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Welcome to Human Amyloid Imaging 2026

It is a pleasure to welcome you to the Human Amyloid Imaging meeting and to thank you for being part of this
community.

Since HAI was first convened nearly two decades ago, its purpose has been clear: to provide a focused forum
where new data can be presented succinctly, examined critically, and discussed openly by colleagues who care
deeply about rigor, methodology, and maning. That purpose remains unchanged.

Over the years, many of you have told @sthrough conversations, correspondence, and postmeeting surveysé
that what distinguishes HAI is its commitment to imaging as a scientific discipline in its own right, not as a
supporting act. We listened carefully. This meeting continues to stay the course on imaging, while embracing the
essential connections to biofluid biomarkers, neuropathology, genetics, and clinical science that now shape the
field. The result is a program that remains focused without being arrow, and integrative without losing its center.

»T D UA]DAY] g] A téenCUAeFTD | U JnAaDeU] nHALt AGOFCDCg F| L
from broad perspectives. HAI has never tried to be everything to everyone. Instead, it has remained intentionally
structured to allow space for real discussion not just presentation ¢ and for careful scrutiny of data that

challenge assumptions, refine methods, or open new directions. In a field where replication and adaptation are
common, HAI continues to value originality of thought, depth of arlgisis, and candor of exchange.

This meeting exists because of the collective effort of many: the investigators who submitted their latest work,
the reviewers who devoted time and expertise to careful evaluation, the session chairs who guide discussion, and
the attendees whose questionsand insights give the meeting its character. | am deeply grateful to all of you.

| also wish to acknowledge the Executive Committeethe Theme CoeChairs, theProgram Committee,our Award
Judges and our generous supporterswhose sustained commitment and attention to detail allow HAI to function
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strengthen the collaborations that move the field forward.

Thank you for being part of Human Amyloid Imaging.

MG

Keith A. Johnson, MD
Human Amyloid Imaging Conference
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p-tau217 in cognitively unimpaired
older adults with subthreshold
amyloid-beta

Associations between tau pathology

and cortical microstructure are Vogt | Koops | Schultz | Properzi | Salat
16  modulated by amyloid burden PascualLeone | Huang | Buckley | Rent Vogt, Nicholas 1
independent of cortical atrophy in | Johnson | Sperling | Jacobs
cognitively unimpaired older adults
SPARETau, a machinelearning Wang | Zeng | Toledo | Gonzales |
91 derived tau-PET index, correlates with. Honnorat | Charisis | Dong | Ho | Rashic Wana. David 5
Alzheimer's disease and related Kutty | Salman | Vroman | Seshadri | 9
dementias biomarkers Habes
Evaluation of the tau PET ligand Clarke | Whittington | Sholaja | Hield | Whittinaton
61  [18F]florzolotau in frontotemporal Huiban | van den Berg | Margolin | Row: gton, 2
. : . Alex
dementia Rohrer | Salinas | Rabiner
he rela_tlon of psychosocial coping Schatz | Snitz | Roush | Lopresti | Williams,
98  mechanisms to ATN pathophysiology .. - o 3
: . Villemagne | Lopez | Williams | Cohen  Lilcelia
differ across demographics.
Agreement between amyloid status
prediction from visual read, SUVR Peraza | Joules | Mohs | Beauregard | .
1 thresholding, and Atbased Dwyer | Hughes | Wolz Wolz, Robin 2
interpretation of amyloid PET
Wood Alexander | Kang | Rusdi | Yin | Wood
Immuno-vascular crosstalk drives tau = Rahmouni | Wang | Benedet | Zetterber:
86 . ) L2 Alexander, 2
pathology preferentially in women | Blennow | Karikari | Ashton | Black | :
: Madeline
Goubran | Rabin | Ottoy
Mldllfg p_hy5|cal ac_t|V|ty attenuates t_he Wood Alexander | Cadwallader | Wood
87 | association of earlier menopause with ) Alexander, 2
. . Johnson | Casaletto | Rabin :
tau pathology and cognitive decline Madeline

Network-based mechanistic modeling
of Alzheimer's disease for evaluating = Wooten | Stage | Mazer | Townsend |

e diverse therapeutic mechanisms of Comley | Guo RO RS !
action
Associations between systolic blood = Yau | Scott | Palmgren | Coughlan | Kirr

5o  Pressure and amyloid burden on Properzi | Schultz | Ghosh | Buckley |  Yau, WaiYing 5
cross-sectional inferior temporal tau ~ Amariglio | Rentz | Johnson | Sperling | Wendy
across mid- to late-life Beiser | Seshadri | Chhatwal

Sex differences in regional A& burden . .
are associated with decreased W Py | IRt || 6w @ || NV | L

121 Avila | Chang | Simmons | Bamford | Yi, Emily 3

cmgu_lgm Integrity gmquely D @l McMillan | Kim | Thomas | Adams | Yas!
cognitively unimpaired women

Improved tau PET signal detection Young | Bayerlein | Bhattarai | DeCarli| Young,

88  with tota_tl-body PET compqred to Badawi | Fan Christina 2
conventional PET: A preliminary study
Demographic associations with Young | Colbeth | Gilsanz | Corrada | Ri Young

89  plasma biomarkers in the oldestold: | Zhou | di Lucente | DeCarli | Jin | Christir,1a 2
The LifeAfter90 Study Whitmer
Episodic memory decline and tau Zammit | Bruzzone | Morse | Batchelar |

