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Development of small vesell disease score in middle-age to stratify the risk of
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We sent the Japanese version of Informant Questionnaire on Cognitive Decline

in the Elderly [1QCODE -J questionnaire to 1,698 people who underwent brain checkups. We analyzed
686 people (mean age 58 years, 50% male) who provided valid responses. Those with an I1QCODE-J
average score of 3.3 or higher were classified as the cognitive decline group, and those below the
threshold were classified as the non-cognitive decline group. Univariate analysis showed that
hypertension was associated with cognitive decline as a modifiable factor. In a multivariate
logistic regression analysis adjusted for age, hypertension, and education history, only age
remained as an associated factor for cognitive decline group. As a result, we were unable to prove
that baseline higher SVD burden (total SVD score 2 or higher) contributes to future cognitive
decline, as hypothesized.
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| Unadjusted HR (95%CI)

| Multivariate adjusted HR (95%CI)

Recurrent stroke events

Total SVD score > 2 | 8.12 (2.35-51.17)

1.85 (0.74-4.75)

Total SVD score > 3 | 2.17 (0.94-5.06)

9.31 (2.33-64.23)

All-cause mortality

Total SVD score > 2 | 2.22 (1.31-4.01) 1.52 (0.86-2.83)
Total SVD score > 3 | 1.40 (0.88-2.20) 1.01 (0.62-1.61)
C Total SVD score KSS 2 MRI 665 57.7
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Adjusted OR (95%CI)

Age (/10 years)

2.08 (1.62-2.67)

Hypertension

1.55 (1.05-2.29)

Systolic Blood Pressure (/SD=17.1mmHg)

1.27 (1.04-1.54)

Follow-up duration(/year

1.10 (1.04-1.17)
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OR 1.94, 95%CI 1.35-2.80
(/10 years,OR 1.67, 95%Cl 1.30-2.15
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Crude OR (95%CI) Adjusted OR (95%Cl)
Age, mean (SD), years 1.77 (1.42-2.20) 1.67 (1.30-2.15)
Sex, male, n (%) 1.15 (0.80-1.64) 1.12 (0.74-1.70)
Body mass index, mean (SD), kg/m2 1.03 (0.97-1.10) 1.04 (0.97-1.11)
Systolic BP, mean (SD), mmHg 1.24 (1.04-1.48) 1.04 (0.85-1.27)
Diastolic BP, mean (SD), mmHg 1.20 (1.00-1.43) 1.09 (0.89-1.33)
Hypertension, n (%) 1.94 (1.35-2.80) 1.39 (0.93-2.06)
Diabetes mellitus, n (%) 1.52 (0.85-2.73) 1.20 (0.63-2.27)
Dyslipidemia, n (%) 0.90 (0.63-1.28) 0.72 (0.49-1.06)
eGFR, mean (SD), ml/min/1.73m2 0.87 (0.47-1.61) 0.53 (0.27-1.07)
Current smoker, n (%) 1.11 (0.68-1.81) 1.37 (0.80-2.36)
Ischemic heart disease, n (%) 0.48 (0.06-3.93) 0.36 (0.04-3.05)
Education, mean (SD), years 0.85 (0.78-0.93) 0.92 (0.84-1.00)
MMSE score, mean (SD) 0.80 (0.69-0.92) 0.87 (0.75-1.01)
MMSE score<27, n (%) 2.31 (1.15-4.65) 1.79 (0.85-3.75)




Brain atrophy, mean (SD), %

0.93 (0.89-0.97)

0.99 (0.94-1.04)

Lacunae

1.57 (0.73-3.38)

0.84 (0.33-2.16)

CMBs

1.99 (1.16-3.43)

1.47 (0.79-2.74)

Moderate-to-severe WWH

2.48 (1.55-3.99)

1.51 (0.88-2.58)

Moderate-to-severe BG-PVS

1.34 (0.80-2.25)

0.89 (0.49-1.60)

Moderate-to severe total SVD score

2.92 (1.62-5.26)

1.68 (0-86-3.27)
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