ADAPT stage 1: Assessing plasma p-tau217 cut-points against

quantitative amyloid PET Centiloids versus visual reads
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Plasma p-tau217 reliably reflects amyloid pathology as indexed by amyloid PET, regardless of whether amyloid positivity is defin ed
by visual read or using the centiloid scale with a threshold of 225CL.
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Plasma p-tau217 is a promising
blood biomarker for Alzheimer’s
disease. The ADAPT trial is currently
evaluating its use in improving early
and accurate diagnosis.

In ADAPT Stage 1, dual cut-points
were derived from a CSF-defined
cohort and applied to an amyloid
PET cohort '. This resulted in a high
proportion of intermediate
(indeterminate) cases for both
Lumipulse and ALZPath assays. We
assessed whether defining amyloid
positivity via quantitative PET (using
the centiloid scale) alters assay
performance.

METHODS

Plasma p-tau217 was measured
using Lumipulse (Fujirebio) and
ALZPath (Quanterix) assays in a
real-world symptomatic amyloid PET

The symptomatic amyloid PET cohort
characteristics are summarised in Table 1.

Amyloid PET visual read and centiloid-
based classification showed high
concordance (93%). Plasma p-tau217
assays were strongly correlated with each
other and both increased with amyloid
burden measured using the centiloid scale
(Lumipulse p=0.63, Figure 1).

Lumipulse performance

was consistent across PET
definitions, while ALZPath

Table 1: Demographics of the Amyloid PET Cohort

Age

Age (mean £ SD) 68.3+ 8.6

Sex (%)

Male 44.7

Female 55.3

Ethnicity (%)

Asian 14.5

Black 1.3

White 35.5

Other 9.2

Not Stated / Known 39.5

Visual read result (%)

Positive 63.2
With neurodegenerative disease 97.3

Negative 36.8
With neurodegenerative disease 50.0

Figure 1: p-tau217 (Lumipulse) vs Amyloid PET Centiloids

showed slightly improved
performance when PET
positivity was defined using
centiloid numbers (Table
2).

Centiloid positivity
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Additional within-cohort
ROC analyses did not
identify cut-points that
outperformed the CSF-
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derived cut-points for either
assay.
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These findings highlight
slight assay-specific
differences in relation to
quantitative amyloid PET
measures.

A larger intermediate zone
was observed in the amyloid
PET cohort across amyloid
PET definitions (~35%)
compared to the CSF cohort
(<20%), possibly suggesting
differences in underlying
amyloid or tau burden
between cohorts'. These cut-
points will continue to be
assessed in these cohorts
over the next 3 years.

Overall, these findings
support the generalisability of
CSF cohort-derived plasma
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cohort (n = 76) Amyl oid PET scans Table 2: Performance of plasma p-tau217 using different cut-points for Lumipulse and ALZpath assays against amyloid PET p_ta u217 thresholds across
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Lumipulse cut-points for 95% sensitivity and 97% specificity (0.153 and 0.422 pg/mL) pOS I tl VI ty

Previou st derived dual cut- PO Ints Centiloids 26 (34.7) 87.9 (71.8-96.6) | 87.5(61.7-98.4) | 93.5(78.6-99.2) | 83.3 (58.6-96.4) 89.8 e a.keshavan @ ucl.ac.uk
from a CSF-defined cohort were Visual Read 26 (34.2) 93.5 (78.6-99.2) | 84.2 (60.4-96.6) | 90.6 (75.0-98.0) | 88.9 (65.3-98.6) 90.0 -
applied. Performance was assessed Lumipulse cut-points for 95% sensitivity and 95% specificity (0.150 and 0.580 pg/mL) o
USi ng intermed iate percentage (| P) Centiloids 25 (33.3) 90.9 (75.7-98.1) | 88.2 (63.6-98.5) | 93.8 (79.2-99.2) | 83.3 (68.6-96.4) 90.0
overaII accuracy (OA) and ’ Visual Read 25 (32.9) 84.2 (60.4-96.6) | 93.5(78.6-99.2) | 90.6 (75.0-98.0) | 88.9 (65.3-98.6) 90.0

o ) T ALZpath cut-points for 95% sensitivity and 95% specificity (0.220 and 0.486 pg/mL) ENIIIDDIDDD DI
positive/negative predictive values Centiloids 20 (26.7) 100 (92.0-100) | 63.6 (30.8-89.1) | 91.7 (80.0-97.7) | 100 (59.0-100) 92.7
(PPV/NPV). ROC analyses were Visual Read 20 (26.3) | 97.7 (87.7-99.9) | 50.0 (21.1-78.9) | 87.5(74.8-95.3) | 85.7 (42.1-99.6) 87.3
performed to evaluate alternative Lumipulse GE mark out-points for 95% sensitity and 95% speciicity (0.162 and 0.278 pg/mL)
centiloid-based cut-points. Centiloids 16 (21.3) 90.2 (76.9-97.3) | 77.8 (52.4-93.6) | 93.5(78.6-99.2) | 77.8 (52.4-93.6) 87.5

Visual Read 16 (21.1) 95.0 (83.1-99.4) | 80.0 (56.3-94.3) | 90.5 (77.4-97.3) | 88.9 (65.3-98.6) 90.0 SRR
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