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Housekeeping Rules

At the start of the meeting:

ÅTurn your camera ON.

ÅMUTE your microphone

ÅRename yourself with the following format: [First Name] [Last Name] ï[Org. 
Name]

ïTo rename yourself in Zoon: Click on the ñParticipantsò button (at the bottom of 

the screen) to open up the Participants Panel.

ïHover over your name and click on the blue ñMoreò button. Select ñRename.ò

ïEnter your name in the format mentioned above. Click the blue ñOKò button.



Housekeeping Rules

During Presentations

ÅKeep your microphone MUTED.

ÅSubmit questions through the Chat feature.

ïTo submit a question through the Chat feature: Click the ñChatò button (at the 

bottom of the screen). The Chat function will pop up.

ïEnsure you are sharing your question with ñEveryoneò and type your question in 

the text field.

ïSubmit your question by hitting ñEnter.ò



Housekeeping Rules

During Discussion

ÅHave your camera ON.

ÅYour submitted questions will be fielded by the moderators.

ÅAfter questions are read, you may UNMUTE your microphone to respond.

ÅThe meeting is a roundtable format, so engagement is encouraged!



Discussion

ÅYour questions submitted through 
the Chat feature will be fielded by 
a moderator.

ÅAfter a question is read, you may 
unmute to respond. Please state 
your name and affiliation when 
asking or answering question. 

ÅThe meeting is a roundtable 
format, so engagement is 
encouraged!



Housekeeping Rules

Technical Issues

ÅPlease reach out to Sarah DiGiovine via email 
(sdigiovine@agingresearch.org) or the Zoom Chat feature. 

Off the Record

ÅThe meeting is off-the-record event. Please do not quote speakers or 
participants on social media (Twitter, LinkedIn, Facebook, etc.)
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Taking the shortcut
The quest to develop biomarkers for 
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Dementia Burden 
The coming storm

Onset delayed 5 yrs
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Dementia Burden
Role of the AD-related dementias (ADRDs)

Path present Proportion cog decline
(n=1079) when present

Boyle, Schneider Religious Orders/ Rush Memory and Aging

Ann Neurol2018;83:74 



ADRD Recommendations
Call for biomarkers

MontineNeurology 2014;83:851



1. Validating SVD biomarkers: MarkVCID

2. Examples of biomarker applications: CAA

Taking the Shortcut
Biomarkers for vascular cognitive impairment



1. Validating SVD biomarkers: MarkVCID

Biomarker 
/ōơǁ ƳŅǊƪ₳Ǌ/
noun: biomarker; plural noun: biomarkers
a measurable substance in an organism whose 
presence is indicative of some phenomenon

Taking the Shortcut
Biomarkers for vascular cognitive impairment



ñaŜŀǎǳǊŀōƭŜέ

Å Accessible

Å Reproducible across raters, timepoints, sites

άLƴŘƛŎŀǘƛǾŜ ƻŦ ǎƻƳŜ ǇƘŜƴƻƳŜƴƻƴέ

Å Disease susceptibility/risk

Å Diagnosis/subtype

Å Prognosis/stratification 

Å Target engagement

Å Mechanism of action

Å Disease progression

Å (Surrogate efficacy)

Taking the Shortcut
Biomarkers for vascular cognitive impairment

Subject characteristics

Response to intervention



FDA Biomarker Qualification Program
BEST Biomarker Category/Drug Development Uses

www.fda.gov/drugs/biomarker-qualification-program/context-use



MarkVCIDBiomarkers Consortium
CoordCtr

S Greenberg

K Schwab   K Helmer
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D Wang  J Ringman

A Kashani
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External Advisory Committee
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B Dunn

MarkVCIDConsortium to identify and validate 
biomarkers for small vessel disease-ǊŜƭŀǘŜŘ ±/L5 άǘƻ 
the point of being fully ready for large scale multi-site 
clinical validation studiesΧŀƴŘ ǳǎŜ ƛƴ ŎƭƛƴƛŎŀƭ ǘǊƛŀƭǎΦέ



MarkVCIDBiomarkers Consortium
Timeline

ÅYears 1-2 (UH2)Refine candidate biomarkers; harmonize clinical, 
imaging, and fluid procedures

-Clinical/cognitive data collection protocol
-MRI and OCTA acquisition protocol
-Fluid collection and handling best practices protocol
-Broad IRB/consent language allowing unrestricted sharing 
and repurposing

