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CONCLUSIONS

 The MODEL-AD consortium is focused on generating novel
mouse models of late-onset Alzheimer’s disease,
characterization of these models by clinically relevant

ABSTRACT

Background: The Model Organism Development and
Evaluation for Late-onset AD (MODEL-AD) Consortium was
established to generate and characterize more translatable
animal models for late-onset Alzheimer's disease (LOAD)

Transcriptomics shows an age-dependent
alignment to AMP-AD consensus modules

Prioritization of genetic risk variants for
late-onset AD

The majority of genetic risk for late-onset AD is found in non-coding
regions of genes expressed in microglia. For practical reasons, we

Blue dots indicate differential gene expression correlated to AMP-AD clinical
results for specific gene modules; red indicates anti-correlation.

based on human genetic risk variants. While numerous genetic
risk loci for LOAD have been identified, few have been
experimentally verified in vivo and in many cases the risk

initially focused on coding variants in loci that are well conserved
between human and mouse. More recently, we have created non-
coding variants in conserved regions. We are currently developing

Boxes represent statistical significance at P<0.05.

measures, and providing them for preclinical testing.

As a step Iin this process, we have tested AD risk variants
identified in genetic association studies by creating in vivo

mouse models with fully humanized loci to study risk variants found in
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LOAD patients. Most models could be readily matched to either
the inflammatory or non-inflammatory subtype.

Conclusion: We have prioritized mouse models expressing
LOAD risk variants in Abca/, Mthfr, and Plcg2 for
comprehensive phenotyping using clinically relevant measures

Diverse models are needed for LOAD subtypes | | .
 All mouse models are made available without restriction

Generation of novel mouse models of late- from the JAX mouse repository.

onset AD

Age-dependent correlation of mouse models to late-onset AD molecular subtypes.
« Abca7*A1527G model shows strong correlation with inflammatory subtype A.
 Mtmrd*V297G model shows strong correlation with non-inflammatory subtype B.

Including transcriptomics and proteomics, biomarkers,
neuropathology and in vivo imaging at advanced ages (24
months). Ongoing projects will use human data to guide how to
combine alleles to create models that match multi-omic

Novel knock-in mouse models were created using CRISPR to avoid
iIssues with transgenic artifacts. All coding models were verified using
RNA-seq to demonstrate the expression of AD risk variant.

- All data sets are made available from the AD Knowledge

Portal; some data types can be interrogated using the AD
Data Explorer.
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Strategy to model late-onset AD
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