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(potentiële) belangenverstrengeling

Voor bijeenkomst mogelijk relevante 
relaties met bedrijven Bedrijfsnamen

• Onderzoeksgeld / Honorarium

• Aandelen: geen in individuele farma.

• Pfizer (Spire - Lipiden)
• Bayer / MSD (Victoria – HF)
• Novartis (Paradigm & Relax AHF - HF)

• ZON Mw 80-84800-98-15092 (LoDoCo2)

Disclosure van belangen 
Arend Mosterd





De spreekkamer van de cardioloog



Coronairlijden
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Onrust in de vaatwand



… & afsluiting leidt tot infarct

Stolsel leidt tot afsluiting…



Voorkomen

1) Vaatwandkalk

2) Stolselvorming

3) Openscheuren

 Cholesterolverlaging
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Voorkomen

1) Vaatwandkalk

2) Stolselvorming

3) Openscheuren

 Cholesterolverlaging

Bloedverdunners

 Ontstekingsremmers?



Inflammatie & Coronairlijden







Herfsttijloos 
(Colchicum autumnale)

• Krokus – achtige plant

• Meer dan 2000 jaar geleden 
al gebruikt

• Sterke ontstekingsremming

• Niet duur



Jicht



Jicht in de vaatwand?



Cholesterol crystal induced arterial inflammation
Janoudi A. et al. Eur Heart J 2016;37:1959-67

Colchicine Het onderzoekAderverkalking



USA and ROW…
NL = small

Individual
investigator is 
vulnerable and has 
no influence

Low Dose Colchicine (LoDoCo)
to prevent CV events
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USA and ROW…
NL = small

Individual
investigator is 
vulnerable and has 
no influence

Number Needed to Treat = 11
Too good to be true?
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USA and ROW…
NL = small

Individual
investigator is 
vulnerable and has 
no influence

Editorial to LoDoCo paper
”Need for a large randomized outcome trial” 
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WCN
Werkgroep Cardiologische centra Nederland



• 1000-3000 pts/yr randomized in clinical trials 
• Innovative pharma
• Investigator initiated

• Strong independent network of >55 cardiology sites
• Investigators in international study positions
• Authors of scientific publications

• Change guidelines to improve patient care

WCN
Werkgroep Cardiologische centra Nederland



Low dose colchine in stable CAD
LoDoCo2

Hypothesis
Low dose colchicine will significantly 

reduce cardiovascular events in a 
stable CAD population

Australia & WCN The Netherlands



LoDoCo2 
Key characteristics

• Double blind, randomised clinical trial
• 0.5 mg colchicine daily vs placebo
• Stable coronary artery disease
• Primary outcome:

• Cardiovascular death
• Non fatal acute coronary syndrome
• Non fatal ischemic stroke

• N = 4.115 (to detect 30% risk reduction over 3 yrs) 



April 2016



LoDoCo2 
Potential & Hurdles as of April 2016

• Potential outcomes
• An affordable drug for many
• Potential savings > 25 million Euro / yr (RIVM)
• Change of the guidelines
• Prime example of drug rediscovery

• Hurdles
• Financing LoDoCo2 
• Implementation (off-label prescription?)

• Parties involved: 
• Prescribers & Patients
• Generic Pharma Industry
• Ministry, Zon Mw, CBG, ZIN



LoDoCo2 
April 2017

• Potential outcomes
• An affordable drug for many
• Potential savings > 25 million Euro / yr (RIVM)
• Change of the guidelines
• Prime example of drug rediscovery

• Hurdles taken
• Financing LoDoCo2 

• 20% WCN, in addition to pro bono collaboration of cardiologists
• 40% TEVA / Disphar / Tio farma
• 40% Zon MW GGG

• Scientific Advice – joint session with CBG and ZIN (sept 2017)
• Changes to protocol (endpoints / interim analyses)
• Supporting innovation / drug rediscovery



LoDoCo2 
Enrollment in the Netherlands

site # plaats run in rand
1001 Alkmaar 173 110
1002 Amersfoort 125 68
1003 Apeldoorn 45 25
1004 Breda 47 28
1006 Den Bosch 10 -
1013 Zuyderland 47 33

1015
Haarlem/
Hoofddorp 2 -

1016 Meppel 77 55
1019 Sneek 59 41
1020 Veldhoven 16 4
totaal 601 364

March 29 2017



(CV) Drug Rediscovery - Challenges

• Penny wise, pound foolish
• LoDoCo (and 6GT) – dogged enthusiasm of idealists
• Need for a sustainable “business” model 

• “local” distraction: hospital pharmacies

https://www.google.nl/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=0ahUKEwj6iNTjko7TAhWDWRQKHSucC4kQjRwIBw&url=http://www.interferenties.nl/anti-terrorisme-instituut-komt-in-madurodam/&psig=AFQjCNGi3XXvf1WMjDYm4dH_c1tpUQB7DQ&ust=1491510224688556&cad=rjt


(CV) Drug Rediscovery - Opportunities

• LoDoCo as blueprint for future projects
• Fruitful collaboration with (generic) pharma
• Strong cardiology network

• Academic (NHLI – “from bedside to bench”) – PhD programs
• Non academic (WCN)

• Implementation of new drugs (indications) guaranteed
• Netherlands Heart Foundation / Hart- en Vaatgroep
• Ministry, Zon Mw, CBG, ZIN



(CV) Drug Rediscovery - Opportunities



(CV) Drug Rediscovery - Opportunities

TOPCAT – Spironolacton vs placebo Digoxine vs placebo
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