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Association between blood A and brain AB burden (A status determined by PET AB)

Technology type

Biomarkers measured

Cohort details

Change in AR+ group vs
AB- group

Accuracy to identify increased
amyloid pathology
(AUC for A+ vs AB-)

Correlation with in vivo amyloid
pathology

IP-MS
(MALDI-TOF/MS)
(Kaneko et al.,

Plasma AB40, AB42 and APP669-711
(AB-3—40)

62 participants:
22 AB- and 40 AB+

o Plasma AB42: | in AR+ group
o Plasma AB42/AB40 ratio:
| in AB+ group

e Plasma AB42: 0.808
o Plasma AB42/AB40 ratio: 0.798
e Plasma APP669—711/AB42 ratio: 0.969

S
.
.

UVR and
Plasma AB42: r= -0.374
Plasma AB42/AB40 ratio: r= -0.316

(Ovod et al., 2017)

Note: AB status was
determined by PET when
available and otherwise by
CSF AB42 concentration

2014) o Plasma APP669-711/AB42 ¢ Plasma APP669-711/AB42 ratio: r=
ratio: 1 in AR+ group 0.687

IP-MS Plasma AB38, AB40 and AR42 41 participants: e Plasma AB42/AB40 ratio: | in Plasma AB42/AB40 ratio: 0.887

(LC-MS/MS) 23 AB- and 18 AR+ AB+ group

IP-MS
(MALDI-TOF/MS)
(Nakamura et al.,

Plasma AB40, AB42 and APP669-711
(AB-3—-40)

« Cohort 1 (NCGG, n=121);
71 AB- and 50 AB+

Both NCGG and AIBL:
Plasma AB42: | in AR+ group
Plasma AB40/AB42 ratio: 1 in

o Plasma AB42:
> NCGG: 0.872 (0.913)*
> AIBL PiB: 0.757 (0.812)*

VVVY®

SUVR and plasma AB42 in:
NCGG: r= -0.601
AIBL PiB: r= -0.423

Simoa: Plasma AB40 and AB42 (also
measured p-tau181; refer to
supplementary Table 2)

in AB+ group

Simoa:

