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Supplementary Table 1. Detail of the human post-mortem brains analyzed in this study.
aPMD refers to post-mortem delay expressed in hours.

Age Gender PMD?

Controls

1 69 M 18.4

2 72 M 24.9

3 67 M 235
AD3

1 72 M 27.3

2 78 M 23.3

3 73 M 21.2
AD4

1 81 F 12.9

2 91 F 12.4

3 88 F 20.7
AD5

1 63 M 17.5

2 76 M 11.1

3 68 M 21.2
ADG6

1 73 M 15.4

2 68 M 6.2

3 63 M 16.9
VaD

1 74 M 13.6

2 65 M 7.8

3 63 M 30.5




Supplementary Table 2. List of precursor ions and transitions used for protein validation by
MRM.

Precursors
Protein  Peptide selected m/z ** Product m/z***
APP LVFFAEDVGSNK 663.3404 ++ F[y10] - 1113.5211+

F [y9] - 966.4527+
A [y8] - 819.3843+
D [y6] - 619.3046+
V [y5] - 504.2776+
G [y4] - 405.2092+
NLGN3 ELVEQDIQPAR 649.3410 ++ V [y9] - 1055.5480+
E [y8] - 956.4796+
Q [y7] - 827.4370+
D [y6] - 699.3784+
I [y5] - 584.3515+
P [y3] - 343.2088+
PAF TAPYVVTGSVDQTVK 782.9145 ++ V [yl1] - 1132.6208+
V [y10] - 1033.5524+
T [y9] - 934.4840+
G [y8] - 833.4363+
S [y7] - 776.4149+
D [y5] - 590.3144+
Q [y4] - 475.2875+
P [b3] - 135.5761++
SSB FASDDEHDEHDENGATGPVKR* 582.5006 ++++ N [y9] - 900.4898+
G [y8] - 785.4628+
T [y6] - 657.4042+
G [y5] - 556.3566+
P [y4] - 499.3351+

* Refers to a peptide containing a missed cleavage site.

** State designated with + symbols.

***|nitial transition ion residue [ion designation] m/z and charge state designated with +
symbols.
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Supplementary Figure 1: Western blot whole membrane for A. detection of Alix and
B. detection of CD9 in brain-derived EVs from AD patients (Braak stage 3).
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Supplementary Figure 2: Fuzzy c-mean clustering of proteomic data. Graphic for
protein clusters 1, 3-6 and 10. The protein abundance used for the clustering analysis
was expressed as total number of spectra identified for every protein by label-free
quantitative proteomics. Control was used as baseline. In the graphics warm colored lines
correspond to proteins with higher deviation in the cluster while cold colored lines
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correspond to proteins with lower deviation.
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Supplementary Figure 3. Brain EVs commonalities in preclinical AD and mixed
dementias. Proteins in preclinical AD clustered in Cluster 2 displayed common levels in

brain EVs from AD3 and mixed dementias (Dem) subjects. Dem was shaded in green.
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Supplementary Figure 4. Fold-change ratio of LAMPL1 in whole brain over the AD
progression. Control is used as reference to calculate the fold-change ratio for every
condition.