Wilcock, Jicha, Blacker, Kivisakk, Greenberg et al AlzheimersDement 2020; in press

Lu, Kashani, Arfanakis, Helmer, Greenberg et al AlzheimersDement 2020; in press



MarkVCIDBiomarkers Consortium
Timeline

ÅYears 1-2 (UH2)Refine candidate biomarkers; harmonize clinical, 
imaging, and fluid procedures

ÅYears 3-5 (UH3)Validate most promising biomarkers across consortium 
sites



MarkVCIDBiomarkers Consortium
Candidate Kits for Validation

Fluid
Plasma Endothelial Growth Factors
(VEGF-D, PlGF, bFGF)
Lead site: UCSF/UCD/UCLA

Exosome Endothelial Inflammatory Factors
(Complement Bb, C3b)
Lead site: UCSF/UCLA/UCLA

Plasma Neurofilament Light Chain
Lead site: CHARGE

CSF Placental Growth Factor
Lead site: Univ Kentucky

OCTA
Retinal Vessel Skeleton Density
Lead site: USC

MRI
WMH Volume
Lead site: UCSF/UCD/UCLA

WMH Growth/Regression
Lead site: UnivKentucky

Peak Skeletonized Mean Diffusivity 
Lead site: CHARGE

Free Water
Lead site: Univ New Mexico/UCSF

Arteriolosclerosis Score
Lead site: Rush

Cerebrovascular Reactivity to CO2

Lead site: Johns Hopkins 



MarkVCIDBiomarkers Consortium
Timeline

ÅYears 1-2 (UH2)Refine candidate biomarkers; harmonize clinical, 
imaging, and fluid procedures

ÅYears 3-5 (UH3)Validate most promising biomarkers across consortium 
sites

Instrumental validity

Biological validity



MarkVCIDBiomarkers Consortium
Timeline

ÅYears 1-2 (UH2)Refine candidate biomarkers; harmonize clinical, 
imaging, and fluid procedures

ÅYears 3-5 (UH3)Validate most promising biomarkers across consortium 
sites

Instrumental validity: Can the biomarker be accurately measured?



Fluid-based kits 

1.Intra- & inter-plate repeatability 

2.Inter-site reproducibility 

40 plasma, 40 PPP, or 20 CSF samples (stratified by SVD severity)

3.Test-retest reproducibility 

Repeat blood samples from 10 participants/site (half non-controls) at 3 time points

Imaging-based kits

1. Inter-rater reliability 

30 MRI/OCTA scans (stratified by SVD severity)

2. Test-retest repeatability 

Repeat MRI/OCTA on 6 individuals/site at 2 time points

3. Inter-site reproducibility 

20 individuals (10 with SVD) traveling to 4 MRI scanner types in Boston & Baltimore

29

MarkVCIDBiomarkers Kits
Instrumental Validation



MarkVCIDBiomarkers Consortium
Timeline

ÅYears 1-2 (UH2)Refine candidate biomarkers; harmonize clinical, 
imaging, and fluid procedures

ÅYears 3-5 (UH3)Validate most promising biomarkers across consortium 
sites

Instrumental validity

Biological validity: Does the biomarker measure an important 
aspect of small vessel disease (generally operationalized as cognitive 
performance)?



MarkVCIDBiomarkers Kits
Considerations for biological validation

Jack et al Lancet Neurol2010;9:119

Vessel pathology & endothelial damage
Ҩ±ŀǎŎǳƭŀǊ ǊŜŀŎǘƛǾƛǘȅ ϧ ... ōǊŜŀƪŘƻǿƴ
DTI changes, microinfarcts, microbleeds
Ҩ 9ȄŜŎǳǘƛǾŜ ŦǳƴŎǘƛƻƴ ϧ ǇǊƻŎŜǎǎƛƴƎ ǎǇŜŜŘ
Ҩ /ƭƛƴƛŎŀƭ ŦǳƴŎǘƛƻƴ



MarkVCIDBiomarkers Kits
Potential applications to clinical trial

Subject selection/    
stratification

WMH

PSMD

Arteriolosclerosis score

Free Water

CVR

Endothelial signaling

Endothelial inflammation

CSF PlGF

OCTA VSD

Target engagement/                
mechanism

Free Water

CVR

Endothelial signaling

Endothelial inflammation

CSF PlGF

Disease progression/ 
treatment effect

WMH growth/regression

PSMD

Free Water

CVR

NfL

OCTA VSD



MarkVCIDBiomarkers Consortium
Timeline

ÅYears 1-2 (UH2)Refine candidate biomarkers; harmonize clinical, 
imaging, and fluid procedures

