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Pharmacologic properties

Colchicine Toxicity 

Colchicine in Pericarditis

Colchicine in Coronary artery disease

Colchicine in Stroke

Colchicine in COVID-19



 Colchicine is a tricyclic, lipid-soluble alkaloid with a long terminal half-life (20 to
40 hours) and bioavailability ranging from 24% to 88% . Within the bloodstream,
~40% of colchicine binds to albumin.

 Although peak plasma concentrations occur 1 hour after administration, maximal
anti-inflammatory effects develop over 24 to 48 hours, based on intra-leukocyte
accumulation. Colchicine reaches much higher concentrations within leukocytes
than in plasma, and persists there for several days after ingestion, with
concentrations ranging from 4 to 64 ng/1.

 CYP3A4 and P-glycoprotein are largely responsible for colchicine metabolism.
CYP3A4 and P-glycoprotein are also largely responsible for colchicine’s numerous
drug-drug interactions, as each interacts with a range of other drugs. Because of
CYP3A4 interactions, colchicine metabolism is impaired in patients taking
clarithromycin, fluoxetine, paroxetine, nefazodone, indinavir and other protease
inhibitors, tolbutamide and azole antifungals, cimetidine, and several non-
dihydropyridine calcium channel blockers, each of which is metabolized through
this pathway.

Chappey ON, Niel E, Wautier JL, et al. Colchicine disposition in human leukocytes after single and multiple oral administration. Clin Pharmacol Ther. 
1993; 54(4):360–7



FDA prescribing information for 
colchicine. Available at: 
http://www.accessdata.fda.gov/scr
ipts/ cder/drugsatfda/index.cfm



 The commonest side effects of colchicine are gastrointestinal, with nausea, vomiting and
particularly diarrhea occurring in five to ten percent of patients even at recommended
doses. Dose reduction may permit resolution of these symptoms. Colchicine doses of 0.5
to 0.8 mg/kg are highly toxic, and doses of more than 0.8 mg/kg are typically lethal;

 to reduce the risk of irreversible bolus overdose, the FDA withdrew approval for
intravenous colchicine.

 Acute overdose usually manifests as gastrointestinal symptoms within 24 hours of
ingestion, widespread organ system dysfunction (renal failure, circulatory collapse,
marrow failure, muscle weakness, rhabdomyolysis and respiratory failure) within seven
days, and finally either resolution of symptoms or worsening organ dysfunction and death.
Treatment for acute colchicine overdose is supportive.

 Chronic colchicine overdose can occur when daily colchicine doses are not adjusted for
reduced renal function or interacting medications; colchicine neuromyopathy and
cytopenias are classic features of chronic-type overdose.

Mullins ME, Carrico EA, Horowitz BZ. Fatal cardiovascular collapse following acute colchicine ingestion. J Toxicol Clin Toxicol. 2000; 38(1):51–4

Aghabiklooei A, Zamani N, Hassanian-Moghaddam H, Nasouhi S, Mashayekhian M. Acute colchicine overdose: report of three cases. Reumatismo. 
2013; 65(6):307–11. 



 The early years: prospective open-label cohorts (1987–2005)

 The use of colchicine for acute pericarditis was first proposed by Rodriguez de la Serna et
al. in Barcelona in 1987 based on its efficacy in preventing polyserositis in patients with
familial Mediterranean fever. He reported on three patients who had recurrent pericarditis
(two idiopathic and one with systemic lupus erythematosus), despite adequate treatment
with corticosteroids. All were treated with colchicine (1 mg/ day) with tapering of the
corticosteroids over 2 months. There were no relapses throughout the follow-up period of
15– 35 months.

doi:10.1093/eurheartj/ehx246



 Randomized clinical trials (2005–14)

 Recurrent pericarditis:

 Three RCTs, all led by Imazio, have been published to date. The CORE (COlchicine for
REcurrent pericarditis) trial in 2005, the CORP (COlchicine for Recurrent Pericarditis) trial
in 2011; and the CORP-2 (efficacy and safety of colchicine for treatment of multiple
recurrences of pericarditis) trial in 2014 investigated the safety and efficacy of colchicine as
an adjunct to conventional therapy for recurrent pericarditis.

 In the most recent and largest CORP-2 trial, the proportion of patients with recurrent
pericarditis was 26 (21.6%) of 120 in the colchicine group and 51 (42.5%) of 120 in the
placebo group (relative risk 0.49; 95% CI 0.24–0.65; P ¼ 0.0009; number needed to treat, 5).

doi:10.1093/eurheartj/ehx246



Acute pericarditis
 The COPE (Colchicine for acute PEricardtis) Trial in 2005 and the ICAP (Investigation on

Colchicine for Acute Pericarditis) trial in 2013 aimed to verify the safety and efficacy of
colchicine as an adjunct to conventional therapy for the first episode of acute
pericarditis. These trials included 120 and 240 patients, respectively, all recruited in
Italian centres. Similar to the data reported for recurrent pericarditis, both trials showed
that colchicine, when added to conventional antiinflammatory therapy, significantly
reduced the rate of incessant or recurrent pericarditis in patients with acute pericarditis.

