Supplementary Materials

Head-to-head study of diagnostic accuracy of plasma and cerebrospinal fluid p-

tau217 versus p-taul8l and p-tau231 in a memory clinic cohort

Augusto J. Mendes, PhD; Federica Ribaldi, PhD, Aurelien Lathuiliere, MD, PhD; Nicholas J.
Ashton, PhD; Shorena Janelidze, PhD; Henrik Zetterberg, MD, PhD; Max Scheffler, MD;
Frédéric Assal, MD; Valentina Garibotto, MD; Kaj Blennow, MD; Oskar Hansson, MD, PhD;

Giovanni B. Frisoni, MD

CONTENT

Figure S1. Boxplots for each plasma p-tau variant in Cl and CU according to their
cardiovascular, hypercholesterolemia, hypertension, and diabetes history (A-D) and scatter plot
between each p-tau concentration and creatinine levels (E).

Table S1. Number of days between the collection of plasma or CSF and traditional biomarkers
plus MMSE (Median * Interquartile Range [IQR]).

Figure S2. Classification accuracy of the three isoforms of p-tau measured in plasma and CSF
in amyloid and tau positivity evaluated in CSF.

Table S2. The optimal cut-off using Youden’s J for each p-tau variant and underlying
sensitivity, specificity, FPR, FNR, and accuracy according to amyloid and tau positivity
derived from PET.

Figure S3. Violin plots for the three p-tau variants evaluated in CSF with the 95% sensitivity,
95% specificity, and optimal cut-off over the amyloid and tau status assessed in PET.



(A) Cardiovascular

Cl Ccu (¢]] Cu Cl Cu
25 . 50 . 30 R
p =057 p=0863 p=0.91 p=0.92 p=0.57 p=0.49
_ 20 40 wd _ o* :
= . TC_J =
£ = E
B0 {5 =) . . %]
o £ 30 ¢ a e .
~ = 0o 8 = =
. ® .
S 10 E e - 3 D
8 o . 8 20 s )} e
a 3 . * a Tet a1 kS (
5] |sag P . o LT
e .
EAOH = L . 10 . .
2 ous .
T B e - I
. No Yes No Yes No Yes No es No Yes No Yes
(B) Hypercholesterolemia
25 =088 - - _ 30 - _
p=0. p=041 500 p=0.25 p=013 p=0.08 . p=0.12
. " .
20 " . . .
. . = —_ o
= =20
E 15 E £
— = 30 - -
=] - - .
a . . 2 .- =3 " ." .
5 1.0 | s . - R N '-le- i
o - -l =R - . . o o .
. ) - -
= - 8 o5 . g1 A tae
a - Sa . a H - a M =
.'.-: . . U . 3t T
it * e el
00
No Yes No Yes No Yes No Yes No Yes No Yas
(C) Hypertension
251 p=0.02 p=0.71 s0] p=0.2 p=0.91 01 p=0.04 p=0.85
.
20 40 ! - . '
g Z £ )
20
& 15 S . . = W
a a 30 a . o q
— - — i . — . .
5 - g | ’ % K I :
o 10 — T o ~ - e
3 o . 2 20| [ s . 3 vi 4 ¢
® okl . < o . 210 Fe g
& . o a " o 4 i,
0.5 . - B e . oy
S P . 10 { * .
-."1"" t] # * - . . .
0.0
No Yes No Yes Mo Yes No Yes Mo Yes No Yes
(D) Diabetes
251 p=053 50{  p=0.86 3 p=063
2.0 40 o : . *
—_ ‘ —_ . — .
= by 3 20
E 15 € . .1 £ .
= = a2 . -~ .
= & o o p
= =2 5 - p=t . .
o . O e
E 10 [ § Lon . E [
. . 20 2 .
2 3l z e 20| L.
L Y b Y = FHE
205 i°¢ oF . a w o Y 1 -
:-i‘ .. e 10 . . .
e L s h .
0.0
No Yes No Yes Ne Yes No Yes No Yes No Yes
(E) Creatinine
16 . 50 .
R=0,p=0981 R=027, p=0353 R=-012, p=0619 A=-01,p=0775 R=009,p=07 R=-054 p=011
. 40 * 2
- 12 * —_ —_
z E E
“Ea ) . D5 .
2 . 2% .. . 2 et
Nooslt L g | T = s .
3 . e . ) 3 :
—_— . . . 10 .
8 g b ST —_— 2 . M-
& o, o o . . . & . . T
. . .t 10 5 )
. — o
0 25 50 75 100 1250 25 50 75 100 125 25 50 75 100 1250 25 50 75 100 125 0 25 50 75 100 1250 25 50 75 100 125

Supplementary Materials

Figure S1. Boxplots for each plasma p-tau variant in Cl and CU according to their cardiovascular,
hypercholesterolemia, hypertension, and diabetes history (A-D) and scatter plot between each p-tau
concentration and creatinine levels (E).
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Table S1. Number of days between the collection of plasma or CSF and traditional biomarkers
plus MMSE (Median + Interquartile Range [IQR]).

Plasma CSF
Amyloid-PET 95+ 199 32 +56
Tau-PET 97 +£ 153 101 + 207
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Figure S2. Classification accuracy of the three isoforms of p-tau measured in plasma and CSF in
amyloid and tau positivity evaluated in CSF.
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Table S2. The optimal cut-off using Youden’s J for each p-tau variant and underlying sensitivity, specificity, FPR, FNR, and accuracy according to amyloid and tau

positivity derived from PET.

Amyloid-PET Positivity

Tau-PET Positivity

Plasma (pg/mL) Cut-off Sensitivity  Specificity FPR FNR Accuracy Cut-off  Sensitivity  Specificity FPR  FNR Accuracy
p-tau217 0.27 92.9 93.3 6.7 7.1 93.1 0.39 95.2 86.1 23.9 4.7 89.5
p-taul81 18.73 68 79.4 20.6 32 72.6 16.5 86.5 53.4 46.6 135 66.3
p-tau231 11.65 74.5 82.4 17.6 25.5 77.6 11.7 78.4 67.8 32.2 21.6 71.9
CSF (pg/mL)
p-tau217 18.12 76.2 100 0 23.8 85.3 18.9 100 87.5 125 0 91.7
p-taul81 396.5 85.7 83.3 16.7 143 84.8 520.5 91.7 86.9 131 8.3 88.6
753.3 76.2 100 0 23.8 84.8 868.2 83.3 82.6 17.4 16.7 82.9

p-tau231
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Figure S3. Violin plots for the three p-tau variants evaluated in CSF with the 95% sensitivity, 95% specificity,
and optimal cut-off over the amyloid and tau status assessed in PET.



