Supplementary Figure S1: Representative images of the hippocampus of 3 out of the 9

subjects, demonstrating different stages of pathology. Panels A and B: neuropathological
picture of case n.2 with no AD pathology (Thal 0; Braak I), showing the absence of 3-
amyloid deposits (A - 4G8 antibody) and a scant presence of neurofibrillary tangles (B -
AT8 antibody). Panels C and D: neuropathological picture of case n.4 with intermediate AD
pathology (Thal 4; Braak IIl), showing dense and cored B-amyloid plaques (C - 4G8
antibody), and moderate neurofibrillary tangles and threads with some neuritic plaques (D
- AT8 antibody). Panels E and F: neuropathological picture of case n.6 with high AD
pathology (Thal 4; Braak V), showing abundant dense and cored -amyloid plaques (E -
4G8 antibody) and severe neurofibrillary tangles and threads with neuritic plaques (F - AT8

antibody). Images acquired with magnification 2X. Scale bars = 500 ym.



HEB

1.0

0.8

08
I

04

MRMNA expression 2*-AACT

02
I

0o

brain regions

Supplementary Figure S2: Box plot of the relative expression of HBB in CG, HI, PC, SN,
TC measured through qPCR. The mRNA expression of HBB in NOLD subjects was 2”-
AACT=1. The downregulation of HBB was validated in all the brain areas. The difference

of deregulation between the areas resulted not statistically significant.
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Supplementary Figure S3: Box plot of the relative expression of KCNC17 in Hl and TC
measured through gPCR. The mRNA expression of KCNC1 in NOLD subjects was 2*-
AACT=1. The downregulation of KCNC1 was validated in both HI and LT. Moreover, the
difference of deregulation was statistically significant between HI and TC with a major

downregulation observed in HI (Mann-Whitney test, P value = .0232).
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Supplementary Figure S4: Box plot of the relative expression of HSPA71A in CG and SN
measured through gPCR. The mRNA expression of HSPA1A in NOLD subjects was 2/-
AACT=1. The downregulation of HSPA1A was validated in both CG and SN. The

difference of deregulation between the areas resulted statistically significant (Mann-

Whitney, P value = .0262).
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