Supplementary Figure S3A_Page1. AD Continuum EO vs LO

(a) (b) (c)
10 A 10 4 10 A
EO: .p=0.26%, P=0.017 EO: p=0.26%, P=0.817 EO: p=-0.22*, P=0.045
LO: p=0.18*, P=0.007 LO: p=0.19*%, P=0.005 LO: p=-0.28*%, P=<0.001
9+ P diff=0.563 94 P diff=0.590 94 P diff=0.640
8 1 8 8 -
7 - 7 -
E 67 _______‘-——'-' ' E E 6 1 \
5 et 5 -
4 - 4 - 4
3 - 3 - 3
p-tau181 vs CDR p-tau181 vs CDR-SB p-tau181 vs MMSE
2 T T T T T T T T 2 T T T T T T 2 T T T T T
0.6 0.8 1.0 1.2 14 1.6 1.8 2.0 2 4 6 8 10 12 10 15 20 25 30
CDR CDR-SB MMSE
(e) (f) (9)
14 14 14
EO: p=0.25*," P=0.020 EO: p=0.29*, P=0.008 EQ: p=-0.25*%, P=0.922
L0: p=0.21%, P=0.002 LO: p=0.20%, P=0.003 LO: p=-8.30*%, P=<0.001
P _diff=0.740 P _diff=0.482 P_diff=0.712
12 A 12 4 12
10 10 A 10 4
r~ r~ r~
o o I
3 3 3
£ 81 2 8- 5 B+
a I a o
-/ - = \
6 6 6
4 4 4 -
p-tau217 vs CDR p-tau217 vs CDR-SB p-tau217 vs MMSE
T T T T T T T T T T T T T T T T T T T
0.6 0.8 1.0 1.2 14 1.6 1.8 2.0 2 4 6 8 10 12 10 15 20 25 30
CDR CDR-SB MMSE
(i) ) (k)
EO: p=0.29%, P=0.040 EQO: p=0.29*,"P=0.041 EQ: p=0.27*, P=0.014
144 Lo: p=0.20%, P=0.038 149 L0: p=0.19%, P=0.043 160 91 L0: p=0.28*, P=<0.001
P diff=0.590 P diff=0.577 P diff=0.907
12 - 12 -
140
10 A

p-tau217

(e+]
p-tau217
0]

AB40

S

/

6 - 6 |t 100
4 - 4
p-tau217 vs ADL p-tau217 vs IADL 80 - AB40 vs Age at Onset
T T T T T T T T T T T T T T T T T T T
20 25 30 35 40 45 50 15 20 25 30 35 40 55 60 65 70 75 80
ADL IADL Age at Onset
® EO (Onset <65) LO (Onset 265)

*P<0.05

(d)
107 . p=-0.12, P=0.273
LO: p=-0.23*%, P=0.001
94 P diff=0.441
8 -
7 -
©
g6 =
a4
5 -
4 =
3 -
p-tau181 vs MoCA
2 = T T T T T T T T T
5.0 75 100 125 150 175 200 225 250
MoCA
(h)
14
E0: p=-0.13, P=0:268
LO: p=-0.26*, P=<0.001
P diff=0.321
12 A
10
M~
o™
3
- 8 4=
Q.
6 -
4 -
p-tau217 vs MoCA
T T T T T T T T T
5.0 75 100 125 150 175 200 225 250
MoCA
U}
91 E0: p=0.19, P=0.090
L0: p=0.16%, P=0.020
P diff=0.839
8 -
7 /
s; ’_—___-n»—-——-J-—-
< -—————"'——’-‘ 4
5 -
4 -
3 AR42 vs Age at Onset

T T T T T T

55 60 65 70 75 80
Age at Onset



(a)
99 E0: p=-0.03, P=0.781
LO: p=-0.19%, P=0.007
P diff=0.253
8 -
7 -
&
@ 6
< —.
5 -
4 -
3 4 AB42 vs APOE
T T T T T T T
0.0 05 10 15 20 25 30 4.0
APOE
(e)
99 EO0: p=0.05, P=0.667
LO: p=0.22%, P=0.002
P diff=0.219
8 -
7 -
&
@ 6
< r— e
5 -
4 -
3 4 Ap42 vs MoCA
T T T T T T T T T
5.0 75 100 125 150 175 20.0 225 250
MoCA
()
0.07 1 EO0: p=-0.15, P=0.181
LO: p=-0.20%, P=0.005
P diff=0.752
0.06
o i O
E. 2 i
< 0.05 4
o
<
(e}
<
0.04
0.03
ABR42/AB40 vs APOE
T T T T T T T
00 05 10 15 20 25 30 4.0

APOE

Supplementary Figure S3A_Page2. AD Continuum EO vs LO

(b)
99 Eo: p=0.01, P=0,911
LO: p=-0.20*%, P=0.004
P diff=0.111
8 -
7 -
™~
3 6 i
<
5 -
4 -
3 AB42 vs CDR
T T T T T T T T
0.6 0.8 1.0 1.2 14 1.6 1.8 2.0
CDR

E0: p=0.11, P=0.446
LO: p=-0.23*, P=0.018
84 P diff=0.057

3 AB42 vs ADL

T T T T T T T

20 25 30 35 40 45 50
ADL

0.07 9 E0: p=-0.087, P=0.504
L0: p=-0.15%, P=0.034
P diff=0.590
0.06
o o |
=Y
< 0.05 7
o
<t
o
<
0.04
0.03 +
AB42/AB40 vs CDR