ÅYears 3-5 (UH3)Validate most promising biomarkers across consortium 
sites

ÅYears 6-10 ά¢Ƙƛǎ ǇǊƻƎǊŀƳ ƛǎ ƛƴǘŜƴŘŜŘ ǘƻ Ŧǳƭƭȅ ǇǊŜǇŀǊŜ ǎƳŀƭƭ ǾŜǎǎŜƭ ±/L5 
biomarkers for integration into and widespread use in clinical trials (all 
phases) including in large-scale late phase clinical trials in general and 
ŘƛǾŜǊǎŜ ǇƻǇǳƭŀǘƛƻƴǎ ƛƴ ǘƘŜ ¦ƴƛǘŜŘ {ǘŀǘŜǎέ



1. Validating SVD biomarkers: MarkVCID

2. Examples of biomarker applications: CAA

Taking the Shortcut
Biomarkers for vascular cognitive impairment



Cerebral amyloid angiopathy (CAA)



Imaging biomarkers for CAA

Diagnosis

ÅCerebral microbleeds

ÅCortical superficial siderosis

Charidimou, van Veluw Brain 2020;143:3343van Veluw Ann Neurol 2019;86:279 



Imaging biomarkers for CAA

Diagnosis

ÅCerebral microbleeds

ÅCortical superficial siderosis

Markers of clinical brain injury

ÅMicroinfarcts

ÅAltered structural connectivity

van Veluw, ReijmerNeurology2019;92:e933

van Veluw Ann Neurol 2019;86:279 



Imaging biomarkers for CAA

Diagnosis

ÅCerebral microbleeds

ÅCortical superficial siderosis

Markers of clinical brain injury

ÅMicroinfarcts

ÅAltered structural connectivity

Markers of pathophysiologic pathways

ÅAmyloid deposition

ÅVascular reactivity
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Taking the Shortcut
Biomarkers for cerebral small vessel disease

Å Wide range of strong candidate VCID biomarkers 
addressing different aspects of VCID presence, 
pathogenesis and progression

Å Χōǳǘ ƭƻǘǎ ƻŦ ƛƳǇƻǊǘŀƴǘ caveats re instrumental 
properties, specificity, disease stage, pathophysiologic 
basis, pathogenic vs bystander role

Å A buffet of validated biomarkers will allow marker 
selection tailored to goals and stage of future trials



MarkVCIDBiomarkers Consortium

Open for business! 

markvcid.org sgreenberg@partners.org



MarkVCIDBiomarkers Consortium
Harmonized MRI Protocol

Common core protocol (<45 mins)
Å3D Multi-echo MPRAGE 

Å3D FLAIR 

ÅDTI

Å3D GRE

ÅT2-w FSE

Optional
ÅCerebrovascular reactivity

Å3D pCASL

ÅResting-state fMRI



!ŎŎŜƭŜǊŀǘƛƴƎ ¢ƘŜǊŀǇȅ 5ŜǾŜƭƻǇƳŜƴǘ ŦƻǊ !ƭȊƘŜƛƳŜǊΩǎ 
and Related Dementias 

-Enabling Infrastructure and Initiatives-

13th Annual 
FDA/ACT-ADAllies 

Meeting

Laurie Ryan, PhD
Chief, Clinical Interventions and Diagnostics Branch, 
Program Director, Pharmacological Interventions

https://act-ad.org/event/13th-annual-fda-alzheimers-disease-allies-meeting/


Precision Medicine Approach

Right Pathway/Target, Therapeutic Agent, and Dose
for the Right Patient at the Appropriate Stage of Disease 

Treatment A

Treatment B

Treatment C

Treatment D

Treatment E



AMP-AD Target Discovery

and Affiliated Consortia

MODEL-AD Centers

AlzPED

ADNI

AMP-AD Biomarkers

ABC-DS

ACTC

Target ID
Early Validation

Assay
Development 

Screening
Proof

of
Concept

Lead

Optimization

Candidate
Selection

IND-enabling
toxicology

Drug 
Approval 

Phase I Phase II Phase III

A Pipeline of Translational Research Funding Opportunities (R21/R01, U01, SBIR/STTR)

