/A-As+
	-0.337
	-0.925
	0.251
	0.263

	A+As+/A+As-
	0.377
	-0.008
	0.762
	0.056

	Slopes of STT-B

	A-As+/A-As-
	-0.104
	-0.681
	0.472
	0.723

	A+As-/A-As-
	-0.186
	-0.438
	0.066
	0.149

	A+As+/A-As-
	-0.015
	-0.445
	0.415
	0.945

	A+As-/A-As+
	-0.082
	-0.647
	0.484
	0.778

	Slopes of Markers
	β
	LCI
	UCI
	P value

	A+As+/A-As+
	0.089
	-0.536
	0.714
	0.780

	A+As+/A+As-
	0.171
	-0.235
	0.576
	0.410





