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Background
• Colchicine has been traditionally used to treat gout and rheumatic disease 
• Number of studies show a favorable safety-benefit profile among patients with 

cardiovascular disease, including pericarditis
• The anti-inflammatory action is mediated by different pathophysiologic routes than that 

of corticosteroids and nonsteroidal anti-inflammatory agents
• Rapid onset of anti-inflammatory effects as shown by its use in gout flares
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• Colchicine inhibits neutrophil chemotaxis and activity in response to vascular injury, 
inhibits inflammasome signaling and reduces the production of active interleukin-1β, 
and reduces neutrophil-platelet interaction and aggregation

Hypothesis:
• Colchicine’s combined anti-inflammatory action and acceptable safety profile led 

to the hypothesis that it might be a safe and effective anti-inflammatory treatment 
choice for COVID-19

Objective: 
To evaluate the effect of treatment with colchicine on cardiac and inflammatory 
biomarkers and clinical outcomes in patients hospitalized with COVID-19



• Prospective, open-label, randomized clinical trial involving 16 tertiary hospitals in Greece 
• Randomly assigned in a 1:1 allocation either into the intervention or control group

• Control group
• Optimal medical treatment according to local protocols 

• Intervention group
• Colchicine in addition to optimal medical treatment
• Loading dose - 1.5 mg followed by 0.5 mg 1 hour later if no adverse gastrointestinal effects were 

observed. 
• Loading dose if AZA is co-administered - a single 1.0 mg
• Maintenance dosage - 0.5 mg colchicine twice daily (reduced to once daily among patients with body 

weight <60 kg) until hospital discharge or a maximum of 21 days

Methods



Inclusion criteria
• Hospitalized adult patients diagnosed with SARS-

CoV-2 infection, confirmed with PCR-RT testing 
with a body temperature ≥ 37.5 °C 

AND
• 2 or more of the following: 

• Sustained coughing 
• Sustained sore throat
• Anosmia and/or ageusia
• Fatigue and/or tiredness
• Arterial oxygen partial pressure lower than 95 

mmHg on room air

Inclusion / exclusion criteria

Exclusion criteria 
• Pregnancy or lactation
• Known hypersensitivity to colchicine
• Known hepatic failure
• Estimated GFR < 20 ml/min/1.73m2

• Corrected QT interval ≥ 450 milliseconds
• Clinical assessment indicating that ventilatory 

support would be inevitable in the following 24 
hours because of rapidly declining respiratory 
status



• Primary end point assessed in 2 phases:
• Biochemical (early)

• Difference in maximal high-sensitivity cardiac troponin (hs cTn) levels between the 2 groups 
• Time for c-reactive protein to reach levels greater than 3 times the upper reference limit

• Clinical (late)
• Time from baseline to clinical deterioration, defined as a 2-grade increase on an ordinal clinical 

scale, based on the World Health Organization R&D blueprint ordinal clinical scale

• Secondary end points 
• Percentage of participants requiring mechanical ventilation 
• All-cause mortality at the end of follow-up 
• Number, type, severity, and seriousness of total adverse events and treatment-related adverse 

events

Endpoints



Results

Assuming a median event-free survival of 30 days and an 
accrual time of 30 days, it was calculated that 180 patients 

were needed to have a 90% probability to detect a 50% 
reduction in the primary clinical end point at α = .05

• Clinical primary 
end point occurred 
in 7 patients 
(14.0%) in the 
control group and 
in 1 patient (1.8%) 
in the colchicine 
group (P = 0.02)

• Odds ratio of 0.11 
(95%CI, 0.01-0.96; 
P = 0.046)



For the biochemical analysis, it was 
estimated 85 patients were needed to have 
a 90% probability to detect a 30% reduction 
in peak hs cTn level, assuming a median hs

cTn level of 0.05 ng/mL in the control 
group, at α = .05



Conclusion
Participants who received colchicine had statistically significant improved time to clinical deterioration 
compared with a control group that did not receive colchicine. However, the observed difference was 
based on a narrow margin of clinical significance. Therefore, these observations should be considered 
hypothesis generating. 

Conclusion and limitations

Limitations
• Co-treatments with other investigational medications such as LPV/RTV, TCZ, AZA, CQ and HCQ
• Trial’s small sample size combined with the low event rate make these data underpowered and 

hypothesis generating
• Larger RCTs are required to effectively evaluate colchicine in COVID-19 



Commentary

• No significant reduction in troponin levels with colchicine - can be partly explained by the trial’s 
inclusion criteria, which did not require an elevated troponin level.

• Median troponin levels were low and not clinically meaningful. This coupled with the trial’s low event 
rate and very low mortality rate reflect a reasonably healthy study population in which troponin levels 
are likely to be in the reference range.

• Novel finding: Significant reduction in D-dimer levels in the colchicine group - given that it suggests 
colchicine’s mechanism of action to treat COVID-19 may be antithrombotic as well as anti-
inflammatory.

• Currently 12 colchicine trials have been registered and are ongoing.
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