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Supplementary Tables

Table S1 — Rationale for the colchicine treatment regimen

The dose of 0-5 mg of colchicine used in COLCORONA was the one utilized in the
COLCOT (Tardif JC et al, N Engl J Med 2019;381:2497-2505) and LoDoCo2 (SM
Nidorf et al, N Engl J Med 2020;383:1831-47) trials. The posology (colchicine 0-5 mg
twice daily for the first 3 days and then once daily for 27 days) used in COLCORONA
was based on the following rationale : a) colchicine 0-5 mg once daily was efficacious in
the COLCOT and LoDoCo2 trials in more than 10,000 patients with coronary artery
disease; b) colchicine 0-5 mg once daily has been shown to have anti-inflammatory
effects; c) colchicine 0-5 mg twice daily is given for patients weighing 70 kg or more in
acute pericarditis; d) colchicine causes more diarrhea when 0-5 mg twice daily is
administered (compared to 0-5 mg once daily); e) COVID-19 can also cause diarrhea; f)
the combination of colchicine-related and COVID-related diarrhea might affect
compliance to the study medication; g) the hypothesis underlying COLCORONA was
that rapid prevention or control of the inflammatory storm is highly desirable to prevent
related complications; h) the evolution of COVID-19 was not perfectly characterized at
the time of study launch in March 2020 but the treatment duration of 30 days would
entirely cover the period during which patients are at risk of short-term complications
(the long-hauler issue was not known at study launch); 1) the posology used in
COLCORONA (colchicine 0-5 mg twice daily for the first 3 days and then once daily for
27 days) allowed the obtaining of adequate colchicine levels more rapidly (hence the 0-5
mg twice daily posology for the first 3 days) while both maintaining adequate anti-
inflammasome inhibition and limiting gastro-intestinal side effects for the full treatment

period (hence the 0-5 mg once daily poslogy for the following 27 days).



Table S2 — Diagnosis of COVID-19 in COLCORONA

1- Confirmed diagnosis by naso-pharyngeal swab and COVID-19 PCR test, or
2- Clinical diagnosis by epidemiological link with COVID-19-compatible symptoms and
member of household with positive nasopharyngeal COVID-19 PCR test result, or
3- Clinical diagnosis of probable COVID-19 according to criteria adapted from official
guidelines, in patients with sudden onset of the following symptoms without an obvious
alternative cause:
3a- Fever (> 38 degrees C) and cough or
3b- Fever (> 38 degrees C) or cough with at least one of the following
symptoms:
- shortness of breath
- extreme fatigue
- muscle or joint pains

- sudden anosmia without nasal obstruction, with or without agueusia
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Table S3 — Results of the two formal interim analyses by the data safety monitoring

board

The stopping boundaries for efficacy were computed using the Lan-DeMets procedure

with the O’Brien-Fleming alpha spending function and are presented in the maximum

likelihood estimate (MLE) scale (which corresponds to the difference between the

primary event rate of each group) and the p-value scale for the two interim analyses.

Stopping boundaries for efficacy based on observed data

Observed results for Lower Upper Boundary
primary endpoint
boundary | boundary (p-value
scale)
(MLE (MLE
scale) scale)
First Interim analysis | Placebo: 56/822 (6-8%) -0-04604 0-04604 0-000062
Colchicine: 39/822 (4-7%)
MLE = 0-0207
p-value = 0-0724
Second Interim Placebo: 107/1860 (5-8%) -0-01713 0-01713 0-017382

analysis

Colchicine: 83/1847 (4-5%)
MLE =0-0126
p-value = 0-0822

At both interim analyses, the observed results did not cross the stopping boundaries so

based on these statistical stopping rules, the study was not stopped for efficacy.
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The stopping rule for futility was based on the conditional power that was computed

under the original alternative (25% reduction in event rate) and under the current trend.

