Supplementary Table 1. Demographic information of the total sample at 3 and 4-year follow-

up.
Study Diagnostic | Number | Gender | Age MMSE APOE g4
Group (M/F) (years) Score (Heterozygote
/
Homozygote)
sMCI-3y 100 68/32 74.4 [55-88] | 28 [24-30] 37/4
pMCI-3y 108 59/49 75.0 [56-88] | 27 [23-30] 59/20
ADNI1 sMCl-4y 56 41/15 74.9 [60-86] 28 [24-30] 22/2
pMCI-4y 122 69/53 74.6 [55-88] 27 [23-30] 64/21
sMCI-3y 52 27/25 70.6 [55-85] | 28.5[25-30] | 15/5
pMCI-3y 48 27/21 73.0[57-85] 26 [24-30] 24/10
ADNIGO/2 | sMCl-4y 39 20/19 71.0 [55-85] | 29 [25-30] 13/3
pMCl-4y 51 28/23 72.7 [57-85] | 27 [24-30] 25/10




Model Equations. Model equations for ADNI1 (1.5T) and ADNIGO/2 (3T) of hippocampus,

entorhinal cortex and MRI combined models. The derived index has the following structure

w=ay+ a;-Age+a, -TIV+az-HC + a4 - Ento

where Age stands for patient age in years, TIV as total intracranial volume in liters, HC is the

hippocampal volume in mm3and Ento is the entorhinal cortex volume in mm?3. a; are the

coefficients for each model. A patient is classified as non-AD ifu < t, being t the threshold

derived by requiring 85% sensitivity in mild AD detection. All these parameters are presented

in the following table:
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MCI classification with sMRI

ADNI 1
Supplementary Table 2. AUC, Sensitivity and Specificity for ADNI1 MCI participants at 2-5-year
follow-up.
Biomarker AUC Sensitivity Specificity
(% [95%Cl]) (% [95%ClI]) (% [95%ClI])
2y 3y 2y 3y 2y 3y
Hippocampus 72 [65-78] 73 [66-79] 86 [78-93] 81 [73-88] 49 [40-58] 52 [42-62]
Entorhinal C. 70 [63-76] 74 [67-80] 76 [66-85] 77 [68-84] 52 [43-61] 59 [49-69]
MRI Model 73 [66-78] 76 [70-82] 81 [71-88] 79 [70-86] 57 [48-65] 64 [54-73]
Biomarker AUC Sensitivity Specificity
(% [95%ClI]) (% [95%ClI]) (% [95%ClI])
4y 5y 4y 5y 4y S5y
Hippocampus 78 [71-83] 80 [74-86] 80 [72-87] 80 [72-87] 61 [47-74] 64 [48-77]
Entorhinal C. 79 [72-85] 81 [75-87] 75 [67-83] 76 [67-83] 66 [52-78] 72 [57-84]
MRI Model 81 [75-87] 84 [78-90] 77 [66-84] 77 [69-84] 71 [58-83] 74 [60-86]

Supplementary Table 3. (Subanalysis 1) Proportions of correctly classified [95%Cl] short and

mid-term ADNI1 MCI converters for each sMRI model.

Model

Hippocampus

Entorhinal Cortex

MRI model

(% [95%Cl]) (% [95%Cl]) (% [95%Cl])
Converter
type
Short-term 86 [78-93] 76 [66-85] 81 [71-88]
Mid-term 65 [48-80] 76 [59-88] 68 [50-82]

Supplementary Table 4. (Subanalysis 2) Proportions of correctly classified [95%Cl] stable

ADNI1 MCI with follow-up times shorter than 5 years for each sMRI model versus stable over 5

years.
Model | Hippocampus Entorhinal Cortex MRI model
(% [95%Cl]) (% [95%Cl]) (% [95%Cl])
sMCI
type
< 5years 41 [31-52] 41 [31-52] 47 [36-58]
5 years 64 [48-77] 72 [57-84] 74 [60-86]




Supplementary Table 5. (Subanalysis 3) AUCs for the comparison between ADNI1 sMCI during

at least 5 years (excluding those sMCl stable during at least 5 years) and short-term MCI

converters and the comparison between sMCI during at least 5 years (excluding those sMCl

stable during at least 5 years) and mid-term MCI.

