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Drug Interactions

Myopathy From Colchicine and Statins
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MYOPATHY
OUTCOME OF STATIN USE, and the muscle damage
can range from minor muscle pain and weakness

IS A WELL-ESTABLISHED ADVERSE

to life-threatening rhabdomyolysis. Statin-induced
myopathy often occurs and is the result of increased sta-
tin plasma concentrations caused by interacting drugs,
usually inhibitors of CYP3A4. For some statin drug
interactions, other mechanisms may also be involved.

Colchicine can also produce myopathy, and rhab-
domyolysis has been reported in severe cases. As with
statins, muscle damage often occurs when CYP3A4
inhibitors cause large increases in colchicine plasma
concentrations. Given that both colchicine and statins
can cause myopathy individually, health care profes-
sionals might expect that the combination of statins
and colchicine would increase the risk. Numerous
credible case reports published over the past 2 decades
do suggest that the combination of colchicine and
statins may increase the risk of myopathy compared
with either drug alone."""

ADVERSE OUTCOMES

In cases of myopathy in patients receiving colchicine
and a statin, muscle weakness was the most common
finding, occurring in virtually every case. In some
cases, the weakness was so severe that the patient
could not even stand up. In about one-third of the
cases, muscle weakness was accompanied by muscle
pain. Darkening of the urine to a tea-colored hue also
sometimes accompanied the physical symptoms.

The onset of symptoms usually occurred after
2 to 3 weeks of combined therapy, but in some
cases, the patient noticed changes after about a
week. Occasionally, there was a latent period of
2 to 3 months or more. This is important to note
because clinicians may not have a high index of suspi-
cion about something that occurred months ago.:

PREVALENCE

A study of statin-induced myopathy found that
40% of the patients received a drug that may have pre-
disposed them to the muscle damage, and colchicine
was the second-most-common interacting drug.'> A
more recent report focusing only on simvastatin drug—
drug interactions (DDIs) reported that the combination
with colchicine was the second-most-common DDI
exposure, after gemfibrozil.

FIGURE. FIVE DRUGS THAT CAN CAUSE
MYOPATHY
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CASE REPORT

One remarkable case of fatal rhabdomyolysis involv-
ing colchicine and simvastatin is instructive.’ A
66-year-old man presented with muscle weakness
so severe that he had trouble walking and get-
ting up from a chair. His medications were col-
chicine 1.2 mg per day, cyclosporine 150 mg
per day, mycophenolate 500 mg per day, predni-
sone 7.5 mg per day, and simvastatin 60 mg per
day. His creatine kinase (CK) was 2538, suggesting
myopathy, so the colchicine and simvastatin were
stopped, but he was then given intravenous methyl-
prednisolone and propofol. He developed severe rhab-
domyolysis, with a CK of 33,580, and died 5 days
after admission.

The FIGURE shows that he received 5 drugs that can
individually cause myopathy (represented by the sin-
gle arrows) and 5 combinations of drugs that have been
associated with myopathy and/or pharmacokinetic
DDIs (represented by the double arrows). Although it
is impossible to determine which drugs were primarily
responsible in this tragic case, the ability of cyclospo-
rine to increase plasma concentrations of colchicine,
methylprednisolone, and simvastatin may have played
a significant role.

RECOMMENDATIONS

If it is necessary to give patients colchicine and a sta-
tin, use conservative doses of both drugs, if possible.
The patient should be advised to immediately report
any muscle pain or weakness as well as brownish
or darkened urine. The patient is likely to fare better
if the myopathy is diagnosed quickly and the drugs
are discontinued. ¢
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