e Plasma AB42: | in AR+ group

o Plasma AB42/AB40: | in AR+
group

» Plasma Composite biomarker: 0.820
(0.843)*

Simoa:
> Plasma AB42: 0.590 (0.705)*
> Plasma AB42/AB40: 0.620 (0.727)*

2018) Composite biomarker: average of the e Cohort 2 (AIBL, n= 252): AB+ group > AIBL Overall: 0.718 (0.797)* NCGG + AIBL PiB: r= -0.529
normalized values of APP669-711/Ab42 115 AB- and 137 AB+ o Plasma APP669-711/AB42 ratio: » NCGG + AIBL (PiB): 0.835 Overall (NCGG + AIBL overall): r= -
ratio and AB40/AB42 ratio > PiB (n=111; 51 AB- and 60 1 in AB+ group » NCGG + AIBL (overall): 0.789 0.484
AB+) and FLUTE/ FBP o Plasma Composite biomarker: 1
(n=141) in A+ group o Plasma AB40/AB42 ratio: e SUVR and plasma AB40/AB42 ratio in:
> NCGG: 0.967 (0.979)* > NCGG: r= 0.767
> AIBL PiB: 0.889 (0.897)* > AIBL PiB: r=0.601
> AIBL Overall: 0.837 (0.851)* NCGG + AIBL PiB: r= 0.694
» NCGG + AIBL (PiB): 0.935 » Overall (NCGG + AIBL overall): r=
» NCGG + AIBL (overall): 0.886 0.626
o Plasma APP669-711/AB42 ratio: e SUVR and plasma APP669-711/ AB42
> NCGG: 0.923 (0.933)* ratio in:
> AIBL PiB: 0.895 (0.905)* » NCGG: r=0.715
> AIBL Overall: 0.828 (0.854)* » AIBL PiB: r=0.612
» NCGG + AIBL (PiB): 0.907 » NCGG + AIBL PiB: r= 0.670
e NCGG + AIBL (overall): 0.861 » Overall (NCGG + AIBL overall): r=
0.606
e Plasma Composite biomarker:
o NCGG: 0.967 (0.974)* e SUVR and plasma composite
o AIBL PiB: 0.941 (0.940)* biomarker in:
« AIBL Overall: 0.883 (0.888)* > NCGG: r=0.785
« NCGG + AIBL (PiB): 0.954 > AIBL PiB: r= 0.684
> NCGG + AIBL (overall): 0.914 > NCGG + AIBL PiB: r=0.735
» Overall (NCGG + AIBL overall): r=
#AUC after adjustment for age, gender, 0.678
APOE and clinical category
IP-MS Plasma AB38, AB40 and AB42 158 participants: o Plasma AB42/AB40 ratio: | in o Plasma AB42/AB40 ratio: 0.88 e PET centiloid and plasma AB42/AB40
(LC-MS/MS) e 115 AB-, 43 A+ AB+ group o Plasma AB42/AB40 ratio, age and APOE: ratio: r=-0.55
(Schindler et al., e PiB (n=117; 88 AB- and 29 0.94 (p-value not reported; 95% ClI= -0.65 to
2019) AB+), AV45 (Florbetapir; -0.43)
n=41; 27 AB- and 14 AB+)
IP-MS LC-MS: Plasma AB38, AB40, AB42, 441 participants: LC-MS: o All subjects (410 CU, 7 MCI, 24 prior
(LC-MS/MS) vs APP669-711 (AB-3—-40), Composite e 359 AB-, 82 AR+ e Plasma AB42: | in AB+ group neurological condition):
Simoa biomarker (average of the z-scores of  Florbetapir PET o Plasma ABR42/AB40: | in AR+ LC-Ms:
(Keshavan et al., APP669-711/AB42 ratio and AB40/Ab42 group > Plasma AB42: 0.736 (0.789)*
2021) ratio e Plasma Composite biomarker: 1 » Plasma AB42/AB40: 0.817 (0.841)#
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» Plasma AB42/AB40 and p-tau181: 0.696
(0.776)*

LC-MS and Simoa:

» LC-MS Plasma AB42/AB40 and Simoa
Plasma p-tau181: 0.826 (0.851)*

» LC-MS Plasma composite and Simoa
Plasma p-tau181: 0.829 (0.850)*

e CU (n=410):

LC-MS:

> Plasma AB42: 0.734 (0.785)*

> Plasma AB42/AB40: 0.817 (0.839)*

» Plasma Composite biomarker: 0.823
(0.842)*

Simoa:
> Plasma AB42: 0.570 (0.694)*
> Plasma AB42/AB40: 0.610 (0.720)*

# AUC after adjustment for age, gender and
APOE

Florbetapir (n=20),
Flutemetamol (n=6), PiB
(n=10)

AB+ and AB- groups (p=0.057)

0.79

Simoa Plasma AB40, AR42 340 participants: o Plasma AB42, age and gender: 0.604 e SUVR and plasma AB42 in:
(Janelidze et al., Measured using “first-generation” e 125 controls, 103 subjective o Plasma AB42/AB40 ratio, age and gender: | > All subjects: r= -0.162
2016) singleplex from Quanterix cognitive decline (SCD), 0.621 » Controls: r= 0.005
112 MCl > SCD: r=-0.189
e Flutemetamol PET » MCI: r= -0.295
e SUVR and plasma AB42/AB40 ratio
in:
» All subjects: r= -0.167
» Controls: r=-0.130
» SCD: r=-0.205
» MCI: r=-0.154
Simoa Plasma AB40, AB42 69 participants: e Plasma AB42: | in AR+ group o Plasma AB42: 0.66
(Verberk et al., Measured using Neurology 3-plex from e 23 AB+ and 46 AB- o Plasma AB42/ AB40 ratio: no o Plasma AB42/AB40 ratio: 0.68
2018) Quanterix o Florbetaben (n=33), significant difference between o Plasma AB42/AB4O0 ratio, age and APOE:

