New Medical Therapies for AAA

Ronald L. Dalman MD
VEITH 2024 Session 5

Disclosures:

LIMIT clinical trial:
1) NIH 5R33 HL146835-04
2) EMD Serono Inc.

% STANFORD | Cardiovascular

MEDICINE| sttt

Metformin

Py Pl fo mthormin 110 cxalmionwpto25 . cxaluionupo 2 dependin ey et phe o
e i () pce,  kpending o wlesblky) on iy plate | meiemin, 11 1o
ey e TN
Tretment e Tachemonts Py wiha e Twoyes Averge 45 s
o i e
o=y
e
. vnpeched
e o a5 e by 5 by CT)  emg b
® Pt 70 = pa— 1954 s
fronpy—
]
primary
gy
Sccondary ol biamahen. (CD, A Al coe dsth, Q. avese ARA v,
pres atvene bt
ol
i
Comret st St in 2018, sogped S i 20
premly b 923 e o dme 50 o
o when Aoty
Rk e

AR ~ i Toepy 1 oo GEbaic RAX Ptk WANAGE ~ Metbrats for Rodamiosl At Ancys G T
LB — Limking AMA wih Wi Tk i Anceyen Tk AAA — sbiomeal s sy CT — compi

Ep STANFOQORD | Cardiovascular

MEDICINE|nsttute

I e e’

Cardiovascular
nstitute

11/19/24

Metformin

Tablel

progression.
Study MetAAR® MAAAGT Lt Mt
A D NCTo2wsT
Setting Austria Sweden, Denmark, e USA Auswalia, New Zealand,
Netherbnds UK
Principal ‘Wolf Eilenberg, Medical Anders Wanhainen, Ronakd Dalman, Stanfard  Janathan Golledge,
investigator  University of Vienma, Uppsala Universiy, University, Stanford, CA, USA  James Caok Uriversiy,
Vienna, Awwia Uppsala, Sweden Queensiand, Awwalia
Funding Medical Universty of Viema  Swedish Heart and Lung  Natianal Insttures of Heakh  The Nationsl Health and
and erono GeabH, Fowdation, Uppsla  and EMD Serano Inc, USA.  Medical Research Council
Germany University, and Uppsala of Auwralia, the Royal
Region Austalssin Colege of

Health Research Cownell
of New Zesland
Study design  Single centre, prospestive, Mubicmtre, progpective,  Single centre, prospective,  Mubicertre, prospective,
randomised, double blind, apen label, andomied  randamised, double blind,  randomised, double
plcebo controlled trial controlled wil, with  placebo controlled trial blind,
Hinded oucome placebo cantrolled trial
aemment

STANFORD | Cardiovascular

MEDICI N E| sttt

All hypoglycemic agents?

Sulfonylureas
Biguanides (metformin) ¥ lncidence of AAA
¥ AAA growth and ruptre
¥ Tnflammtion
v Osiduive sress
¥ Elastin degradation
¥ Media] VSMCs loss
¥ Arterial caleification

Changes n lpid profle

Protective
effect on
DPP-4 inhibitors AAA
¥ AAA formtion and growth
¥ Tuammsion
v Oridaive st
¥ Bl degadaion
¥ Protolyss
GLP-1 analogues
formation
'V nfammtion
¥ Oridte.
¥ ooy

STANFORD | Cardiovascular

MEDICINE|nstitute

PCSK-9 inhibition (evolucoma

Tature goncics 3

aneurysmand highlightsPCSK9asa
tnfauA

therapeuticta

e ==

Study Overview

Tt s 5. v

STANFORD | Cardiovascular

MEDICI N E| sttt



11/19/24

Circulation | Open. [}

frmr——

Microbiome

Gut Microbiota—Derived Trimethylamine N-Oxide i e soerinte
Contributes to Abdominal Aortic Aneurysm e

Through Inflammatory and Apoptotic Mechanisms prr el s ==r

Fregs ottt 305

M ; As p| rin Attt Theray, Abdominl Aori AneurysmProgrssio,
QRIGINAL RESEARGH ARTIC]
targeting? e

e W, Benson, PHD' Kely A Conrad,PhD’ Xinin 5. LiO, PhD; Zeneng Weng, PhD:Robert N.Helley®, PHD; .
RobeceaC Schig, P, Tl M Coughint, B, Cars Wadding-L oo, B, Sama i, B5; Hannah 1. Russel, PAD; sty S
CONCLUSIONS: These results define a role for gut microbiota-generated TMAO in AAA formation through upregulation of
endoplasmic reticulum stress—related pathways in the aortic wall. In addition, inhibition of microbiome-derived TMAO may Ter
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Conclusions No travel for LIMIT!

Potential benefits:

. . CONTACT US
* Evolving understanding of AAA
. . - = @
* Recent/planned trials targeting clinical clues %
* Trialing candidate agents challenging roncet i [
* Answers likely this decade
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