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Abstract

Introduction: The APl AutosomalDominant AD (ADAD) Colombia Trial is a placebo-
controlled clinical trial of crenezumab in 252 cognitively unimpaired 30 to 60-year-old
Presenilin 1 (PSEN1) E280A kindred members, including mutation carriers randomized
to active treatment or placebo and non-carriers who receive placebo.

Methods: Of the 252 enrolled, we present data on a total of 242 mutation carriers and
non-carriers matched by age range, excluding data on 10 participants to protect partic-
ipant confidentiality, genetic status, and trial integrity.

Results: We summarize demographic, clinical, cognitive, and behavioral data from 167
mutation carriers and 75 non-carriers, 30 to 53 years of age. Carriers were significantly
younger than non-carriers ((mean age + SD) 37 + 5 vs 42 + 6), had significantly lower
Mini Mental Status Exam (MMSE) scores (28.8 + 1.4 vs 29.2 + 1.0), and had consistently
lower memory scores.

Discussion: Although PSEN1 E280A mutation carriers in the Trial are cognitively unim-
paired, they have slightly lower MMSE and memory scores than non-carriers. Their
demographic characteristics are representative of the local population.

KEYWORDS
Alzheimer’s disease, autosomal-dominant Alzheimer’s disease, baseline data, clinical trial, cre-

nezumab, Alzheimer’s Prevention Initiative, preclinical Alzheimer’s disease, preclinical, prevention
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1 | INTRODUCTION

Alzheimer disease (AD) is the most common cause of dementia and
poses public health and financial burdens for society.13 Autosomal-
dominant Alzheimer’s disease (ADAD) is rare, accounting for up to 1%
to 2% of all cases of AD,* with symptom onset usually before age 65.4°
It is caused by mutations in one of three genes: amyloid precursor pro-
tein, presenilin 1, or presenilin 2 (APP, PSEN1, or PSEN2). Descriptions
of early changes in clinical and cognitive characteristics are limited®-12;
notable are those from the Dominantly Inherited Alzheimer Network
(DIAN), which includes persons with mutations in all three genes.®13
More information about clinical, cognitive, and other characteristics
of persons with preclinical ADAD can provide additional knowledge
about this condition and inform the design of future preclinical trials.
This is important considering the trend toward globalization of clinical
trials,2* given the need to account for ethnic and racial factor differ-
ences in education, financial resources, world region, cognitive perfor-
mance, subjective cognitive decline, and neuropsychiatric symptoms.1>

Since 1984, the Neurosciences Group of Antioquia (GNA) (part of
the University of Antioquia) has studied the world’s largest known
ADAD kindred, with a mutation at codon 280 (PSEN1 E280A)1¢
which likely originated from a single founder.”.1” The Colombian API
Registry® was launched in 2010. Using several outreach and recruit-
ment strategies described elsewhere in association with this trial,34
the Registry included neurological and neuropsychological data on
over 5800 members of 25 PSEN1 E280A families by 2018, including
over 1100 living carriers (Figure 1).* Over one third (38.6%) of the car-
riers and non-carriers in the Registry were aged 10-24 years; almost
half were younger than 30. Before recruitment for the trial ended, the
Registry had 901 persons who did not meet criteria for mild cogni-
tive impairment (MCI) or dementia, 8 with MCI due to AD and 156
with dementia due to AD.3 Consequently, the pool of preclinical muta-
tion carriers ages 30 to 60 potentially eligible for the trial shrank
considerably.

In 2009, Banner Alzheimer’s Institute (BAI) established the
Alzheimer’s Prevention Initiative (API) to conduct trials in persons at
high risk for symptoms of AD; develop new cognitive outcomes; assess
biomarker utilities; help establish the regulatory approval pathway
needed for “preclinical” AD treatments; provide improved tests of the
amyloid hypothesis; create recruitment registries as shared resources;
and establish data and sample-sharing plans.#1819

In 2012, the collaboration involving BAI, GNA, Roche/Genentech,
and the National Institute on Aging (NIA) announced the APl ADAD
Colombia Trial (NCT01998841) in PSEN1 E280A mutation carriers and
non-carriers was launched in 2013.4 The trial was designed to evaluate
the efficacy, safety, and tolerability of the investigational anti-amyloid
beta (Ap) drug crenezumab in unimpaired ADAD E280A mutation car-
riers and the broader API goals above. In 2019, Roche/Genentech
announced the termination of crenezumab clinical development in spo-
radic AD following results from a preplanned interim analysis of the
phase Il CREAD trial, which found the study was unlikely to meet
the primary end point. We are continuing the APl ADAD Colombia
trial in order to test the efficacy of crenezumab over a much longer

RESEARCH IN CONTEXT

1. Systematic review: The authors summarized baseline
demographic, clinical, cognitive, and behavioral data from
242 cognitively unimpaired age-matched carriers and
non-carriers of the Alzheimer’s Prevention Initiative
(API) Autosomal-Dominant Alzheimer’s disease (ADAD)
Colombia Trial and reviewed the literature using PubMed
regarding relevant publication related to similar data.

