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Supplementary Results. Detailed descriptions of the results on verbal memory and specific executive function.
Additionally, we added the Rey Auditory Verbal Learning Test (RAVLT)-immediate, RAVLT-forgetting, Trails A Time to Complete, and Trails B Time to Complete as outcome measures of cognition. Compared with stable MCI, stable NC had a slower decrease in scores of RAVLT-immediate (β = 0.618, SE = 0.127, FDR-Q < 0.001) and RAVLT-forgetting (β = 0.126, SE = 0.042, FDR-Q = 0.006), and a slower increase in Trails A Time to Complete (β = -0.002, SE = 0.001, FDR-Q = 0.011) and Trails B Time to Complete (β = -0.003, SE = 0.001, FDR-Q < 0.001) (Additional file: Table 4). MCI Reverterss also had a slower decrease in RAVLT-immediate (β = 0.665, SE = 0.174, FDR-Q = < 0.001) and RAVLT-forgetting (β = -0.124, SE = 0.059, FDR-Q = 0.046) scores, and a slower increase in Trails A (β = -0.004, SE = 0.001, FDR-Q = 0.002) and Trails B (β = -0.003, SE = 0.001, FDR-Q = 0.001) Time to Complete than stable MCI (Additional file: Table 4). There were no significant differences in longitudinal change rates of RAVLT-immediate and RAVLT-forgetting scores, and Trails A and B Time to Complete between MCI Reverterss and stable NC (FDR-Q > 0.050) (Additional file: Table 4).

Table 1. Population characteristics at original baseline.
	Characteristics
	MCI Reverters
(N = 109)
	Stable MCI

(N = 334)
	Stable NC

(N = 353)
	ᵃp
	ᵇp

	1. Demographic information

	Age, years, mean (SD)
	72.97 (6.48)
	75.30 (6.65)
	71.44 (6.63)
	0.001
	0.034

	Female, %
	66 (60.55%)
	211 (63.17)
	156 (44.19)
	0.623
	0.003

	Education, years, mean (SD)
	16.30 (2.68)
	15.66 (2.78)
	17.10 (2.22)
	0.032
	0.007

	APOE4 carrier, %
	33 (30.28%)
	137 (41.02%)
	106 (30.03%)
	0.045
	0.961

	2. Neuropsychological assessments 

	ADAS-cog, points
	10.80 (3.76)
	15.00 (5.37)
	7.89 (3.60)1
	< 0.001
	< 0.001

	MEM, points
	0.56 (0.37)
	0.13 (0.37)
	1.02 (0.39)
	< 0.001
	< 0.001

	EXF, points
	0.43 (0.43)
	0.35 (0.46)
	0.94 (0.35)
	0.132
	< 0.001

	3. MRI characteristics

	Hippocampus volume, cm³, mean (SD)
	7.44 (1.05)2
	6.95 (0.92)3
	7.57 (0.99)4
	< 0.001
	0.300

	Entorhinal volume, cm³, mean (SD)
	3.99 (0.71)5
	3.66 (0.71)6
	3.94 (0.63)7
	< 0.001
	0.525

	Mid-temporal volume, cm³, mean (SD)
	19.03 (6.65)5
	17.69 (6.22)6
	18.57 (6.83)7
	0.078
	0.548

	4. PET characteristics

	Amyloid PET, SUVr, mean (SD)
	1.11 (0.15)8
	1.19 (0.21)9
	1.09 (0.15)10
	0.001
	0.574

	FDG-PET METAROI, SUVr, mean (SD)
	1.29 (0.09)11
	1.24 (0.14)12
	1.31 (0.12)13
	< 0.001
	0.244

	5. CSF biomarkers

	CSF Aβ1-42, pg/ml, mean (SD)
	1258.20 (609.98)14
	1085.00 (586.20)15
	1405.60 (613.13)16
	0.075
	0.133

	CSF p‐tau, pg/mL, mean (SD)
	23.66 (12.95)14
	27.08 (12.28)17
	20.76 (7.91)18
	0.101
	0.132

	CSF t‐tau, pg/ml, mean (SD)
	252.92 (118.13)14
	281.80 (114.45)17
	229.29 (79.74)16
	0.124
	0.191

