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‘Doggy Dementia’
Canine Cognitive Dysfunction Syndrome
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Are there better ways to
determine if a therapy
would translate to a
human?

Can we study the aging
brain better?




Canine Cognitive Dysfunction (CCD) in Companion Animals

Similar pathology to AD

Cognitive & behavioral changes related to AD

Canines as a model for AD
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. Evaluation of Canine Cognitive Dysfunction Syndrome (CCDS)

B Behavioral features B Imaging
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B Neuropathological evaluation
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Approach
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@ Bio-fluid analyses @ Neuroinflammation

Neurofilament light chain (NfL) Glial fibrillary acidic protein (GFAP) Beta-amyloid (AB)

Elevated NfL and decrease in AB,_4,/1.40 ratio
Alsulami et al., 2025
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Neurofilament light chain (NfL) Glial fibrillary acidic protein (GFAP) Beta-amyloid (AB)
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Semi-quantitative assessment “heterogeneity”

B-amyloid Pathology Tau Pathology
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@ Bio-fluid analyses @ Neuroinflammation

Neurofilament light chain (NfL) Glial fibrillary acidic protein (GFAP) Beta-amyloid (AB)




Neuroinflammation and Neurotoxicity in the CCD+ brain
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@ Bio-fluid analyses @ Neuroinflammation

Neurofilament

Neurofilament light chain (NfL) Glial fibrillary acidic protein (GFAP) Beta-amyloid (AB)




* 59%: little to no pathology ) ®)

Aging dogs cluster into pathological phenotypes

and tau pathology

12%: Astrocyte activation J
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Most severe pathology: 67% are female



Therapeutic intervention

Owner-assessment survey Misfolded proteins
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Treatments mitigate amyloid plaques density and glial inflammation

Treatment

Placebo Treatment Placebo

GFAP+ cells in Frontal Cortex

Iba-1+ cells in Frontal Cortex




Conclusions
so far:

« Common biomarkers as possible diagnostics

* Canines as a naturally aging model with AD-
like pathology, CCD

* Preliminary neuroinflammation and disruption
of BBB is occurring as toxic pathological
proteins accumulate

* Preliminary data show that treatments
preventincreased AB-plaque density and
neuroinflammation in a small cohort
compared to placebo




Risk factors and exposures during a lifetime can play a

role in neurodegeneration

e Can follow over
lifetime

* Better understand
the cell sighaling
events

e Current clinical
trials
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