2. Interpretation: We confirmed that although PSEN1
E280A mutation carriers in the APl ADAD Colombia
Trial are cognitively unimpaired, they have slightly lower
MMSE and memory scores than non-carriers. Their
demographic characteristics are representative of the
local population.

3. Future directions: The present results confirm generally
lower cognitive performance with numerically larger vari-
ance, especially on measures of memory, in this cogni-
tively unimpaired stage of ADAD in the PSE1 E280A pop-
ulation. Later analyses will address the cross-sectional
relationships among age, cognitive performance, and
mutation status on multiple baseline measures including
transcultural variables. Other data and biological samples
will be shared after the trial is completed, and baseline

imaging data will be summarized separately.

period (5 to 8 years) and in a very different population than in phase
11l: young, genetically predisposed, asymptomatic individuals, roughly
50% of whom lacked elevated brain amyloid at baseline.3”

This article describes baseline selected demographic and clinical
and cognitive characteristics of cognitively unimpaired carriers and
non-carriers enrolled in the API ADAD Colombia Trial.

2 | METHODS
2.1 | Trial design

The rationale and methods of the API ADAD Colombia Trial have
been described previously. It is a 5 to 8 year, randomized, placebo-
controlled preclinical trial of crenezumab in cognitively unimpaired 30
to 60-year-old kindred members, including E280A mutation carriers
who were randomized to active treatment or placebo and non-carriers
who receive placebo only in order to mask mutation status (Clini-
caltrials.gov NCT01998841). For study blinding and ethical reasons,
participants are not provided with their mutation test results. This
study is conducted at the University of Antioquia in Medellin, Colom-
bia, with satellite sites located in Yarumal, Bogota, and Armenia for
drug administration and safety monitoring for participants residing
at a distance from Medellin.# The trial will compare rates of change in

clinical and biomarker outcomes of those carriers on active treatment
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FIGURE 1 Flowdiagram of the Alzheimer’s
Prevention Initiative (API) Colombia
participant recruitment

Total pre-screen: 623 candidates
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APl Colombia Registry
5846 participants
(Including over 1100 mutation carriers)

-

Total screen: 319 candidates

Pre-screen failure: 304 ’

)
Screen failure: 67 ‘

Abbreviation: API, Alzheimer’s Prevention Initiative

versus placebo, addressing whether treatment shows a clinical-
biomarker pattern indicative of slowed progression of illness. The
primary outcome is change in the APl ADAD Composite Cognitive Test
Score? from baseline to week 260.22 Secondary outcomes include time
to progression to MCI or dementia due to AD; changes in dementia
severity, memory, and overall neurocognitive functioning; and changes
in amyloid-positron emission tomography (PET), fluorodeoxyglucose
(FDG)-PET, volumetric brain magnetic resonance imaging (MRI), and
cerebral spinal fluid levels of Ag, tau, and p-tau. All of these clinical,
cognitive, imaging, and fluid samples are being collected longitu-
dinally, as described elsewhere, and tau PET imaging was added
recently: Results will be presented in the future. Safety and tolerability
concerns are assessed twice monthly.* The trial’s statistical power
will be optimized by adoption of a “common close” design, whereby
blinded treatment for everyone will be continued until the last person
enrolled reaches 5 years.# The last participant visit is expected to occur
in 2022.