	6. Aβ positive c, %
	29 (35.37%)19
	146 (57.25%)20
	75 (28.74%)21
	0.001
	0.255

	7. Comorbidities
	
	
	
	
	

	Hypertension, %
	38 (34.86%)
	171 (51.20%)
	130 (36.83%)
	0.003
	0.709

	Diabetes, %
	9 (8.26%)
	26 (7.78%)
	24 (6.80%)
	0.874
	0.605

	Coronary heart disease, %
	9 (8.26%)
	27 (8.08%)
	20 (5,67%)
	0.954
	0.330

	Stroke, %
	5 (4.59%)
	18 (5.39%)
	10 (2.83%)
	0.739
	0.366

	Anxiety, %
	6 (5.50%)
	12 (3.59%)
	15 (4.25%)
	0.380
	0.582

	Depression, %
	19 (17.43%)
	72 (21.56%)
	54 (15.30%)
	0.355
	0.593

	Obstructive sleep apnea, %
	10 (10.17%)
	28 (8.38%)
	22 (6.23%)
	0.798
	0.290

	Insomnia, %
	8 (7.34%)
	25 (7.49%)
	29 (8.22%)
	0.960
	0.768

	Abbreviations: MCI, Mild Cognitive impairment; NC, Normal Cognition; SE, Standard Deviation; APOE, Apolipoprotein E; ADAS-cog, Alzheimer’s Disease Assessment Scale-Cognitive subscale; MEM, Memory Function; EXF, Executive Function; MRI, Magnetic Resonance Imaging; PET, Positron Emission Tomography; SUVr, Standard Uptake Value; FDG, Fluorodeoxyglucose; CSF, Cerebral Spinal Fluid; Aβ1-42, β-amyloid 1-42; p-tau, phosphorylation tau; t-tau, total tau protein.
ᵃp, comparison of the MCI Reverterss and Stable MCI.

ᵇp, comparison of the MCI Reverters and Stable NC.

c, CSF Aβ1-42 < 1100 or Amyloid PET SUVr >1.1.

1, N = 351; 2, N = 102; 3, N = 279, 4, N = 295; 5, N = 103; 6, N = 207; 7, N = 297; 8, N = 68; 9, N = 184; 10, N = 220; 11, N = 91; 12, N = 272; 13, N = 259; 14, N = 52; 15, N = 168; 16, N = 165; 17, N = 169; 18, N = 164; 19, N = 82; 20, N = 255; 21, N = 261.


Table 2. Hazard ratios for progression of MCI Reverters to MCI or AD compared to Stable NC. 
	
	N
	HR (95%CI)
	p

	Primary analysis

	
	369
	3.355 (2.396, 4.696)
	< 0.001

	Subgroup analysis

	APOE4 allele carrier
	108
	3.891 (2.060, 7.348)
	< 0.001

	APOE4 allele non-carrier
	261
	3.371 (2.252, 5.045)
	< 0.001

	Female
	178
	2.894 (1.866, 4.486)
	< 0.001

	Male
	191
	3.950 (2.329, 6.701)
	< 0.001

	Abbreviations: MCI, Mild Cognitive Impairment; AD, Alzheimer’s Diseases; NC, Normal Cognition; HR, Hazard Ratios; CI, Confidence Interval; APOE, Apolipoprotein E.


Table 3. Cox proportional hazards regression model to estimate the risk of cognitive decline at the last visit in sensitivity analysis.
	
	N
	HR (95%CI)
	p

	Stable NC vs. Stable MCI1
	570
	0.092 (0.042, 0.202)
	< 0.001

	Reverters vs. Stable MCI1
	384
	0.105 (0.032, 0.345)
	< 0.001

	Reverters vs. Stable NC1
	390
	1.357 (0.360, 5.120)
	0.652

	Reverters vs. Stable NC2
	369
	3.337 (2.360, 4.720)
	< 0.001

	Abbreviations: MCI, Mild Cognitive Impairment; NC, Normal Cognition; HR, Hazard Ratios; CI, Confidence Interval; AD, Alzheimer’s Diseases.
1, Cox proportional hazards regression model to estimate the risk of AD.
2, Cox proportional hazards regression model to estimate the risk of MCI or AD.