Simoa and ELISA

Plasma AB40, AB42

199 participants:

o Plasma AB42/AB40 ratio:

o Plasma AB42/AB40 ratio:

e PET centiloid and plasma AB42/AB40

(De Meyer et al., Measured using prototype Simoa e 161 AB- and 38 A+ For both Simoa and ELISA > All: ratio:
2020) Amyblood assay or ELISA (EUROIMMUN) | « 161 CU: 137 AB- and 24 platforms, the ratio | AB+ groups in | Simoa: 0.79 (0.81)* vs ELISA: 0.78 (0.78)* > All:
AB+ (Flutemetamol) the total cohort, CU and aMCl » CU: Simoa: r=-0.32 vs ELISA: r=-0.32
Plasma total-tau (t-tau) was also measured | « 38 aMCI: 24 AB- and 14 subgroups Simoa: 0.77 (0.76)* vs ELISA: 0.79 (0.75)* » CU:
using ELISA. AB+ (Florbetaben) > aMCl: Simoa: r=-0.26 vs ELISA: r=-0.25
o Plasma AB42/t-tau ratio: Simoa: 0.86 (0.92)* vs ELISA: 0.81 (0.84)* » aMCl:
For both Simoa and ELISA Simoa: r=-0.62 vs ELISA: r=-0.68
platforms, the ratio | AB+ groupsin | e Plasma AB42/t-tau ratio:
the total cohort, CU and aMClI » All: o PET centiloid and plasma AB42/t-tau
subgroups Simoa: 0.77 (0.80)* vs ELISA: 0.77 (0.79)* ratio:
» CU: > All:
Simoa: 0.74 (0.77)* vs ELISA: 0.74 (0.75)* Simoa: r=-0.29 vs ELISA: r=-0.36
» aMCl: » CU:
Simoa: 0.86 (0.89)* vs ELISA: 0.88 (0.88)* Simoa: r=-0.24 vs ELISA: r=-0.31
» aMCl:
#AUC after adjustment for age and APOE Simoa: r=-0.58 vs ELISA: r=-0.59
Simoa Plasma AB40, AB42 300 participants: o Plasma AB42/ AB40 ratio: no
(Brickman et al. Measured using Neurology 3-plex from Of the 300 participants, 40 significant difference between
2021) Quanterix participants have amyloid PET AB+ and AB- groups
scan: 8AB+ and 32 AB-
IMR Plasma AB40, AB42 45 participants e SUVR and plasma AB42/AB40 ratio:
(Tzen et al., 2014) = 0.652 (Regression)
MDS Plasma oligomeric AR 50 participants e SUVR and plasma MDS RLU: r= 0.430
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(Wang et al., 2017)

Measured in MDS relative luminescence
unit (RLU): higher MDS RLU = higher AR
oligomers

(p-value not reported)

MSD
(Vogelgsang et al.,
2018)

Plasma AB38, AB40, AB42

Note: in most plasma samples, AB38 was
below the LLOD and excluded from further
analysis

41 participants:

Of the 41 participants, 20 have
amyloid PET scan: 10 AB- and
10 AR+

e Plasma AB42: no significant
difference between AR+ and AB-
groups

e Plasma AB42/AB40 ratio: no
significant difference between
AB+ and AB- groups

APEX and Simoa
(Lim et al., 2019)
and (Tanaka et al.,
2020)

Plasma exosome-bound AB42 (APEX),
Simoa-measured AB40 and AB42

72 participants (4 subjects
were excluded in the study by
Tanaka et al.,2020):

45 AB- and 23 A+

e Plasma APEX-AB42: 0.995
e Plasma Simoa-AB42: 0.776
o Plasma Simoa-AB42/AB40 ratio: 0.816

SUVR and

e Plasma APEX-AB42: r=0.949

e Plasma Simoa-AB42: r= -0.342

e plasma Simoa-AB42/AB40 ratio:
r=-0.351

Interdigitated
microelectrode
system

(Kim et al., 2019)

Plasma A in heterogenous (monomers +
oligomers/
aggregates) and monomerized states

Measured in self-standard ratio, which is
calculated by dividing the concentration of
homogenous AB monomers (in EPPS-
treated plasma) by that of heterogenous
AB (nontreated)

e Cohort 1 (n=53):
» Florbetaben PET

« Cohort 2 (n=53):
> FC119S PET

SUVR and self —standard ratio in:
e Cohort 1: r=0.551
e Cohort 2: r= 0.414
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Association between blood AB and brain A burden (AB status determined by CSF AB)