33 biomarkers progress earlier along the = Bettcher | McLachlan | McVea | Carey | Zammit, Matt 1

amyloid timeline in Down syndrome Tudorascu | Hartley | Clark | Ances |
compared to neurotypical adults Caldwell | Johnson | Handen | Head |
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44

k)

Trajectory of neurodegeneration and
brain aging in relation to amyloid
timing and duration

Harmonization methods to mitigate
batch effects in blood biomarker
analysis

Intermediate blood-based biomarker
status clarified by PET and CSF in
cognitively impaired individuals

Mapstone | Christian | Investigators |
Betthauser

Zhang | Robb | Erus | Castellano | Cui |
Cody | Harrison | Engelman | Albert |
Resnick | Sperling | Bilgel | Vardarajan |
Mayeux | Risacher | Arfanakis | Tosun |
Habes | Wang | Toga | Thompson | Kuk
| Biber | Landman | Bendlin | Johnson |
Schneider | Banes | Bennett | Saykin |
De Jager | Menon | Harrison | Mormino
Cuccaro | Davatzikos | Betthauser |
Archer | Hohman | Dumitrescu | Koran
Zhang | Lukasewicz Ferreira | Minhas |

Zhang, Mengna 1

Pascoal | Zeng | Karikari | Cohen | Zhang, Vivian 1
Tudorascu

Ziontz | Blazhenets | Lin | Landau | Sha

| Dage | Hammers | Eloyan | Koeppe | Ziontz, Jacob 3

Carillo | Dickerson | Rabinovici | La Joie
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Monday, January 12, 2026
08:00 am- 08:30 am  Checkin and Breakfast

. . Keith Johnson, Massachusetts General

08:30 am- 08:45 am | Welcome Notes Hospital, Boston, MA, USA
. . | = n A

08:45 am- 08:55 am | Alzheimer's Association Note wg 't Sl DI NDOR

Chicago, IL, USA

Chairs:

Keith Johnson, Massachusetts General

08:55 am- 10:25 am | SESSION:IAmyloid-beta pathology: PET imaging Hospital, Boston, MA, USA
Christopher Rowe, Austin Health,
Melbourne, Vic, Australia

08:55 am- 09:00 am | Session Overview Chairs

09:00 am @09:15 am Auto-r.AD|oIogy: Towarq automated and exp!amable Yu Xiag Lund University, Lund,
amyloid-PET interpretation using deep learning Sweden
Choroidalventricular remodeling is associated with Brandon Hall MdGll University,

09:15amx09:30am /4y 5 ¢ e AAGDAEU] 6K | A ! £ © Montréal QC, &nada
Updated evaluation of the baseline distribution of amyloid
09:30 am@09:45 am | positivity and cognitive impairment among adults with

Down syndrome in the ABEDS project

Max McLachlan University of
Wisconsin-Madison, Madison, WI, US

Renaud La Joie University of
California, San Francisco, San
Francisco, CA, Ua

Heterogeneous patterns of off target signal with

09:45 amal10:00 am 11 aeva tafuranol PET in ADNI4

10:00 am- 10:25 am @ Discussion

Blitz Session 1A: Short Poster Presentations

Nicolai Franzmeier, LMU University
Hospital, Ludwig-Maximilians
University (LMU) Munich, Germany
(owiE:InEui{rE1nl Amyloid-induced neuronal hyperactivity and Roemer-Cassiano, Sebastian
metabolism are associated with faster tau University Hospital, LMU Munich,

e AAWNWELEUY] on | i ! £el D] NE Germany

Episodic memory decline and tau biomarkers
progress earlier along the amyloid timeline in Down
syndrome compared to neurotypical adults

10:30 am- 11:30 am | Poster Session 1A

Stronger amyloidaau coupling explains faster tau
progressioninearly6 " UDY ! £ ©1 D] NDI

Matt Zammit, University of
Wisconsin, Madison, WI, US

Chairs:

Bradley Christian, University of
Wisconsin-Madison, Madison, WI, USA
Melissa Murray,Mayo Clinic,
Jacksonville, FL, USA

SESSION {ITau pathology: In vivo and postmortem
measurements

11:30 am 01:00 pm

11:30 am 11:35 am Session Overview Chairs

Charles Chen Athinoula A. Martinos
Center for Biomedical Imaging,
Charlestown, MA, UA

The effects of 18FMK-6240 PET extracerebellar offtarget

11:35 anwl1:50 am signal on the cerebellum and its substructures
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Monday, January 12, 2026

Examining spatial relationships between exvivo

flortaucipir retention and TMEM106b protein expression in
11:50 anw12:05 pm  a subset of neuropathologically confirmed frontotemporal

lobar degeneration cases with TAR DNAinding protein 43

pathology

Hypometabolism and atrophy patterns associated with
12:05 pma12:20 pm = advanced primary agerelated tauopathy mimicking early

Rodolfo Gatto, Mayo Clinic, Rochester,
MN, U

Jesus Silva-Rodriguez, CIEN
Foundation, Madrid Spain

stage AD
. i Differential age- and A -related tau-PET patterns between Cécile Tissot, Lawrence Berkeley
12:20 pm@l2:35PM 1) 6e1E TP and [18F]MK6240 National Laboratory, Berkeley, CA, US

12:35 pm- 01:00 pm | Discussion
01:00 pm- 02:00 pm  Lunch break

i . Keynote: The neuropathological basis of current AD Dietmar Thal, KU Leuven, Leuven,
02:00 pm-02:30 pm | .. i Lo N .
biomarkers: Sensitivity and pathogenetic implications Belgium