Enabling  Infrastructure for
Data Driven and Predictive Drug Development 

TREAT-AD Centers 

OPEN SCIENCE - OPEN SOURCE PRINCIPLES 

NIA AD Translational Research Program: Diversifying the Therapeutic Pipeline 



o Initiated in 2015 by the National Institute on Aging (NIA) and the Eunice Kennedy Shriver National 
Institute of Child Health and Human Development (NICHD) with the funding of two groups of research 
collaborators: 

o Neurodegeneration in Aging Down Syndrome (NiAD, PIs: Ben Handen, Brad Christian, Bill Klunk 
U01AG051406) 

o Alzheimer's Disease in Down Syndrome (ADDS, PIs: Nicol Schupf, Ira Lott, Wayne Silverman,  
U01AG051412)



Goals: 

ÅDevelop valid assessment procedures for tracking clinical progression in adults with DS

ÅDetermine blood- and CSF-based biomarker profiles associated with clinical profiles

Å Identify neuroimaging profiles (MRI & PET) associated with AD progression

Å Identify genetic signatures influencing AD risk

ÅCompare findings with other populations having high and low risk for AD

ÅCompare findings with studies of sporadic AD to determine common and distinct profiles that can aid in 
identifying pathways and mechanisms determining risk

ÅMake data and bio-samples available to the research community

ÅEmploy findings as a foundation to design and implement clinical trials focused on both treatment and 
prevention

Down syndrome (DS) provides unique 
platform for understanding the 
temporal and age-dependent 
development of AD



ÅNext iteration of ABC-DS was funded by the NIA, NICHD and the Trans-NIH INCLUDE Project 
(U19AG068054, PIs: Ben Handen, Brad Christian, Elizabeth Head, Mark Mapstone) in 
September 2020

ÅFollow the cohort of people with Down syndrome to conduct three projects: 
ÅмΦ LƴǾŜǎǘƛƎŀǘƛƴƎ Ƙƻǿ !ƭȊƘŜƛƳŜǊΩǎ ŘƛǎŜŀǎŜ ƛƴ 5ƻǿƴ ǎȅƴŘǊƻƳŜ ǇŀǊŀƭƭŜƭǎ ŀƴŘ ŘƛŦŦŜǊǎ ŦǊƻƳ ǎǇƻǊŀŘƛŎ !ƭȊƘŜƛƳŜǊΩǎ 

within an amyloid, tau, neurodegeneration framework and to identify modifiers of risk of 
conversion/progression
Å2. Identifying genetic modifiers of the development of AD in DS
Å3. Translating outcomes to a precision medicine framework and expedite clinical trials

ÅIncludes an emphasis on the increasing the diversity of individuals in the cohort of adults with 
DS
Å¢ƘŜ !ƭȊƘŜƛƳŜǊΩǎ 5ƛǎŜŀǎŜκ5ƻǿƴ {ȅƴŘǊƻƳŜ hǳǘǊŜŀŎƘΣ wŜŎǊǳƛǘƳŜƴǘΣ ŀƴŘ 9ƴƎŀƎŜƳŜƴǘ όADDORE) Core will 

rapidly disseminate information to Down syndrome communities and engage underrepresented ethnic 
groups



Available ABC-DS Data and Biosamples

Data are managed by the University of Southern California Laboratory of Neuro 
Imaging (LONI) 

Biospecimen samples are managed by the National Centralized Repository for 
!ƭȊƘŜƛƳŜǊΩǎ 5ƛǎŜŀǎŜ ŀƴŘ wŜƭŀǘŜŘ 5ŜƳŜƴǘƛŀǎ όb/w!5ύ

https://www.nia.nih.gov/research/abc-ds#data





U01 AG057195(PIs: Liana Apostolova, Maria 
Carrillo, Brad Dickerson, Gil  Rabinovici)

Observational study

Enroll 500 amyloid positive APP/PSEN1/PSEN2 mutation negative EOAD and 100 age-matched controls ages 40 
to 64 at ~15 sites across US

Collect longitudinal detailed clinical, cognitive, imaging, biomarker and genetics

Imaging and biomarker collection, data sharing aligned with ADNI, Biosamples at NCRAD

Clinical: Demographic, vitals, general medical and neurologic examinations, past medical 
history, medications, clinical diagnosis and diagnostic subtype

Cognitive/behavioral: NACC UDS cognitive and FTD batteries, AVLT, Digit symbol, ADAS-Cog, 
TabCat, FAQ, GDS, NPI-Q, Amsterdam IADL

Imaging: Magnetic resonance, amyloid (florbetaben) and tau (flortaucipir) PET images, Imaging 
summary measures 

Biosamples: peripheral blood (plasma, serum, 
PBMC) and CSF

Genetic: DNA and RNA



AMP-AD (Biomarkers): Supplement NIA-supported Phase II/III secondary prevention trials testing 
several anti-amyloid therapies with tau PET imaging (AV1451)

Data sharing under AMP-AD includes making the screening data and biosamples available 
after enrollment completion and making post-randomization data and biosamples available as 
soon as possible after completion without compromising trial integrity.  

