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Loperamide – Safety Concerns in Overdose
Loperamide is a commonly used OTC medication for self-treatment of diarrhea. A derivative of opioids,
it was long thought to be much safer and have less abuse potential than opioids since it acts only on mu
receptors in the intestinal tract and does not cross the blood brain barrier (BBB). (1,2,3)
However, high doses of loperamide can cross the BBB causing respiratory depression, central opioid
effects and euphoria. Loperamide can also act as “poor man’s methadone”. That is, high doses can
counteract opioid withdrawal and is increasingly being used by opioid addicts for that effect. (1,2,3,4)
Descriptions of the use of 100 to 400mg to produce a high or avoid withdrawal symptoms can be found
on the internet. (4)
The high doses necessary to produce the above effects can also be cardiotoxic. Loperamide can prolong
the QT interval as well as the QRS interval due to blockage of the cardiac potassium and sodium
channels. Cases of torsades de pointes, other ventricular dysrhythmias, cardiac arrest and fatalities
have been reported and are becoming more common as abuse of loperamide increases. (1,2,3,4,9)
There have also been cases of cardiac effects when OTC loperamide for diarrhea was accidentally
overdosed (5) and when prescription loperamide was used for loop ileostomy and short bowel
syndrome-associated diarrhea. (6)
The following drug interactions may also predispose loperamide users to cardiac toxicity:
 Medications which have the potential to prolong the QT or QRS interval - erythromycin,
clarithromycin, citalopram, quinidine, etc.
 Medications which inhibit loperamide’s metabolism (metabolised by both the cytochrome P450
isoenzymes CYP3A4 and CYP2C8, and also a substrate for P-glycoprotein) – HIV protease
inhibitors, ketoconazole, itraconazole, gemfibrozil, etc.
The U.S. Food and Drug Administration (FDA) has released a safety alert (June 2016) about these
potential side effects in opioid abusers and also in people using more than the recommended OTC doses
or in people who may have drug interactions with loperamide. Health care providers should consider
loperamide, in doses higher than recommended, as a possible cause of unexplained cardiac events
including QT interval prolongation, torsades de pointes or other ventricular arrhythmias, syncope, and
cardiac arrest. (7,8)
Advise anyone using loperamide to watch for fainting, rapid heartbeat or irregular heart rhythm and to
seek medical help immediately if they experience these symptoms. People using OTC loperamide for
diarrhea should be advised to use it for no longer than 2 days. (7,8)
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