SCHEDULING STATUS: S4

PROPRIETARY NAME  Losec MUPS® 10

(and dosage form): Losec MUPS® 20
Losec MUPS® 40
(Tablets)
COMPOSITION:

Each Losec MUPS 10 tablet contains: Omeprazole magnesium equivalent to omeprazole 10 mg
Each Losec MUPS 20 tablet contains: Omeprazole magnesium equivalent to omeprazole 20 mg
Each Losec MUPS 40 tablet contains: Omeprazole magnesium equivalent to omeprazole 40 mg

Contains sugar

PHARMACOLOGICAL CLASSIFICATION:

A. 11.4.3 Medicines acting on gastro-intestinal tract. Other.

PHARMACOLOGICAL ACTION:

Losec (omeprazole) reduces gastric acid secretion. It is a specific inhibitor of the gastric proton

pump in the parietal cell. It provides control through reversible inhibition of gastric acid secretion

with once daily dosing.

Site and mechanism of action:
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Omeprazole is a weak base and is concentrated and converted to the active form in the acid
environment of the intracellular canaliculi within the parietal cell, where it inhibits the enzyme Ht,

K*-ATPase - the proton pump. This effect on the final step of the gastric acid formation process is
dose-dependent and provides for effective inhibition of both basal acid secretion and stimulated acid

secretion irrespective of the secretagogue.

Omeprazole has no effect on acetylcholine, histamine or gastrin receptors.

Effect on gastric secretion:

Oral dosing with Losec MUPS 20 mg once daily provides inhibition of gastric acid secretion with
maximum effect being achieved within four days of treatment. In duodenal ulcer patients, a mean
decrease of approximately 80 % in twenty-four hour intragastric acidity is then maintained, with the
mean decrease in peak acid output after pentagastrin stimulation being about 70 %, twenty-four

hours after dosing with Losec MUPS.

Absorption and distribution:
Omeprazole magnesium is acid labile and is therefore administered orally as enteric-coated granules

in tablets.

Absorption of omeprazole takes place in the small intestine and is usually completed within three to
six hours. The systemic bioavailability of omeprazole from a single oral dose of Losec MUPS is
approximately 35 %. After repeated once daily administration, the bioavailability increases to about
60 %. The apparent volume of distribution in healthy subjects is approximately 0,3 litres/kg and a

similar value is also seen in patients with renal insufficiency. In elderly and in patients with hepatic
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insufficiency, the volume of distribution is slightly decreased. Concomitant intake of food has no

influence on the bioavailability. The plasma protein binding of omeprazole is about 95%.

Elimination and metabolism:

The average half-life of the terminal phase of the plasma concentration-time curve is approximately
forty minutes. There is no change in half-life during treatment. The inhibition of acid secretion is
related to the area under the plasma concentration-time curve (AUC) but not to the actual plasma

concentration at a given time.

Omeprazole is entirely metabolised by the cytochrome P450 (CYP), mainly in the liver. The major
part of its metabolism is dependent on the polymorphically expressed, specific isoform CYP2C19
(S-mephenytoin hydroxylase). Identified metabolites in plasma are the sulphone, the sulphide and
hydroxy-omeprazole, these metabolites having no significant effect on acid secretion. About 80 %
of the metabolites are excreted in the

urine and the rest in the faeces. The two main urinary metabolites are hydroxy-omeprazole and the

corresponding carboxylic acid.

The systemic bioavailability of omeprazole is unchanged in patients with reduced renal function.

The area under the plasma concentration-time curve is increased in patients with impaired liver

function, but no tendency to accumulation of omeprazole has been found.
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Preclinical safety data:

Gastric ECL-cell hyperplasia and carcinoids, have been observed in life-long studies in rats treated
with omeprazole. These changes are the result of sustained hypergastrinaemia secondary to acid
inhibition. Similar findings have been made after treatment with Hz-receptor antagonists, proton

pump inhibitors and after partial fundectomy.

Children:
Limited data from children (1 year and older), do not suggest significant differences in the

pharmacokinetics of omeprazole within the recommended dosages between children and adults.

INDICATIONS:

Adults:

Losec MUPS tablets are indicated for the treatment of duodenal ulcer including prevention of
relapse, gastric ulcer, reflux oesophagitis, including long term management of patients with reflux
oesophagitis, Zollinger-Ellison Syndrome, and for the symptomatic relief of heartburn in patients

with gastroesophageal reflux disease and the short term relief of functional dyspepsia.

Losec MUPS tablets are indicated for H. pylori-positive duodenal ulcers, as part of the eradication

programme with appropriate antibiotics.

Treatment of NSAID associated gastric and/or duodenal ulcer and erosions and a reduction of the
risk to develop gastric and/or duodenal ulcer/erosions and a risk of reduction for relapse of a
previously healed gastric and/or duodenal ulcer/erosions in patients on NSAIDs treatment.

