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Validation

We included all subjects who had data available for the variables of interest in BioFINDER.

Individuals in the cohort without available plasma measurements were excluded from the present analysis. All exclusion criteria established
prior to performing any statistical analysis.

Validation was done using bootstrapping sampling during initial submission and once more during the manuscript revision. The analysis has
not been replicated in other cohorts due to the lack of availability of all plasma assays.

The cohort used in the present analysis consisted of CU individuals (i.e. no objective evidence of cognitive impairment at baseline) and SCD
individuals (i.e. individuals who were referred to the memory clinic for investigation but deemed to not have cognitive impairment) recruited
consecutively. Exclusion criteria included cognitive impairment. After their baseline visit, all patients were seen annually in order to assess
clinical progression. Demographic covariates such as age, sex, and education were controlled for in all statistical analysis.

CSF and plasma analyses were performed by technicians blinded to clinical data. Blinding during initial collection of fluid biomarker samples
along with cognitive measurements was not possible due to the fact that impaired individuals were seen in a memory clinic setting.

Complete details for the assays used in the analysis of plasma and CSF can be found in the following publications: for BioFinder,
plasma A!42/A!40 (Palmqvist et al., JAMA Neurol 2019), plasma P"tau217 (Palmqvist et al., JAMA 2020), plasma NfL (Mattsson et al.,
JAMA Neurol 2019), CSF A!42 and P-tau181 (Hansson et al. Alzheimers Dement 2018), CSF NfL (Mattsson et al., EMBO Mol Med
2016).

Validation details for the assays used in the analysis of plasma and CSF can be found in the following publications: for BioFinder,
plasma A!42/A!40 (Palmqvist et al., JAMA Neurol 2019), plasma P"tau217 (Palmqvist et al., JAMA 2020), plasma NfL (Mattsson et al.,
JAMA Neurol 2019), CSF A!42 and P-tau181 (Hansson et al. Alzheimers Dement 2018), CSF NfL (Mattsson et al., EMBO Mol Med
2016).