Technology type Biomarkers measured Cohort details Change in AR+ group vs Accuracy to identify increased Correlation with in vivo amyloid
AB- group amyloid pathology pathology
(AUC for AB+ vs AB-)
IP-MS Plasma AB38, AB40 and AB42 19 participants: * Plasma AB38, AB40, AB42 or CSF AB42 and plasma AB42 in:

(MALDI-TOF/MS;
confirmed by LC-
MS/MS)

(Pannee et al., 2014)

(absolute quantification by selected
reaction monitoring)

e 9 AD and 10 controls

AB42/40 ratio: no significant
difference between AD and
controls

e Controls: r=-0.067
e AD:r=-0.11

IP-MS
(LC-MS/MS)
(Ovod et al., 2017)

Plasma AB38, AB40 and AB42

41 participants:

e 23 AB-and 18 AR+
Note: AB status was
determined by PET when
available and otherwise by
CSF AB42 concentration

Plasma AB42/AB40 ratio: | in
AB+ group

o Plasma AB42/AB40 ratio: 0.887

o CSF AB42/AB40 ratio and plasma
AB42/AB40 ratio: r= 0.700

IP-MS
(MALDI-TOF/MS)
(Nakamura et al.,
2018)

Plasma AB40, AB42 and APP669-711

Composite biomarker values: average
of the normalized values of APP669-
711/Ab42 ratio and Ab40/Ab42 ratio

In cohort 2: 46 participants

In this group of 46 subjects,

e If PET AB was used as the

standard for AB+/ AB- status:

Plasma composite biomarker: 0.838

o If CSF AB42 was used as the standard
for AB+/ AB- status:

Plasma composite biomarker: 0.876

CSF AB42 and

e Plasma AB42: r= 0.408

o Plasma AB40/AB42 ratio: r= -0.534

e Plasma APP669-711/Ab42 ratio: r= -
0.601

o Plasma composite biomarker: r= -0.660

IP-MS Plasma AB40, AB42 158 participants e Plasma AB42/AB40 ratio: 0.85 CSF AB42/AB40 ratio and plasma
(LC-MS/MS) AB42/AB40 ratio: r=0.66 (95% CI: 0.56,
(Schindler et al., 0.75)
2019)
Simoa Plasma AB40, AB42 719 participants: e Plasma AB42: | in AR+ CU, A+ e Plasma AB42, age and gender: 0.655 e CSF AB42 and plasma AB42 in:
(Janelidze et al., Measured using “first-generation” » 174 SCD, 214 MCI, 57 AD, SCD, AR+ MCI, AR+ AD vs AB- o Plasma AB42/AB40 ratio, age and gender: | > All subjects: r=0.274
2016) singleplex from Quanterix 274 CU Ccu 0.683 » CU:r=0.188
+ T4 AB+CU o Plasma AB42/AB40 ratio: | in » SCD: r=0.182
+ 200 AB-CU AB+ CU, Ap+ SCD, AB+ MClI, » MCI: r= 0.270
+ 60 AB+ Subjective cognitive AB+ AD vs AB- CU > AD: r=0.288
decline (SCD)
« 121 AR+ MCI o CSF AB42/AB40 ratio and plasma
+ 53 Ag+AD AB42/AB4O0 ratio in:
» All subjects: r= 0.215
» CU:r=0.166
> SCD: r=0.160
» MCI: r=0.202
» AD: r=-0.003
Simoa Plasma AB40, AB42 248 participants: o Plasma AB42: | in AR+ group e Plasma AB42: 0.66 e CSF AB42 and plasma AB42: r=0.18

(Verberk et al., 2018)

Measured using Neurology 3-plex from
Quanterix

o 57 AB+and 191 Ap-

Plasma AB42/AB40 ratio: | in
AB+ group

Plasma AB42/AB40 ratio: 0.77
Plasma AB42/AB40 ratio, age and APOE:
0.83

e CSF AB42 and plasma AB42/AB40
ratio: r= 0.38

Simoa
(Startin et al., 2019)

Plasma AB40, Ap42

54 participants:
e 27 controls and 27 AB+ AD
(and 31 Down syndrome)

Plasma AB42: No significant
difference between AR+ AD and
controls

Plasma AB42/AB40 ratio: | in
AB+ AD vs controls

Simoa
(Thijssen et al.,
2018)