02:30 pm- 02:45 pm = Keynote Discussion

Chairs:

Tobey Betthauser, University of
Wisconsin-Madison, Madison, WI, USA
Thomas Karikari, University of
Pittsburgh, Pittsburgh, PA, USA

SESSION lilAlzheimer's disease biological staging and
applications

02:45 pm - 04:15 pm

02:45 pm- 02:50 pm | Session Overview Chairs
02:50 pm @03:05 pm Combinihg .quantitative.and visual read approgches to tau  Gil Rabinoyici, University qf California

' ' PET positivity and staging: The TatPET Working Group San Francisco, San Francisco, CA, US
Association between PEFA € UDC ! £ ©1 D] ND i Derek Johnson, Mayo Clinic,
biological stage and autopsy findings Rochester, MN, U8
Reisa Sperling Brigham and Women's
Hospital, Massachusetts General
Hospital, Harvard Medical School,
Boston, MA, U3
Genetic predictors of multimodal brain tau pathology in Ting-Chen Wang Vanderbilt University
older adults Medical Center, Nashville, TN, US
03:50 pm- 04:15 pm | Discussion

03:05 pm@03:20 pm

Associations among plasma ptau217, amyloid PET, tau
03:20 pm&03:35 pm = PET, and cognitive testing in the screening cohort for the
AHEAD 245 Study

03:35 pm@03:50 pm

Blitz Session B: Short Poster Presentations

OMG: a proteomic determinant of neurodegenerative. Michael Duggan NIH, Baltimore, MD,
resiliency USA

(ZERJ BN Ndnll Lifetime and 10 year absolute risk of cognitive
impairment associated with amyloid PET severity: a
retrospective, longitudinal cohort study

Hytdey) g+ | nAH FTUODAL)] n) Aét  Nidhi Mundada University of
hippocampal volume to detect concomitant LATE Pennsylvania, Philadelphia, PA, USA

04:20 pm - 05:20 pm | Poster Session 1B

The PETtle Royale (HAI's very own synaptic showdown Christopher Schwarz, Mayo Clinic,
quiz) Rochester, MN, USA

Mingzhao HyMayo Clinic, Rochester,
MN, USA

05:20 pm @05:25 pm

05:30pm-07:30 pm  Welcome Reception
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Tuesday, January 13, 2026
08:00 am- 08:30 am = Checkin and Breakfast

08:00 am-08:30am | Mentoring Session

Chairs:

ISTAART Collaborations: _ _ Alexa Pichet Binette, University of
Neuroimaging in clinical decision making: presentation Montreal, Montreal, QC, Canada

Tobey Betthauser, University of

and interactive discussion of real -world cases to
08:30 am- 09:45 am | identify evolving research needs . ) . .
fy 9 Wisconsin-Madison, Madison, WI,

Session Organizers: Tobey Betthauser, Alexa Pichet USA
Binette, Yara Yakoub Kathleen Poston, Stanford

University, Stanford, CA, USA

08:30 ama08:35 am | Session htroduction

Petrice Cogswell, Mayo Clinic,
Rochester, MN, US

08:35 ama08:50 am  Case 1

08:50 am@09:05 am  Case 2 Christopher Rpwe, Austiln Health,
Melbourne, Vic, Australia
Gil Rabinovici University of California

DEHLE iielEZ e Sl & San Francisco, San Francisco, CA, USA

09:20 am@09:45 am | Discussion

Blitz Session 2A: Short Poster Presentations

Early concordance between A PET spatial extent and Michelle Farrell, Massachusetts General

plasma %ptau217 Hospital, Harvard Medical School,
Boston, MA, USA

09:45 am - 09:50 am Headto-head comparison of tau PET tracers across the

ltoel D) NDirU C) UDeUD UFTDAUID

HEAD study

Evaluating occipital-to-global amyloid PET as a predictor Christopher Schwarz, Mayo Clinic,

of CAA at autopsy in Mayo Clinic cohorts Rochester, MN, USA

09:50 am- 10:50 am | Poster Session 2A

Chairs:

Guilherme Povalg University of
Pittsburgh, Pittsburgh, PA, USA

William Jagust, University of California,
Berkeley, Berkeley, CA, USA

Heidi Jacobs, Massachusetts General
Hospital, Boston, MA, USA

SESSION IVLongitudinal biomarker measurements of

10:50 am- 12:20 pm tau pathology

10:50 am- 10:55 am | Session Overview Chairs
Preliminary comparative longitudinal performance of Guilherme BauerNegrini, University of
10:55 amw11:10 am | Flortaucipir and MK6240: rates of change, effect sizes, Pittsburgh, Department of Psychiatry,
and power estimates in the HEAD Study Pittsburgh, PA, U\
Standardized expression of longitudinal tau accumulation Brian Lopresti, University of Pittsburgh,

11:10 annl 1:25 am using the CenTauR scale Pittsburgh, PA, UR

William Coath, University of Wisconsin
School of Medicine and Public Health,
Madison, WI, U

TauPace as a novel, timebased metric to investigate

11:25 anwl1:40 am accelerated tau and clinical progression in preclinical AD
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"doyUDoN] A U] HAAéeywaDU UYié AL Arthur Macedo, McGill University,