Table 4. Linear mixed effects model results for longitudinal rates of change in neuropsychological measures.
	Variable
	β (SE) 
	β (SE), p
	FDR-Q

	
	Stable NC
	Stable MCI
	Group × Time Interaction
	

	ADAS-cog13, points
	0.968 (0.613)
	1.603 (0.614)
	-0.636 (0.079)

< 0.001
	< 0.001

	MEM, points
	-0.050 (0.050)
	-0.075 (0.050)
	0.026 (0.006)

< 0.001
	< 0.001

	EXF, points
	-0.059 (0.058)
	-0.078 (0.058)
	0.019 (0.007)

0.012
	0.016

	RAVLT-immediate, points
	-0.430 (0.941)
	-1.049 (0.942)
	0.618 (0.127)

< 0.001
	< 0.001

	RAVLT-forgetting, points
	0.078 (0.318)
	-0.048 (0.318)
	0.126 (0.042)

0.003
	0.006

	Trails A Time to Complete, s
	0.003 (0.006)
	0.005 (0.006)
	-0.002 (0.001)

0.011
	0.016

	Trails B Time to Complete, s
	0.003 (0.004)
	0.006 (0.004)
	-0.003 (0.001)

< 0.001
	< 0.001

	
	MCI Reverters
	Stable MCI
	Group × Time Interaction
	

	ADAS-cog, points
	1.174 (0.658)
	1.617 (0.654)
	-0.443 (0.116)

< 0.001
	< 0.001

	MEM, points
	-0.058 (0.044)
	-0.083 (0.044)
	0.025 (0.008)

0.002
	0.003

	EXF, points
	-0.045 (0.062)
	-0.081 (0.061)
	0.035 (0.011)

0.001
	0.002

	RAVLT-immediate, points
	-0.370 (0.934)
	-1.043 (0.928)
	0.665 (0.174)

< 0.001
	< 0.001

	RAVLT-forgetting, points
	0.088 (0.328)
	-0.036 (0.326)
	0.124 (0.059)

0.036
	0.046

	Trails A Time to Complete, s
	0.001 (0.006)
	0.005 (0.006)
	-0.004 (0.001)

0.001
	0.002

	Trails B Time to Complete, s
	0.002 (0.005)
	0.006 (0.005)
	-0.003 (0.001)

< 0.001
	0.001

	
	MCI Reverters
	Stable NC
	Group × Time Interaction
	

	ADAS-cog, points
	1.185 (0.532)
	0.904 (0.528)
	0.281 (0.089)

0.002
	0.024

	MEM, points
	-0.059 (0.050)
	-0.061 (0.050)
	0.002 (0.008)

0.814
	0.874

	EXF, points
	-0.044 (0.056)
	-0.058 (0.056)
	0.015 (0.009)

0.115
	0.432

	RAVLT-immediate, points
	-0.366 (1.023)
	-0.443 (1.014)
	0.076 (0.183)

0.677
	0.874

	RAVLT-forgetting, points
	0.064 (0.329)
	0.076 (0.326)
	-0.012 (0.058)

0.834
	0.874

	Trails A Time to Complete, s
	0.001 (0.006)
	0.003 (0.006)
	-0.001 (0.001)

0.284
	0.710

	Trails B Time to Complete, s
	0.003 (0.004)
	0.003 (0.004)
	-0.0002 (0.001)

0.821
	0.874

	Abbreviations: SE, Standard Error; FDR-Q, False Discovery Date corrected p value; NC, Normal Cognition; MCI, Mild Cognitive Impairment; ADAS-cog, Alzheimer’s Disease Assessment Scale-Cognitive subscale; MEM, Memory Function; EXF, Executive Function; RAVLT, Rey Auditory Verbal Learning Test. 