Model | Hippocampus Entorhinal Cortex MRI model
(% [95%Cl]) (% [95%ClI]) (% [95%ClI])
Comparison
Short-term 83 [76-89] 82 [74-88] 85 [79-92]
Mid-term 74 [64-83] 81 [72-91] 82 [74-91]
ADNI2
Supplementary Table 6. AUC, Sensitivity and Specificity for ADNI2 MCI participants at 2-5-year
follow-up.
Biomarker AUC Sensitivity Specificity
(% [95%Cl]) (% [95%Cl]) (% [95%Cl])
2y 3y 2y 3y 2y 3y
Hippocampus 74 [64-82] 74 [64-82] 77 [62-88] 77 [63-88] 51 [39-64] 56 [41-70]
Entorhinal C. 68 [58-76] 70 [60-79] 80 [65-90] 81[67-91] 44 [31-57] 46 [32-60]
MRI Model 74 [64-82] 76 [66-84] 82 [67-92] 81[67-91] 55 [42-67] 58 [43-71]
Biomarker AUC Sensitivity Specificity
(% [95%ClI]) (% [95%ClI]) (% [95%ClI])
4y S5y 4y Sy 4y S5y
Hippocampus 78 [68-86] 79 [68-88] 76 [62-87] 76 [62-87] 62 [45-77] 62 [41-81]
Entorhinal C. 70 [60-80] 73 [62-83] 82 [69-92] 82 [69-92] 49 [32-65] 54 [33-74]
MRI Model 78 [68-86] 80 [69-88] 80 [67-90] 80 [67-90] 62 [45-77] 67 [45-84]

Supplementary Table 7. (Subanalysis 1) Proportions of correctly classified [95%Cl] short and

mid-term ADNI2 MCI converters for each sMRI model.

Model | Hippocampus Entorhinal Cortex MRI model
(% [95%Cl]) (% [95%Cl]) (% [95%Cl])
Converter
type
Short-term 77 [62-88] 80 [65-90] 82 [67-92]
Mid-term 71 [29-96] 100 [59-100] 71[29-96]




Supplementary Table 8. (Subanalysis 2) ) Proportions of correctly classified [95%Cl] stable

ADNI2 MCI with follow-up times shorter than 5 years for each sMRI model versus stable over 5

years.
Model | Hippocampus Entorhinal Cortex MRI model
(% [95%Cl]) (% [95%Cl]) (% [95%Cl])
sMCI
type
< 5years 45 [29-62] 38 [23-54] 48 [38-56]
5 years 62 [41-81] 54 [33-74] 67 [45-84]

Supplementary Table 9. (Subanalysis 3) AUCs for the comparison between ADNI2 sMCI during

at least 5 years (excluding those sMCl stable during at least 5 years) and short-term MCI

converters and the comparison between sMCl during at least 5 years (excluding those sMClI

stable during at least 5 years) and mid-term MCI.

Model | Hippocampus Entorhinal Cortex MRI model
(% [95%Cl]) (% [95%Cl]) (% [95%Cl])

Comparison
Short-term 81 [69-89] 73 [60-83] 80 [69-92]
Mid-term 71 [52-857] 76 [59-94] 79 [62-96]

Pooled ADNI1 and ADNI2

Supplementary Table 10. Pooled results of Supplementary Tables 8 and 12, along with chi-

square p-values of the comparison.

Model | Hippocampus Entorhinal Cortex MRI model
(% [95%Cl]) (% [95%Cl]) (% [95%Cl])
Converter (p =0.013) (p=0.77) (p=0.072)
type
Short-term 83 [76-89] 77 [69-84] 81 [73-87]
Mid-term 65 [50-79] 80 [66-90] 67 [52-80]

Supplementary Table 11. Pooled results of Supplementary Tables 9 and 13, along with chi-

square p-values of the comparison.

Model | Hippocampus Entorhinal Cortex MRI model

(% [95%Cl]) (% [95%Cl]) (% [95%Cl])

sMCI (p = 0.005) (p <0.001) (p <0.001)
type

< 5years 43 [34-52] 40 [32-49] 47 [38-56]

5 years 63 [51-74] 66 [54-77] 71 [60-81]




Supplementary Table 12. Pooled results of Supplementary Tables 10 and 14.

Model | Hippocampus Entorhinal Cortex MRI model
(% [95%Cl]) (% [95%ClI]) (% [95%Cl])

Comparison
Short-term 82 [76-88] 79 [73-86] 84 [78-90]
Mid-term 74 [64-83] 80 [72-88] 82 [74-89]




