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In this Supplementary Information we present additional magnitudes computed from the vascular volume
distribution provided by the 3D Counter plug-in. More precisely, we present the behavior of the Total VVF and number of
vessels among ranges and with respect to age. The Total VVVF corresponds to the sum of all VVVF found in a given range
and the number of vessels corresponds to the total number of vessels found in a given range.
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Supplementary Figure S1. Total vessel volume fraction (VVF) and total number of vessels for 5- and 21-month-old mice.
(a) Total vessel volume, normalized by the volume of each hippocampus, showed no significant differences between 5- and
21-month-old mice. 5 vs. 21 months: p = 0.85, U = 223. (b) However, the total number of vessels shows significant
differences, being higher in 21-month-old mice. 5 vs. 21 months: p = 0.0230, t = 2.484, df = 18. *p < 0.05.
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Supplementary Figure S2. Total VVF per range. Total volumes, normalized by the volume of each hippocampus, were
separated in four ranges. Comparison of contiguous ranges showed significant differences within each age group. (a) For
5-month-old mice: ¥?(4) = 30, [0-0.0003 vs. 0.0003-0.003]: p = 0.0470; [0.0003-0.003 vs. 0.003-1]: p = 0.0067; [0.003-1
vs. >1]: p = 0.0201. (b) For 21-month-old mice: »?(4) = 30, [0-0.0003 vs. 0.0003-0.003]: p = 0.0239; [0.0003-0.003 vs.
0.003-1]: p <0.0001; [0.003-1 vs. >1]: p = 0.0252. *p < 0.05, **p < 0.0021, ****p < 0.0001.
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Supplementary Figure S3. Number of vessels per range. Number of vessels for each hippocampus were separated in four
ranges. (a) For 5-months-old, comparison of contiguous ranges showed significant differences within each age group: F 3
= 11.25, [0-0.0003 vs. 0.0003-0.003]: p = 0.048; [0.0003-0.003 vs. 0.003-1]: p = 0.0001; [0.003-1 vs. >1]: p = 0.0018. (b)
For 21-month-old mice, comparison of contiguous ranges showed significant differences within each age group: Fss) =
18.04, [0-0.0003 vs. 0.0003-0.003]: p = 0.0304; [0.0003-0.003 vs. 0.003-1]: p = 0.0422; [0.003-1 vs. >1]: p = 0.002. *p <
0.05, **p < 0.0021.
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Supplementary Figure S4. Comparative quantification of vascular brain network between 5- and 21-month-old mice. (2)
Total VVF showed no significant differences for any of the volume ranges analyzed, although there was a trend in the range
corresponding to vessels of smaller volume. 5 vs. 21 months: [>1]: p = 0.1308, U = 85; [0.003-1]: p = 0.7050, t = 0.4239,
df = 18; [0.0003-0.003]: p = 0.2861, U = 82; [0-0.0003]: p = 0.0626, t = 1.832, df = 18. (b) Number of vessels per range
showed significant differences only in the smaller vessels, with a significant increase in the vessels of older mice 5 vs. 21
months: [>1]: p = 0.475, U=68; [0.003-1]: p = 0.2022, U=78; [0.0003-0.003]: p = 0.3233, U = 80; [0-0.0003]: p = 0.0457,
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U =42. (c) Total VVF per range divided by the number of vessels in this range. This ratio showed a significant difference

for the lowest volume range, indicating that the young mice (5-month-old) had a highly significant mean, relative to the 21-
month-old mice. 5 vs. 21 months: [>1]: p = 0.1230, U = 29; [0.003-1]: p = 0.1655, U = 31, [0.0003-0.003]: p = 0.3623, t =

0.9346, df = 18; [0-0.0003]: p = 0.0006, t = 3.821, df = 18. *p < 0.05, ***p < 0.0002.




