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TABLE 1: Overview of cohort characteristics.

BACKGROUND M etton | “netsr  (astia) UL

Female sex
» Alzheimer's disease (AD) blood biomarkers n (%) 534 (48.2%) 753 (47.9%) 687 (60.8%) MCSA
and cognitive measures are associated with Age (years)
clinical disease progression, but do not Mean (SD) 71.3(8.2) 89.4(10.3) 71.3(4.7) + Participant-reported SCD (ECog-12 and
capture subjective cognitive decline (SCD). incidantHidi concern) was associated with incident MCI
*+ Questionnaires that capture SCD are %) 102 (9.2%) 263(16.7%)  281(26.3%) (Figure 1).
scalable and low-cost and may provide c°:"m , 2 * Informant-reported SCD (iECog) was also
complementary prognostic information for i e ' associated with incident MCI in the GFAP
incident mild cognitive impairment (MCI). Wi g sample (Figure 1).
Mean (SD) 1.3(0.3) 1.3(0.3) 21(20)

iECog-12/CFI-SP . . .
iECog score + Cognitive screening provided the largest

OBJECTIVE Meain (SD) 12(02) L0 L2 incremental gain in discrimination, increasing C-
MMSE soorer statistics from 0.76-0.77 to 0.79-0.82.

Mean (SD) 28.7 (1.1) 286 (1.2) 289(1.2)
To determine whether SCIZ_), cognitive screening, p-tau217 concentration (pg/mL) « Adding plasma p-tau217 or GFAP only provided
and AI? t?lood pmrparkers incrementally improve Mean (SD) 02(0.1) - 02(0.1) small additional gains (AC 0.00-0.01).
prediction of incident MCI among cognitively GFAP concentration (pg/mL)
unimpaired older adults. Mean (SD) - 107.3 (86.0) 0.1(0.1) A4/LEARN
METHODS FIGURE 1: Variables associated with incident MCI in the MCSA + Participant- (CFl) and informant-reported SCD
A B (CFI-SP) were associated with incident MCI
p-tau217 GFAP .
. . . . .. Female[§ - 0.71 (0.48-1.06), p=0.092 Female[$ —— 0.78 (0.61-0.99), p=0.043 (Flgure 2)-
Inclusion: Cognltlvely unlmpalred part|C|pants Education (years)| & .- 0.81 (0.75-0.88), p<0.001 Education (years)| & . 0.87 (0.83-0.91), p<0.001
. Age (years)| & K 1.10 (1.07-1.13), p<0.001 Age (years), ‘e 1.09 (1.07-1.10), p<0.001 . i . L i
from the MCSA and the combined A4 Mool 2 + EGo Lo L (106-110), pe0.001 Model 2 + EGog ‘e 10006112, p000 ¢ Adding CFI improved model discrimination from
placebo/LEARN cohorts (Table 1). Model 3. .MMSE L e 1.52 (1.32-1.75), p<0.001 Model 3. +MMSE : —.— 1.71 (1.56-1.87), p<0.001 0.65to0 0.70
Model 4: + p-tau217| & | —— 1.26 (1.09-1.45), p=0.001 Model 4: + GFAP| & Lo 1.25 (1.11-1.40), p<0.001 . . .
Model 2: + iECog[=] ) 1.07 (0.99-1.16), p=0.084 Model 2: + iECag[ =] Lo 1.14 (1.09-1.19), p<0.001
SCD: Participant- and informant-reported Model 3: + MMSE| & L —e— 157 (1.32-1.85), p<0.001 Model 3: + MMSE| & H —— 1,76 (1.60-1.95), p<0.001 : .
ECoa-12 in l\ﬁCSA and partici ant-pand Modi\i:*p-(au2|7|ﬁ| —— 1.2021.0071 44;‘ o047 Viode 4. + GFAP| [—— 122:1.0&1.40:, voos * Plasma p-tau217 was strongly associated with
. 9 _p P Model 2: + concern| & L ———— 1.83 (1.20-2.81), p=0.005 Model 2: + concem| € H ——— 2.06 (1.59-2.67), p<0.001 incident MCI and improved discrimination: AC
informant-reported CFIl in A4/LEARN. Model 3: + MMSE| & [— 1,52 (1:31-1.76), p<0.001 Model 3: + MMSE| £ - 1135 (1.28-142), p<0.001
Model 4: + p-tau217| 8 | —e— 1.30 (1.14-1.50), p<0.001 Model 4: + GFAP|S | e 1.24 (1.11-1.40), p<0.001 0-06, p<0.0001 .
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ognitive screening: . Hazard ratio
FIGURE 2: Variables associated with incident MCl in A4/LEARN
Biomarkers: Plasma p-tau217 and GFAP. CONCLUS|ONS
A B
p-tau217 GFAP . .
Analyses: Cox models evaluated associations Female[g]  ——e—— 055 (0.43-0.70), p<0.001 Female[s]  ——e—— ; 0,55 (0.43-0.70), p<0.001 . S.CD.m.easures were conS|§tentIy associated
with incident MCI. Incremental prediction was Education (years)| £ 0.96 (0.92-1.00), p=0.076 Education (years)| £ o 0.96 (0.92-1.00), p=0.076 with incident MCI and provided modest
assessed US'ng nested mOde|S (Demograph|cs Age (years)| = 1.08 (1.06-1.11), p<0.001 Age (years)| @ L] 1.08 (1.06-1.11), p<0.001 |ncrementa| predlctlve Value
— SCD — Cognitive measures — Biomarkers). Model 2: + CFI . 1.18 (1.13-1.24), p<0.001 Model 2: + CFI . o 1.18 (1.13-1.24), p<0.001 ] i ) - )
ngismmss g 1.14 (1.04-1.25), p=0.004 Model 3: + MMSE 5 - He0en2.p%0004 o These findings support risk-stratification
: + p-tau217| 1.41 (1.33-1.51), p<0.001 Model 4: + GFAP —— 1.25 (1.09-1.43), p=0.001 . .
Discrimination was quantified with Uno’s C- approaches that begin with scalable SCD
orin Model 2: + CFI-sP[_| L e 1.28 (1.21-1.34), p<0.001 Model 2: + CFI-sP[_| [ 1.28 (1.21-1.34), p<0.001 d selectively add iti
statistic. Model 3: + MMSE| e 113 (1.06-128), p=0.011 Model 3: + MMSE| 2 o 113 (1,031 23) p0.011 measu_res an s_e ectively a cog_]nl ive
Model 4: + p-tau217 e 1.41 (1.33-1.51), p<0.001 Model 4: + GFAP | —e— 1.27 (1.11-1.46), p<0.001 screening and biomarkers by settlng.
0.50 075 1.00 150 2.00 0.50 0.75 1.00 1.50 2.00
Hazard ratio
©2026 Mayo F dation for Medical Ed ion and Research G ." H t d UmC
o msterocam

nederland



