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We examined whether circulating renin-angiotensin system (RAS) Fomale 57 (80%) APOE4 allele carrier 12 (17%) LT R AN o
biomarkers measured in mid-life are associated with late-life MRI Male 14 (20%)  Plasma AB42 (units) 4.32 (115)  Precuneus CT (- |
brain volumes implicated in dementia pathogenesis, and whether Precuneus CT (R)+ ’,
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« Higher ACE-1 levels were associated with
smaller hippocampal and medial temporal
lobe volumes, while higher Angll was
associated with larger ventricular volumes.

 VEGF was the strongest modifier of RAS—
MRI associations, particularly for ACE-1 and
hippocampal/caudate volumes.

« Amyloid (AB42/40) modified associations

Data Community-dwelling, cognitively intact patients with Vet o e | = | I . involving ACE-1 and Ang1-7, primarily in the
Z\Il_leEr\ng Tt/gbeSIty and type 2 dlabetes |n LOOK -20000 0 20000 40000 60000 -20000 B egstlng?toé (3050(:)/0 CI) -40000 0 40000 -50000 -25000 0 25000 -100000 -75000 -50000 -25000 0 25000 hippocampus’ gray matter, and Caudate.
study . .
Participants 71 adults (240 years old at baseline); Individuals taking Fig %;EEAS bloma';l;i[ x VEGF e pni v+ A7 ¥4 A Angl
RAS-affecting medications were excluded caudate (0] 2 5 N [/ N [— TN ' ] | | (—— |
Predictors Plasma angiotensin-converting-enzyme-1 (ACE1), N 7 j [ M [ ° ] ] — )|
ACE2, angiotensin Il (ANGII), and angiotensin 1-7 Hippocampus (L) o— o— —o—
(ANG1-7) were measured at year 1 and 4 Hippocampus (R); o i o i o i o o ;
) _ ) _ Hippocampus - \ cb/ \ Ad)/ \ d) / .
Outcomes  T1-weighted brain MRI images were acquired at 10-12 et 3. 0
years from baseline MTLCT ) '
Covariables Age, Biologic Sex, Race, Education, Intracranial e cr
Volume, Blood Pressure (YR1, YR4), Creatinine (YR1, Vewsce| e || e e e | , | 0
YR4), MCl/Dementia status. Randomization Arm oo e e S .
’ ’ Binteraction €Stimate (95% CI) : ]
History of Cardiovascular and Neurologic comorbidities, Contact: ylee200@jh.edu
Apolipoprotein €4 (APOE €4) CONCLUS'ONS
Interaction < Amyloid 5 (AB42/40) - | | | | |
variables » Vascular Endothelial Growth Factor (VEGF) - In_d|V|duaIs with type 2 diabetes gnd obe_S|ty are at |r)creased risk for AD/ADRD.
o o _ o « Higher ACE-1 levels were associated with smaller hippocampal and MTL volumes years later.
Statistical ~ Multivariable linear regression in R  Amyloid and VEGF modified several RAS & MRI associations, supporting both neurodegenerative and vascular mechanisms.
analyses » These findings support the RAS as a potential target for early intervention in populations at high risk for AD/ADRD.
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