Table 5. Linear mixed effects model results for longitudinal rates of change in Magnetic Resonance Imaging measures.
	Variable
	β (SE) 
	β (SE), p
	FDR-Q

	
	Stable NC
	Stable MCI
	Group × Time Interaction
	

	Hippocampus volume, cm³
	-0.070 (0.049)
	-0.162 (0.049)
	0.092 (0.011)

< 0.001
	< 0.001

	Entorhinal volume, cm³
	-0.044 (0.081)
	-0.096 (0.082)
	0.052 (0.018)

0.004
	0.007

	Mid-temporal volume, cm³
	-0.139 (0.174)
	-0.096 (0.082)
	0.119 (0.044)

0.007
	0.012

	
	MCI Reverters
	Stable MCI
	Group × Time Interaction
	

	Hippocampus volume, cm³
	-0.079 (0.061)
	-0.164 (0.060)
	0.085 (0.018)

< 0.001
	< 0.001

	Entorhinal volume, cm³
	0.004 (0.092)
	-0.104 (0.090)
	0.108 (0.027)

< 0.001
	< 0.001

	Mid-temporal volume, cm³
	-0.121 (0.173)
	-0.265 (0.170)
	0.143 (0.058)

0.015
	0.020

	
	MCI Reverters
	Stable NC
	Group × Time Interaction
	FDR-Q

	Hippocampus volume, cm³
	-0.083 (0.051)
	-0.078 (0.050)
	-0.005 (0.015)

0.740
	0.874

	Entorhinal volume, cm³
	0.004 (0.083)
	-0.046 (0.082)
	0.050 (0.023) 0.031
	0.179

	Mid-temporal volume, cm³
	-0.175 (0.206)
	-0.130 (0.200)
	-0.046 (0.064)

0.473
	0.874

	Abbreviations: SE, Standard Error; FDR-Q, False Discovery Date corrected p value; NC, Normal Cognition; MCI, Mild Cognitive Impairment. 


Table 6. Linear mixed effects model results for longitudinal rates of change in Positron Emission Tomography measures.
	Variable
	β (SE) 
	β (SE), p
	FDR-Q

	
	Stable NC
	Stable MCI
	Group × Time Interaction
	

	FDG-PET METAROI, SUVr
	-0.00003 (0.011)
	-0.029 (0.011)
	0.029 (0.003)

< 0.001
	< 0.001

	Amyloid PET, SUVr
	0.002 (0.008)
	0.003 (0.008)
	-0.001 (0.002)

0.534
	0.534

	
	MCI Reverters
	Stable MCI
	Group × Time Interaction
	

	FDG-PET METAROI, SUVr
	-0.011 (0.014)
	-0.038 (0.013)
	0.027 (0.005)

< 0.001
	< 0.001

	Amyloid PET, SUVr
	0.010 (0.010)
	0.005 (0.010)
	0.005 (0.003)

0.116
	0.134

	
	MCI Reverters
	Stable NC
	Group × Time Interaction
	

	FDG-PET METAROI, SUVr
	-0.010 (0.016)
	-0.005 (0.016)
	-0.005 (0.006)

0.357
	0.765

	Amyloid PET, SUVr
	0.006 (0.009)
	0.002 (0.009)
	0.004 (0.002)

0.036
	0.179

	Abbreviations: SE, Standard Error; FDR-Q, False Discovery Date corrected p value; NC, Normal Cognition; MCI, Mild Cognitive Impairment; FDG, Fluorodeoxyglucose; PET, Positron Emission Tomography; SUVr, Standard Uptake Value. 


Table 7. Linear mixed effects model results for longitudinal rates of change in Cerebral Spinal Fluid biomarkers.
	Variable
	β (SE) 
	β (SE), p
	FDR-Q

	
	Stable NC
	Stable MCI
	Group × Time Interaction
	

	CSF Aβ1-42, pg/ml
	-0.002 (0.041)
	-0.027 (0.041)
	0.025 (0.011)

0.029
	0.037

	CSF p‐tau, pg/mL
	0.026 (0.031)
	0.017 (0.031)
	0.007 (0.007)

0.258
	0.298

	CSF t‐tau, pg/ml
	0.026 (0.032)
	0.020 (0.032)
	0.006 (0.006)

0.343
	0.367

	
	MCI Reverters
	Stable MCI
	Group × Time Interaction
	

	CSF Aβ1-42, pg/ml
	0.020 (0.056)
	-0.027 (0.054)
	0.049 (0.017)

