8

» CLARITI

ADRC Consortium for Clarity in ADRD Research Through Imaging

Impact of CLARITI

Na’gonal Inclustig? &
hgagemen an

October 17, 2024




& CLARITI mPlIs

Méonica Rivera Mindt

Beth Mormino

\ \

ALY
W "“\‘\‘\’*‘ \
ARREAARAANE . 40

Bud Kukull Dave Wolk Gil Rabinovici Tatiana Foroud

Sarah Biber

Brad Dickerson




§ CLARITI Co-Investigators

Neelum Aggarwal, Rush University ADRC

Leon Aksman, USC ADRC

David Alsop, Harvard

Konstantinos Arfanakis, Rush University ADRC
Tobey Betthauser, Wisconsin ADRC

Hugo Botha, Mayo Clinic ADRC

Desiree Byrd, Mount Sinai

Kwun Chan, University of Washington ADRC
Yen-Chi Chen, University of Washington ADRC
Nathaniel Chin, Wisconsin ADRC

Lindsay Clark, Wisconsin ADRC

Jeff Dage, Indiana University ADRC

John Detre, Penn ADRC/ Penn Memory Center
Sudipto Dolui, Penn ADRC/ Penn Memory Center
Mike Donohue, USC ADRC

Thomas Grabowski, University of Washington ADRC
Theresa Harrison, LONI

Timothy Hohman, Vanderbilt ADRC

Bill Jagust, Berkeley

Cliff Jack, Mayo ADRC

Hesam Jahanian, University of Washington ADRC
David Jones, Mayo Clinic ADRC

Kejal Kantarci, Mayo Clinic ADRC

Dirk Keene, University of Washington ADRC
Mary Ellen Koran, Vanderbilt Exploratory ADRC
Renaud La Joie, UCSF ADRC

Susan Landau, Berkeley

Swati Levendovszky, University of Washington ADRC
Sean Mooney, University of Washington ADRC
Kyle Ormsby, University of Washington ADRC
Tharick Pascoal, Pittsburgh ADRC

Degiang Qiu, Emory University, Goizueta ADRC
Annalise Rahman-Filipiak, University of Michigan ADRC
Leonardo Rivera-Rivera, Wisconsin ADRC
Howie Rosen, UCSF ADRC

Kristen Russ, Indiana University ADRC

Dean Shibata, University of Washington ADRC
Russell Shinohara, U Penn

David Soleimani-Megooni, UCSF ADRC

Paul Thompson, USC ADRC

Dylan Tisdall, Penn ADRC/ Penn Memory Center
Victor Villemagne, University of Pittsburgh ADRC
Charles Windon, UCSF ADRC

Greg Zaharchuk, Stanford ADRC

Henrik Zetterberg, Wisconsin ADRC

Steven Kecskemeti, Wisconsin ADRC




€& CLARITI Site PI’s

Marilyn Albert, Johns Hopkins ADRC
Michael Alosco, Boston University ADRC
Konstantinos Arfanakis, Rush ADRC
Arnold Bakker, Johns Hopkins ADRC

Tammie Benzinger, Washington University Knight ADRC

James Brewer, UCSD Shiley-Marcos ADRC

Adam Brickman, Columbia University ADRC
Kristen Cassidy, Cleveland ADRC

Ann Cohen, University of Pittsburgh ADRC

Brad Dickerson, Massachusetts ADRC

Frank DiFilippo, Cleveland ADRC

Audrey Fan, UC Davis ADRC

Thomas Grabowski, University of Washington ADRC
Mohamad Habes, South Texas ADRC

Benjamin Hampstead, University of Michigan ADRC
Trey Hedden, Mount Sinai ADRC

Angela Jefferson, Vanderbilt Exploratory ADRC
Gregory Jicha, University of Kentucky ADRC
Sterling Johnson, Wisconsin ADRC

Kejal Kantarci, Mayo Clinic ADRC

Janice Knoefel, New Mexico ADRC

Patrick Lao, Columbia University ADRC
Rebecca Lepping, University of Kansas ADRC
Weili Lin, Duke/UNC ADRC

Arjun Masurkar, NYU ADRC

Jonathan McConathy, UAB Exploratory ADRC
Elizabeth Mormino, Stanford ADRC

Douglas Noll, University of Michigan ADRC
Todd Parrish, Northwestern ADRC

Deqgiang Qiu, Emory University, Goizueta ADRC
Gil Rabinovici, UCSF ADRC

Eric Reiman, Arizona ADRC

Shannon Risacher, Indiana University ADRC
Marc Rudolph, Wake Forest University, ADRC
Lon Schneider, USC ADRC