The Anti-!ƳȅƭƻƛŘ ¢ǊŜŀǘƳŜƴǘ ƛƴ !ǎȅƳǇǘƻƳŀǘƛŎ !ƭȊƘŜƛƳŜǊΩǎ 5ƛǎŜŀǎŜ ¢Ǌƛŀƭ ό!п ¢Ǌƛŀƭύ Ƙŀǎ ŀŎƘƛŜǾŜŘ 
the first milestone:

Å Making screening data and biosamples available (via the Laboratory of 
Neuroimaging, LONI) on 6,763 screened participants

Å This is the first registration trial to ever do so and the first paper using the screening 
data from A4 was published in 2020 

Å Enrollment complete; open label extension ongoing 

Å First screening data paper published in JAMA Neurology 

Distribution of tau across brain with AD 

51

https://ida.loni.usc.edu/login.jsp


ωMarkVCID, national VCID Biomarkers Consortium

ωTau Center Without Wallsto study molecular mechanisms that lead to tau toxicity in FTD

ωFTD Sequencing Consortium to discover FTD-causing gene mutations

ωLewy Body Center Without Walls to characterize a-synuclein and b-amyloid subtypes in LBD

ωLBD biomarker discovery research

ωDetectCIDto develop paradigms to increase detection of cognitive impairment/dementia in 
primary care settings and in populations that experience health disparities

ωALLFTD Natural History Study in FTLD, together with the NIA

ωDISCOVERYand Diverse VCID to determine types of stroke and white matter lesions and 
comorbidities that cause VCID including in populations that experience health disparities

ωPET Ligand Development ProteinopathyStructural Biology for ADRD Center Without Walls

ωEstablish CARD ǿƛǘƘ bL!Σ ƛƴǘǊŀƳǳǊŀƭ /ŜƴǘŜǊ ŦƻǊ ǘƘŜ {ǘǳŘȅ ƻŦ !ƭȊƘŜƛƳŜǊΩǎ ϧ wŜƭŀǘŜŘ 5ŜƳŜƴǘƛŀǎ

NINDS Dementia Research Initiatives: Different Forms and Cross-
Cutting Themes

CTE/TBI Center Without Walls
Tauopathy and TDP-43 ProteinopathyStructural Biology 

Using Cryo-EM & Mass Spectrometry

Lewy Body 
Dementias 
Biomarkers 
Research
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ÅCenter Without Walls (CWOW) for Molecular 
Mechanisms of Neurodegeneration in FTDςto 
continue support for interdisciplinary team science on 
molecular mechanisms of neurodegeneration in FTD, 
with a focus tau, TDP-43 or FUS pathogenesis, and 
specific genetic causes and risks factors. RFA-NS-21-003

ÅMechanisms of Selective Vulnerability in LBD and 
FTDςwhy certain brain regions are more vulnerable to 
abnormal protein accumulation and damage. RFA-NS-
21-007

https://go.usa.gov/xwN8f

NINDS ADRD FY 2021 Funding Opportunities

ÅMechanisms of Pathological Spread of Abnormal Proteins in LBD and FTDςhow abnormal proteins spread in 
the nervous system of LBD and FTD patients. RFA-NS-21-006

ÅConnecting Pre-mortem Clinical Information with Post-Mortem Brain Analysisin LBDςlinking comprehensive 
pre-mortem clinical information with gold standard post-mortem diagnostic analysis in LBD patients. RFA-NS-
21-001

ÅTreatments for LBD-Exploratory Clinical Trialςto encourage exploratory clinical trials (Phase I or II) testing 
either new or repurposed drugs or devices to treat patients with LBD.RFA-NS-21-008

