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Alzheimer’s disease (AD) presents substantial clinical heterogeneity. The APOE €4 allele is the strongest genetic - Adjusted OR — Memory-related onset
risk factor identified to date, yet most studies have focused on non-Latino populations. Evidence remains limited 200 oot oo e . _
regarding its association with age of onset (AOO) and the initial cognitive domain in Latino cohorts. Weoee ooz | %0 BB .
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To examine whether APOE €4 status is associated with age at onset and the clinical profile at debut in Latino s wld el akd ol APOE4- APOEA+
patients with AD. T e
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status (APOE4-, n=123; APOE4+, n=131). Boxes show the interquartile range; horizontal symptom onset by sex and APOE4 status.
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We conducted a cross-sectional study based on clinical records of patients with clinically diagnosed AD evaluated interval; dashed line, null value (OR=1 or 0%
at the Grupo de Neurociencias de Antioquia (GNA). Participants with sufficient sociodemographic/clinical data and change).
DNA for APOE genotyping were included. APOE alleles (€2, €3, €4) were classified as APOE4 carriers (APOE4+)
or non-carriers (APOE4-). Group comparisons used chi-square or Wilcoxon tests. Logistic regression assessed @conciusions
first symptom (memory vs. other) and generalized linear models (gamma family) estimated age at onset.

In this Latino cohort with AD, APOE4 status was linked to earlier onset and increased odds of
memory-related debut, independent of sex and education. These findings highlight APOE €4 as an

_Cm early phenotypic marker and suggest that genetic and sociodemographic factors shape the initial
clinical profile in AD.

A total of 254 AD patients were included (72.4% female; median education 8 years). APOE4+ status was
significantly associated with AOO (p = 0.001) and first symptom domain (p = 0.007), but not with sex, education,
or diagnostic certainty. Mean AOO was 72.4 years (95%CI: 71.3-73.6). APOE4+ had a 4% earlier onset (95%CI.
1.0-7.0%), independent of sex and education. Each additional 10 years of education reduced AOO by 6.2%
(95%CI: 3.2- 9.4%). Women had over threefold higher odds (ORadj = 3.3, 95%Cl: 1.48-7.28) and APOE4+ had
more than double odds (ORadj = 2.53, 95%CI: 1.14-5.98) of debuting with memory complaints, respectively.

The authors respectfully acknowledge that Dr. Francisco Lopera passed away prior to the publication of
this manuscript and honor his lifelong dedication to advancing the study of Alzheimer’'s disease and
related dementias, without which this work would not have been posible.
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