Lisa Silbert, Oregon ADRC

Allen Song, Duke/UNC ADRC

Craig Stark, UC Irvine, ADRC

David Vaillancourt, 1Florida ADRC
Christopher van Dyck, Yale University ADRC
David Wolk, Penn ADRC / Penn Memory




o RS
Agenda

Scientific Impact of CLARITI and progress report
Sterling Johnson, PhD
Beth Mormino, PhD

CLARITI Infrastructure Updates & Impact
Sarah Biber, PhD

Study Updates
Erin Chin

CLARITI National Inclusion and Engagement Plan
Ozioma Okonkwo, PhD



Overlap in common proteinopathies from NACC

All Participants (N=2057)

m AD plus AD only

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%

Woodworth et al 2024, Acta Neuropathologica



ADNC co-occurs with cerebrovascular
disease

Pathology

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

e CVD= moderate to severe
arteriolosclerosis or atherosclerosis

* People with both diseases declined
faster

m ADNC without CVD  ® ADNC plus CVD Frank et al 2022 Neurology g %

From Boston ADRC
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ATN profiles fundamental to AD research
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Timeline of ADRC Imaging Initiatives
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Infrastructure Scientific
receive and questions and
process images recruiting plan

Agree to collectimages

together




The ADRC imaging ecosystem

NACC Researchers
everywhere

Data Integration and Distribution

1 DIA

TNEG oA EWSIES
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SCAN Compliant Acquisitions
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O & CLARITI

SCAN non-P30
2021—0Ongoing

LONI

2024—0Ongoing
2024—0ngoing

SCAN Supplements * 24 ATN sets required
Linked studies (R01s) * Rolling out in three P30 groups - 2000 participants
4000 ATN sets + blood

Variable completeness

Mixed Protocol
<2021

Site-specific protocols
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Collective impact: Estimated amyloid

PET exams over next 5 years in SCAN

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

linked studies
(SCAN), ~2000

CLARITI (SCAN),
4000

P30 ATN
(SCAN), 4200
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25% SCAN Amyloid data from URPs

Proportion URG by center
Counts by center
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SCAN Limitation: high “missingness” ScanN

3601 participants with one or more scans

MR Data Amyloid PET
n=2,816 n=1,622
431
414
1788 May reflect...

Site level strategies (Tau PET may

506 not be collected in Amyloid-

01 271 Impaired participants)?

Lack of resources/study protocol

100 for collecting all 3?

Tau PET Another limitation is high proportion of CU (~60%)

Venn Diagram courtesy
Bill Jagust

n=968



PET, plasma overlap and missingness S€dn

1210 Amyloid 759 Tau
(48% with ADCFB (50% with ADCFB

plasma) JERNE)

638 Both
Amyloid+Tau PET
I
326 also have ADCFB
JJERIE! [

Flowchart courtesy
Jeff Dage
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CLARITI Aims

Infrastructure Aim: Standardized ATN+Blood acquisition

* Thefocus of today

Scientific Aims: Multi-etiologies imaging-based sighatures

GOAL: Create individual etiologic profiles from imaging and plasma

« ATNimaging and plasma study superimposed on existing longitudinal UDS
e 2,000clinical core participants; 60% impaired, 40% unimpaired

SYNOPSIS * Diverse representation for generalizable science > 25% URG

* Two time points [4000 ATN sets] ~2 year interval

* Embrace Heterogeneity: syndromes and multi-pathologies
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Timeline

Radioligand NACC initiates
CLARITIlis funded IRB approval g . subawards to
contractsinplace .
ADRC sites

September2023 January 2024 May 2024 October 2024

o o ) A ) >

November 2023 March 2024 August 2024

O g:zi‘;v;;iiteo O Central IND O Wisconsin begins O gggrﬁftt;’::: n&
sites approval scanning Begins g

December2024 to 2025




Progress update:
CLARITI infrastructure now in place

Strategic Central IRB,
recruiting plan IND, regulatory,
and resources vendors

Cores are
operational

CLARITI portal

at LONI is ) enrollment
. established )
running when sites are

Informatics Ready for




Next: Scaling up in Q4 and early 2025

Subaward phase

Nov 24 Site Activation

Site-level
dashboards with
diversity

monitoring rollouts g(@\

Core-specific
Initiatives and
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