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Outline

• Alcohol Abstinence in Drinkers with Atrial 
Fibrillation

• Comparison of Two LDL Cholesterol Targets 
after Ischemic Stroke

– Treat Stroke to Target 

• Low-Dose Colchicine after Myocardial 
Infarction

– COLCOT



Alcohol and Atrial Fibrillation

Meta-analysis of 7 prospective 
studies

206 073 subjects 

12 554 cases of AF

RR per 1 drink/day increment = 1.08

Larsson SC et al. J Am Coll Cardiol 2014

Population-based cohort study

47 002 subjects 

1697 cases of AF

Gemes K et al. J Am Heart Assoc 2017



• Prospective, multicentre, open-label, randomized, 
controlled trial

• age 18-85 years; symptomatic paroxysmal atrial fibrillation 
or symptomatic persistent atrial fibrillation with a rhythm 
control strategy; regular alcohol consumption (≥10 standard 
drinks alcohol / week)

• Key exclusion: alcohol abuse/dependence, LVEF<35%

Voskoboinik A et al. N Engl J Med 2020



• Randomized 1:1 to abstinence or control group

• 140 patients (median age 62; 85% men; BMI 29)

• Paroxysmal AF 63%; 11% had CAD; 41% had 
hypertension; 66% on anti-arrhythmic 

• Mean alcohol intake ~17 drinks/week; binge 
drinking 26%

• Follow-up: 6 months (originally planned for 12)

• Primary outcome: recurrence of atrial fibrillation 
(after a 2-week “blanking period”) and total atrial 
fibrillation burden (proportion of time in atrial 
fibrillation) 

• ECG, mobile app, implanted device, Holter---
reviewed by 2 independent cardiologists

Voskoboinik A et al. N Engl J Med 2020



Voskoboinik A et al. N Engl J Med 2020

Abstinence group:
Mean 17 drinks/week to 2/week
(61% complete abstinence)

Control group:
Mean 16 drinks/week to 13/week

HR = 0.55 (0.36-0.84), p = 0.005

Recurrence

53%

73%



Interpretation

• “Abstinence from alcohol reduced arrhythmia 

recurrences in regular drinkers with atrial fibrillation”

• Generalizability:

– Highly selected patients

– Accuracy of alcohol consumption?

• Outcomes:

– Reduced AF burden

– “Hard” outcomes?

– Quality of life? (due to missing data)

– Long-term?

• Other benefits (reduction in weight and BP)

Voskoboinik A et al. N Engl J Med 2020



Lower is Better!

Cannon CP et al. N Engl J Med 2015 Schwartz GG et al. N Engl J Med 2018

IMPROVE IT
Median LDL-C 1.4 vs 1.8 mmol/L

ODYSSEY OUTCOMES
12 mo mean LDL-C 1.2 vs 2.5 mmol/L 



Amarenco P et al. N Engl J Med 2020

• Prospective, multi-centre, open-label, blinded outcome 
randomized controlled trial

• Adult patients with ischemic stroke ≤3 months or TIA ≤15 
days, with evidence of atherosclerotic cerebrovascular or 
coronary artery disease



Amarenco P et al. N Engl J Med 2020

• Randomized to a lower target LDL-C < 1.8 mmol/L 

or a higher target LDL-C range 2.3-2.8 mmol/L

• Investigators are allowed to prescribe any type or dose 
of statin ± ezetimibe

• 2860 patients (mean age 66; 67% men)

• 86% ischemic stroke

• Baseline mean LDL-C 3.5 mmol/L

• Median follow-up 3.5 years

• Primary outcome: composite of ischemic stroke, 
myocardial infarction, urgent coronary or carotid 
revascularization, or cardiovascular death



Amarenco P et al. N Engl J Med 2020

Mean LDL-C 2.5 mmol/L

Statin + ezetimibe 7%

Mean LDL-C 1.7 mmol/L

Statin + ezetimibe 41%



Amarenco P et al. N Engl J Med 2020

Absolute risk reduction = 2.4% 
Number Needed to Treat = 42



Interpretation

• “After an ischemic stroke or TIA with evidence of 

atherosclerosis, patients who had a target LDL-C 

<1.8mmol/L had a lower risk of subsequent 

cardiovascular events than those who had a target 

range of 2.3-2.8 mmol/L”

• Premature cessation of the trial

• Open-label

• Composite endpoint (stroke? CV death?)

– Clinically important

• Benefits of further LDL-C reduction?

• Intracranial hemorrhage numerically higher in the 

lower LDL-C target arm

Amarenco P et al. N Engl J Med 2020



Atherosclerosis and Inflammation

Libby P. N Engl J Med 2013



• Prospective, multi-centre, randomized, double-blind 

placebo-controlled trial

• Adult patients with myocardial infarction (MI) within 30 

days who had completed any planned revascularization, 

treated according to national guidelines

Tardif J-C et al. N Engl J Med 2020



• Exclusion criteria: severe heart failure, LVEF<35%, 
stroke within past 3 mo, type 2 MI, planned 
CABG, severe renal disease

• 4747 patients (mean age 61; 19% women)

• >97% ASA, antiplatelet, and statin; 93% had PCI 

• colchicine 0.5 mg daily or placebo

• Median follow-up 23 months

• Primary endpoint: composite of cardiovascular 
death, resuscitated cardiac arrest, MI, stroke, or 
urgent hospitalization for angina requiring 
revascularization

Tardif J-C et al. N Engl J Med 2020



Tardif J-C et al. N Engl J Med 2020

Absolute risk reduction = 1.6% 
Number Needed to Treat = 63



Tardif J-C et al. N Engl J Med 2020



Interpretation

• “Among patients with a recent myocardial 

infarction, colchicine at a dose of 0.5 mg daily 

led to a significantly lower risk of ischemic 

cardiovascular events than placebo.”

• Overall adverse events similar

– Nausea (but not diarrhea) more common

– Pneumonia more frequent

• Relatively inexpensive

• Longer term effects unknown

• Confirmatory data

Tardif J-C et al. N Engl J Med 2020



Take Home Messages (1)

• Among drinkers (≥10 drinks/week) with AF, 
abstinence or decreased alcohol consumption 
reduces AF recurrence and burden

– Consistent with the general recommendation

• A lower LDL-C target (<1.8 mmol/L) is 
beneficial in patients with recent ischemic 
stroke or TIA

– Similar to other high risk atherosclerotic disease

– No clear threshold effect



Take Home Messages (2)

• Colchicine (0.5 mg/d) reduces the risk of 

ischemic cardiovascular events in patients with 

recent MI and is generally well tolerated over 

~2 years.

– Incremental benefits beyond revascularization and 

contemporary secondary prevention therapies

– Ongoing trials



Thank you!