0.005
	0.008

	CSF p‐tau, pg/mL
	0.019 (0.035)
	0.017 (0.034)
	0.004 (0.010)

0.678
	0.727

	CSF t‐tau, pg/ml
	0.021 (0.030)
	0.016 (0.029)
	0.004 (0.012)

0.742
	0.742

	
	MCI Reverters
	Stable NC
	Group × Time Interaction
	

	CSF Aβ1-42, pg/ml
	0.748 (1.459)
	-0.057 (1.402)
	0.808 (0.564)

0.155
	0.464

	CSF p‐tau, pg/mL
	0.019 (0.035)
	0.017 (0.034)
	0.004 (0.010)

0.678
	0.727

	CSF t‐tau, pg/ml
	0.021 (0.025)
	0.023 (0.024)
	-0.002 (0.010)

0.8737
	0.874

	Abbreviations: SE, Standard Error; FDR-Q, False Discovery Date corrected p value; NC, Normal Cognition; MCI, Mild Cognitive Impairment; Aβ1-42, β-amyloid 1-42; p-tau, phosphorylation tau; t-tau, total tau protein. 


Table 8. APOE4 status interacted with longitudinal rates of change in MRI, PET, CSF and neuropsychological measures by MCI Reverters or Stable MCI.

	Variable
	APOE4 carrier, β (SE)
	APOE4 non-carrier, β (SE)
	p
	FDR-Q

	
	MCI 
Reverters
	Stable MCI
	MCI Reverters
	Stable MCI
	Group × Time ×APOE4 Interaction
	

	1. Neuropsychological assessments 
	

	ADAS-cog, points
	-
	-
	-
	-
	0.171
	0.197

	MEM, points
	-
	-
	-
	-
	0.053
	0.088

	EXF, points
	-
	-
	-
	-
	0.108
	0.136

	RAVLT-immediate, points
	-
	-
	-
	-
	0.884
	0.884

	RAVLT-forgetting, points
	-
	-
	-
	-
	0.079
	0.108

	Trails A Time to Complete, s
	0.002 (0.006)
	0.008 (0.006)
	0.001 (0.006)
	0.003 (0.006)
	0.007
	0.033

	Trails B Time to Complete, s
	0.003 (0.005)
	0.008 (0.006)
	0.002 (0.005)
	0.004 (0.004)
	0.011
	0.041

	2. MRI characteristics
	

	Hippocampus volume, cm³
	-
	-
	-
	-
	0.078
	0.108

	Entorhinal volume, cm³
	0.091 (0.099)
	-0.157 (0.092)
	-0.031 (0.088)
	-0.050 (0.087)
	< 0.001
	0.003

	Mid-temporal volume, cm³
	-
	-
	-
	-
	0.445
	0.477

	3. PET characteristics
	

	FDG-PET METAROI, SUVr
	-
	-
	-
	-
	0.004
	0.031

	Amyloid PET, SUVr
	0.015 (0.011)
	0.011 (0.010)
	0.008 (0.009)
	0.002 (0.009)
	0.021
	0.063

	4. CSF biomarkers
	

	CSF Aβ1-42, pg/ml
	-
	-
	-
	-
	0.052
	0.088

	CSF p‐tau, pg/mL
	-
	-
	-
	-
	0.028
	0.070

	CSF t‐tau, pg/ml
	-
	-
	-
	-
	0.034
	0.073

	Abbreviations: APOE, Apolipoprotein E; MRI, Magnetic Resonance Imaging; PET, Positron Emission Tomography; CSF, Cerebral Spinal Fluid; APOE, Apolipoprotein E; SE, Standard Error; FDR-Q, False Discovery Date corrected p value; MCI, Mild Cognitive Impairment; ADAS-cog, Alzheimer’s Disease Assessment Scale-Cognitive subscale; MEM, Memory Function; EXF, Executive Function; RAVLT, Rey Auditory Verbal Learning Test; FDG, Fluorodeoxyglucose; SUVr, Standard Uptake Value; Aβ1-42, β-amyloid 1-42; p-tau, phosphorylation tau; t-tau, total tau protein.  


