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1. Was the concept of increased TGF@ signaling too simplistic?

Early Advanced End-point
TAA TAA TAA

AT1r
MMPs
\/ e TGFB{-&- Collagen
®a T@FBQ_/T\

Inflammatory cells ?
Cook JR, et al. Arteriosclerosis, thrombosis, and vascular biology. 2015

Loss of physiologic SMC TGF B signaling exacerbates MFS-associated
aortopathy.
T » protective role for SMC TGF B signaling during early development

GHENT i uz
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2. Was losartan not the right TGF 8 inhibitor?

* Dosage: x100!
e Half-life — irbesartan better? — cfr AIMS trial

* Timing

Mullen M, et al. Lancet. 2020
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3. Did the mouse models fail us?

1 variant vs >1000 * genome 99% similar to human

Dissection versus aneurysm models ° good genetic/molecular toolbox

Background * Small size - large scale/high throughput

- cost-efficient model

De Backer J. European Heart Journal. 2015 Deleeuw Vet al. J Exp Pharmacol. 2021 w EENT
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Microdissection Aneurysm Aneurysm/dissection

Proteomics — scRNAseq — cell culture — (synchrotron) imaging
= Mechanism of aortic dissection — targeted treatment

Deleeuw V, Sips P, De Backer J, Muifio Mosquera L, Sakai L, Unpublished data w4 GENT



Preliminary results

Proteomics analyses:

Cellular: VCAM-1 Molecular: HTRA1

Lumen
Lumen

Fbn16T-8/+

—_

I}
GHENT uz
U7 S

UNIVERSITY



Conclusions
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* We need animal models
* To study disease mechanisms
* To identify new treatment targets

* Lessons learned from translation to humans need to be taken into
account
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