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Supplemental Figure 1. Most (N = 68) participants provided all biomarkers and cognitive
measures considered in this manuscript. The most frequent missing biomarker was PET — Tau (N
= 39). For all measures considered except proteomics, longitudinal data was included where
available. The mean number of visits is included in the image.
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Supplemental Figure 2. Quantification of protein expression for identifying proteins associated
with amyloid production and regulation
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Supplemental Figure 3. Quantification of protein expression for identifying proteins associated

with blood brain barrier integrity
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Supplemental Figure 4. Quantification of protein expression for identifying proteins associated
with cardiovascular disease.
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Supplemental Figure 5. Quantification of protein expression for identifying proteins associated
with inflammation.
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Supplemental Figure 6. Quantification of protein expression for identifying proteins associated
with liver function
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Supplemental Figure 7. Quantification of protein expression for identifying proteins associated

with neurodegeneration
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Supplemental Figure 8. The individual predictive power score (PPS) of each protein for
classifying individuals for group membership is shown above. PPS is a value that ranges
between 0 and 1. The three proteins with the highest individual predictive power (14-3-3 protein
zeta-delta, calcineurin and ephrin type A receptor 2) were also identified by the pelora-based
classification scheme. This indicates that the individual proteins are strongly tied to group
membership, rather than being important by virtue of their interactions with other proteins.
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Supplemental Figure 9. All proteins with an individual AUC of greater than 0.75 when
classifying individuals as belonging to either the AD Biomarker or Intermediate Biomarker
cohort. The protein with the highest individual AUC, angiogenin, is also important for the
pelora-based classification algorithm. Recall that the AD Biomarker vs. Intermediate Biomarker
classification AUC was 0.75. This means that each of these individual proteins would actually be
more useful for classification than the identified groupings of up and down-regulated proteins.
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Supplemental Figure 10. All proteins with an individual AUC of greater than 0.75 when
classifying individuals as belonging to either the AD Biomarker or AD Biomarker Negative
cohort. Recall that the AD Biomarker vs. AD Biomarker Negative classification AUC was 0.98.
This means that the combination of proteins identified as useful for classification (including
proteins from the 14-3-3 family, SMOCI and calcineurin) was substantially more powerful than

any individual protein for classification.
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Supplemental Figure 11. All proteins with an individual AUC of greater than 0.75 when
classifying individuals as belonging to either the Intermediate Biomarker or AD Biomarker
Negative cohort. Recall that the Intermediate Biomarker vs. AD Biomarker Negative
classification AUC was 0.68. This means that each of these individual proteins would actually be
more useful for classification than the identified groupings of up and down-regulated proteins.
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Supplemental Figure 13. Correlations between all proteins identified by Pelora as important for
the AD Biomarker Positive — Intermediate AD Biomarker classification.
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Supplemental Figure 14. Correlations between all proteins identified by Pelora as important for
the AD Biomarker Positive — AD Biomarker Negative classification.



Correlation Matrix of Identified Genes
Intermediate AD Biomarker vs. AD Biomarker Negative Classification

i
Platclct.derived

ol
Peroiredenn &

Acid sphingomyelineseike phosphosioserase
ol C11) b
T2 o 1Y
Fiariont el
ECF zantsining Abulin Ike swscellular mainx pr
Tt oo & R rocector SupaTAr y merrec £0

i
Turves neciasis factar rezeptor super
Groath o

i
Ras refatad C3 botlinums
R0,

Eukarye
[

e
hoglycerate dnse 1
i somalomarnol o hormon:
g carbogl e
SO doma
Hurkinsodinhozpl
Catoium. salmaduln depansent crcrain, Snass fye.
Trarsforming ol [actor bela
Caliin cmpendan phasphalipase A
Sibroblastarou e

Laten st g

resepter b
Intzforon qamms rEsepter 2
Al 1.3 el o s
Lo afiniy mmunoglobuln spa o Fa ra
Hsurmgonie, s, natsh ool pr
= el I\i\’;;:u

)

£ s
Arpnener induced protein 2
g siphar_beta 5 comolax
5 Cd e S

Vasoul 21
Proprote . oMvanass. SUDK IS £ ke -y,
Fl ok

IRl bl Ao
Diskiopt relat=s protein 4

L —
mplemart S1r suboomaon

Torsn o faclor e e 36
B agen

ssiid el zurface anisen 55

ol cycl s ADPclboss ol 2
i

130
'

i mamos e 1

Lymphalc -mw_: e el 1
Meurogenie: caus.notah rarolca pr
Extracollular mirix profs

SPARC TeBReS Mo i

23 prin
g o5

Angloganin
=

ol
Endoplasmic, e sidont o

e

Supplemental Figure 15. Correlations between all proteins identified by Pelora as important for
the Intermediate AD Biomarker — AD Biomarker Negative classification.