D ETU L 23 disease Montreal, QC, @nada

11:55 am 12:20 pm Discussion

12:20 pm- 01:20 pm | Lunch break

Keynote:» T D GotD o¢g ! A Joyita Dutta , University of

01:20 pm- 01:50 pm disease diagnosis, staging, and prognosis Massachusettss Amherst, MA, USA

01:50 pm- 02:05 pm = Keynote Discussion

Chairs:

Jamie Eberling, Michael J. Fox
SESSION VAlpha-synuclein in PD and MSA: PET Foundation for Parkinson's Research,
imaging New York, NY, USA

Robert Mach, University of

Pennsylvania, Philadelphia, PA, USA

02:05 pm - 03:35 pm

02:05 pm- 02:10 pm = Session Overview Chairs

Preclinical and early clinical assessment of [LLCIMODAG
02:10 pma02:25 pm | 005, a novel PET tracer for imaging alphaynuclein
aggregates
Clinical evaluation of [11C]M337: insights into the
02:25 pm@02:40 pm  distributionofa-Ut " WAL D] A Feée Uyl ot o A
disease
[11C]M5031619 alpha synuclein PET imaging in Chia-Ju Hsieh, University of
“é0L)nAnU6nRnRU C)UDeUD énC NW Pennsylvania, Philadelphia, PA, US
+Weénuy)] Yey] €D & n-ED44-syputleindgT 1
02:55 pma@03:10 pm = imaging data in Parkinsom Disease and Multiple System Roger Gunn Xinglmaging, LondonUK
Atrophy subtypes

Ann-Kathrin Grotegerd, University
Tuebingen, TuebingenGermany

Eric Hostetler, Merck & Co., Inc., West
Point, PA, U&\

02:40 pm @02:55 pm

03:10 pm- 03:35 pm | Discussion

Blitz Session 2B: Short Poster Presentations

MK6240 and Tauvid positivity, cognitive decline, and their
relationship to Ar PET deposition across the Alzheimes
spectrum

LR JOBNCRAN U Differential sensitivity of T1-MRI and FD@ET for Jesus Silva-Rodriguez, CIEN
tracking neurodegeneration across progressive stages of Foundation, Reina Sofia Alzheimer
Uyew FeUT otoH+ | n ! £el D] NDi Center, ISCII, Madrid, Spain

Bruna Bellaver, University of
Pittsburgh, Pittsburgh, PA, USA

Midlife physical activity attenuates the association of Madeline Wood Alexander, Sunnybrook
earlier menopause with tau pathology and cognitive Research Institute, Toronto, ON,
decline Canada

03:40 pm - 04:40 pm | Poster Session 2B

Chairs:

Chuck Kreisl, Eisai, Washington DC,
04:40 pm - 06:10 pm | SESSION VINeuroinflammation USA

David Morgan,Michigan State

University, Grand Rapids, MI, USA
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04:40 pm - 04:45 pm

04:45 pm @05:00 pm

05:00 pm @05:15 pm
05:15 pma05:30 pm
05:30 pm@05:45 pm

05:45 pm- 06:10 pm

06:10 pma06:15 pm

Session Overview

Deep mass spectrometrybased plasma proteomics
reveals signatures of reactive astrocytes in Alzheimer's
disease

Microglia- Astrocyte interplay modulates tau
phosphorylation in Alzheimer's disease

Astrogliosis mediates the effects of amyloid, moderated
by CVD, on tau and cognition in nedemented individuals
TSPO expression patterns in the postmortem brain:
relevance to neuroinflammation imaging

Discussion

The PETFtle Royale (HAI's RdMyelination Showdown Quiz)

Chairs

Ruyu Shj University of Pittsburgh,
Pittsburgh, PA, UR

Tevy Chan McGill University, Montreal,
QC, @nada

Victor Villemagne, University of
Pittsburgh, Pittsburgh, PA, U3\
Christina Moloney, Mayo Clinic,
Rochester, MN, U3

Christopher Schwarz, Mayo Clinic,

Rochester, MN, USA

08:00 am @09:00 am

08:15 am- 08:45 am

09:00 am- 10:20 am

Checkin and Breakfast

Mentoring Session

SESSION ViIEarly and intermediate signals and
prognostic value

Chairs:

Sterling Johnson, University of
Wisconsin-Madison, Madison, WI, USA
Sylvia Villeneuve, McGill University,

09:00 am- 09:05 am

09:05 ama09:20 am

09:20 am®09:35 am

09:35 ama09:50 am

09:50 am®10:05 am

10:05 am- 10:30 am

10:30 am- 10:35 am

Session Overview

Discordance between amyloid PET visual read and
guantitation: false positives or early pathology
detection?

Considerations for repeat testing of amyloid PEF
validated plasma pTau217 diagnostic assays in the
screening cohort for the AHEAD 345 study

The prognostic value of ptau217 levels on progression to
clinical impairment over 2, 5 and 10 years

Distribution of tau and amyloid pathology across
cognitive states in a population-based, admixed autopsy
cohort

Discussion

Blitz Session 3A: Short Poster Presentations

Amyloid does not discriminate: a metaanalysis of sex
differences in Centiloids from 35,468 participants across
33 cohorts

Longitudinal tau PET progression follows language
network spread in primary progressive aphasia
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Montreal, QC, Canada

Chairs

Margo Heston University of California,
San Francisco, San Francisco, CA, US

Robert Rissman, Keck School of
Medicine of the University of Southern
California, San DiegoCA, U

