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Overlap in common proteinopathies from NACC

Woodworth et al 2024, Acta Neuropathologica

• ADNC only = 35%

• ADNC plus [TDP43, or LB, or both] = 65%

• ADNC plus LB = 46%

• ADNC plus TDP43= 36%

• ADNC plus TDP43 and LB = 20%



ADNC co-occurs with cerebrovascular 
disease

39%

61%

Pathology

ADNC without CVD ADNC plus CVD

• N=2423 NACC brain donors with ADNC 
and UDS cognitive data
• ADNC = Braak >=3

• CVD= moderate to severe 
arteriolosclerosis or atherosclerosis

• People with both diseases declined 
faster

Frank et al 2022 Neurology
From Boston ADRC



ATN profiles fundamental to AD research

2024

2018

2011

Frisoni, Winblad, O'Brien



20212020 2026201920182017 2022 2023 2024 2025

Timeline of ADRC Imaging Initiatives

Agree to collect images 
together 

Infrastructure 
receive and 

process images

Scientific 
questions and 
recruiting plan



The ADRC imaging ecosystem

SCAN non-P30 

2021—Ongoing

• SCAN Supplements

• Linked studies (R01s)

• Variable completeness

2024—Ongoing 

• 2000 participants  

• 4000 ATN sets + blood

SCAN P30

2024—Ongoing

• 24 ATN sets required

• Rolling out in three P30 groups

SCAN Compliant Acquisitions

Data Integration and DistributionImaging Analysis

Mixed Protocol

<2021
• Site-specific protocols

Researchers 

everywhere

LONI



CLARiTI (SCAN), 
4000

P30 ATN 
(SCAN), 4200

linked studies 
(SCAN), ~2000

Collective impact:  Estimated amyloid 
PET exams over next 5 years in SCAN

>10,200 total sets from 5-8K people



25% SCAN Amyloid data from URPs

Counts by center
Proportion URG by center



SCAN Limitation: high “missingness”

n=1,622n=2,816

n=968

May reflect…
Site level strategies (Tau PET may 
not be collected in Amyloid- 
Impaired participants)?

Lack of resources/study protocol 
for collecting all 3?  

3601 participants with one or more scans

Another limitation is high proportion of CU (~60%)Venn Diagram courtesy 
Bill Jagust



PET, plasma overlap and missingness

1210 Amyloid
(48% with ADCFB 

plasma)

759 Tau
(50% with ADCFB 

plasma)

638 Both 
Amyloid+Tau PET

326 also have ADCFB 
plasma

Flowchart courtesy 
Jeff Dage



CLARiTI Aims

Infrastructure Aim: Standardized ATN+Blood acquisition

• The focus of today

Scientific Aims: Multi-etiologies imaging-based signatures

GOAL: Create individual etiologic profiles from imaging and plasma
• ATN imaging and plasma study superimposed on existing longitudinal UDS
• 2,000 clinical core participants; 60% impaired, 40% unimpaired
• Diverse representation for generalizable science > 25% URG
• Two time points [4000 ATN sets] ~2 year interval
• Embrace Heterogeneity: syndromes and multi-pathologies

SYNOPSIS



September 2023

CLARiTI is funded

November 2023

Subawards to 
performance 
sites

January 2024

IRB approval

March 2024

Central IND 
approval

May 2024

Radioligand 
contracts in place

August 2024

Wisconsin begins 
scanning

October 2024

NACC initiates 
subawards to 
ADRC sites

December 2024 to 2025

Site Activation & 
Recruitment 
Begins

Timeline



Progress update: 
CLARiTI infrastructure now in place 

Strategic 
recruiting plan 
and resources

Central IRB, 
IND, regulatory, 

vendors

Cores are 
operational

CLARiTI portal 
at LONI is 

running

Informatics 
established

Ready for 
enrollment 

when sites are



Next: Scaling up in Q4 and early 2025

Subaward phase 
Nov 24 Site Activation

Site-level 
dashboards with 

diversity 
monitoring

Core-specific 
initiatives and 

rollouts
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