2.2 | Clinical and cognitive measures

The trial outcome measures have been published previously.* The
clinical and cognitive outcome measures were selected primarily based
on being used by GNA for over 20 years to characterize the population,
data that served as the basis for the trial design.* The API Cognitive
Composite Test2? was derived from elements of the following: The
Consortium to Establish a Registry for Alzheimer’s Disease (CERAD)

Word list recall, Multilingual Naming Test, CERAD Constructional
Praxis Test, Mini-Mental State Examination (MMSE) (for Orientation
to Time), and Ravens Progressive Matrices.* Secondary clinical mea-
sures include time to progression to MCl or dementia due to AD?!
and change in Clinical Dementia Rating (CDR) (global score and sum
boxes).*%2 Exploratory measures included clinical and cognitive scales
and tests: Functional Assessment Staging of Alzheimer’s Disease
(FAST), Geriatric Depression Scale (GDS), Neuropsychiatric Inventory
(NPI), Repeatable Battery for the Assessment of Neuropsychological
Status (RBANS), Free and Cued Selective Reminding Test (FCSRT),
and subject or partner Subjective Memory Checklist.* Some clinical
assessments are administered only to the participant, some only to the
study partner, and some to both. These assessments are administered
by psychometricians or global raters who do not have access to study
data other than those related to the specific assessments that they

administer.

2.3 | Referral and pre-screening process

A team unblinded to genotype referred registrants to the trial to
ensure the desired ratio of carriers/non-carriers.* GNA implemented
a methodical pre-screening process starting with generating lists of
potentially eligible candidates from the Colombian API Registry? to
decrease screen failures and identify participants most likely to adhere
to trial requirements.2® We identified 623 (Figure 1) possibly and
probably eligible candidates, of whom 48.7% failed pre-screening.23
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Details of the prescreening process and findings have been published
previously.23

2.4 | Ethics approval

Informed consent was obtained from all participants and study part-
ners. An approved companion guide to the informed consent form
and infographic about study visits was used.23 The trial was approved
by the Colombian Health Authority (Instituto Nacional de Vigilancia
de Medicamento). All consent procedures were conducted in accor-
dance with international and local ethics committee standards and

after ethics committee approval.#

2.5 | Statistical analysis of baseline data

The sponsor teams developed a baseline data-sharing plan intended
to benefit the field while also protecting participant confidentiality
and trial integrity. Summary statistics were reviewed by sponsor
personnel who were independent of the study team to ensure that
individual participants could not be identified through tabulated or
graphical representations of data. Data from 242 (of 252 randomized)
participants (167 E280A mutation carriers and 75 non-carriers) were
analyzed by BAI investigators who are not involved in the API study
conduct, analysis, or interpretation of treatment data. Data from
10 participants were excluded from analyses to protect participant
confidentiality, genetic status, and trial integrity. Descriptive statistics
were calculated. Independent sample T-test was used for continuous
variables and chi-square test was used for categorical variables,
respectively, to test for differences between the E280A mutation
carriers and non-carriers. Statistical tests were not adjusted for
multiplicity. All statistical analyses were performed using Systat 13.0

(Systat Software, Inc., San Jose, CA).

3 | RESULTS
3.1 | Study participants

Enrollment began in December 2013 and ended in February 2017
(Figure 1). More carriers compared to non-carriers, and more males
compared to females, failed pre-screening. Pre-screening failure in car-
riers was mainly due to illiteracy or learning/comprehension difficul-
ties than in non-carriers. There were more pre-screen failures in age
50 to 54 and 60 years, presumably because the median age of onset
of dementia in PSEN1 E280A is about age 50 and because 60 years
was the maximum age for trial eligibility. A total of 319 cognitively
unimpaired 30- to 60-year-old members from the Colombian API Reg-
istry consented, 151 females and 101 males were enrolled, including
169 E280A mutation carriers and 83 non-carriers. The screen failure
rate was 21.0% (67/319). The primary reasons for screen failure were
expected inability to comply with the protocol (n = 15), chiefly because

of work requirements, hypothyroidism or vitamin B4, deficiency (n =
9), low MMSE score (n = 6), and substance abuse and/or positive urine
test for drugs of abuse (n=5).

3.2 | Demographics

Participants’ demographic characteristics are summarized in Table 1
(of 252 enrolled, we present data on 242 mutation carriers and non-
carriers matched by age range, excluding data on 10 participants to
protect their confidentiality, genetic status, and trial integrity). All par-
ticipants were born in Colombia. Mutation carriers were significantly
younger than non-carriers (37 + 5 vs 42 + 6 years, respectively; P <
.001). There were no statistically significant differences between muta-
tion carriers and non-carriers in terms of sex distribution (P = .36) or

years of education (P = .64).

