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Dear Editor,
The COVID-19 pandemic is still a serious health problem until now. Patients with severe coronavi-

rus disease (COVID-19) commonly experienced a cytokine storm, characterized by elevated level of 
inflammatory biomarkers1. A wide range of clinical manifestations, uncertain pathogenesis, and the 
absence of effective drugs for treating COVID-19 encourage the use of different off-label drugs. Giv-
en the lack of a specific treatment for COVID-19, several drugs including antiviral, anti-inflammatory, 
and immunomodulatory agents, are used to combat the novel coronavirus. One of the drugs that 
has been proposed to treat COVID-19 is colchicine. It has been used to reduce inflammation in gout 
arthritis for many years, and now it is being evaluated as an alternative treatment for COVID-192. It 
prevents neutrophil chemotaxis, attachment and motility, and limits superoxide production. More-
over, it inhibits the nucleotide binding domain (NOD)-like pyrin domain 3 (NLRP-3) inflammasome 
and releases IL-1β. At relatively low concentrations (3 µg/ml), it promotes dendritic cell maturation, 
cytokine formation, and the presence of antigens against allogeneic CD4+ lymphocytes3,4. 

The study related to the benefit of colchicine to be used against COVID-19 in Indonesia is rare. 
However, a study related to the role of colchicine in reducing the degree of inflammation in 
COVID-19 patients in Indonesia was reported by Prabowo and Apriningsih5. The study stated that 
administration of colchicine for seven days at a dose of 0.5 mg twice daily significantly reduce the 
levels of neutrophil lymphocyte ratio (NLR) and High sensitivity c-reactive protein (HsCRP) (p-value 
<0.05). However, the study did not report the concomitant therapy of COVID-19 and the absence 
of comorbidities that affected the severity of COVID-19. Furthermore, the study did not report the 
mortality rate during the observation period. 

A meta-analysis and meta-regression study by Nawangsih et al6 reported that colchicine could 
reduce mortality in COVID-19 patients, although this benefit decreased with age. However, this 
study was conducted in three RCTs and five observational studies with varying doses and duration 
of colchicine, and therefore this study should be interpreted with caution. The RECOVERY trial, a 
large RCT study conducted in three countries, including Indonesia, reported that colchicine was not 
associated with lower 28-day mortality, length of hospital stay, risk of mechanical ventilation or 
death in hospitalized patients with COVID-19.  Colchicine with a dose of 1 mg was given immedi-
ately after randomization, followed by 500 mcg 12 hours later and then 500 mcg twice daily for a 
total of 10 days or until discharge7. This is an alarm for us not to use colchicine as a routine therapy 
for the treatment of COVID-19 patients. Interestingly, it was supported in a meta-analysis study by 
De-Miguel-Balsa et al8 published in the European Review for Medical and Pharmacological Sciences, 
stated that colchicine did not reduce mortality in COVID-19 patients. The study consisted of six ob-
servational and five RCT studies and the effect of colchicine on reducing mortality was only found 
in observational studies but not in RCTs. It may explain in observational studies that several factors 
cannot be controlled by the researcher such as dose and duration of colchicine, concomitant thera-
py of COVID-19, comorbidity, severity of COVID-19, etc., and thus lead possible bias. 

Unlike glucocorticoids, colchicine does not have an intrinsic immunosuppressive effect that can 
increase the risk of secondary infection in COVID-19 patients. While colchicine is effective in various 
chronic inflammatory diseases, its lack of benefit in COVID-19 has been attributed to its effect on 
intracellular pH.  Its effect on intracellular pH is dynamic, and as a result, it fails to raise intracellular 
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pH to a level that inhibits virus binding to ACE29. To conclude, due to limited information about 
the effectiveness of colchicine in treating patients with COVID-19 especially in Indonesia, the use of 
colchicine must be carried out considering the risks and benefits. If there is a side effect of diarrhea, 
the dose of colchicine should be adjusted to  0.5 mg/day. In addition, caution is required when using 
colchicine in patients with renal impairment10. Since the liver and intestine metabolize colchicine 
by the cytochrome P450 3A4/5 and P-glycoprotein p (P-gp), respectively, concomitant use of drugs 
that inhibit these protein increases the risk of colchicine toxicity11. Until now, it has not been includ-
ed as standard therapy for treating COVID-19 patients in Indonesia. A randomized, double blind, 
placebo-controlled trial is needed to prove its effectiveness and safety against COVID-19 in the 
Indonesian population.
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