AppSAA mice have blood brain barrier dysfunction and
reversible cognitive impairment at 8 months of age
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Introduction Results Conclusions
e Blood brain barrier dysfunction (BBBd) Amyloid plagues accumulate throughout the lifespan of AppSAA mice. « Amyloid plaques are sufficient to
increases in aging and AD"2, but it _ _ cause BBBd. AppSAA mice have
remains unclear whether there is a Amyloid load in AppSAA 2mo 8mo 12mo increased BBBd compared to controls
direct link between BBBd and amyloid=4. | at 8 months, but this difference is
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attenuated at 12 months.
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e AppSAAis a transgenic mouse model
that accumulates amyloid plaques from
4 months onwards>.

e IPWis a TGFf inhibitor that has been 20000 ép
shown to reverse BBBd associated 5 8 1
neuroinflammation and cognitive Age (months)
impairment in aged wild-type mice’.
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e BBBd intervention timing is crucial.
Reversal of BBBd with IPW treatment
only rescues cognitive impairment in
AppSAA mice at 8 months, when
leakage is significantly higher than
controls.
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AppSAA mice have elevated BBB leakage compared to age-matched

e |PW has further been shown to reduce

BBB leakage directly in aged wild-type controls at 8 months but not at 12 months.

References

mice (manuscript in preparation). BBB leakage 1. Senatorov WV, Jr. et. al. D. Blood-brain barrier
i i dysfunction in aging induces hyperactivation
e Here, we investigate whether the e C57BL/6 of TGFbeta signaling and chronic yet
presence of amyloid plaques e AppSAA L reversible neural dysfunction. Sci Transl Med.
accelerates BBBd in mice, and - 5' 2019.
whether IPW treatment in AppSAA GC) ns_ R ns_ u'\) 2. Andjelkoylc AV et. al. Blogd—bram barrier
mice improves cognition. D 1750- ' © dysfunction in normat aging and
= neurodegeneration: Mechanisms, impact,
= 1500° and treatments. Stroke 2023.
Methods = 12501 3. Montagne A et. al. APOE4 leads to blood-
@ 1000- } brain barrier dysfunction predicting cognitive
Behavior c 750 ) decline. Nature. 2020.
T 500 - 4. Denkinger M et. al. Associations between
Q 0. | < regional blood-brain barrier permeability,
ST R - - $ 3 aging, and Alzheimer's disease biomarkers in
L 2 8 12 o cognitively normal older adults. PLoS One
Age (months) Fibrinogen 2024.
5. Xia D et. al. Novel App knock-in mouse model
IPW treatment in AppSAA mice at 8 months rescues cognitive shows key features of amyloid pathology and

reveals profound metabolic dysregulation of
microglia. Mol Neurodegener. 2022.

Impairment, but treatment at 12 months does not.
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e The Barnes Maze, Novel Object
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