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From Mice and Men
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Why is there a translational gap?
—
Where are differences and parallels between mice and men?



Histologic Changes
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Angiotensin Modell

Elastase Modell 



Experimental setup
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*GEO accession GSE98278

**GEO accession GSE12591

Human AAA
(n = 31)

Human Donors
(n = 9)

vs.

Mouse Aorta PPE
(n = 4) 14 days

Mouse Aorta NaCl
(n = 4) 7 days

vs. AngII ApoE-/-

(n = 5) 28 days
NaCl ApoE-/-

(n = 6) 28 days

vs.

Elastase Modell 

Angiotensin Modell

Illumina Illumina Illumina

Differentially expressed transcripts (|log2FC| ≥ 1.5, adjusted P < .05) 

Ingenuity Pathway Analysis (|log2FC| ≥ 1.0, adjusted P < .05) 

* **Mouse Aorta PPE
(n = 4) 7 days



Differential Gene Expression
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PPE Modell histological course



Ingenuity Pathway Analysis
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Metabolic Reprogramming
—
Does it have any influence?



Mouse Modell – Rescue Treatment with Glycolysis Inhibitor 
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Conclusion
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• Histomorphologic experimental AAA models are distinct from clinical AAA disease

• AngII – intramural hematoma (dissection model)

• PPE – aneurysm formation limited to first 2 weeks

• Genomic response with clear overlaps

• AngII – metabolic reprogramming (glycolytic shift)

• PPE – adaptive immunity (at day 7)

• PPE model mimics initiating stages of disease and AngII model late-stage AAA

• PFKFB3 intervention trial suggests that glycolytic switch drives AAA progression

• Rationale for beneficial effects of metformin therapy

• Explaination for negative association between diabetes and AAA progression



Thank You
—



Ingenuity Pathway Analysis
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