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Meeting Summary

Attendees (Names taken from webinar attendee information if a name was litad is not aomplete list
of attendees There were t10attendees):Maria Carrillo, Chris Weber, Rebecca Edelmayer, Emily Meyers

Heather Snyder, Keith Fargo, Suzanne Schindler, Robert Rissman, Kaj Blennow, Henrik Zetterberg, Charlotte
Teunissenlnge Verberk, Britta B



GBS®Vorking Group Updates
QC Program (CSF/Plasma) Kaj Blennow
x The QC mgram started in 200@imed at assessiranalytical and assay variability for CSF and blood in

different clinical labsad to monitor assay performanceResults from the program have shown that
samples can beomparel betweenlabs and from batch to batahith little to no difference. Assays
tested for the core biomarkers include: INNOTEST, Euroimmune -$tdse, Elecsys and Lumgaul
For NfL, the assays tested include: Uman/IBL, UEIB3g-Scale and Quanterix. In total, 118 different
assays have been tested in the CSF QC program. Data was presented for AB42, Ap40, total tau and p-
tau. New NfL assays have acceptable data, but with additional data and time will become even better.
In the future, we invite more labs to participate and expand to blood biomarker assays (AB42, AR40,
NfL, total tau and giaul81). Next steps may be to move forward with next publication for the QC
program.

Round Robin Studies (CSF/Plasma) Henrik Zetterberg
X Amanuscript draft of plasma AP results discussed at AAIC 2019 is in progress and will be circtdated



sample tubes (note: other tube types lead to different biomarker results thus might result in different
pre-analytical recommendations). Data on the delay in processing between sampling and
centrifugation indicate that <3hrs RT or >3h#8°Z igecommended. For storage, <24hrs at 2-8°C and



reach a plateau when compared relative to Braak staging of postmortem ti&lig-
tau217 be a goodharker for early diagnosis?

Aratio of ptau217/p-taul81has seen valuag CSF, but not in plasma.

A total tau assay has not yet been developed that replicates what is seen in CSF. Data
may be available soon that addresses total tau epitopes by takingréage of work
with massspectrometry.

Some mteresting paperso address what fiau isa marker of: track TBI group showed
p-tau increases dramatically after TBI and goes down aff@rdays This could be
opening of BBB to releaskese markers anthen recoveryCould a lowgrade BBB
impairment influence gau levels in AD?

Combining gau antibodiesin assag has been attempted, but sensitivity was not high
enough. Perhaps with new technologies thend be more opportunities.

What do we need to do fodiaicalpracticeflinical trials?Plasma work has moved
faster and with additional studiesn the pre



University of Gothenberg and/ashingtonUniversity in St. Louis

X The Plasma AProject as launched, however Study 1 was delayed to September 2020 Q@D
19.

x Feasibility assessment is ongoing for the potential tavdguyption to review plasma-fau assays
that are currently availablép-taul81, ptau217, and 23).

MarkVCID- Research Updates Steven Greenberg

x The goal of MarkVCIB to identify and validate biomarkers for small vessel disealsged VCID to the
point of being ready for application to clinical trialestrumental validity and biological validity are the
desired propertie®f a biomarker. Sites that participated in MarkVCID proposed 11 candidate
biomarkersincludingMRI and fluid markers and the validation process is ongoing. Fluid biomarkers
include plasma endothell growth factors, exosome endothelial Inflammatory factors, Plasma NfL, CSF
placental growth factor

x Instrumental validation for fluidbased kits and imagidgased kits to measure validity of the assay and
site specific validity. Participant enroliment, clinic visits and some analysis have been paused due to
COVIEL9 and are resuming slowly.

Discussion: The Future Use of CSF and Amyloid PET in Routine Clinical Practice
Panel: Gill Farrar, Jonathan Schott, Leslie Shaw, and José Luis Molinuevo

Moderator: Maria Carrillo

Discussion Overview

Dr. Les Shaw provided an overview of CSF biomarkers and their relationship to amyloid PET and how to
potentially use these biomarkers in clinical practice. In the setting of clinical practice, the use of
advanced diagndi& procedures (CSF biomarkers and amyloid PET) is considered if a question on
cognitive complaint remains. In comparison of AB42 and AB40/AB42 ratio in CSF and amyloid PET,

both measures show high concordance, with the AB40/AB42 ratio a few percentage points higher. The

ATN framework provides a useful approach that can utilize CSF biomarkers to define presence/absence
of amyloid, tau and neurodegeneration pathology. Using participant samples from ADNI with a
diagnosis of MCI, the rate of progression torgintia over 4 years can be elucidated using the ATN

criteria. This is further defined when the genetic history is included. The ATN criteria permits a
combination of biofluid and imaging (eg, MBdsed hippocampal volume) and genetic biomarkers and
likely plasma biomarkers will become very important.
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