3.3 | Clinical characteristics

Participants’ clinical characteristics are summarized in Table 1. There
were no statistically significant differences between E280A mutation
carriers and non-carriers in frequency of apolipoprotein ¢4 (APOE4)
carriage (P = .85). Compared to non-carriers, E280A mutation carriers
had slightly higher FAST scores, with numerically larger variance (1.11
+0.34 vs 1.01 + 0.12; P = .01), and higher CDR Sum of Boxes scores
(0.14 + 0.4 vs 0.05 + 0.2; P = .05). There were no statistically signifi-
cant differences between E280A mutation carriers and non-carriers in
Global CDR, GDS, or total NPI scores. Per protocol, participants could
not be enrolled if they met clinical criteria for major depression or other

neuropsychiatric disorders.

3.4 | Cognitive performance

Selected cognitive characteristics are summarized in Table 2. Com-
pared to non-carriers, E280A mutation carriers had significantly lower
scores on MMSE (28.8 + 1.4 vs 29.2 + 1.0; P = .01), CERAD Word
List delayed Recall (6.9 + 2.2 vs 7.7 + 1.9; P = .01), RBANS Total
Scale (68.1 + 12.7 vs 74.9 + 11.8, P < .001), RBANS Immediate Mem-
ory (87.7 + 13.5 vs 96.9 + 13.9; P < .001), RBANS Delayed Memory
(774 + 17.0 vs 87.3 + 12.9, P < .001), FCSRT Total (42.4 + 6.5 vs
44.6 + 3.2, P <.001), and FCSRT Delayed Recall (14.2 + 2.8 vs 15.2 +
1.3, P < .001). There were no statistically significant differences, but
slightly worse performance in E280A mutation carriers compared to
non-carriers, in CERAD Word List Total Recall (P =.07), RBANS Atten-
tion (P = .09), and RBANS language (P = .08). There were no statis-
tically significant differences in RBANS Visuospatial/Constructional,
or subject or partner Subjective Memory Checklist scores between
E280A mutation carriers and non-carriers. Because the carriers were
younger than non-carriers, we also adjusted for age. Adjusting for
age resulted in lower P values across all cognitive measures (data not
shown).
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TABLE 1 Cognitively unimpaired PSEN1 E280A mutation carriers and non-carriers from the API ADAD Colombia trial: baseline demographic

and clinical characteristics”

Carriers
Number 167
Age (range) 37 + 5(30-53)
Sex (n [%] female) 101 (60%)
Education (years) 88 + 4.1
APOE ¢4 carriers (n [%]) 36 (22%)
CDR Global 0.05 + 0.2
CDR Sum of Boxes 0.14 + 04
FAST 111 + 0.34
NPI 0.46 + 1.67
GDS 1.35 + 1.83

Non-carriers P

75 —

42 + 6(30-53) <.001
50 (67%) .36

85+ 44 .64
17 (29%) .85
0.03 + 0.1 .38
0.05 + 0.2 .05
101 + 0.12 01
0.41 + 2.05 .85
119 + 1.81 .53

APOE, apolipoprotein E; CDR, Clinical Dementia Rating Scale; FAST, Functional Assessment Staging Test; GDS, Geriatric Depression Scale; n, number; NPI,

Neuropsychiatric Inventory.

Data for continuous variables are presented as mean + standard deviation. Significant difference, P <.05.
2Data from 242 age range-matched mutation carriers and non-carriers that are available prior to trial completion.

TABLE 2 Cognitively unimpaired PSEN1 E280A mutation carriers and non-carriers from the APl ADAD Colombia trial: baseline cognitive

characteristics’

Carriers Non-carriers P
MMSE 288 + 14 292+ 10 01
CERAD Word List Total Recall 201 + 4.2 21.13 + 4.0 .07
CERAD Word List Delayed Recall 6.9 +22 77 + 1.9 .01
RBANS Total Scale 68.1 + 12.7 74.9 + 11.8 <.001
RBANS Immediate Memory 87.7 + 135 96.9 + 13.9 <.001
RBANS Delayed Memory 774 + 17.0 873 + 12.9 <.001
RBANS Attention 60.5 + 15.7 64.2 + 143 .09
RBANS Visuospatial/Constructional 709 + 12.7 731 + 128 22
RBANS Language 758 + 18.1 80.1 + 17.2 .08
FCSRT Total 424 + 6.5 44.6 + 3.2 <.001
FCSRT Delayed Recall 142 + 2.8 152 + 1.3 <.001
Subjective Memory Checklist—Participant 9.8 + 6.3 9.2 + 62 .51
Subjective Memory Checklist—Study Partner 6.2 + 5.5 56 + 4.6 46

MMSE, Mini-Mental Status Examination; CERAD, Consortium to Establish a Registry for Alzheimer’s disease; RBANS, Repeatable Battery for the Assessment

of Neuropsychological Status; FCSRT, Free and Cued Selective Reminding Task

Data for continuous variables are presented as mean + standard deviation. Significant difference, P <.05.
2Data from 242 age range-matched mutation carriers & non-carriers that are available prior to trial completion.

