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Textbook inflammation
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What we talk about when we talk about
inflammation in diabetic cardiovascular disease
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A multi-system challenge: how to tune this system?

Cardiovascular Risk Factors

Hypertension Disrupted Sleep Hypercholesteremia Trained Immunity Ageing

Hyperglycemia Obesity

; Mutations

Epigenetic Effects l
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Membrane Lipid DNMT3A
Raft Formation ASXL1T
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Gopalkrishna et al. Cardiovasc Res 2022



CRP, a reductionist view?
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PROVE-IT TIMI-22 (pravastatine/atorvastatine
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Blood or imaging?
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 53Ga-DOTATATE PET/CT

* SSTR2 expression specific for M1 macrophages

Tarkin, J.M et al. ] Am Coll Cardiol. 2017

Imaging inflammation
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63Ga-DOTATATE PET/CT

CENTRAL ILLUSTRATION: Comparison Between ®2Ga-DOTATATE and ['®F]
FDG Coronary PET Inflammation Imaging

Tarkin, J.M. et al. J Am Coll Cardiol. 2017;69(14):1774-91.




Adult Atorvastatin therapy
Type 2 3 months

Diabetes
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Reducing risk factors in T2D with GLP1RA

(a) R? for fit line = 0.5004 . (© R? for fit line = 0.062

© 27 p-value for slope <0.0001  : i 5 p-value for slope = 0.085 1l
c ] * c et —_
[} @ * o
2 S il Y
g 8 i .
) S 8 s A g -sf-
= -40- = 40- 20l . " 3 20 :
: . . . l . . . i v 1 .  SEPNCTISRETPESY | (R T | SRRy ' W S WV WSV V_— v—
-20 -10 0 20 10 0 -20 -10 0 20 v, 0
Body weight (% change) Body weight (% change) Body weight (% change) Body weight (% change)
(b) —~ : n (d) R for fit line =
) o o —_ or fit line = 0.298 o
g 5 gfv;c;zgtfg? zlop% 1-8(8).0026 g’ :'g’ns - p-value for slope <0.0001 ‘é’ns .
5 T ORI S ST G 2 2
2 & " g 10 g 10
o s = =
- &= [+] [=]
g g -of s° 5°
% ° 3 | 3
£ . & ] © 0
5 5 5 5
— - — . ol =
§-2°""""'--ézo"“"“i‘ g.s-l...l...l..g.s-l...l...l
-20 10 0 -20 -10 0 20 10 0 -20 -10 0
Body weight (% change) Body weight (% change) Body weight (% change) Body weight (% change)
O Liraglutide (Obesity) O Semaglutide (Obesity)
I Liraglutide (Obesity + T2DM) © Semaglutide (Obesity + T2DM)
B Liraglutide (T2DM) ® Semaglutide (T2DM)
A Tirzepatide (Obesity) ©  Oral semaglutide (Obesity)
A Tirzepatide (Obesity + T2DM) ® Oral somagiutide (T20M)
A Tizepatide (T2DM) ¢ Dulaglutide (T2DM)
Alnima/Smits/Hanssen Curr opinion Lipidology 2024 ® Efpeglenatide (T2DM) ® Exenatide QW (T2DM)



Semaglutide
Up to 2.0mg weekly

Visit 2
Week 24




Reductions in weig
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Reduction in DOTATATE uptake in
bone marrow by 2mg semaglutide

bone marrow
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No reduction in coronary uptake of
after 2mg semaglutide treatrnr
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Too soon? — Sequence of events?

SUSTAING (Marso NEJM 2016)  SELECT (Lincoff NEJM 2023)  FLOW (Perkovic NEJM 2024)
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Inflammatory diseases, cardiovascular risk

Rheumatoid arthritis
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Can we reduce risk further by targeting
inflammation?
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Colchicine

The NEW ENGLAND JOURNAL of MEDICINE

Colchicine in Patients with Chronic Coronary Disease

MULTICENTER, DOUBLE-BLIND, RANDOMIZED, CONTROLLED TRIAL
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Some dissapointment, hot of the press...
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CANTOS
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Trials inform mechanism

Ridker Circulation 2020
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New kid on the block

e Ziltivekimab (anti IL6)

N=264, CKD + CRP>2
* Once weekly 24 weeks
* Placebo, 7.5, 15 or 30mg

* CRP up to -87.8% lower

Ridker et al Lancet 2021
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Take home message

* Inflammation in diabetes and cardiovascular risk is a complex mechanism,
CRP does not fully capture this process

* |s there arole for imaging?
* Optimising conventional risk factors also reduces inflammation

e Colchicine and canakinumab reduce cardiovacular risk
* There will be new kids on the block

* Major challenges remain
* Who benefits?
* Adverse events?



Questions?

Colchicum autumnale Colchicine