Conditional power under various alternative hypotheses

Alternative hypothesis Conditional Power
(difference in event rates MLE)
First Interim analysis | Original : 0-0175 (25% reduction) 88:3%
Current trend : 0-:0207 (30-4% reduction) 94-7%
Second Interim analysis| Original : 0-0175 (25% reduction) 67-4%
Current trend: 0-0126 (17-9% reduction) 51-5%

The conditional powers were to be compared to a 15% threshold so based on these

statistical stopping rules, the study was not stopped for futility.
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Table S4 Prevalence of high-risk criteria leading to inclusion of patients in the trial for a
sample of 775 patients recruited in Canada®

Characteristic Number of patients (%)
Dyspnea at presentation 371 (48%)
Obesity (body-mass index > 30 kg/m?) 320 (41%)

Fever >38-4°C within last 48 hours 185 (24%)
Known respiratory disease 146 (19%)
Diabetes 108 (14%)
Hypertension and SBP >150 mm Hg 71 (9%)

Age > 70 years 56 (7%)

Know coronary disease 27 (3%)

Known heart failure 3 (0-4%)
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Table S5 Characteristics of the patients at randomization in the prespecified subgroup of
patients with PCR-proven COVID-19 in the intent-to-treat population

Characteristic

Colchicine (N=2075)

Placebo (N=2084)

Age - years

Female sex - no. (%)

Caucasian - no. (%)

Black - no. (%)

Body-mass index (kg/m?)
Smoking - no. (%)

Hypertension - no. (%)

Diabetes - no. (%)

Respiratory disease - no. (%)
Prior MI - no. (%)

Prior heart failure - no. (%)
Hydroxychloroquine use - no.(%)
Oral anticoagulant use - no. (%)
Aspirin use - no. (%)

Other antiplatelet agent - no. (%)
Canada - no. (%)

United States - no. (%)

Other countries - no. (%)

54-5£9-7
1167 (56-2%)
1931 (93-1%)
111 (5:3%)
30-0+6-3
194 (9-3%)
724 (34-9%)
408 (19-7%)
546 (26:3%)
61 (2:9%)
24 (1-2%)
11 (0-5%)
45 (2-2%)
183 (8-8%)
27 (13%)
1710 (82-4%)
225 (10-8%)

140 (67%)

54-9£9-9
1107 (53-1%)
1938 (93-2%)
111 (5-3%)
30-16-3
188 (9-0%)
789 (37-9%)
421 (20-2%)
568 (27-3%)
70 (3-4%)
16 (0-8%)
11 (0-5%)
64 (3:1%)
217 (10-4%)
38 (1-8%)
1717 (82-4%)
225 (10-8%)

142 (6-8%)

Abbreviation: M1, myocardial infarction.



Table S6 Patients with pulmonary embolism
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Patient Study Sex Age PE Day | Presence | Relation PE Death
arm (years) | proximal to | of* of to study | leading
subsegment | onset | pneumonia med to MV
1 Placebo Male 70 Yes Day Yes No No No
2 Placebo | Female 49 No Dzsy No No No No
3 Colchicine | Female 70 No D7ay No No No No
4 Colchicine | Female 55 Yes Dl%y Yes No No No
5 Colchicine | Male 43 No D7ay Yes No No No
6 Colchicine | Male 46 Yes ])2a6y Yes No No No
7 Colchicine | Male 57 Yes D3ay No No No No
8 Colchicine | Male 63 Yes Dlasy Yes No No No
9 Colchicine | Male 77 No DlZy No No No No
10 Colchicine | Female 50 Yes Dsay Yes No No No
11 Colchicine | Male 62 No DZy No No No No
12 Colchicine | Female 50 Yes Dz:fy No No No No
13 Colchicine | Male 54 Yes é% Yes No No No
13

Abbreviations: MV, mechanical ventilation; PE, pulmonary embolus.
“Day of onset from randomization.

bStudy medication stopped on Day 3.

“Study medication stopped on Day 15.

4Study medication stopped on Day 5.
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