Post-pericardiotomy syndrome
 Post-pericardiotomy syndrome (PPS) is a troublesome complication of cardiac surgery,

occurring in 10–45% of cases. Three RCTs have evaluated the use of colchicine in this
context.

 Imazio et al., once again performed two large RCTs to settle this issue, the COPPS
(COlchicine for the Prevention of the Postpericardiotomy Syndrome) and the COPPS-2
trials published in 2010 and 2014, respectively, to test the efficacy and safety of
colchicine for the primary prevention of PPS. Both studies enrolled 360 patients in
multiple Italian sites. In COPPS, colchicine was initiated on the third post-operative day
and significantly reduced the incidence of PPS at 12 months compared with placebo (8.9
vs. 21.1%, respectively; P¼ 0.002; number needed to treat, 8), without significant side
effects.1

doi:10.1093/eurheartj/ehx246



What do guidelines say?
The 2015 European Society of Cardiology (ESC) guidelines for the diagnosis and management of
pericardial diseases gave colchicine a 1A recommendation for both acute and recurrent pericarditis as
a first-line adjunct to aspirin/NSAIDs. The recommended treatment duration is 6 months in recurrent
and 3 months in acute pericarditis, with dosing adjusted to body weight (0.5 mg once daily for patients
70 kg and 0.5 mg twice daily for patients contraindications and it is tolerated. Preventive administration
of colchicine is recommended for 1 month.

Adler Y, Charron P, Imazio M, Badano L, Barón-Esquivias G, Bogaert J, Brucato A, Gueret P, Klingel K, Lionis C, Maisch B, Mayosi B, Pavie A, 
Ristic AD, Sabaté Tenas M, Seferovic P, Swedberg K, Tomkowski W; ESC Scientific Document Group. 2015 ESC Guidelines for the diagnosis and 
management of pericardial diseases: The Task Force for the Diagnosis and Management of Pericardial Diseases of the European Society of 
Cardiology (ESC)Endorsed by: The European Association for Cardio-Thoracic Surgery (EACTS). Eur Heart J. 2015 Nov 7;36(42):2921-2964. doi: 
10.1093/eurheartj/ehv318. Epub 2015 Aug 29. PMID: 26320112; PMCID: PMC7539677.



 LODOCO trial

 LODOCO2 trial

 COLCOT trial

 COPS trial

 COLCHICINE-PCI trial

https://doi.org/10.1016/j.cjca.2020.10.006



http://dx.doi.org/10.1016/j.jacc.2012.10.027

Study Design
•Parallel
•Placebo Controlled
•Randomized
•Stratified
Patient Populations:
•Angiographic proof of CAD:
- Clinically stable for >6 months
- Patients with CABG included if surgery >10 years or graft failure or 
stenting
•Ages from 35-85 years
•No other major competing comorbidity or contraindication to colchicine
•Not taking colchicine for any other purpose
•Considered compliant with their usual therapy

Duration of follow-up: 3 years
Mean patient age: 66.5 years
Percentage female: 11%

Primary Endpoints:
•Primary outcome composite (time to first occurrence):
- ACS event
- Cardiac arrest with resuscitation
- Noncardioembolic ischemic stroke

Secondary Endpoints:
•The time to each component of the primary outcome
•The time to ACS and each of its components (acute myocardial infarction 
and unstable angina) unrelated to stent disease

Drug/Procedures Used:
Patients were randomized in a 1:1 fashion to either colchicine 0.5 mg/d or 
matching placebo.
Concomitant Medications:
High-dose statin (95%), aspirin and/or clopidogrel (94%), beta-blockers 
(67%), angiotensin-converting enzyme inhibitors (58%)



http://dx.doi.org/10.1016/j.jacc.2012.10.027
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 This was a multicenter, randomized, double-blind, placebo-controlled trial
involving 17 hospitals in Australia that provide acute cardiac care service.

 Eligible participants were adults (18–85 years) who presented with ACS and had
evidence of coronary artery disease on coronary angiography managed with
either percutaneous coronary intervention or medical therapy. Patients were
assigned to receive either colchicine (0.5 mg twice daily for the first month, then
0.5 mg daily for 11 months) or placebo, in addition to standard secondary
prevention pharmacotherapy, and were followed up for a minimum of 12 months.

 The primary outcome was a composite of all-cause mortality, ACS, ischemia-driven
(unplanned) urgent revascularization, and noncardioembolic ischemic stroke in a
time to event analysis

DOI: 10.1161/CIRCULATIONAHA.120.050771
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 The COLCHICINE-PCI study is a randomized, double-blind, placebo-controlled
trial to determine the effects of acute pre-procedural oral administration of 1.8 mg
of colchicine on PCI-related myocardial injury. A nested inflammatory biomarker
substudy was performed to further delineate changes in inflammatory profiles
associated with colchicine administration.

 Adults age 18 years or older with suspected ischemic heart disease or acute
coronary syndromes referred for clinically indicated coronary angiography with
possible PCI were eligible for inclusion. Subjects were excluded if they met any of
the following criteria: 1) use of oral steroids or non-steroidal anti-inflammatory
agents other than aspirin within the longer of 72 hours or three times the agent’s
half-life, 2) high-intensity statin treatment started within 24 hours of procedure, 3)
glomerular filtration rate

doi:10.1161/CIRCINTERVENTIONS.119.008717.
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