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Supplementary Figure 1. Effect of uridine (U) on oxygen consumption of leflunomide (LEF)-untreated and treated SH-SY5Y
cells. Dashed line (100 %) represents mean values of untreated cells. Bars indicate main values and standard deviations of U, LEF and LEF+U
treated cells. *: p < 0.05 (versus untreated cells); #: p < 0.05 (versus U-treated cells).
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Supplementary Figure 2. Results of the parallel reaction monitoring proteomic analysis. MS/MS spectrum of the FTSLGLLPR
peptide. (A) Neuroblastoma SH-SY5YH cell line homogenate from the candidate western blot band. (B) Adult human brain homogenate
from the candidate 2D-western blot spot.
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Supplementary Figure 3. Results of the parallel reaction monitoring proteomic analysis for the candidate western blot band

from the neuroblastoma SH-SY5YH cell line homogenate. MS/MS spectra of the TSVDAAEDYAEGVR (A, B) and VPIIGVGGVSSGQDALEK
(C, D) peptides.
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Supplemental Figure 4. 2D-western blot analysis of the adult human brain. (A) SDS-PAGE 10 % results. (B) PVDF membrane

showing the selected spots for peptide mass fingerprinting (blue and red arrows) and parallel reaction monitoring (PRM) (red arrow)
proteomics analyses.
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Supplementary Figure 5. Neuronal location of enzymes for de novo pyrimidine biosynthesis (CAD and DHODH) and salvage
(UCK2) pathways. Representative immunohistochemical images of CAD (A, D), DHODH (B, E) and UCK2 (C, F) in frontal cortex of human

brain, where neuronal cytoplasms are stained brown. The neuronal nucleus (NeuN, blue stain, A—C) and astrocyte cytosol (GFAP, blue stain,
D-F) markers are also indicated. (63 x).



r=-0.177 p=0.2251

r=-0430 p=0.0018

A E |
2 =
- ca1 - ca CA1
2 m : 10 149 4
T ) L z
8w § = 'Y
2o oy B = E e ¢
S - m‘gﬁf" S & "p 2 TR RS
=5 ¥ % . ~ 1 iz W = . o
P a5 N ] '@ O o] e e
2 2 ™ Q.-'.., " g
& .
E 2 £ s0
z o &~ 0 [ 7 E— - =
8 0 o @@ ao w 120 9 % 8@ 30 5 3 CHPC AD4W ADAWY ADWIWI
3 AGE [yea AGE fyears)
r=0130 p= 04539 r=0.550 p=0.0004
B F J
= =
g EC - EC EC
<
< 120 100
E :: e E ® [ ] a
g0 3 .{u ° N - - vy W
10 - s . @ - v
w .= S e - *
zu L w l§ wl *
- &0 -
§ <0 - 204
o % 0 .
= ° ol v . .
3 ° s & & = o § = ai & = o CIPC_ADWM ADWN &DVA
3 AGE tyears) AGL (years)
r=20.242 p=0.2073 r=-0.360 p=0.0089
C G K
§ oG § DG DG
Z 120 Z 10 182+
iy o’ £ o &
| A | I ;- .
3 10 R [t o
e % o (LI T & £ T %
z @ ® 3 5 @ o ® Q s ..\ LTS
Z w 3 w
E 20 E 20
= 9 [ .
8 20 4 & 8 100 120 § . 0 4 @ W Yo 10 CHPC ADWm A4DWINV 4DV
3 AGE (years) AGE (years)
r=-0.047 p=0.7428 r=-0.513 p=0.0038
D H L
=
= LC £ Lc LC
2. Z
E o Z 160 1001
& 200 Ew . % ;
g 10 — ] < LA
s 150 e 3 w0 Z ” o s 20, s ‘go:t .-
2 “ b ® '# = vgeg® *
HEE " S Bk
o] '\ & L/ 0
% - (5] ﬁ% * % 0 L
X ° ° , . v
§ ° 20 0 (=] 20 100 § 20 0 @ ] 00 CHPC AD4M ADWINV
Q AGE (years) AGL (years)

Supplementary Figure 6. mRNA expression by age and AD stages. Correlation between DHODH (A-D) or UCK2 (E-H) mRNA levels
with age. GAPDH mRNA levels have been used to normalize. Correlation coefficients and p values are shown in the graphs. (I-L) Age
distribution, according to UCK2 mRNA levels, in different AD stages. Green and red dots indicate higher and lower half UCK2 mRNA levels,
respectively. Blue arrow in panel K indicates separation by age between individuals with higher and lower UCK2 mRNA levels. CAl:
hippocampal cornus ammon 1; EC: entorhinal cortex; DG: dentate gyrus; LC: locus ceruleus.