Rachel Buckley, Massaachusetts General
Hospital, Boston, MA, UB

Lea Grinberg, Mayo Clinic, Jacksonville,
FL, UA

Ganna Blazhenets University of
California, San Francisco, San
Francisco, CA, USA

Adam Martersteck, University of
Chicago, Chicago, IL, USA




Wednesday, January 14, 2026

10:35 am- 11:35 am Poster Session 3A _

. . Keynote: Integrated proteomics for target and
1135ami12:05am | 5 s Neal D G| UAGEDa

R

Nick Seyfried, Emory University,
Atlanta, GA, USA

12:05 pm- 12:20 pm Keynote Discussion

12:20 pm- 01:10 pm Lunch break

01:10 pm- 02:40 pm

SESSION ViIModerators and co-pathologies

Chairs:

Annie Cohen University of Pittsburgh,
Pittsburgh, PA, USA

Trey Hedden, Icahn School of Medicine

01:10 pm 01:15 pm Session Overview

Investigating the role of socioeconomic status on AD
biomarker relationships

Blood LDL cholesterol synergistically amplifies tau
pathology and cognitive outcome in an APOE4
dependent manner

Mismatch between tau burden and cognitive domain
performance identifies sub-groups with specific co-
pathologies

Characterizing the brainwide atrophy pattern of LATE
NG associated hippocampal sclerosis: an imaging
pathologic association study

01:15 pnmx01:30 pm

01:30 pma01:45 pm

01:45 pma02:00 pm

02:00 pm @02:15 pm

Discussion

02:15 pm- 02:40 pm

02:40 pm - 02:45 pm

Blitz Session 3B: Short Poster Presentations

Blitz Session 3B: Short Poster Presentations

Perivascular spaces: Predictors of longitudinal amyloid,
tau, cerebrovascular biomarkers?

Preliminary associations of plasma phosphorylated
tau217 with regional tau deposition and accumulation in
medial temporal and neocortical regions

Intermediate blood-based biomarker status clarified by
PET and CSF in cognitively impaired individuals

02:40 pm - 02:45 pm

at Mount Sinai, New York, NY, USA
Chairs

Nazanin Ovaicj University of California,
Berkeley, Berkeley, CA, US

Tina Wang Eli Lilly and Company,
Indianapolis, IN, U3

Christopher Brown, University of
Pennsylvania, Philadelphia, PA, US

Michel Grothe, Reina Sofia Alzheimer
Center, CIEN FoundationSpain

Audrey Low, Mayo Clinic, Rochester,
MN, USA

Eva Pintucci, Massachusetts General
Hospital, Harvard Medical School,
Boston, MA, USA

Jacob Ziontz, University of California,
San Francisco, San Francisco, CA, USA

02:45 pm - 03:45 pm | Poster Session 3B

SESSION IXTherapeutics: Anti -abeta and anti-tau
effects

03:45 pm - 05:20 pm

03:45 pm-03:50 pm = Session Overview

Tau pathology interferes with amyloid removal by
gantenerumab

Clinical and PET outcomes following p-targeting
therapies in sporadic earlyonset Alzheimems disease:
Trial emulation using the LEADS cohort

Tau positron emission tomography data from the open
label extension study of TOGETHER: a doubldind,

03:50 pm@04:05 pm

04:05 pm &@04:20 pm

04:20 pm &04:35 pm
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Chair:
Christopher Van Dyck Yale School of
Medicine, New Haven, CT, USA

Chairs

Matteo Tonietto , Hoffmann-La Roche,
Basel, Switzerland

Konstantinos Chiotis, University of
California San Francisco, San
Francisco, CA, U3

Joél Mercier, UCB, Brainet R ! £ £ DV
Belgium




placebo-controlled Phase Il study of bepranemab in
prodromaladN | £ C ! £t ©1 D) NDarU CJ Ol
Cortical laminar and A species-specific

. . correspondence between antemortem A -PET and Baayla Boon Mayo Clinic, Jacksonville,
R postmortem pathology in aducanumabtreated FL, UA

Alzheimens disease

In vivo and postmortem evidence of downstream
04:50 pm @05:05 pm  pathophysiologic effects of treatment -related amyloid
clearance

David Wolk University of Pennsylvania,
Philadelphia, PA, US

05:05 pm-05:30 pm  Discussion

05:30 pm- 05:40 pm = Awards Ceremony HAI Executive Committee

Keith Johnson, Massachusetts General

05:40 pma05:45 pm  Concluding Remarks Hospital, Boston, MA, USA

HAI202600Page50



[ 1 A 0eda»2 ! : »



Monday, January 12, 2026 08:55 am- 10:25 am
Podium Session

SESSION:IAmyloid-beta pathology: PET imaging

CHAIRS:
Keith Johnson, Massachusetts General Hospital, Boston, MA, USA

Christopher Rowe Austin Health, Melbourne, Australia

08555 ama Podium Presentation Authors Presenters
10:25 am

Xiao | La Joie | Rittmo |

Auto-rADiology: Toward Zhao | Soleimani Yu Xiag Department of Clinical
08:55 ame® automated and explainable Migooni | An | Ovaici | Sciences Malmé. ScilifeLab
09:00 am amyloid-PET interpretation using = Blazhenets | Harrison | Lund University ,Lund Swedén
deep learning Landau | Rabinovici | '

Jagust | Vogel

Choroidal-ventricular remodeling  Hosseini | Rahmouni |

09:00 am® | is associated with amyloid Macedo | Hall | Chan | Brandon Hall MdGll University,
09:15am éHHGDHé&U] 61 | n ! Bezgin|Zheng|Woo| Montréal, QCCanada
disease ~eUAOEL ¢ 2