Plasma AB40, AB42
Measured using prototype or
commercially available Quanterix assay

40 participants:
e 20 AB- SCD and 20 AR+
AD

Prototype assay plasma AB42/AB40 ratio:
0.953

Commercial assay plasma AB42/AB40
ratio: 0.852

CSF AB42 and plasma AB42/AB40 ratio
in:

* Prototype assay: r= 0.711

o Commercial assay: r= 0.527

Simoa and ELISA
(De Meyer et al.,
2020)

Plasma AB40, AB42

Measured using prototype Simoa
Amyblood assay or ELISA
(EUROIMMUN)

Plasma total-tau (t-tau) was also
measured using ELISA.

199 participants:

e 161 AB- and 38 A+

e 161 CU: 137 AB- and 24
AB+ (Flutemetamol)

38 aMCl: 24 AB- and 14
AB+ (Florbetaben)

o CSF AB42/t-tau and plasma ABR42/AB40
ratio:

> All:

Simoa: r= 0.29 vs ELISA: r= 0.41

» CU:

Simoa: r= 0.25 vs ELISA: r= 0.34

» aMCl:

Simoa: r= 0.51 vs ELISA: r= 0.80
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o CSF Ap42/t-tau and plasma AB42/t-tau
ratio:

> All:

Simoa: r= 0.41 vs ELISA: r= 0.50

» CU:

Simoa: r= 0.41 vs ELISA: r= 0.50

» aMCl:

Simoa: r= 0.61 vs ELISA: r= 0.68

MDS
(Wang et al., 2017)

Plasma oligomeric AR

Measured in MDS relative light unit (RLU)
- higher MDS RLU = higher AB
oligomers

50 participants

e CSF AB42 and MDS RLU: r=-0.443
(p-value not reported)

94 AD mild dementia

» MCI+AD: 0.75

Plasma AB42 and AB40 in:
» All subjects: 0.80

» CU:0.78

» MCI+AD: 0.80

» All subjects: 0.85
» CU:0.84
» MCI+AD: 0.84

e Cohort 2:

» Plasma AB42 and AB40: 0.86

Plasma AB42, AB40 and APOE in:

MSD Plasma AB38, AB40, AR42 41 participants: e CSF AB42 and plasma AB42: r=0.017
(Vogelgsang et al., o Of the 41 participants, 33 o CSF AB42/AB40 ratio and plasma
2018) subjects have CSF analysis AB42/AB40 ratio: r= 0.425
IMR Plasma AB42 e Cohort 1 (n=51) Combining subjects of the 2 sites: CSF AB42 and plasma AB42:
(Teunissen et al., » 33 AB+ AD and 18 AB- CU e Plasma AB42: 1in AD vs e Controls: r=0.186
2018) (controls) controls e AD:r=-0.352
(p-value not reported)
e Cohort 2 (n=55):
» 30 AD and 25 SCD
(controls)

Elecsys Plasma AB40, AB42 e Cohort 1 (n=842): Cohort 1: e Cohort 1: Cohort 1:
immunoassay > 368 AR+ and 474 AB- » Plasma AB42 or AB42/AB40 Plasma AB42 in: o CSF AB42 and plasma AB42 in:
(Palmquist et al., » 513 CU: 147 AR+, 366 AB- ratio: | in AR+ group » All subjects: 0.71 » All subjects: r= 0.373
2019) > 265 MCI: 157 A+, 108 AB- | > Plasma AB42 or AB42/AB40 » CU: 0.71 » CU:r=0.284

» 64 AD: all AR+ ratio: | in AB+ CU, AB+ MCland | » MCI+AD: 0.72 » MCI: r=0.368

AB+ AD vs AB- CU and AB- MCI » AD:r=0.395

e Cohort 2 (n=237): Plasma AB42/AB40 ratio in:

> 34 CU > All subjects: 0.77 o CSF AB42/40 ratio and plasma

» 109 MCI » CU:0.78 AB42/40 ratio in:

>

All subjects: r= 0.476
CU: r=0.452
» MCI: r=0.410
» AD: r=-0.047

Y Vv

All studies used PiB-PET for amyloid imaging unless stated otherwise.
Significant correlation coefficients (p<0.05) are in red font.
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