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that will test whether an anti-amyloid agent can slow cognitive
decline during the preclinical stage of AD.
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Background:Alzheimer’s disease (AD) prevention trials target an
earlier stage of the disease based on the idea that earlier interven-
tion before neuron loss and symptom onset will provide improved
outcomes. The Dominantly Inherited Alzheimer Network Trials
Unit (DIAN-TU) launched the first AD prevention trial in 2012
in a rare population of dominantly inherited AD mutation carriers
who are destined to get the disease with near 100% penetrance.
Recruitment was completed in 2015 into two parallel drug arms
in the DIAN-TU adaptive prevention trial (DIAN-TU APT) plat-
form. A major goal of public-private prevention trials is to make
data available to the research community and this presentation
will provide comprehensive results of baseline data. Methods:

The metrics of establishing the DIAN-TU platform, start-up of
sites, launch of the trial, screening, enrollment and close of enroll-
ment measures were analyzed. Baseline demographic, clinical,
cognitive, genetic, imaging including MRI, amyloid PIB PET, am-
yloid AV45 PET, tau AV1451 PET and biomarker results were
analyzed according to protocol. Measures were compared to prior
findings in the DIAN observational study. A process for DIAN-
TU data requests was developed, approved, and activated in
2017. Results:The DIAN-TU APT platform was established in the
first year with protocol, site, operational, and multiple partner
start-up in this global trial. As sites were activated, enrollment
rate increasedwith rapid enrollment by the end of the study. 194 par-
ticipants enrolled to successfully meet enrollment goals within pro-
jected timelines. Screen fail rate (19%), recruitment source (47%
DIAN-obs, 38% DIAN Expanded Registry), and completion rates
of all baseline assessments (99-100%)were excellent. This trial pro-
vides comprehensive clinical, cognitive, imaging and biomarker
data and samples that are being used in the final analyses and are
available to address important scientific and medical questions.
Conclusions:Clinical prevention trials in AD with multiple AD bio-
markers are feasible and can be highly successful, even in a rare
population. The results from comprehensive evaluations during tri-
als can provide unique insights into the effects of interventions and
promise to accelerate highly effective treatments and preventions
for AD.
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Background:Crenezumab is a humanized anti-amyloid-beta (Ab)
monoclonal IgG4 antibody in development for Alzheimer’s dis-
ease (AD). Crenezumab binds to multiple forms of Ab, with
high affinity for oligomers, blocking oligomer-induced neurotox-
icity, and with low risk of amyloid-related imaging abnormalities
(ARIA). Although Phase 2 co-primary endpoints were not met,
exploratory analyses suggested that crenezumab should be tested
for clinically meaningful efficacy at a higher dose and earlier
disease stage. Data from a Phase 1b study that investigated the
safety/tolerability of higher doses of crenezumab supported a
4-fold higher Phase 3 dose than used in Phase 2. Two global,
randomized, double-blind, placebo-controlled, parallel-group
Phase 3 studies (CREAD [NCT02670083]; CREAD2
[NCT03114657]) are testing the efficacy and safety of crenezu-
mab (60 mg/kg) in patients with prodromal to mild AD. Here
we describe the study design/methodology, and baseline charac-
teristics from CREAD. Methods: Patients aged 50–85 years with
prodromal to mild AD and confirmed evidence of cerebral amyloid
pathology (CSF or amyloid PET) were enrolled. At screening, pa-
tients had an MMSE score of �22, a CDR-global score of 0.5 or 1,
Free and Cued Selective Reminding Test (FCSRT) immediate free
recall �27 and cueing index �0.67 (to enrich for patients with
greater likelihood of progression over 105 weeks), and were ran-
domized 1:1 to placebo or crenezumab (60 mg/kg q4w IV).
Randomization was stratified by dementia and APOE status, base-
line anti-dementia medications, and geographic region. Primary
and secondary endpoints include change from baseline in CDR-
SB, ADAS-Cog-13, and ADCS-ADL scores over 105 weeks.
Exploratory objectives are to assess treatment effects on CSF bio-
markers and amyloid- and tau-PET. MRI examinations are used
to monitor safety and measure volumetric changes. Results: The
CREAD study has completed recruitment, with 813 patients
enrolled. Baseline data will be presented. Conclusions: Building
on learnings from Phase 2, the CREAD and CREAD2 Phase 3 trials
are investigating the clinical efficacy of a 4-fold higher dose of
crenezumab (vs. Phase 2) in prodromal to mild AD, and will test
whether clinically meaningful efficacy can be achieved without
the associated safety findings that have been described with other
passive anti-amyloid immunotherapies targeting fibrillar amyloid
in AD.
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Background:Current secondary prevention trials are recruiting par-
ticipants with evidence of elevated amyloid burden using amyloid
PET imaging. Here we explore the best combination of predictors
of florbetapir PET SUVR using screening data from the Anti-Am-
yloid Treatment in Asymptomatic AD (A4) Study. The resulting
prediction algorithm could be useful as a prescreen to reduce the
number of PET scans required in a future secondary prevention
trial. Methods:We apply random forest machine learning methods
using demographic variables and measures of cognition and func-
tion. We consider models with and without APOE genotype. We
evaluate the estimated out-of-sample predictive accuracy of each
random forest in predicting amyloid burden in independent valida-
tion sets while maintaining a detection prevalence of 50% (propor-
tion predicted to be Ab+). Results:Figure 1 shows ROC curves for
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