McLachlan | Bettcher |
LeMerise | McVea |

Updated evaluation of the Zammit | Price |

baseline distribution of amyloid

_ e " Tudorascu | Laymon | Max McLachlan University of
09:15 amm | positivity and cognitive - - . ’
_ : . . Lao | Handen | Cohen | Wisconsin-Madison, Madison,
09:30 am impairment among adults with
. Zaman | Ances | WI, US
Down syndrome in the ABCGDS
project Johnson | Betthauser |

Head | Mapstone |
Hartley | Christian

La Joie | Ovaici | Lin |
Koeppe | Weiner |
Landau | Rabinovici |
Jagust

Heterogeneous patterns of off
target signal with
[18F]flutafuranol PET in ADNI4

Renaud La Joig University of
California, San Francisco, San
Francisco, CA, US

09:30 am®
09:45 am
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Xiao, Yu

Auto-rADiology: Toward automated and explainable amyloid-PET
interpretation using deep learning

Yu Xiad, Renaud La Joié, Jonathan Rittmo!, Ruoyi Zhad David N. SoleimanMigoon#, Lijun
An, Nazanin Ovaié Ganna Blazhenets Theresa M. Harrisofy Susan Landag, Gil D.
Rabinovic?#, William J. Jagust, Jacob W. Vogel

Department of Clinical Sciences Malmd, SciLifeLab, Lund University, LuBidleden

‘@bFfeaUNDnyY o0¢g r DWioroHtg !tel D) NDirU @ UDeUD 2DUDeédA
San Francisco, San Francisco, CA, US

3Department of Neuroscience, University of California Berkel®grkeley, CA, US

“Department of Radiology & Biomedical Imaging, University of California San Francisco, San Francisco, CA, US

Objectives: We presentAuto-rADiology an interpretable deeplearning framework that automates visual reads
and Centiloid (CL) quantification for A-PET scans to enhance standardization, efficiency, and confidence in
clinical implementation of Ar -PET.

Methods: Ay -PET (Florbetapir/florbetaben/flutametamol) scans were sourced from IDEAS (n=10,346, population
based) and ADNI (n=1,157, reseaiichsed). Visual reads (VR) were performed by local radiologists (IDEAS), or by
expert consensus (ADNI). Image processing detaiare inFig.1A CL values were derived via MRitee pipeline for
IDEAS and MRtoregistered processing for ADNI. 3D convolutional neuraletworks were trained on 80% of IDEAS
to classify scans as A-positive/negative or predict CL, respectively. Testing was performed on 20% unseen
IDEAS and ADNI. Model attention was evaluated using Gr@dM. Agreement among modepredicted reads (mV),
human reads (V), and Gbased dichotomy (Q: C}24) was evaluated, along with demographics effects on
agreement.

Results: The VR model achieved 89% agreement with human reads in IDEAS (AUC=0.94), and performance was
similar in ADNI (accuracy=89%, AUC=0.96). T@e model reached a mean error of 3.7 CL (R2=0.99) in IDEAS, but
systematically underestimated CL in ADNI (MAE=18, R2=0.78). For VR, model attention was focused on
mediofrontal and posterior brain regions, and on lateral and ventromedial regions for CEi¢.1BE). In IDEAS,
84.1% scans showed agreement across V, mV, and Q. mV aligned with V and Q better than V and Q aligned with
each other Fig.2A). Agreement decreased near the CL threshold (CL=4D), though greatest agreement within

this window was between mV and VKig.2B,0). Disagreement did not relate to age, sex, tracer, race, ethnicity or
diagnosis. A prototype interface was built for realtime processing, inference and explainability of new scans

(Fig.3).
Conclusions: Auto-rADiology exceeded expertlevel agreement with CL despite being trained only on VR. Qof-

sample generalization can be improved through finguning. This framework demonstrates a scalable,
interpretable approach to standardizing A -PET evaluation.
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Preprocessing pipeline

non-linear warp
to standard PET

intensity normalization
(cerebellum)

linear transform to uniform
standard orientation voxel size

Visual read model
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Figure 1. Performance of visual read and Centiloid prediction models on IDEAS and external ADNI datasets.
(A) Images were realigned and averaged, then warped to stereotaxic space (IDEAS) or transformed to standard orientation
(ADNI), harmonized to uniform voxel size within each dataset, intensity normalized to cerebellum, and smoothed to 10mm?
(IDEAS) or 6mm? (ADNI).
(B-C) Visual read classification results, including confusion matrices, ROC curves, and GradCAM-derived model attention map,
for IDEAS testing (B) and ADNI external validation (C). For Grad-CAM map, higher values indicate the model paid more
attention to these parts of the brain in making inferences.
(D-E) Centiloid regression results showing predicted versus true values, residual distributions, and GradCAM-derived model
attention maps for IDEAS testing (D) and ADNI external validation (E). Each dot represents one PET scan.
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Figure 2. Demographics and agreement analyses of the IDEAS test set.

V=human Visual read; mV = model Visual read; Q = CL dichotomization

Note that, for this figure, CL always means “ground truth CL” and not model-derived CL.

(A) Percentage of subjects across four agreement groups:

* mV=Q=V: model visual reads, CL-based dichotomy, and human visual reads all agree with each other;

* (mV=Q)#V: model visual reads agree with CL-based dichotomy but not with human visual reads;

* (mV=V)#Q: model visual reads agree with human visual reads but not CL-based dichotomy;

*(Q=V)#mV: human visual reads agree with CL-based dichotomy but not with model visual reads.