ÅSmall Vessel VCID Biomarker Validation for Clinical Trials and Coordinating Centerςto continue support for a 
consortium (currently implemented as MarkVCID) to develop and validate high-quality small vessel VCID 
biomarkers ready for use in clinical trials, and for generating scientific breakthroughs in the understanding and 
treatment of VCID. RFA-NS-21-004, RFA-NS-21-005

https://t.co/s5sFrFPAH1?amp=1


Large scale systems/network biology approach 

Predictive models for novel targets and biomarkers

Computational methods benchmarking

Open data, methods  and target enabling tools

Next-gen animal models for late onset AD

Deep phenotyping and staging relative to human disease 

Methods development for efficacy testing

Open data and animal models distribution free of  IP barriers    

Clinical trials infrastructure (Phase I, II, III)

Methods development for clinical trial design

New methods for recruitment and retention (emphasis on diversity)

Sharing of trial design methods, outcomes and analyses strategies

Sharing of data/biosamples from placebo and treatment arms

AMP-AD 
Consortia   

TREAT-AD
Centers

MODEL-AD

ACTC

ENABLING  INFRASTRUCTURE PROGRAMS FOR DATA DRIVEN AND 
PREDICTIVE DRUG DEVELOPMENT 

OPEN SCIENCE/OPEN SOURCE
FROM TARGETS TO TRIALS

AlzPED



actcinfo.org



ACTC

ÅInitiated in December 2017

ÅtLǎΥ tŀǳƭ !ƛǎŜƴΣ !ƭȊƘŜƛƳŜǊΩǎ ¢ƘŜǊŀǇŜǳǘƛŎ wŜǎŜŀǊŎƘ LƴǎǘƛǘǳǘŜ ό!¢wLύΣ {ŀƴ 5ƛŜƎƻΤ wŜƛǎŀ 
{ǇŜǊƭƛƴƎΣ .ǊƛƎƘŀƳ ŀƴŘ ²ƻƳŜƴΩǎ IƻǎǇƛǘŀƭ ŀƴŘ aŀǎǎŀŎƘǳǎŜǘǘǎ DŜƴŜǊŀƭ IƻǎǇƛǘŀƭΣ .ƻǎǘƻƴΤ 
Ronald Petersen, Mayo Clinic, Rochester, Minnesota (U24AG057437)

ÅNext generation infrastructure  - collaboration between NIA and ACTC investigators

ÅIncludes multiple clinical trial sites with dedicated support

ÅA separate NIA Funding Opportunity Announcement (FOA) is soliciting applications for 
clinical trials to be managed and supported by the ACTC (PAR-20-309)

https://grants.nih.gov/grants/guide/pa-files/PAR-20-309.html


ACTC GOALS

ÅConduct clinical trials (phase 1b to 3) of promising pharmacological and non-
pharmacological interventions for 

Åcognitive and neuropsychiatric symptoms in individuals with AD and other age-related 
dementias 

Åacross the spectrum from pre-symptomatic to more severe stages of disease

ÅProvide a state-of-the-art clinical trial infrastructure to facilitate rapid development and 
implementation of protocols

ÅProvide leadership in innovative trial design methods, outcomes and analyses as well as 
recruitment strategies, particularly in diverse/underrepresented populations

ÅEnable broad sharing of procedures and methods, as well as trial data and biosamples 



KEY ELEMENTS OF THE ACTC

ÅNovel approaches to recruitment and assessment, including innovations in technology:

ÅThe Minority Outreach and Recruitment Team is developing central and local partnerships with diverse communities 
to enhance representation of these underrepresented groups in AD/ADRD trials

ÅStreamlined implementation of trials from start-up to publication, e.g., use of master trial agreements, efficient 
contracting and centralized IRB

ÅTrack site performance; maximize protocol adherence and data quality

ÅCentralized tissue banking/sharing for biosamples

ÅCentralized biostatistics, bioinformatics and data management support

ÅMeeting and communication coordination among clinical trial sites of ACTC

ÅProvide guidance to investigators developing interventions for AD/ADRD



THE ACTC INFRASTRUCTURE IS WELCOMING OF:

ÅAcademic and industry applicants; Public-Private Partnerships

ÅBoth pharmacological and non-pharmacological interventions

ÅApplications are encouraged that propose:

ÅTesting candidate therapeutic compounds against novel therapeutic targets

ÅTesting repurposed drugs and combination therapies from data driven approaches, 
including candidates coming from NIA's translational bioinformatics FOA (PAR-20-156)

https://grants.nih.gov/grants/guide/pa-files/PAR-20-156.html:~:text=PAR%2D20%2D156%3A%20Translational,Disease%20(R01%20Clinical%20Trial%20Optional)


