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Is er een relatie tussen
het cholesterol metabolism en inflammatoire processen?

a) Ja
b) Nee
c) Dat is ingewikkeld
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The lower LDL for longer, the better it is (icm Ezetimibe)

Improve-IT, NEJM 2015



The lower LDL for longer, the better it is (icm PCSK9i)

FOURIER, NEJM 2017

Absoluut risico
reductie 2%
en dus NNT 50
na mediane follow
up van 26mnd

Odyssey Outcomes, NEJM 2018

Absoluut risico
reductie 1.6%
en dus NNT 62.5
na mediane follow
up van 33.6mnd
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Inflammation and atherosclerotic disease (how it started)

Paul M Ridker, NEJM 2005



Inflammation and atherosclerotic disease (hs-CRP)

The adjustments were age, sex, and study only (A); age, sex, study, systolic blood pressure, smoking, history of diabetes, body-mass index, 
concentrations of loge triglycerides, non-HDL cholesterol, and HDL cholesterol, and alcohol consumption (B); and (A) plus (B) 
plus fibrinogen (C). Studies with fewer than ten cases of any outcome were excluded from the analysis of that outcome. 

Emerging Risk Factors Collaboration. C-reactive protein concentration and risk of coronary heart disease, stroke, and mortality: 
an individual participant meta-analysis. Lancet 2010;375:132–40



Inflammation and atherosclerotic disease (genetisch)

CCGC C-Reactive Protein Coronary Heart Disease Genetics Collaboration. Association between C reactive protein and coronary heart disease: 
mendelianrandomisationanalysis based on individual participant data. BMJ 2011;342:d548. 

Estimates of association of each single nucleotide polymorphism with ln concentrations of C reactive protein and risk of 

coronary heart disease (CHD). No CAUSAL ROLE for hs-CRP.
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Inflammation and atherosclerotic disease (mechanisms)

Ridker, PM, Lüscher, T F. Anti-inflammatory therapies for cardiovascular disease. EHJ 2014;35;1782-1791
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Ridker, PM, Lüscher, T F. Anti-inflammatory therapies for cardiovascular disease. EHJ 2014;35;1782-1791



Inflammation and atherosclerotic disease (targets)

Ridker, PM, Lüscher, T F. Anti-inflammatory therapies for cardiovascular disease. EHJ 2014;35;1782-1791
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Background

Inflammation is integral to the onset & progression of atherosclerosis.1

Colchicine is an ancient drug with broad anti-inflammatory effects:
- long-term treatment of gout and familial Mediterranean fever
- also effective in treatment of pericarditis
- use in gout associated with reduced CV risk.

Repurposing colchicine for coronary disease took a leap of faith 
“in the confident hope of a miracle”.2

2. M de Bertendona. 1583 Admiral of the Spanish Armada
1. P Libby et al. 2018 JACC



Background

CANTOS proved that the specific anti-inflammatory effect of canakinumab 
reduced CV events in high-risk coronary patients.1

COLCOT proved that colchicine reduced CV events in patients following recent 
myocardial infarction.2

Evidence to support the routine use of colchicine for secondary prevention in 
patients with chronic coronary disease is limited. 

2. JC Tardif et al. 2019 NEJM

1. PM Ridker et al. 2017 NEJM

Autumn Crocus
(Colchicum autumnale)



Objective: To determine whether colchicine 0.5mg once daily prevents CV 
events in chronic coronary disease

Design: Investigator-initiated, double-blind, placebo-controlled trial

Enrolment: Began in Australia (GenesisCare) in August 2014 
Expanded to The Netherlands (Dutch Network for 
Cardiovascular Research - WCN) in October 2016





Protocol

Patients aged 35 – 82 years with proven coronary disease
No advanced renal disease, heart failure or severe valvular heart disease 

30-day open label run-in of colchicine 0.5mg daily 

Colchicine

Tolerant, clinically stable and willing 

Placebo

Planned to begin close-out 12 months after the last participant had been randomized
If 331 primary events had accrued – sufficient to detect a 30% effect of therapy with 90% power



6528

5522

Enrolled
91.3% Tolerated open label therapy

Randomized
Followed for a median of 29 months (12-64 months)

10.5% in each arm discontinued trial medication

Close-out 
Began on December 4, 2019; Ended February 17, 2020 
99.9% Final end point status known

5521

5521
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Fiolet ATL et al. A systematic review and meta-analysis of randomized trials with low-dose colchicine in patients with coronary disease
EHJ 2021
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Inflammatoir process in de plaque core

Nidorf et al, Journal of Clinical Lipidology, Vol 14, No 5, October 2020
V Oostrom et al, Atherosclerosis 2007 Jan; 190(1):167-73 



Crystal-induced inflammation in the plaque core

Nidorf et al, Journal of Clinical Lipidology, Vol 14, No 5, October 2020



Crystal-induced inflammation in the plaque core 
and toes

Nidorf et al, Journal of Clinical Lipidology, Vol 14, No 5, October 2020



Aspirates from culprit coronary arteries 
during acute myocardial infarction

Nidorf et al, Journal of Clinical Lipidology, Vol 14, No 5, October 2020
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Is er een relatie tussen
het cholesterol metabolisme en inflammatoire processen?

• Het cholesterol metabolism en het inflammatoire systeem zijn
onafhankelijke mechanismen, maar…

• Wel verlagen statines het CRP indirect en werken PCSK9i ook een
beetje anti-inflammatoir

• Werkt het tegengaan van insulin-resistentie ook anti-inflammatoir
(remming FFA, TGs, glucose, zowel middels anti-diabetica, als EPA)

• Anti-inflammatoire werking lijkt echter geen gunstig effect te hebben
op het lipidmetabolisme



Wat zou een relatie tussen lipiden en inflammatie kunnen
zijn in Lodoco?

P

• Binnenkort publicatie over effect op lipiden na 30dg Colchicine…
maar de anti-inflammatoire werking lijkt lipidonafhankelijk…

• Er volgt een CT-coronairen substudie

• Er volgt een cross-sectioneel sample van 1800 pat na 60mnd Colchicine



Is anti inflammatoire behandeling met bijvoorbeeld Colchicine 
een optie naast optimale cholesterolverlagende behandeling?

a) Ja
b) Nee



Is anti inflammatoire behandeling met bijvoorbeeld Colchicine 
een optie naast optimale cholesterolverlagende behandeling?

Caveats when prescribing colchicine
- At this stage: off-label prescription and no guideline endorsement (yet)
- Do not use in case of impaired renal function, known hematologic conditions (neutropenia)
- Do not use concomitantly with selected drugs:

e.g. clarithromycin, verapamil (maintenance tx), anti-fungal & anti-rejection therapy



Controversie

Muskiet (Prof Klinisch Chemicus), Ned Tijdschr Klin Chem Labgeneesk 2016; 41: 253-265



“Twee halve waarheden maken nog geen hele waarheid”

Multatuli