(B) Distribution of subjects across four agreement groups (mV=Q=V, (mV=Q)#V, (mV=V)#Q, (Q=V)#¥mV) along CL.
Agreement increases when moving away from the CL cutoff.

(C) Change in agreement across CL windows. Within each window, agreement was calculated between each pair of
dichotomization approaches: (mV vs V, mV vs Q, V vs Q). Agreement was calculated the same way one would
calculate accuracy, but we use agreement here because of the lack of a true ground truth. mV agreed more with Q
than with V, except surrounding the centiloid cutoff (CL 10-40), where mV agreed more with V.
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Figure 3. Prototype interface of the Auto-rADiography visualization app. We built an interactive application to facilitate
seamless integration of automated VR and CL quantification into the patient management pipeline, complete with automated
processing and visual explanation of model choice.

(A) The overall interface of the app.

(B) Scans can be dragged-and-dropped or selected, with the option to run rPOP processing pipeline before model inference.
(C) After running inference, app displays the probability of positive and negative read, as well as the predicted centiloid.
Probabilities are generated directly from the model during inference as a measure of model confidence.

(D) Optionally, users can run one of several deep-learning explainability models to get a visual explanation of the model’s choice
(i.e. what parts of the image contribute most to the model’s decision).

(E) 3D scrollable real-time display of image and overlays.

(F) Options to change colormaps and overlay.

(G) Options to control opacity and thresholding of overlay (i.e. explainer image).

(H) Future applications will implement model-generated text explaining model choice.

Keywords:Ay -PET, Al, visual read, centiloid, translation
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Hall, Brandon

Choroidal-ventricular remodeling is associated with amyloid aggregation in
'+t o1 D) NDirU C) UDeéUD

Seyyed Ali Hosseirti Nesrine Rahmouni Arthur C. Macedg Brandon Hall, Tevy Chaf Gleb
Bezgin, Yansheng Zheng Marcel S. Wod Tharick A. Pascody ~ DCi o6 2 o0Uéu1r DY«

MGl University, Montréal, Q@anada

Background: While impaired cerebrospinal fluid (CSF) clearance has long been hypothesized to initiate
ltel D] NDirU C] Uive &idence lin@ogdunciidnal ahd dfruciural CSF dysfunction to Aand tau
pathology has been lacking. We introduce the first multimodal choroidalventricular composite biomarker
integrating PET- and MRIderived measures of CSF clearance and demonstrate its pivotal role in early AD
pathophysiology.

Methods: In 667 participants across TRIAD (n = 385) and ADNI (n = 282), we giexhtifree mechanistically related
parameters, choroid plexus volume (CPV), ventricular volume (VV), and ventricular radioactivity (VR), a-B&Sed
proxy of CSF flux, standardized to-scores and combined into a composite clearance score. Group differences
partial correlations, and voxetwise linear models were adjusted for age, sex, APOE4, and grmatter volume.

Results: Across A/T stages, CPV and VV progressively enlarged while VR declined, reflecting concurrent
structural expansion and functional slondown of CSF circulation (Fig. 1). These metrics were strongly inter
correlated (r = 0.58 TRIAD; r = 0.36 ADNI), forming a unified clearance phenotype (Fig. 2). The composite score
showed superior sensitivity toa- rburden than any individual parameter and remained abnormal evenéaf
negative older adults, identifying a preclinical phase of CSlysfunction (Fig. 3). Voxelwise models confirmed
widespread cortical A -associations, with tau effects fully mediated by A load. The composite further correlated
with plasma and CSF fiau (181/217/231), GFAP, and cognition, highlighting its biologi@aid clinical-relevance.

Conclusions: This study provides the first integrative in-vivo evidence that choroidalventricular remodeling
represents an upstream, multimodal clearance failure preceding- F and tau-aggregation. The proposed
composite biomarker bridges structural and functional imaging domains, offering a novel mechanistic framework
and translatable tool for early detection, disease staging, and therapeutic wnitoring of CSKtargeted
interventions in AD. Choroidalventricular alterations across AD. Composite clearance score reveals preclinical
remodeling linked toa- 1. Choroidalventricular composite score associates with cortical A load.
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McLachlan, Max

Updated evaluation of the baseline distribution of amyloid positivity and
cognitive impairment among adults with Down syndrome in the ABC-DS
project
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Shahid Zaman, Beau Ance$, Sterling Johnson!, Tobey Betthauset, Elizabeth Head, Mark
Mapstone€’, Sigan Hartley, Bradley Christiart

University of WisconsirMadison, Madison, WI, US

°MGH Matrtinos Center, Harvard, Boston, MA, US

SUniversity of Pittsburgh, Pittsburgh, PA, US

“Columbia University Irving Medical Center, New York, NY, US
*University of Cambridge, Cambridgé&JK

%Washington University in St. Louis, St. Louis, MO, US
‘University of California, Irvine, Irvine, CA, US

Background: Since 2015, the Alzheimer's Biomarkers Consortiusown Syndrome (ABEDS) project has recruited
oeEDU Oaa FedU| Al Fenyl FJ Uyl @ Fn UtnCiaoND w@puw UYibsk Wi Cl
population. These patrticipants are wellcharacterized for amyloid PET positivity and cognitive function (Krasny

2024). Recent work proposed updated processing for'fF]florbetapir PET and supported using the striatum as an

early amyloid marker for [C]PiB PET (McLachlan 2024). This work investigatélse baseline distribution of

regional amyloid positivity across age and cognitive status in the ABOS cohort.