Research Participant Advisory 
Board



ÅNon-AD Dementia Committee (Chairs: Brad Boeve, Adam Boxer)

ÅAdvises on trial design for studies where the population is non-AD age-related dementia

ÅNeuropsychiatric Symptoms (NPS, Chair: Jeff Cummings)
ÅAdvises on trial design for studies of agents, devices, or non-pharmacologic interventions targeting 

NPS such as agitation, psychosis, depression, apathy, and sleep disorders

ÅNon-Pharmacological Intervention Committee (Chairs: Laura Baker, Bruno Vellas)
ÅProvides expertise and guidance in the development and management of trials involving non-

pharmacological approaches in clinical trials 

ÅLƴŎƭǳǎƛƻƴΣ 5ƛǾŜǊǎƛǘȅΣ ŀƴŘ 9ŘǳŎŀǘƛƻƴ ƛƴ !ƭȊƘŜƛƳŜǊΩǎ ŘƛǎŜŀǎŜ /ƭƛƴƛŎŀƭ ¢Ǌƛŀƭǎ όL59!-CT) Committee (Chairs: 
Rema Raman, Reisa Sperling)
ÅDevelopinggoals, formulating strategic plan, and providing oversight for !/¢/Ωǎ ŎƻǊŜ ǾŀƭǳŜǎ ƻŦ 

inclusion, diversity and training in ADRD clinical trials and the ADRD clinical research community at 
large

ÅResearch Participant Advisory Board (Chair: Sarah Walter)

ÅProvides guidance to the consortium to help ensure that the outcomes of ACTC work are meaningful 
to the public. 

ÅFocus on inclusion of individuals from underrepresented populations as well as from across the 
disease spectrum.





DATA, IMAGES AND BIOSPECIMEN SHARING POLICY

ÅPrimary goal of this policy is to make available project research data, 
images and biospecimens from ACTC clinical trials to the scientific 
community in a timely manner, while safeguarding the safety and 
privacy of trial participants and protecting confidential and proprietary 
data. 

ÅCƻƭƭƻǿ ǘƘŜ /ƻƭƭŀōƻǊŀǘƛƻƴ ŦƻǊ !ƭȊƘŜƛƳŜǊΩǎ tǊŜǾŜƴǘƛƻƴ ό/!tύ ǇǊƛƴŎƛǇƭŜǎ ŀǎ 
well as NIA/NIH guidelines and policies

ÅData, images and biospecimens will be shared at two time-points for 
each project: 

1. Pre-randomization data, images and biospecimens will be shared 
within twelve (12) months of the final participant randomization. 

2. Project data, images and biospecimens will be shared with the 
scientific community after the earlier of either regulatory approval of 
the tested treatment, at time of publication of top line results, or 
nine (9) months after the completion or early termination of the trial.



Alzheimerõs Clinical Trials Consortium (ACTC)
Mission:  To provide an optimal infrastructure, utilizing centralized resources and shared expertise, to accelerate the 

development of effective interventions for Alzheimerõs disease and related disorders.

Apply for an ACTC project
Eligibility: Anyone (academic or industry)

Studies: Phase 1b-III, non-pharmacological 

and novel approaches encouraged

Contact: Sarah Walter waltersa@usc.edu 

ÅWe work in collaboration with proposers to develop idea and submit grant to NIA

ÅInfrastructure includes expertise in study design and conduct, full clinical trial 

management capability at coordinating center and network of trial sites

ÅLearn more at: www.actcinfo.org



CURRENT ACTC TRIALS

ÅEnrolling

ÅAHEAD A3-45 (BAN2401)

ÅA3: cognitively normal, below threshold 
amyloid PET, at risk

ÅA45: clinically normal, elevated amyloid 
PET, high risk

ÅEnrollment Complete ςOngoing

ÅA4 Open Label Extension

ÅLaunching in 2021

ÅCT1812

ÅPhase 2, prodromal or mild AD

Å[ƛŦŜΩǎ 9ƴŘ .ŜƴŜŦƛǘǎ ƻŦ /ŀƴƴŀōƛŘƛƻƭ ŀƴŘ 
Tetrahydrocannabinol (LiBBY)

ÅPhase 2, sever dementia with agitation

Åoral combination of tetrahydrocannabinol 
(THC) and cannabidiol (CBD)



ACTC Affiliated Clinical Trial Enabling Projects



¢Ǌƛŀƭ wŜŀŘȅ /ƻƘƻǊǘ ŦƻǊ ǘƘŜ tǊŜǾŜƴǘƛƻƴ ƻŦ !ƭȊƘŜƛƳŜǊΩǎ 5ŜƳŜƴǘƛŀ

Å Establish a trial-ready, AD biomarker positive cohort, i.e., a pool of well-
characterized participants, for trials at multiple sites across North 
America to facilitate recruitment

Å Enrolling

AD Biomarker + TRC-PAD Cohort

AD Biomarker - Remain in APT

Feeder Registries;
Media, Community 
Outreach, etc.

