Stratifying Preclinical Alzheimer's Stage 2 criteria
predicts biomarker burden among cognitively
normal, amyloid positive individuals
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Amyloid positive, cognitively normal individuals who meet multiple Stage 2 criteria may
drive group differences between Stage 1 and Stage 2 of preclinical Alzheimer's disease.

INTRODUCTION

Recent research classifies
preclinical AD into two stages:

« Stage 1: amyloid positivity with
no symptoms

« Stage 2: amyloid positivity with
transitional cognitive decline
(tcd), subjective cognitive decline
(scd), or neurobehavioral
symptoms (nbs)

These staging criteria have
predicted decline in prior studies.?

It has not yet been addressed how
Stage 2 risk might differ based on
the number of criteria met, nor how
sex differences may impact staging.

We hypothesize that individuals who
meet multiple criteria exhibit greater
risk as a group. Specifically, higher
levels of plasma p-tau 217 (p-tau)
and brain amyloid (SUVR). We also
predict a significant sex effect for p-
tau 217.4

METHODS

This analysis included 545
cognitively normal, amyloid positive
participants from the Anti-Amyloid
Treatment in Asymptomatic
Alzheimer's Disease study (A4).3

Individuals were categorized into
three groups based on number of
symptom criteria present.

« Group 1 :no ted, scd, or nbs
symptom criteria met (equivalent
to Stage 1)

Stage 2 was stratified into two
groups

 Group 2: met criteria for one tcd,
scd, or nbs symptom

 Group 3: met criteria for multiple
staging symptoms

Group and sex effects on biomarker
burden at baseline were assessed
using ANOVA.

RESULTS
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Fig 1. Pairwise comparisons: plasma p-tau 217 and SUVR

The main effect of Group on
biomarker burden was significant for
p-tau (F = 10.16, p = .002) and
SUVR (F = 20.08, p <.001). There
was no significant interaction
between group and sex for either
biomarker. Females had significantly
higher p-tau (F = 6.45, p = .011).

Bonferroni post-hoc analysis revealed
higher levels of p-tau in Group 3
compared to Group 1 (p = .007). There
was no other significant p-tau group
difference. Group 3 had higher levels of
SUVR compared with Group 1 (p <
.001) and Group 2 (p = .041), which did
not differ (from each other (Fig 1).

CONCLUSIONS

Group 3 exhibits greater biomarker
burden.

This provides further support for
distinct preclinical Alzheimer’s
disease stages defined by tcd, scd,
and nbs.

These results also suggest that
individuals meeting multiple criteria
may drive differences between
Stage 1 and 2

Future research should assess
whether these three-group stratified
staging criteria improve prediction
of cognitive decline.

Future research should also
investigate whether stratified
staging predicts conversion to
clinical cognitive impairment and
acceleration of Alzheimer's disease
pathology over time.
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