Table 9. Sex interacted with longitudinal rates of change in MRI, PET, CSF and neuropsychological measures by MCI Reverters or Stable MCI.
	Variable
	Male, β (SE)
	Female, β (SE)
	p
	FDR-Q

	
	MCI Reverters
	Stable MCI
	MCI Reverters
	Stable MCI
	Group × Time ×Sex

 Interaction
	

	1. Neuropsychological assessments 
	

	ADAS-cog, points
	-
	-
	-
	-
	0.065
	0.089

	MEM, points
	-
	-
	-
	-
	0.022
	0.056

	EXF, points
	-
	-
	-
	-
	0.042
	0.072

	RAVLT-immediate, points
	
	
	
	
	0.680
	0.683

	RAVLT-forgetting, points
	
	
	
	
	0.130
	0.150

	Trails A Time to Complete, s
	0.001 (0.006)
	0.006 (0.006)
	0.001 (0.006)
	0.005 (0.006)
	0.001
	0.014

	Trails B Time to Complete, s
	0.002 (0.005)
	0.006 (0.005)
	0.003 (0.005)
	0.005 (0.005)
	0.002
	0.014

	2. MRI characteristics
	

	Hippocampus volume, cm³
	-
	-
	-
	-
	0.043
	0.072

	Entorhinal volume, cm³
	-
	-
	-
	-
	0.051
	0.076

	Mid-temporal volume, cm³
	-
	-
	-
	-
	0.128
	0.150

	3. PET characteristics
	

	Amyloid PET, SUVr
	0.013 (0.011)
	0.004 (0.011)
	0.007 (0.009)
	0.006 (0.010)
	0.008
	0.029

	FDG-PET METAROI, SUVr
	-0.014 (0.013)
	-0.043 (0.012)
	-0.010 (0.014)
	-0.035 (0.014)
	0.007
	0.029

	4. CSF biomarkers
	

	CSF Aβ1-42, pg/ml
	-
	-
	-
	-
	0.029
	0.062

	CSF p‐tau, pg/mL
	-
	-
	-
	-
	0.019
	0.056

	CSF t‐tau, pg/ml
	-
	-
	-
	-
	0.163
	0.175

	Abbreviations: MRI, Magnetic Resonance Imaging; PET, Positron Emission Tomography; CSF, Cerebral Spinal Fluid; MCI, Mild Cognitive Impairment; Standard Error; FDR-Q, False Discovery Date corrected p value; ADAS-cog, Alzheimer’s Disease Assessment Scale-Cognitive subscale; MEM, Memory Function; EXF, Executive Function; RAVLT, Rey Auditory Verbal Learning Test; FDG, Fluorodeoxyglucose; SUVr, Standard Uptake Value; Aβ1-42, β-amyloid 1-42; p-tau, phosphorylation tau; t-tau, total tau protein.   


Table 10. Linear mixed effects model results for longitudinal rates of change in neuropsychological measures in sensitivity analysis.

	Variable
	β (SE) 
	β (SE), p
	FDR-Q

	
	Stable NC
	Stable MCI
	Group × Time Interaction
	


	ADAS-cog13, points
	0.970 (0.613)
	1.607 (0.614)
	-0.636 (0.079)

< 0.001
	< 0.001

	MEM, points
	-0.190 (0.051)
	-0.215 (0.051)
	0.025 (0.006)

< 0.001
	< 0.001

	EXF, points
	-0.059 (0.058)
	-0.078 (0.058)
	0.019 (0.007)

0.013
	0.018

	RAVLT-immediate, points
	-0.430 (0.941)
	-1.043 (0.942)
	0.613 (0.128)

< 0.001
	< 0.001

	RAVLT-forgetting, points
	0.078 (0.318)
	-0.048 (0.318)
	0.126 (0.042)

0.003
	0.006

	Trails A Time to Complete, s
	0.003 (0.006)
	0.005 (0.006)
	-0.002 (0.001)

0.012
	0.018

	Trails B Time to Complete, s
	0.003 (0.004)
	0.006 (0.004)
	-0.003 (0.001)

