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INTRODUCTION

Alzheimer’s discase (AD) and other dementias are the leading cause of cognitive decline
and disability, affecting >57 million people worldwide, including ~8 million in the EU
and 1.2 million in Italy (~600,000 AD). AD represents 53.7% of cases, followed by
vascular dementia (15.8%). About 40% of dementia cases are attributable to 14
modifiable risk factors (e.g., hypertension, diabetes, obesity, smoking, depression, social
isolation), while genetics, biomarkers, and neuroimaging remain key non-modifiable
predictors [1]. International cohort networks (e.g., GAAIN, CONCORD-AD) [2,3]
advance carly diagnosis and risk factor research, though Italian participation is limited to
initiatives such as I-ADNI [4], WMH-AD, and CONFORT age. This study
systematically reviewed Italian dementia cohorts (2019-2024) to evaluate definitions of
modifiable risk factors, assess harmonization with international standards, and propose
standardized data collection, aiming to improve comparability and integration of Italian
cohorts into global research networks.

MATERIALS AND METODES

This systematic review followed PRISMA (figure 1) guidelines and was registered in
PROSPERO (ID: 1089977) [5]. MEDLINE, Embase, and Scopus were searched (2019—
2024) for observational cohort studies on Alzheimer’s disease (AD) or other dementias
in Italian populations, focusing on modifiable risk factors. Eligible studies were peer-
reviewed, in English, full-text, and included >5 exposed participants; reviews, case
reports, animal studies, and those lacking exposure data were excluded. Data extraction
captured study characteristics and eight key variables: BMI, hypertension, diabetes, diet,
alcohol ion, smoking, depression, and physical activity, with details on
measurement tools, categorizations, and coding. Harmonization was based on WHO and
international definitions (e.g., BMI cut-offs, GDS/CES-D, IPAQ, ADA/WHO criteria,
FFQ, standardized alcohol units). Variable comparability was assessed using the
DataSHaPER framework, classifying harmonization as complete, partial, or impossible.
This standardized approach supports cross-study integration and strengthens the
contribution of Italian dementia cohorts to international research networks.

RISULTS

From 365 records, 18 Italian studies published between 2019 and 2024 were included.
These studies, using cross-sectional, longitudinal, cohort, or case-control designs,
examined modifiable risk factors—hypertension, diabetes, obesity, smoking, depression,
physical inactivity, diet, and alcohol consumption—in relation to AD, dementia, or MCI,
with sample sizes ranging from <100 to >5000 participants. Harmonization analysis
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Figure 1. PRISMA Flow Diagram
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showed highest compatibility for obesity (BMI: 44% 22% not le) and
diet (44% complete, 55% not assessable). Physical inactivity and diabetes reached 33%
harmonization, while smoking achieved 28% complete and 17% partial, with 55% not
feasible. Depression and hypertension had the lowest harmonization (22% complete;
78% impossible). Alcohol consumption was considered in six studies, only 17% fully
harmonizable. Overall, obesity and diet were the most harmonizable factors, whereas
depression, hypertension, and alcohol showcd thc greatest variability. Across all risk
factors, 62% of were not har

CONCLUSION AND DISCUSSION

This review reveals high & y in modifiable a risk factors in
Italian cohorts, limiting data integration. BMI and diabetes, with greater harmonization
potential, demonstrate the feasibility of pooled analyses and confirm their impact in the
Italian population. Standardized, internationally validated data collection protocols are
urgently needed to improve research quality and enable integration of Italian cohorts
into global networks, advancing dementia prevention and understanding.
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