SUPPLEMENTARY TABLES

Supplementary Table 1A. Performance metrics of derived AD-RAI, HV and HF in differentiating converters and stable
subjects from ADNI-2 database among all subjects (n=158).

Measures Sensitivity (95% CI)  Specificity (95% CI) Positive predictive Negative predictive Accuracy
value value

1(!\>D015{)AI 0.64 (0.50-0.76) 0.79 (0.69-0.86) 63.79% 79.00% 73.42%

Hv 0.67 (0.53-0.79) 0.62 (0.52-0.71) 50.65% 76.54% 63.92%

(< 6.44mL) . . . . . . . . .

HF ~ _ 0 0 9

(< 0.42%) 0.64 (0.50-0.76) 0.56 (0.46-0.66) 45.68% 72.73% 58.86%

AD-RAI=Alzheimer’s disease resemblance atrophy index; HV=hippocampal volume; HF=hippocampal fraction; ADNI=
Alzheimer’s Disease Neuroimaging Initiatives; Cl=confidence interval.

Supplementary Table 1B. Performance metrics of derived AD-RAI, HV and HF in differentiating converters and stable
subjects from ADNI-2 database among MCI subjects (n=85).

Positive predictive  Negative predictive

e s o S o
Measures Sensitivity (95% CI) Specificity (95% CI) value value Accuracy
I(iDOIS{)AI 0.80 (0.63-0.91) 0.60 (0.45-0.73) 58.33% 81.08% 68.24%
HV o, o, 0
(< 6.07mL) 0.66 (0.48-0.80) 0.62 (0.47-0.75) 54.76% 72.09% 63.53%
EFO 41%) 0.63 (0.45-0.78) 0.54 (0.39-0.68) 48.89% 67.50% 57.65%
—~ V. 0

AD-RAI=Alzheimer’s disease resemblance atrophy index; HV=hippocampal volume; HF=hippocampal fraction; ADNI=
Alzheimer’s Disease Neuroimaging Initiatives; MCl=mild cognitive impairment; Cl=confidence interval.

Supplementary Table 1C. Performance metrics of derived AD-RAI, HV and HF in differentiating converters and stable
subjects from ADNI-2 database among NC subjects (n=73).

Positive predictive  Negative predictive

e o S o
Measures Sensitivity (95% CI)  Specificity (95% CI) value value Accuracy
é])() 5) I 0.39 (0.20-0.61) 0.98 (0.88-1.00) 90.00% 77.78% 79.45%
HV

. . =VU. . B =V. . (1) . 0 . ()
(< 6.64mL) 0.70 (0.47-0.86) 0.62 (0.47-0.75) 45.71% 81.58% 64.38%
EFO 44%) 0.65 (0.43-0.83) 0.58 (0.43-0.72) 41.67% 78.38% 60.27%
>~ V. 0

AD-RAI=Alzheimer’s disease resemblance atrophy index; HV=hippocampal volume; HF=hippocampal fraction; ADNI=
Alzheimer’s Disease Neuroimaging Initiatives; NC=normal control; Cl=confidence interval.
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Supplementary Table 2. Performance metrics of AD-RAI, HV, HF and MTA among dementia subjects in CU-SEEDS
cohort (n=10).

PN g s Positive Negative
0, (1)

Measures Sensitivity (95% CI)  Specificity (95% CI) predictive value predictive value Accuracy
AD-RAI (>0.5) 0.90 (0.54-0.99) NA 100.00% 0 90.00%
?<VS 71mL¥) 0.80 (0.44-0.96) NA 100.00% 0 80.00%
HF 0 0
(< 0.38%%) 0.50 (0.20-0.80) NA 100.00% 0 50.00%
MTA 0 0
(Adjusted by age**) 0.80 (0.44-0.96) NA 100.00% 0 80.00%

AD-RAI=Alzheimer’s disease resemblance atrophy index; HV=hippocampal volume; HF=hippocampal fraction; MTA=medial
temporal lobe atrophy; CU-SEEDS= The Chinese University of Hong Kong - Screening for Early Alzheimer’s Disease;
Cl=confidence interval. *The cutoff of HV (< 5.71mL) and HF (< 0.38%) used here were also derived from previous study [1].
**The cut-off scores of MTA: under 75 years 2 1.5 and 2 75 years > 2 [2].

Supplementary Table 3A. Performance metrics of AD-RAI and MTA among MCI and CU subjects harboring A+
(n=128).

Positive Negative

e o o o
Measures Sensitivity (95% CI) Specificity (95% CI) predictive value  predictive value Accuracy
AD-RAI (>0.5) 0.65 (0.49-0.77) 0.94 (0.85-0.98) 86.11% 81.52% 82.81%
i\; A4mL) 0.65 (0.49-0.77) 0.78 (0.67-0.86) 63.27% 78.48% 72.66%
213042%) 0.46 (0.32-0.61) 0.94 (0.85-0.98) 81.48% 74.26% 75.78%
MTA 0 o o
1) 0.48 (0.34-0.63) 0.90 (0.81-0.95) 74.19% 74.23% 74.22%

AD-RAI=Alzheimer’s disease resemblance atrophy index; HV=hippocampal volume; HF=hippocampal fraction; MTA=medial
temporal lobe atrophy; Cl=confidence interval.

Supplementary Table 3B. Performance metrics of AD-RAI, HF, HV and MTA among MCI subjects harboring A+ (n=50).

Positive Negative

e s o P o
Measures Sensitivity (95% CI) Specificity (95% CI) predictive value  predictive value Accuracy
1(111)0}5{)13;1 0.86 (0.66-0.95) 0.86 (0.64-0.96) 88.89% 82.61% 86.00%
HV [ [ 0
(< 6.07mL) 0.68 (0.48-0.83) 0.95 (0.75-1.00) 95.00% 70.00% 80.00%
ZFOAI%) 0.54 (0.34-0.72) 0.95 (0.75-1.00) 93.75% 61.76% 72.00%
MTA 0 0 o
1) 0.64 (0.44-0.81) 0.86 (0.64-0.96) 85.71% 65.52% 74.00%

AD-RAI=Alzheimer’s disease resemblance atrophy index; HV=hippocampal volume; HF=hippocampal fraction; MTA=medial
temporal lobe atrophy; MCl=mild cognitive impairment; Cl=confidence interval.
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Supplementary Table 3C. Performance metrics of AD-RAI, HF, HV and MTA among CU subjects harboring A+ (n=78).

e . g s Positive Negative
(1) 0,

Measures Sensitivity (95% CI) Specificity (95% CI) predictive value  predictive value Accuracy
éDOI;AI 0.35(0.16-0.59) 0.97 (0.87-0.99) 77.78% 81.16% 80.77%
HV 0 0 0
(< 6.64mL) 0.70 (0.46-0.87) 0.91 (0.80-0.97) 73.68% 89.83% 85.90%
ZF0.44%) 0.35 (0.16-0.59) 0.97 (0.87-0.99) 77.78% 81.16% 80.77%
MTA 0 o o
1) 0.25 (0.10-0.49) 0.91 (0.80-0.97) 50.00% 77.94% 74.36%

AD-RAI=Alzheimer’s disease resemblance atrophy index; HV=hippocampal volume; HF=hippocampal fraction; MTA=medial
temporal lobe atrophy; CU=cognitively unimpaired; Cl=confidence interval.
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