< 0.001
	< 0.001

	
	MCI Reverters
	Stable MCI
	Group × Time Interaction
	

	ADAS-cog, points
	1.172 (0.659)
	1.628 (0.655)
	-0.456 (0.116)

< 0.001
	< 0.001

	MEM, points
	-0.058 (0.044)
	-0.083 (0.044)
	0.025 (0.008)

0.001
	0.002

	EXF, points
	-0.046 (0.062)
	-0.081 (0.061)
	0.035 (0.011)

0.001
	0.002

	RAVLT-immediate, points
	-0.370 (0.934)
	-1.043 (0.928)
	0.672 (0.175)

< 0.001
	< 0.001

	RAVLT-forgetting, points
	0.090 (0.328)
	-0.040 (0.326)
	0.130 (0.060)

0.029
	0.036

	Trails A Time to Complete, s
	0.001 (0.006)
	0.005 (0.006)
	-0.004 (0.001)

0.001
	0.001

	Trails B Time to Complete, s
	0.002 (0.005)
	0.006 (0.005)
	-0.003 (0.001)

< 0.001
	0.001

	
	MCI Reverters
	Stable NC
	Group × Time Interaction
	

	ADAS-cog, points
	1.187 (0.532)
	0.906 (0.528)
	0.282 (0.089)

0.002
	0.024

	MEM, points
	-0.059 (0.050)
	-0.061 (0.050)
	0.002 (0.008)

0.78
	0.858

	EXF, points
	-0.044 (0.056)
	-0.059 (0.056)
	0.014 (0.009)

0.121
	0.455

	RAVLT-immediate, points
	-0.355 (1.023)
	-0.446 (1.014)
	0.091 (0.183)

0.620
	0.858

	RAVLT-forgetting, points
	0.060 (0.329)
	0.077 (0.327)
	-0.017 (0.058)

0.774
	0.858

	Trails A Time to Complete, s
	0.001 (0.006)
	0.003 (0.006)
	-0.001 (0.001)

0.293
	0.717

	Trails B Time to Complete, s
	0.003 (0.004)
	0.003 (0.004)
	-0.0001 (0.001)

0.858
	0.858

	Abbreviations: SE, Standard Error; FDR-Q, False Discovery Date corrected p value; NC, Normal Cognition; MCI, Mild Cognitive Impairment; ADAS-cog, Alzheimer’s Disease Assessment Scale-Cognitive subscale; MEM, Memory Function; EXF, Executive Function; RAVLT, Rey Auditory Verbal Learning Test. 


Table 11. Linear mixed effects model results for longitudinal rates of change in Magnetic Resonance Imaging measures in sensitivity analysis.

	Variable
	β (SE) 
	β (SE), p
	FDR-Q

	
	Stable NC
	Stable MCI
	Group × Time Interaction
	

	Hippocampus volume, cm³
	-0.070 (0.049)
	-0.162 (0.049)
	0.092 (0.012)

< 0.001
	< 0.001

	Entorhinal volume, cm³
	-0.044 (0.081)
	-0.098 (0.082)
	0.054 (0.018)

0.003
	0.006

	Mid-temporal volume, cm³
	-0.139 (0.174)
	-0.257 (0.175)
	0.118 (0.044)

0.008
	0.013

	
	MCI Reverters
	Stable MCI
	Group × Time Interaction
	

	Hippocampus volume, cm³
	-0.079 (0.061)
	-0.164 (0.060)
	0.086 (0.018)

< 0.001
	< 0.001

	Entorhinal volume, cm³
	0.005 (0.092)
	-0.108 (0.090)
	0.113 (0.027)

< 0.001
	< 0.001

	Mid-temporal volume, cm³
	-0.116 (0.174)
	-0.261 (0.170)
	0.145 (0.059)

0.015
	0.020

	
	MCI Reverters
	Stable NC
	Group × Time Interaction
	

	Hippocampus volume, cm³
	-0.083 (0.051)
	-0.078 (0.050)
	-0.005 (0.015)

0.732
	0.858

	Entorhinal volume, cm³
	0.004 (0.084)
	-0.046 (0.082)
	0.049 (0.023)

0.032
	0.201

	Mid-temporal volume, cm³
	-0.172 (0.206)
	-0.130 (0.200)
	-0.043 (0.064)

0.506
	0.858

	Abbreviations: SE, Standard Error; FDR-Q, False Discovery Date corrected p value; NC, Normal Cognition; MCI, Mild Cognitive Impairment. 


