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Sample size

Data exclusions

Replication

Randomization
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Materials & experimental systems
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Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Human research participants

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

ADNI, n = 240, BioFINDER, n = 57; sample sizes were determined based on maximum available data that met the inclusion criteria. No specific
statistical methods or sample size estimations were used to define sample size

No data were excluded from the analyses

Findings were validated across two independent datasets

This was an observational study without any intervention, so no randomization was performed

This was a study that retrospectively analyzed available observational clinical and neuroimaging data without any intervention, so no blinding
was performed
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Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Clinical data
Policy information about clinical studies
All manuscripts should comply with the ICMJEguidelines for publication of clinical research and a completedCONSORT checklist must be included with all submissions.

Clinical trial registration

Study protocol

Data collection

Outcomes

Magnetic resonance imaging

Experimental design

Design type

Design specifications

Behavioral performance measures

Participants - ADNI:

We included 240 participants of the Alzheimer’s Disease Neuroimaging Initiative (ADNI) database. Inclusion criteria were
availability of longitudinal 18F-Flortaucipir tau-PET as well as baseline 18F-Florbetapir or 18F-Florbetaben amyloid-PET, T1
MPRAGE structural MRI and demographic data. All baseline imaging had to be collected within 12 months. A-status was
assessed based on whole-cerebellum normalized global amyloid-PET SUVR, using pre-established protocols and cut-points
(global AV45 SUVR>1.11; global FBB SUVR>1.08).70 Global amyloid-PET SUVRs were further transformed to the Centiloid
scale to allow pooling across tracers.71 Clinical status was assessed by ADNI, categorizing subjects as cognitively normal (CN,
MMSE>24, CDR=0, non-depressed), mild cognitively impaired (MCI, MMSE>24, CDR=0.5, objective memory-impairment on
education adjusted Wechsler Memory Scale II, preserved activities of daily living), or demented (MMSE 20-26, CDR>0.5,
NINCDS/ADRDA criteria for probable AD). Amyloid-positive (n=149) individuals were grouped as preclinical AD (i.e. cognitively
normal, n=60) or AD clinical syndrome (i.e. MCI [n=57] & Dementia[n=32]). Ethical approval was obtained by the ADNI
investigators, all participants provided written informed consent. All study relevant covariates are described in table 1.

Participants - BioFINDER:

As a replication sample, we included 57 BioFINDER participants with available A-status, structural MRI and longitudinal
18F-Flortaucipir tau-PET. Baseline A-status was determined using 18F-Flutemetamol-PET as described previously 57,
applying a pons-normalized global SUVR cut-off>0.575 72. The Alzheimer’s continuum was covered by 16 CN A+, 7 MCI
A+ and 18 AD dementia subjects vs. 16 CN A- subjects as controls. BioFINDER inclusion and exclusion criteria as well as
diagnostic criteria have been described previously 73. As for ADNI, amyloid-positive individuals were grouped as preclinical
AD (i.e. cognitively normal) or AD clinical syndrome (i.e. MCI & Dementia). All participants provided written informed consent
prior to study inclusion. Ethical approval was provided by the ethics committee at Lund University, Sweden. Imaging
procedures were approved by the Radiation protection committee at Skåne University Hospital and by the Swedish Medical
Products Agency. All study relevant covariates are described in table 1.

ADNI patients are recruited within the north american ADNI study from specialized centers that participate in ADNI. Details
on ADNI recruitment, inclusion criteria and study design can be found on the ADNI website (https://adni.loni.usc.edu/
methods/documents/). BioFINDER participants were recruited at Lund University in Sweden from the local memory clinic.
Details on BioFINDER recruitment and settings can be found online (https://biofinder.se)

For BioFINDER, ethical approval was provided by the ethics committee at Lund University, Sweden. Imaging procedures were
approved by the Radiation protection committee at Skåne University Hospital and by the Swedish Medical Products Agency.

For ADNI, ethical approval was obtained by the ADNI investigators at each participating site, all participants provided written
informed consent.

ADNI, ClinicalTrials.gov Identifier: NCT02854033; BioFINDER, ClinicalTrials.gov Identifier: NCT01208675

The BioFINDER study protocol can be obtained from the authors upon request. The ADNI study protocol can be found online at
https://adni.loni.usc.edu/methods/documents/

All imaging and clinical data were collected at participating ADNI sites (between 2015-2020) and at the Skane University Hospital
(between 2014-2018).

This was an observational study that retrospectively analyzed available longitudinal datasets, hence no specific outcomes were
defined a priori

structural MRI, resting-state fMRI

no specific task was used

No behavioral measures were obtained during MRI scanning




