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Progression
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Advanced lesions

Fibrous cap
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Interleukin-6 a Key Participant
in Innate Immune Signaling

Inflammasome

IL-1p Pro-IL-1p
IL-18 Pro-IL-18
Autoinduction: Further Acute phase response
IL-1 induces IL-1 Amplification:
An -1 Induces -6 Thrombus formation
and stability
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Targeting Inflammatory Pathways in
Cardiovascular Disease: The
Inflammasome, Interleukin-1,

Interleukin-6 and Beyond

l

Chronic local signaling: Subacute signaling: ‘Acute systemic signaling:
(e.g. atheroma) (e.g. vasculitis) }_ (e.g.se %c*;‘**f‘&*) Cells 2021, 10, 951
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NLRP3 Inflammasome as a Target for Atherosclerosis Treatment

LDL-Lowering
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Colchicine
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Small Molecules
MCC950
Tranilast

dapansutrile

IL-6 antibody
Ziltivekimab
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Clinical Anti-inflammatory trials

Antibodies Colchicine
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ORIGINAL ARTICLE

Colchicine in Patients with Chronic Coronary Disease

Stefan M. Nidorf, M.D., Aernoud T.L. Fiolet, M.D., Arend Mosterd, M.D., John W. Eikelboom, M.D., Astrid Schut, M.Sc., Tjerk S.]. Opstal, M.D., Salem H.K. The, M.D., Xiao-
Fang Xu, M.D., Mark A. Ireland, M.D., Timo Lenderink, M.D., Donald Latchem, M.D., Pieter Hoogslag, M.D., et al., for the LoDoCo?2 Trial Investigators*

The LoDoCo?2 trial has several limitations. The percentage of women in the trial was lower than would

be expected given the percentage of women with chronic coronary disease in the general population.

We did no ood-pressure or lipid levels at baseline or during the trial, and W report

tcomes according to risk-factor control. L ool

. | L L]

. However, the effects of treatments were consistent across

the majesity of clinical subgroups examined.

N Engl J Med 2020; 383:1838-184
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Induction of inflammation

Suspension Adherent
circulating in the blood attached to the affected area
monocyte macrophage

- 20 ng/ml IL-
PMA * 24h
20 ng/ml IFN-y

MO 1 ug/ml LPS

6 h
S—— T S

IL-16, IL-6, IL-8, IL-1
activation of NF-«kB




ELISA

enzyme-linked immuno sorbent assay

. The advantage of cytokines — secretion into the environme
« Home-made ELISA with limit of detection approx. 10 ug/L

« Quantification of IL-6, TNFa, IFNy
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@WEHS are pre-coated with capture @ Primary antibody binds to @ Biotin labeled antibody binds @ Streptavidin-HRPO binds to biotin and

antibody and sample is added antigen with high specificity

the immobilized analyte
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Cell viability - resazurin assay

THP-1 (ATCC, TIB-202) i
* Monocytes isolated from peripheral blood from a one- year-*

patient with acute monocytic leukemia AN
- Differentiation into macrophages phorbol-12-myristate-13-acetate
 Polarization lipopolysaccharide (LPS), oxidized LDL

CORONARY ARTERY ENDOTHELIAL CELLS (Innoprot, P1046Q\‘."":
* Endothelium isolated from a healthy human coronary artery
* Primary cell line NADH i

RESAZURIN ASSAY

« Mitochondrial oxidoreductases reduce
resazurin to resorphine (1-2 h)
fluorescence (560/590 nm) | \5_ “
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Anti-inflammatory activity
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Anti-inflammatory activity
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Viability [%6]

Cytotoxicity
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Conclusion

“You need a little bit of fuel” — In this case,
cholesterol — to get an atherosclerotic plaqu’*’“
started

* “Inflammation is definitely the fire.”

Erin Michos - Johns Hopkins University,
Maryland |
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