
Ph: (956) 971 - 0404
www.oasisderm.com

Colchicine

Colchicine, a well-known anti-inflammatory agent, has been used for centuries, with its medicinal
properties first reported in ancient times when it was derived from the autumn crocus (Colchicum
autumnale). It has since become a crucial treatment option for a variety of systemic and
dermatologic conditions, particularly those characterized by inflammation and immune
dysregulation.

Pharmacokinetics

Colchicine is rapidly absorbed from the gastrointestinal tract following oral administration, with
peak plasma concentrations typically reached within 1-2 hours. The drug is extensively
metabolized in the liver by the cytochrome P450 system, particularly CYP3A4, and is primarily
excreted through the feces. Its initial therapeutic effects can be seen within 12-24 hours, with the
peak anti-inflammatory effects occurring between 24 to 48 hours after administration.

Mechanism of Action

Colchicine's primary action is its anti-inflammatory effect, which is critical in treating both gout
and various other inflammatory conditions. It exerts its effects by binding to microtubules within
neutrophils, thereby inhibiting their migration to sites of inflammation. This prevents the
activation of inflammatory responses in tissues affected by inflammatory mediators. Colchicine
also interferes with the inflammasome complex assembly, a crucial step in the activation of
interleukin-1 (IL-1), a key cytokine involved in the inflammatory process. Additionally, colchicine
reduces phagocytosis in affected joints, limiting further tissue damage and the progression of
inflammation. In gout, this action helps reduce the deposition of uric acid crystals and the
inflammatory response associated with their presence.

Clinical Uses

Colchicine’s broad mechanism of action allows it to be effective in treating various systemic and
dermatologic diseases. The drug is primarily used in the following conditions:

➢ Gout: Colchicine remains a first-line treatment for acute gout flare-ups. It reduces
inflammation by inhibiting neutrophil activity, decreasing joint pain and swelling
associated with urate crystal deposits.

➢ Familial Mediterranean Fever: This hereditary condition, characterized by recurrent
episodes of fever and serosal inflammation, is effectively managed with colchicine, reducing
the frequency and severity of flare-ups.

➢ Behcet’s Syndrome: Colchicine is used in the management of oral and genital ulcers, a
hallmark of Behcet’s disease, by reducing inflammation and improving symptoms.
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➢ Non-Dermatologic Diseases: Colchicine is also used to treat various systemic conditions,
including:

○ Recurrent pericarditis (a complication of inflammatory conditions such as lupus)
○ Paget’s disease of bone
○ Chronic idiopathic thrombocytopenic purpura
○ Idiopathic pulmonary fibrosis
○ Pseudogout

➢ Dermatologic Conditions: Colchicine is also effective in treating several dermatologic
diseases with inflammatory components, including:

○ Dermatitis herpetiformis: A chronic, pruritic condition associated with gluten
sensitivity.

○ Amyloidosis: Particularly cutaneous amyloidosis, where colchicine helps to prevent
amyloid deposition and its associated complications.

○ Erythema nodosum: An inflammatory condition characterized by painful nodules on
the shins, often associated with systemic conditions.

Side Effects

Colchicine, while generally well tolerated, is associated with a range of side effects, particularly
when used in high doses or for extended periods. The most common adverse reactions include:

➢ Gastrointestinal symptoms such as nausea, vomiting, diarrhea, abdominal pain, and
anorexia.

➢ Fatigue and headache are also common, as well as rash and lactose intolerance.
➢ Hepatotoxicity: Liver function abnormalities, including elevated liver enzymes, are possible,

particularly in patients with preexisting liver conditions.
➢ Bone marrow suppression: Chronic use of colchicine has been associated with

myelosuppression, leading to leukopenia, thrombocytopenia, and in severe cases, aplastic
anemia.

➢ Rhabdomyolysis and neuropathy: Severe complications can include muscle breakdown
(rhabdomyolysis), multi-organ failure, disseminated intravascular coagulation, and
hypersensitivity reactions.

Due to its antimitotic activity, colchicine can affect proliferating cells in the bone marrow, skin, and
hair follicles, leading to myelosuppression and other toxic effects. The risk of toxicity is heightened
in patients taking P-glycoprotein inhibitors or drugs that inhibit CYP3A4, as colchicine is
metabolized by these pathways.

Special Considerations and Contraindications

➢ Renal and Hepatic Impairment: Colchicine should be used with caution in individuals with
renal or hepatic dysfunction, as impaired clearance can increase the risk of toxicity.
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➢ Cardiovascular Disease: Care should be taken in patients with cardiovascular issues, as
colchicine can cause hypotension and suppress the respiratory center, leading to potential
complications.

➢ Pregnancy and Lactation: Colchicine is generally considered safe during pregnancy when
the benefits outweigh the risks, particularly in managing inflammatory conditions.
However, it is contraindicated during lactation, as it is considered potentially unsafe due to
its ability to pass into breast milk.

➢ Drug Interactions: Colchicine should not be combined with protease inhibitors or CYP3A4
inhibitors such as macrolides, azole antifungals, or grapefruit juice, as these can
significantly increase colchicine levels, leading to toxicity.

Conclusion

Colchicine remains a pivotal therapeutic agent for the management of both systemic and
dermatologic inflammatory conditions. Its ability to inhibit neutrophil migration and cytokine
activation makes it effective in treating diseases like gout, familial Mediterranean fever, and
Behcet’s syndrome. However, despite its widespread use, colchicine carries significant risks,
particularly with prolonged use or in patients with impaired renal or hepatic function. Regular
monitoring, including complete blood counts and liver function tests, is essential for patients
undergoing long-term colchicine therapy.
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