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Imodium Capsules
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Loperamide hydrochloride 2 mg
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IMODIUM s indicated for control and symptomatic relief of acute diarrhea in adults and adolescents aged
12 years and older.
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SUMMARY OF PRODUCT CHARACTERISTICS

4.3 Contraindications

This medicine is contraindicated:

o Hypersensitivity-hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

e In cChildren less than 12 years of age.underthe-age-of12-years.

e in patients with acute dysentery, which is characterizzed by blood in the stool and high fever.:

e in patients with acute ulcerative colitis.-orpsendomembranous-colitis-due-to-the-use-of broad

e in patients with bacterial enterocolitis caused by invasive organisms including Salmonella, Shigella and
Campylobacter.

e in patients with pseudomembranous colitis associated with the use of broad-spectrum antibiotics.

Imodium must not be used when inhibition of peristalsis is to be avoided due to the
possible risk of significant sequelae including ileus, megacolon and toxic megacolon.

Imodium must be discontinued promptly when ileus, constipation or abdominal distension develop.

4.4 Special warnings and precautions for use

The-treatment of diarrhea with Imodiumleperamide HCl is only symptomatic. Whenever an under lying
etiology can be determined, specific treatment should be given when appropriate.

4.5 Interaction with other medicinal products and other forms of interaction

Non-clinical data have shown demenstrated-that loperamide is_a a-substrate-of P-glycoprotein substrate.
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Concomitant administration of loperamide (in-a-16 mg single dose) with quinidine, or ritonavir, which are
both¢beth P-glycoprotein inhibitors)-, resulted in ashewed twe2 —to three3-fold increases in_loperamide plasma

levels-efHoperamide.

The clinical relevance of this pharmacokinetic interaction with P-glycoprotein inhibitors, when loperamide is given

at the recommended desesdosages-(from2-me-to-a-maximum-of Ho-meper-day,) is unknown.

The concomitant administration of loperamide (ina4 mg single dose) andwith itraconazole, an inhibitor ofa
CYP3A4 and P-glycoprotein, resulted inhibiter,showed-in a three3- to fewrd-fold increase in_loperamide plasma
concentrationstevels-ef-loperamide. In the same study ;gemfibrezil-a CYP2CS inhibitor, gemfibrozil,
increasedshewed loperamide by approximately-a twe2-fold-inerease-inplasmalevels-ofloperamide. The

combination of itraconazole and gemfibrozil resulted in shewed-a feur4-fold increase in peak plasma levels of
loperamide and a thirteen13-fold increase in total plasma exposure. These increases were not associated with
effeets-on-the central nervous system (CNS) effects as measured as-deteeted-by psychomotor tests (i.e., e-g-
subjective drowsiness wertige-and the Digit Symbol Substitution Test).

The cFhe-eoncomitant administration of loperamide (ir-a-16 mg single dose) andwith ketoconazole, an inhibitor of
CYP3A4 and P-glycoprotein-ihibiter, resulted in shewed-a five5-fold increase in loperamide plasma
concentrations. levels-efloperamide—This increase was not associated with increased pharmacodynamic effects as
measured ebserved-by pupillometry.

Concomitant treatment with oral desmopressin resulted in a three3-fold increase #-of desmopressin plasma
concentrations-ef-desmepressin, presumably due to slower gastrointestinal motility.

It is expected that drugs with similar pharmacological properties may potentiate loperamide’sthe effect-of
Imedium; and that drugs that accelerate gastrointestinal transit may decrease its effect.

4.8 Undesirable effects

Adults and cChildren aged >12 years

The safety of lEoperamide HCI was has-been-evaluated in 2755 adults and children aged > 12 years who
participated in 26 controlled and uncontrolled clinical trials of with-loperamide HCI used for the treatment of acute
diarrhea.

The most commonly reported (i.e. with-an-ineidenee>1% incidence) adverse drug reactions (ADRs) in clinical
trials with loperamide HCI in for-the-treatment-ef-acute diarrhea were-the-follewing: constipation (2.7%), flatulence
(1.7%), headache (1.2%) and nausea (1.1%).

Table 1 displays shews-the-ADRs that have been reported with the use of loperamide HCI from either clinical
trials (acute diarrhea) or post-marketing experience.

The frequency categories use the following conventionFhe-frequency-of-the-adversereactionspresented-inTtable+
o defined 5 he follovw on:

Very-very common (=1/10);
Cemmen-common (=1/100 to <1/10);

Hreemmeon-uncommon (=1/1,000 to <1/100);
Rare-rare (>1/10,000 to <1/1,000);

Very-very rare (<1/10,000);
Netnot known (cannot be estimated from the available data).
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4.9 Overdose

Symptoms:

In case the-event-of overdose {(including relative overdose due to hepatic dysfunction) CNS depression (stupor,
coordination abnormality, somnolence, miosis, muscular hypertonia and; respiratory depression), constipation,
urinary retention and ileus may occur.

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antipropulsives, ATC code: AO7DAO03
Loperamide binds to the opiate epieid-receptors in the intestinal-wall-gut wall, reducing propulsive peristalsis,

increasing intestinal transit time and enhancing resorption of water and electrolytes. Loperamide increases the tone
of the anal sphincter, which helps reduce faecal incontinence and urgency.

5.3 Preclinical safety data
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