4 | DISCUSSION

Compared to cognitively unimpaired non-carriers in the trial, these
cognitively unimpaired E280A mutation carriers were younger; had
similar educational attainment; reported no difference in subjective
concerns regarding cognition; showed generally lower cognitive per-
formance with numerically larger variance, especially on measures of
memory; and had small or no differences in FAST and CDR scores,
with numerically larger variance. There were no statistically significant
differences between groups in neuropsychiatric symptoms based on
caregiver-reported NPI total scores.

E280A mutation carriers were likely younger than non-carriers
because carriers were more likely to meet criteria for MCl or dementia
due to AD as they age. Previous studies in this population® showed
a median age of onset of 44 years (95% confidence interval [CI]
43-45) for MCI and of 49 years (95% Cl 49-50) for dementia, and
carriers died at a median age of 59 years (58 to 61). Consequently,
older E280A mutation carriers were more likely to screen fail due
to cognitive impairment. There was a prospective and blinded
effort to match carriers and non-carriers by age when they were
referred to the trial from the Registry, but full matching was not
possible.#
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Educational attainment of participants was similar to that reported
previously for this population!2 but lower compared with what DIAN
reported in 2014 from its observational cohort, where carriers with
CDR 0 had 14.4 (+2.5) while E280A non-mutation carriers had 14.7
(+2.6) years of education, respectively.®

More than 60% of participants are women, even though ADAD
affects both sexes equally. This female predominance was reported in
other studies in similar populations with ADAD.? It might be explained
partly because males failed pre-screening more than females and most
candidates who failed pre-screening due to substance dependence
were male 22/25 (88%).23 Another major factor for screen failure was
expected inability to comply with the protocol 15/67 (22.3%), chiefly
due to work requirements: Men were more likely to be in the work
force and faced absences from work for trial procedures. Trial dura-
tion was a deciding factor for some who could entertain the possibility
of periodic but not sustained absence from work. Women were more
likely to work at home and, anecdotally at least, were more willing than
men were to participate in studies. It is unknown whether this gender
difference, and the possible reasons for it, impact retention or treat-
ment response in the trial.

Compared to E280A mutation non-carriers in the trial, carri-
ers showed generally lower cognitive performance, with numerically
larger variance, especially on measures of memory, results like those
from prior studies in this and other ADAD populations.® In prior studies
of PSEN1 E280A mutation carriers, cognitive decline could be detected
by neuropsychological tests more than a decade before the onset of
clinical symptoms.12 This likely account for differences in cognitive
scores in the carrier group compared with the non-carrier group.

The RBANS total score and subscores (particularly attention) were
lower compared to another clinical study of patients with MCI due to
probable sporadic AD.24 This might be explained by the relatively lower
educational attainment of participants in our trial.2 In addition, early
onset AD (EOAD) differs significantly from late-onset AD (LOAD), par-
ticularly in the substantial percentage of patients with early onset AD,
who have phenotypic variants as well as the larger percentage of those
with a familial form of the disease,2° factors that may contribute to dif-
ferences in cognitive tests results.

The frequency of apolipoprotein (APOE) ¢4 variant (APOE4) car-
riage, the strongest genetic risk factor for late onset AD,26 was higher
in our study population (22% of E280A mutation carriers and 29% of
non-carriers) compared with other studies done in different regions
of Colombia, including Bogota (8.9%),27 and in the Amerindians com-
munities (up to 18%).28 However, our result was like what DIAN has
reported (22% in E280A mutation carriers and 28% in non-carriers).6
However, APOE4 carriage does not modify the onset of ADAD in
this population.2? ADAD mutations are enough to cause symptomatic
onset of AD with virtual certainty at a much younger age compared to
persons with LOAD, and this is apparently not affected by this genetic
risk factor for LOAD.

