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Background

* Perioperative atrial fibrillation (AF) and myocardial injury after
noncardiac surgery (MINS)

 prognostically important adverse outcomes after major thoracic surgery

* Colchicine is an anti-inflammatory drug
* reduced risk of perioperative AF in small cardiac surgery trials

* reduced major cardiovascular events in patients with coronary artery
disease (LoDoCo2, COLCOT)
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Study objective

* To evaluate effect of oral colchicine on occurrence of

* Clinically important perioperative AF
* MINS

* In patients undergoing major noncardiac thoracic surgery
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Co-primary outcomes

* Clinically important AF

* AF that results in angina, heart failure, or symptomatic hypotension,
or that requires treatment with rate-controlling drug, antiarrhythmic
drug, or electrical cardioversion

* Definition chosen because of its prognostic relevance and to avoid
adding short asymptomatic AF episodes of uncertain clinical relevance

* MINS

e Myocardial infarction (Ml), or elevated postoperative troponin that
was judged to be due to myocardial ischemia
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Patients

* Inclusion criteria
* Age =55 years
* Scheduled for noncardiac thoracic surgery with general anaesthesia
* Expected to require at least one overnight hospital stay after surgery

* Main exclusion criteria
* History of AF or currently taking anti-arrhythmic medication
* Minor thoracic interventions (e.g. needle biopsy, chest tube insertion)
* Contraindication for colchicine (e.g. severe renal dysfunction)
 Currently taking non-study colchicine
* Currently taking medications known to interact with colchicine metabolism

ESC Congress 2023
Amsterdam & Online



Study procedures

* Study medication

* first dose of colchicine 0.5mg or matching placebo was administered
within 4 hours before surgery

* Thereafter, study medication was given twice daily for total of 10 days

 Patients, healthcare providers, outcome adjudicators and all study
personnel were blinded to treatment assignment

* Outcome ascertainment
* Mandatory daily troponin measurements for 3 days after surgery
* Rhythm monitoring was as per standard care

* Total follow-up duration was 14 days
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Protocol change and sample size increase

* COP-AF was originally designed to recruit 2800 patients, with
single primary outcome of clinically important AF

 After publication of LoDoCo2 and COLCOT, MINS was added as
an independent co-primary outcome

* New sample size of 3200 patients was needed:
e Assuming a 9.0% incidence for perioperative AF, 30% relative RR, 2-sided
a=0.0324 provided 83% power for first co-primary outcome

e Assuming a 22% incidence for MINS, 20% relative RR, 2-sided alpha
a=0.0176 provided 80% power for second co-primary outcome
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3209 patients randomized at 45 sites in 11 countries

3208 (>99.9%) patients with complete 14-day follow-up
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Baseline characteristics

Characteristics

Age, mean (SD)

Male, N (%)

Medical History

Coronary artery disease, N (%)
Diabetes mellitus, N (%)
Hypertension, N (%)

Current tobacco use, N (%)

Type of surgery

Lobe resection, N (%)

Wedge resection, N (%)
Segment resection, N (%)
Surgical approach
Thoracoscopic, N (%)
Thoracoscopic converted to open, N (%)
Open (Non-thoracoscopic), N (%)
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Colchicine (N=1608)

68 (7)
831 (52)

142 (9)
301 (19)
836 (52)
351 (22)

1029 (64)
314 (20)
245 (15)

1219 (76)
98 (6)
276 (17)

Placebo (N=1601)

68 (7)
825 (52)

144 (9)
294 (18)
832 (52)
336 (21)

1013 (63)
337 (21)
242 (15)

1178 (74)
106 (7)
304 (19)



Co-primary outcomes

Colchicine Placebo Hazard Ratio P Value
(N=1608) (N=1601) (95% Cl)
Clinically important perioperative AF 103 (6.4) 120 (7.5) 0.85(0.65-1.10) 0.22
Myocardial injury after noncardiac surgery 295 (18.3) 325 (20.3) 0.89(0.76-1.05) 0.16
Esc conqress ‘u‘s — Colchicine ———— Placebo Colchicing = =======--- Placebo .
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Main secondary and safety outcomes

Colchicine  Placebo Hazard Ratio P Value
(N=1608) (N=1601) (95% Cl)

Secondary outcomes — N (%)
Composite of all-cause mortality, nonfatal MINS and nonfatal stroke 300 (18.7) 335(20.9) 0.88(0.75-1.03) 0.11

Composite of all-cause mortality, nonfatal Ml and nonfatal stroke 21 (1.3) 31(1.9) 0.67(0.39-1.17) 0.16

MINS not fulfilling the fourth universal definition of Ml 285(17.7) 311 (19.4) 0.90(0.76-1.06) 0.22

Myocardial infarction 13 (0.8) 15(0.9) 0.86(0.41-1.81) 0.69
Safety outcomes — N (%)

Composite of sepsis and infection 103 (6.4) 83(5.2) 1.24(0.93-1.66) 0.14

Non-infectious diarrhoea* 134 (8.3) 38(2.4) 3.64(2.54-5.22) <0.001

* Diarrhoea did not prolong median length of hospital stay and led to only one readmission.
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Post-hoc analyses

Colchicine  Placebo Hazard Ratio P Value
(N=1608) (N=1601) (95% ClI)

Post-hoc outcomes — N (%)
Composite of MINS and clinically important AF 360 (22.4) 415(25.9) 0.84(0.73-0.97) 0.02

Composite of vascular mortality, nonfatal MINS, nonfatal stroke and 364 (22.6) 422 (26.4) 0.83(0.72-0.96) 0.01
clinically important AF
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Subgroup analyses

Clinically important AF

MINS
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Group
Overall

Qverall

Surgical approach
Thoracoscopic

Non-thoracoscopic

Group

Overall

Overall

Surgical approach
Thoracoscopic

Non-thoracoscopic

Colchicine (N=1608) Placebo (N=1601) Hazard Ratio

103/ 1608 (6.4%) 120/ 1601 (7.5%) =

43/ 1219 (3.5%)
60/ 374 (16.0%)

77/ 1178 (6.5%) =
43/ 410 (10.5%)

T T T T 1
0.0 05 1.0 1.5 2.0

Cdichicine Better  Placebo Better

Colchicine (N=1608) Placebo (N=1601) Hazard Ratio

295/ 1608 (18.3%) 325/1601 (20.3%) i

188/ 1219 (15.4%) 220/ 1178 (18.7%) =

107/ 374 (28.6%) 105/ 410 (25.6%) et

T T T T 1
0.0 0.5 1.0 1.5 20

Colchicine Better ~ Placebo Better

P value

HR (95% CI) (interaction)

0.85 (0.65-1.10)

<0.0001
0.53 (0.36-0.77)
1.59 (1.07-2.35)

P value

HR (95% CI) (interaction)

0.89 (0.76-1.05)

0.04
0.80 (0.66-0.98)
1.15(0.87-1.53)



Conclusion

* In patients undergoing major noncardiac thoracic surgery
administration of colchicine did not significantly reduce
incidence of co-primary outcomes clinically important AF
or MINS

* Colchicine increased risk of mostly benign non-infectious
diarrhoea

* Encouraging and consistent trend of fewer cardiovascular
events with colchicine that requires further research
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Publication

* The full publication will be available tonight 11.30pm (UK
time) at https://www.thelancet.com
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