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Background: The oldest-old (aged �80 years) are the fastest
growing age group, with the highest risk of cognitive impairment
and dementia. The cognitive impairment has received great atten-
tion because it is one of the main areas that strongly affects public
health and cause social problem. The aim of this study was to assess
the prevalence and factors associated with cognitive impairment in
community-dwelling oldest-old. Methods: This was a cross-
sectional study. The research population consisted with elderly of
age �80 of the public health. The interviews were accomplished
out by household survey, through a socio-demographic and health
questionnaire, the mini-mental state exam (MEEM), the depression
Scale (CES-D) and, the Generalized Anxiety Disorder (GAD-7).
This is part of a Macro-Project which was submitted to the
Research Ethics Committee of the University (UNESC), and has
approval number 1.032.742. Results: 165 oldest-old were inter-
viewed. The participants were older (mean 84.863.6 years), pre-
dominantly female (63%) with the mean of education in years of
2,9 6 1,8. The systemic arterial hypertension appears to be the
most prevalent amongst the elderly at 75.8%. More than 90% of
the elderly subjects surveyed use some type of medication, among
which the most common are blood pressure pills 95.2%. A perfor-
mance poor in theMEEMwas found in 58 (35,2%) elderly. There is
a presence of depressive and anxious symptoms in the elderly,
showing a prevalence of 46.7% (77) and 12.7% (21), respectively.
After adjustment for confounding factors, body mass index (BMI),
total elderly income, functional disability and anxiety were associ-
ated with cognitive impairment. Conclusions: The study provides
basic information relating to cognitive impairment in the oldest-
old living within the Brazilian community. Demographic data plays
an important role in the prevalence of cognitive impairment, with
the functionality of the elderly, their BMI, chronic diseases such
as hypertension and the use of antihypertensive medication, as
well as generalized anxiety appearing as innovative data, which
makes this study differentiated, since often the literature ap-
proaches depression as a factor associated with cognitive impair-
ment, and little is said about generalized anxiety.
y for rule
P4-197 CLINICAL BENEFITS OF ORAL
s of use; O
A

 articles are go
TRAMIPROSATE IN APOE4/4

HOMOZYGOTES WITH MILD

ALZHEIMER’S DISEASE: RESPONDER

ANALYSES FROM THE PHASE 3 NORTH

AMERICAN TRIAL
verned by the applicable C
reative C

om
m

on
Susan Abushakra1, Anton P. Porsteinsson2, Carl H. Sadowsky3, 1Alzheon,

Inc., Framingham, MA, USA; 2University of Rochester School of Medicine

and Dentistry, Rochester, NY, USA; 3Nova SE University, Fort Lauderdale,

FL, USA. Contact e-mail: susan.abushakra@alzheon.com

Background:ALZ-801, an oral pro-drug of tramiporsate, received
Fast Track designation for development as a disease modifying
treatment for AD. ALZ-801 provides consistent plasma levels of
the active agent tramiprosate with improved PK and GI tolerability
(Hey et al. 2018). Tramiprosate inhibits formation of toxic soluble
amyloid oligomers (Kocis et al. 2017) and was evaluated in Mild to
Moderate AD patients. In the North American Phase 3 trial, patients
homozygous for apolipoprotein e4 allele (APOE4/4) showedmean-
ingful benefits inMild AD patients (Abushakra et al. 2016 & 2017).
We analyzed individual responses and response rates on the clinical
outcomes. Methods:The 78-week NA trial enrolled 1,053 AD pa-
tients (MMSE16-26) to either placebo, tramiprosate 100mg BID,
or 150mg BID; including 148 APOE4/4 homozygotes. At 150mg
BID, APOE 4/4 homozygous patients withMild AD showed signif-
icant and/or meaningful benefits on ADAS-cog and CDR-SB (co-
primary endpoints) and DAD (disability assessment). For
APOE4/4 Mild subgroups, individual changes from baseline were
plotted for placebo and high dose (waterfall analysis). Responders
were defined by changes on ADAS-cog �0 and CDR-SB �0 (no
worsening); and DAD worsening �4 points. Responder analyses
were conducted using Fisher’s exact test. Results: The APOE4/4
Mild subgroups in the high dose and placebo arms included
n¼65 (MMSE 320) and n¼50 (MMSE 322). In MMSE 320 group,
responder proportions were: ADAS-cog 57% vs. 21% (p¼ 0.011),
CDR-SB 35% vs. 25% (NS), and DAD 46% vs 18% (p¼ 0.039). In
MMSE 322 group, they were: ADAS-cog 67% vs. 24% (p¼ 0.011),
CDR-SB 44% vs. 29% (NS), and DAD 56% vs. 20% (p¼ 0.024).
Safety in the APOE4/4 subgroup was favorable, and the most com-
mon dose-dependent TEAEwere nausea, vomiting, and weight loss
(Abushakra et al, 2017). Conclusions:The responder analyses show
that tramiprosate/ALZ-801 provides significant and meaningful
benefits in APOE4/4 patients with Mild or Early AD. At the
150mg BID dose, approximately 57-67% of patients remained
cognitively stable, and 46-56% had minimal or no functional
decline over 1.5 years. These results will inform cut-off points
for responder analyses in confirmatory ALZ-801 efficacy trials in
this genetically defined AD population with high amyloid burden.
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Background: Amyloid-mediated pathology that is centered on
Ab42 is central to the oxidative stress and inflammatory cascade
of events occurring in Alzheimer’s disease (AD) brain. Among
the several oxidative- stress pathways that occur in the brain, for-
mation advanced glycation end products or AGEs accumulating
near the vicinity of senile plaques could be one of the “age-related”
factors contributing toward AD-pathology. AGEs generate free rad-
icals during their formation and they invoke immune and inflamma-
tory responses both in the periphery and in brain tissues. We now
have significant data to indicate that in AD, plasma titers of anti-
bodies to these two proteins exist in concentrations several fold
greater than in samples derived from healthy age-matched seniors.
However, the desire to eat sugar is more prominent in those who
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