T T T T

T T
06 08 10 12 14 16 18 20
CDR

@® EO (Onset <65)

*P<0.05

(c)
99 E0: p=0.02, P=0.866
LO: p=-0.19%, P=0.007
P diff=0.126
8 -
7 -
i -
S 6 -
< o - T ——
5 -
4 -
3 4 AB42 vs CDR-SB
T T T T T T
2 4 6 8 10 12
CDR-SB
(9)
E0: p=0.11, P=0.440
LO: p=-0.22%, P=0.020
84 P diff=0.060
7 -
S 61
o f—
<
5 -
4 -
3 4 AB42 vs IADL
T T T T T T
15 20 25 30 35 40
IADL
(k)
1 EO0: p=-0.20, P=0.065
230 LO: p=-0.13%, P=0.050
P_diff=0.606
300 A
250 4
<
L
O 200 - _
_'--l-_.-___-_-—_
150 o ]
100 +
GFAP vs Gender
T T T T T T
0.0 0.2 0.4 0.6 0.8 1.0
Gender

LO (Onset 265)

(d)

AB42
(a)]

(h)

AB42

U]

GFAP

350

300 A

250

200 A

EO: p=0.09, P=0.396
LO: p=0.16%, P=0.017
P diff=0.598

AB42 vs MMSE

T T T

15 20 25
MMSE

30

EO: p=0.14, P=0.333
LO: p=-0.22*%, P=0.022
P _diff=0.043*

AB42 vs CMAI

T

20

T T T T T

30 35 40 45 50
CMAI

55

EO: p=0.11, P=0.305
LO: p=0.21%, P=0.002
P_diff=0.447

150 -

100 -

GFAP vs Age at Onset

55

T T T T

60 65 70 75
Age at Onset

T

80



(a)
J EO: p=0.30%, P=0.005
350 LO: p=0.31*, P=<0.001
P diff=0.951
300 +
250
o
i
O 200 -
150 _’//
100 -+
GFAP vs CDR
T T T T T T T T
06 08 1.0 1.2 1.4 1.6 18 2.0
CDR
(e)
350 o
EO: p=0.32*%, P=0.023
LO: p=0.30*, P=0.002
P diff=0.897
300
250
Z
L 200 4
t5 00
150 -~
-
100 -~
GFAP vs ADL
T T T T T T T
20 25 30 35 40 45 50
ADL
()
EO: p=0.24%, P=0,033
140 4 -LO: p=0.25%, P=<0.001
P diff=0.929
120 -+
100 -
§§ 80 -
e re——
60 -
—
40
20
NfL vs CDR

T T
06 08 10 12 14 16 18 20
CDR

Supplementary Figure S3A_Page3. AD Continuum EO vs LO

(b)

350 4 EO: p=0.33*%, P=0.002
LO: p=0.34*, P=<0.001
P_diff=0.880

300

250

200 - : 1]

GFAP

150 -/"
100 A
GFAP vs CDR-SB
T T T T T T
2 4 6 8 10 12
CDR-SB
350 A
EO: p=0.32*, P=0.023
LO: p=0.30*, P=0.002
P diff=0.895
300 A
250

GFAP

200 + /
150 - /
| s

100 4
GFAP vs IADL
T T T T T T
15 20 25 30 35 40
IADL
EO: p=0.22, P=0.853
140 4 LO: p=0.30*, P=<0.001
P diff=0.508
120 +
100
% 80 A
60 e — =
40 -
20 4
NfL vs CDR-SB
T T T T T T
2 4 6 8 10 12

CDR-SB

@® EO (Onset <65)

(c)

4 EO: p=-0.32*%, P=0.004
350 LO: p=-0.34*%, P=<0.001

P diff=0.816
300 +
250 -
o
i
O 200 —\ “
150 \
100 -
GFAP vs MMSE
T T T T T
10 15 20 25 30
MMSE
(9)
EQ: p=0.11, P=0s310
140 4 LO: p=0.30%, P=<0.001
P diff=0.153
120 ~
100
—
S 80
/
‘-—-'-L
60 —//
40 - T
20
NfL vs Age at Onset
T T T T T T
55 60 65 70 75 80
Age at Onset
(k)
EQ: p=-0.17, P=0.137
140 4 LO: p=-0.28*, P=<0.001
P diff=0.406
120 -
100
|
= 80 A

- \F‘\
40 +

20 A
NfL vs MMSE

T T T T T

10 156 20 25 30
MMSE

LO (Onset 265)

(d)
] E0: p=-0.19, P=0.091
uo0 LO: p=-0.32*%, P=<0.001
P diff=0.305
300 -
250 -
o
Ty
O 200 A
150 - o ah e
100 -
GFAP vs MoCA
T T T T T T T T T
5.0 75 100 125 150 175 200 225 250
MoCA
(h)
EO: p=-0.23*, P=0.045
L0: p=-0.07, P=0.359
1409 p diff=0.234
120 4
100 +
=
Z a0 T~
60 \
ol \
20 A
NfL vs APOE
T T T T T T T T T
00 05 1.0 15 20 25 30 35 40
APOE
(1
E0: p=-0.14, P=0.215
140 1 L0: p=-0.26%, P=<0.001
P diff=0.393
120 A
100 A
=
= 80 A
60 —
40
20 A
NfL vs MoCA

T T T T T T T
5.0 75 100 125 150 175 200 225 250
MoCA



Supplementary Figure S3A_Page4. AD Continuum EO vs LO
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