Table 12. Linear mixed effects model results for longitudinal rates of change in Positron Emission Tomography measures in sensitivity analysis.

	Variable
	β (SE) 
	β (SE), p
	FDR-Q

	
	Stable NC
	Stable MCI
	Group × Time Interaction
	

	FDG-PET METAROI, SUVr
	0.00009 (0.011)
	-0.029 (0.011)
	0.029 (0.003)

< 0.001
	< 0.001

	Amyloid PET, SUVr
	0.002 (0.008)
	0.003 (0.008)
	-0.001 (0.002)

0.543
	0.543

	
	MCI Reverters
	Stable MCI
	Group × Time Interaction
	

	FDG-PET METAROI, SUVr
	-0.011 (0.014)
	-0.038 (0.013)
	0.028 (0.005)

< 0.001
	< 0.001

	Amyloid PET, SUVr
	0.010 (0.010)
	0.005 (0.010)
	0.005 (0.003)

0.104
	0.120

	
	MCI Reverters
	Stable NC
	Group × Time Interaction
	

	FDG-PET METAROI, SUVr
	-0.011 (0.016)
	-0.005 (0.016)
	-0.006 (0.006)

0.334
	0.717

	Amyloid PET, SUVr
	0.015 (0.019)
	0.002 (0.019)
	0.004 (0.002)

0.040
	0.201

	Abbreviations: SE, Standard Error; FDR-Q, False Discovery Date corrected p value; NC, Normal Cognition; MCI, Mild Cognitive Impairment; FDG, Fluorodeoxyglucose; PET, Positron Emission Tomography; SUVr, Standard Uptake Value. 


Table 13. Linear mixed effects model results for longitudinal rates of change in Cerebral Spinal Fluid biomarkers in sensitivity analysis.

	Variable
	β (SE) 
	β (SE), p
	FDR-Q

	
	Stable NC
	Stable MCI
	Group × Time Interaction
	

	CSF Aβ1-42, pg/ml
	-0.001 (0.052)
	-0.027 (0.041)
	0.025 (0.011)

0.028
	0.035

	CSF p‐tau, pg/mL
	0.025 (0.023)
	0.019 (0.023)
	0.007 (0.007)

0.275
	0.317

	CSF t‐tau, pg/ml
	0.024 (0.022)
	0.019 (0.022)
	0.006 (0.006)

0.368
	0.395

	
	MCI Reverters
	Stable MCI
	Group × Time Interaction
	

	CSF Aβ1-42, pg/ml
	0.019 (0.044)
	-0.029 (0.043)
	0.049 (0.017)

0.006
	0.009

	CSF p‐tau, pg/mL
	0.023 (0.025)
	0.019 (0.024)
	0.004 (0.010)

0.693
	0.743

	CSF t‐tau, pg/ml
	0.021 (0.030)
	0.018 (0.029)
	0.003 (0.012)

0.784
	0.784

	
	MCI Reverters
	Stable NC
	Group × Time Interaction
	

	CSF Aβ1-42, pg/ml
	0.709 (1.459)
	-0.060 (1.401)
	0.772 (0.566)

0.176
	0.527

	CSF p‐tau, pg/mL
	0.005 (0.005)
	0.005 (0.005)
	-0.0004 (0.002)

0.826
	0.858

	CSF t‐tau, pg/ml
	0.020 (0.025)
	0.022 (0.024)
	-0.002 (0.010)

0.840
	0.858

	Abbreviations: SE, Standard Error; FDR-Q, False Discovery Date corrected p value; NC, Normal Cognition; MCI, Mild Cognitive Impairment; Aβ1-42, β-amyloid 1-42; p-tau, phosphorylation tau; t-tau, total tau protein. 


Fig. S1. Kaplan-Meier plot of the cumulative probability of cognitive decline in MCI Reverters and Stable NC group.
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