Alzheimer Prevention Trials (APT) Webstudy 

ҧwƛǎƪ

PIs: Paul Aisen, Reisa Sperling, 
Jeff Cummings (R01AG053798)



www.aptwebstudy.org

Low barriers: 10-15 min per 

visit, flexible schedule

Engagement: feedback on 

progress, testing

Education: news and 

updates on trials



Å ACTC-DS will leverage the experience and expertise of the ACTC, as well as the NIH-funded 
!ƭȊƘŜƛƳŜǊΩǎ .ƛƻƳŀǊƪŜǊ /ƻƴǎƻǊǘƛǳƳ - Down Syndrome (ABC-DS) groups to build a trial-ready cohort of 
adults with DS and then design and conduct clinical trials in this cohort. 

Å ACTC-DS will serve as a platform for bringing the latest and most innovative AD therapies to the DS 
population.

actc-ds.org 



Trial Ready Cohort ïDown Syndrome

PI: Mike Rafii (AG066543)

ÅEstablish a trial-ready pool of well-characterized adults with Down Syndrome (DS) to 
participate in AD trials

ÅLaunching in 2021





Pipeline of NIA and Trans-NIH Translational Research Funding Opportunities



ÅPhase 1 and Phase 2 Clinical Trials (Pharm and Non-Pharm)

ÅStudies to enhance trial design and methods

PAR-18-877: 

Early Stage Clinical Trials for the Spectrum of Alzheimer's Disease and 
Age-related Cognitive Decline (R01) 

ÅPhase 2/3 and 3 Clinical Trials (Pharm and Non-Pharm)

PAR-18-878: 

Late Stage Clinical Trials for the Spectrum of Alzheimer's Disease and 
Age-related Cognitive Decline (R01)

Clinical Therapy Development

*Early and late-stage clinical trials for the spectrum of AD/ADRD and age-related cognitive decline 2021 Re-issue: planning to combine these 
FOAs into a single FOA covering Phases I-III pharm/non-pharm clinical trials, as well as clinical trial design/methods

https://grants.nih.gov/grants/guide/pa-files/PAR-18-877.html
https://grants.nih.gov/grants/guide/pa-files/PAR-18-878.html
https://www.nia.nih.gov/approved-concepts#ctreissue


Data Sharing Requirements for NIA AD/ADRD Clinical Trials

ÅSharing of data and biosamples is expected at the time of publication of 
the primary results or within 9 months of data lock, whichever comes first

ÅPivotal trials are expected to follow Collaboration for Alzheimer's 
Prevention(CAP) data and sample sharing principles:
Åmake screening/pre-randomization baseline data available within 12 

months of enrollment completion 
Åpost-randomization data and biosamples should be made available as 

soon as possible without compromising trial integrity, i.e., after 
regulatory approval or trial completion/termination or 18 months 
whichever comes first

*Weninger, et al. Alzheimers Dement. 2016



ÅSBIR: Clinical trials allowed

PAS-19-316: 

Advancing Research on Alzheimer's Disease (AD) and Alzheimer's-
Disease-Related Dementias (ADRD) (R43/R44)

ÅSTTR: Clinical trials allowed

PAS-19-317:

Advancing Research on Alzheimer's Disease (AD) and Alzheimer's-
Disease-Related Dementias (ADRD) (R41/R42)

Clinical Therapy Development

https://grants.nih.gov/grants/guide/pa-files/PAS-19-316.html
https://grants.nih.gov/grants/guide/pa-files/PAS-19-317.html


Trends in NIA-funded Early Stage Clinical Trials for AD/ADRD 
(Phase 1 & 2) 2008-2019

-by therapeutic target/disease mechanism-

2 1 3 4 6 6 4 6 10 8 118
# of newly funded projects 

iadrp.nia.nih.gov