Some (five) E280A mutation non-carriers had CDR Global scores
that were greater than zero, something that might not be expected
for healthy individuals. This might be due to several factors, including
“stereotype threat,” worse-than-expected scores due to fear and anxi-

ety about normal forgetfulness in everyday life. This phenomenon may
have been magnified by perceived genetic risk, as well as fear among
those who care(d) for family members with symptomatic ADAD and
experience(d) reminders of their own possible future with this disease,
something seen in a previous study published about this population.3°
All participants in this trial are members of 25 families with PSEN1
E280A mutation; all had at least one family member with the dis-
ease, and some are or were caregivers of other symptomatic family
members. Prior studies have shown that people who had prior experi-
ence dealing with genetically influenced AD seemed vulnerable to the
effects of negative stereotype beliefs about perceived threat of AD and
showed an inverse relationship between their cognitive performance
and their perception of personal AD threat.38 In addition, individuals
who learned that they were at increased susceptibility for AD dementia
by virtue of carrying the APOE4 allele had poorer perceptions of their
memory abilities and performed worse on objective memory tests com-
pared to individuals who did not know their APOE results.3?

As a related matter, compared to non-carriers, E280A mutation
carriers enrolled in the trial showed no statistically significant dif-
ference in subjective memory concerns measured by self or study
partner report. This may also be a manifestation of stereotype threat.
Compared to non-carriers, E280A mutation carriers had significantly
higher FAST results and borderline higher CDR Sum of Boxes (with
numerically larger variance) without significant differences in Global
CDR. This subtle baseline finding is not likely to be clinically significant,
but it is possible that carriers close to the age of the clinical onset
of AD may have been in a “pre-MCl,” stage of illness,® with some
study partners detecting subtle changes not fully evident on clinical
assessment or objective testing. The Global CDR is less sensitive to
subtle changes in cognitive and/or functional state and usually shows
differences only when MCl or dementia symptoms are imminent.831

E280A mutation carriers showed no statistically significant differ-
ences in measures of neuropsychiatric features, as expected. DIAN
investigators have also not reported increased prevalence of such fea-
tures in ADAD mutation carriers versus non-carriers during the pre-
symptomatic stage of illness, suggesting that these symptoms may
develop as the threshold of neurodegeneration is near instead of being
life-long attributes.32 We will learn whether there are differences
between E280A mutation carriers and non-carriers in emergent neu-
ropsychiatric features over time in the trial and whether this affects
retention or treatment response. For example, emergent depressive
features might constitute a prodromal manifestation of the disease
in PSEN1 E280A mutation carriers,3® and prior work in LOAD343>
showed that persons with AD can manifest behavioral features prior
to dementia onset.

The study has limitations. Although the Colombian API registry
includes many people, with over 1100 E280A mutation carriers, those
enrolled in this trial may not be representative of the broader PSEN1
E280A population at risk for symptoms of AD. We excluded regis-
trants who did not meet pre-screening criteria.2> We do not have
the same extent of data on persons who screen failed as for those
enrolled. Itis possible that some E280A mutation carriers who met pro-
tocol criteria were in a “pre-MCI” stage, that is, overtly unimpaired but
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showing lower performance on objective testing because they were
closer to symptom onset.8 We did not assess stereotype threat directly,
although based on our prior work, we hypothesize that this might be
one reason that PSEN1 E280A mutation carriers performed worse than
non-carriers.3% We did not collect occupational attainment informa-
tion, which might have helped address possible “cognitive reserve,”3¢ a
factor that may protect certain individuals from early clinical manifes-
tations of AD. Randomization should minimize the effect of transcul-
tural variables on the primary outcome. On the other hand, the study
has strengths including extensive phenotyping (cognitive, clinical, and
fluid and imaging biomarkers) selected because of decades of study of
this homogenous population with ADAD risk resulting from a single
E280A mutation. These factors led to an efficient study design that we

hope will address our aims.

5 | CONCLUSION/SUMMARY

We describe baseline demographic, clinical, and cognitive characteris-
tics of participants in the first precedent-setting study in a series of API
trials. Selected baseline data from 242 trial participants are now avail-
able on the GAAIN website (http://gaain.org/) and interested investi-
gators can contact us if they are interested in pursuing additional anal-
yses of baseline data (APIData@bannerhealth.com). Other data and

biological samples will be shared after the trial is completed, and base-
line imaging data will be summarized separately. The present results
confirm generally lower cognitive performance with numerically larger
variance, especially on measures of memory, in this cognitively unim-
paired stage of ADAD in the PSE1 E280A population. Later analyses
will address the cross-sectional relationships among age, cognitive per-
formance and E280A mutation status on multiple baseline measures
including transcultural variables such as the impact of occupational

attainment, marital status, study partner status, and residential status.
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