Methods: Baseline amyloid PET and cognitive data were compiled for a subset of 354 adults with Down syndrome
(42.7% female; 41.6 (SD=9.6) years). Amyloid PET was processed using a calibrated Centiloid (CL) pipeline with
tracer-specific reference regions (PiB: whde cerebellum; florbetapir: eroded whole-brain white matter). Global
Centiloid values were calculated for all scans, and striatum SUVRag calculated for PiB scans. Case consensus
conference determined cognitive status. Participants were grouped by 5Syear age increments. Each group was
evaluated for amyloid positivity and cognitive impairment prevalence.

Results: The largest increases to global Centiloid positivity occurred between the 389 year and 4549 year
groupings. Striatum SUVR positivity was earlier and higher than that for global Centiloids (Figure 1). The amyloid
positive group consisted of mostly cogritively stable (CS) partigbants, even in older age groups and particularly
when measured using striatum SUVR (Figure 2). Both CS and impaired groups show elevated Centiloids and
striatum SUVR by the 4044 year grouping, although CS has a lower average (Figure 3).

Conclusions: The DS population demonstrates high prevalence of amyloid positivity across age groups and
cognitive status, particularly when measured using striatum SUVR with PiB. The continued characterization of AD
pathology in DS is critical for improving health otcomes in this population and developing a holistic

understanding of AD.
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Figure 1 — Amyloid positivity prevalence for global Centiloids (18.1 CL threshold) and striatum
SUVR (1.12 SUVR threshold). Prevalence is calculated in each group using Prevalence = 100 x
(Number of positive participants in group)/(Total group size). Both global and striatum positivity
prevalence increase substantially between the 35-39 year and 45-49 year age groupings.
Striatum positivity prevalence shows a gradual increase up to the 35-39 year grouping, followed
by large increases similar to global positivity. Striatum positivity prevalence is greater across all
age groups. Striatum data only includes PiB scans (n=232).
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Global Amyloid Positivity by Cognitive Status
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Figure 2 — Global Centiloid positivity prevalence (top) and striatum SUVR

255

(n=1)

(n=6)

Amyloid Negative

EDementia
C_Imc
[ Ics

Amyloid Positive

-Dementia
B vc
Bllcs

positivity prevalence (bottom), stratified by cognitive status. The amyloid negative
group (light bar in each age group) shows a steady decline in prevalence, with
nearly all participants in the cognitively stable group. The amyloid positive group
shows a steady increase, with a greater proportion of participants with MCI and
dementia in each subsequent age group. CS participants make up the majority of
the amyloid positive group in all age groups, except the 255 year grouping. The
amyloid positive group becomes the majority earlier for the striatum (40-44 year

grouping) than the global marker (45-49 year grouping). Individuals with an

“‘Undetermined” cognitive status are not displayed here.
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Figure 3 — Centiloids (top) and striatum SUVR (bottom), grouped by age and cognitive
status. Impaired refers to participants with either MCI or dementia. Both Centiloids and
striatum SUVR are significantly higher than the 25-29 year grouping by the 40-44 year
grouping. Individuals with an “Undetermined” cognitive status are not displayed here.
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Heterogeneous patterns of off target signal with [18F]flutafuranol PET in
ADNI4
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University of California, San Francisco, San Francisco, CA, US
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Objective: We aimed to characterize patterns of Off Target Signal (OTS) with Flutafuranol compared to
Florbetapir and Florbetaben following its introduction into ADNI4.

Methods: We selected ADNI4 participants who i) received an amyloid PET that passed quality control based on
injection time and injected dose and ii) had a concurrent MRI. This search identified 409 Florbetapir (52 sites), 322
Florbetaben (32 sites), and 89 Flutaftanol scans (14 sites). To avoid differences due to sample size, we identified
89 Florbeapir and 89 Florbetaben scans that were age/sex/clinical diagnosis matched to the Flutafuranol sample
using 1:1 nearest neighbor matching (Matchlt package, R). Scans were preprocessed using consistent procedures
(defacing, frame realignment, smoothing toan effective 6mm FWHM resolution). Centiloids were calculated in
native space (Freesurferbased method, reference: whole cerebellum). SUVR images were warped to MNI space
using MRidefined parameters to create voxelwise maps of mean and standard deviatiofsD) within each tracer.

Results: The sample included 267 individuals (89 per tracer; age=68¥/5; 61% women; 52% unimpaired, 41% MCI,
7% dementia).Figure 1shows mean and SD maps for each tracer (in the whole group, and in the subsample with
<18 centiloids) highlighting higher levels and variability of OTS in extexial areas (e.g. venous sinuses, meninges,
skull) with Flutafuranol compared to other tracers All 89 Flutafuranol scans were visually inspected by ADNI4 PET
core investigators, showing a gadient of OTS severity across sitesHigure 2). Five Flutafuranol scans (out of 20)
from site E could not be quantified or visually read due to intense OTS and low brain counts; 2 of them were
scanned with Florbetaben 6 months later, showing minimal OT&ifure 3).

Conclusions: ADNI4 Flutafuranol scans had higher OTS than Florbetapir or Florbetaben scans, which prevented
image interpretation for the worst cases. Investigations on the sources of this OTS are ongoing.
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