452 samples x 5284 proteins

Remove Calibrator, QC, and Buffer Samples

‘M I
I
I
396 clinical samples x 5284 proteins

Remove clinical samples flagged by SomaLogic's internal QC

394 clinical samples x 5284 proteins

Remove outliers (standardized connectivity values (Z.k) <3 SD)

386 clinical samples x 5284 proteins

Log-transform + regress demographic and study variables, and SVs

372 clinical samples x 5284 proteins

Remove proteins with > 25% of samples within LOD distribution

372 clinical samples x 3869 proteins

A 4

¢

|

ADRC+

«

—)

P

Baseline visits from ADRC+ participants along the AD spectrum

111 clinical samples x 3869 proteins

Freawr. aben W aden Pk T roaeta | s 7w -
=
B
-0 o-.
- White Matter Hypointensies~
e -] = a Total Gray Mater-
]

EI plauisi- 1.84e-02 1.99e-06 5.18e-09 - 1.73e-03 0.0134° 2.64e-08 2.11e-06 3.80e-09
s - Merory Composite
{1 @ a LE a .
: - 1 B_
i . a
o

Standardized Betas

Hippocampal Volume-

o —aaas
LI T

B e
- Ao .-Dl} = ‘ Executive Function Composite- 0.00694*  0.00485° 7.05e-04 0.00952° 0.00905"
- L] B -
s o [u] o [~
LI U
5- E4 Alele Count- 00137 1.04e-05 7.40e-05 1.58e-13"| 5.90e-03 8.43e-03
H A ] -
ﬁ — E2 Allele Count-
-
- [x]
- om - Amyloid Beta Ratio~ 6.65e-05 9.64e-06
s 3 >
i S 3 ¥ ¥ &
& & K4
1 S8 &
T T T T T T T T T T T T T & W o S
] H n oAl m oo oHn n H n noon moonn H & g N

Supplemental Figure 1. Study overview figure. Steps taken to build a protein co-expression network (top) and analyze it among a cohort of clinically unimpaired individuals. For the
ADRC+ cohort (left to right): data cleaning steps and sample exclusion criteria depicted in a flow chart, followed by network construction, depicted by a dendrogram, the input correlation
matrix and module assignments. For the SAMS cohort (left to right): a module preservation analysis used to replicate the original cohort, followed by analysis of module/phenotype relation-
ships.



