The effect of a-synuclein and cerebral amyloid angiopathy on the associations
between AD-related plasma biomarkers and postmortem AD pathology
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Does [plasma biomarker] track [AD pathology stage] independently of co-existing [other pathology]?
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Fig 2. Plasma biomarkers across AD, a-synuclein and CAA neuropathology measures. Points coloured by
diagnosis group. 4R-Tauopathy group excluded for ADNC score comparisons since AD-style tau-based staging is
unreliable for group. BH-adjusted pairwise differences (covariate-adjusted for age, sex, and time blood collection
to death ; *p<0.05, **p<0.01, ***p<0.001)

caution.

*4R-Tauopathies (n=13): Progressive Supranuclear Palsy (PSP; n=10), Corticobasal Degeneration (CBD; n=2), Frontotemporal Lobar Degeneration-Tau (FTLD-Tau; n=1)
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interpretation even in mixed-pathology populations.

association with AD neuropathology, CAA or a-synuclein.

N

robust to co-existing CAA and a-synuclein, supporting their

e APB42/40 ratio additionally reflects co-existing vascular amyloid
(CAA) and a-synuclein burden, so it should be interpreted with

e NfL remains a nonspecific marker of axonal injury, showing no

T Other (n=12): Autoimmune encephalitis (AE; n=3), Normal Pressure Hydrocephalus (NPH; n=2), Frontotemporal Lobar Degeneration-FUS (FTLD-FUS; n=2), Frontotemporal Lobar Degeneration-Ubiquitin (FTLD-Ubi; n=1), Progressive multifocal
leukoencephalopathy (PML; n=1), Primary Age-Related Tauopathy (PART; n=1), Multiple System Atrophy (MSA; n=1), Hereditary Diffuse Leukoencephalopathy with Spheroids (HLDS; n=1)
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