Children:
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Short term (up to 3 months) treatment of severe ulcerative reflux oesophagitis resistant to previous

medical treatment.

CONTRA-INDICATIONS:
Hypersensitivity to any of the ingredients.

Safety in pregnancy and lactation has not been established.

DOSAGE AND DIRECTIONS FOR USE:
Oral administration:
Losec MUPS tablets are recommended to be given in the morning and swallowed whole with half a

glass of liquid. The tablets should not be chewed or crushed.

For patients with swallowing difficulties the tablets may be dispersed in half a glass of non-
carbonated water or fruit juices. Stir until the tablets disintegrate and drink the liquid with the
pellets immediately or within 30 minutes. Rinse the glass with half a glass of fluid and drink. The

pellets must not be chewed or crushed.

Duodenal ulcer:

The recommended dosage is 20 mg once daily for two to four weeks.

In some duodenal ulcer patients refractory to other treatment regimens, 40 mg once daily may be
effective.
For the prevention of relapse in patients with duodenal ulcer the recommended dose is 10 mg once

daily. If needed the dose can be increased to 20-40 mg once daily.
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Losec MUPS tablets are indicated for H. pylori-positive duodenal ulcers, as part of the eradication
programme with appropriate antibiotics.

For NSAID associated duodenal ulcers, see “NSAID associated gastroduodenal lesions”.

Gastric ulcer and reflux oesophagitis:

The recommended dosage is 20 mg once daily for four to eight weeks.

In some patients with gastric ulcer or reflux oesophagitis refractory to other treatment regimens, 40

mg once daily may be effective.

For the long term management of patients with reflux oesophagitis, the recommended dose is 10 mg

once daily. If needed the dose can be increased to 20-40 mg once daily.

In patients with severe or symptomatic recurrent reflux oesophagitis treatment can be continued

with Losec MUPS at a dosage of 20 mg once daily.

For NSAID associated gastric ulcers, see “NSAID associated gastroduodenal lesions”.

Severe ulcerative reflux oesophagitis in children from one year and older:
The recommended dosage regime is:

Weight:

10-20 kg Losec MUPS 10 mg once daily

> 20 kg Losec MUPS 20 mg once daily

If needed, dosage may be increased to 20 mg and 40 mg respectively.
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NSAID associated gastroduodenal lesions:

NSAID associated gastric ulcers, duodenal ulcers or gastroduodenal erosions in patients with or
without continued NSAID treatment, the recommended dosage of Losec MUPS is 20 mg once daily.
Symptom resolution is rapid and in most patients healing occurs within 4 weeks. For those patients
who may not be fully healed after the initial course, healing usually occurs during a further 4 weeks

treatment period.

For the prevention of NSAID associated gastric ulcers, duodenal ulcers, gastroduodenal erosions

and dyspeptic symptoms, the recommended dosage of Losec MUPS is 20 mg once daily.

Symptomatic gastroesophageal reflux disease:
The recommended dosage is 20 mg daily. Patients may respond adequately to 10 mg daily, and

therefore individual dose adjustment should be considered.

If symptom control has not been achieved after four weeks treatment with 20 mg daily, further

investigation is recommended.

Functional dyspepsia:

For the relief of symptoms in patients with epigastric pain/discomfort with or without heartburn, the

recommended dosage is 20 mg once daily.

Patients may respond adequately to 10 mg daily and therefore this dose could be considered as a

starting dose.
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If symptom control has not been achieved after 2 weeks treatment with 20 mg daily, further

investigation is recommended.

Zollinger-Ellison Syndrome:

The recommended initial dosage is 60 mg once daily. The dosage should be adjusted individually
and treatment continued as long as is clinically indicated. Patients with severe disease have been
effectively controlled on Losec MUPS with more than 90 % maintained on doses of 20 mg to 120

mg daily. With doses above 80 mg daily, the dose should be divided and given twice daily.

Children:

There is very limited experience with Losec MUPS in children.

Elderly:

No dose adjustment is necessary in the elderly.

Impaired renal function:

No dose adjustment is required in patients with impaired renal function.

Impaired hepatic function:
As bioavailability and plasma half-life of omeprazole are increased in patients with impaired hepatic

function, a daily dose of 10-20 mg is generally sufficient.

The long term safety of Losec MUPS in patients with renal and hepatic impairment has not been

established.
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WARNINGS:

Losec MUPS is not indicated for mild gastrointestinal complaints such as nervous dyspepsia.

Prior to treatment the possibility of malignancy or gastric ulcer or a malignant disease of the
oesophagus should be excluded as the treatment with Losec MUPS may alleviate the symptoms of

malignant ulcers and can thus delay diagnosis.

SIDE-EFFECTS AND SPECIAL PRECAUTIONS:

Skin rash, urticaria and pruritus have been reported, usually resolving after discontinuation of
treatment. In addition photosensitivity, bullous eruption, erythema multiforme, Stevens-Johnson
Syndrome, toxic epidermal necrolysis (TEN), angioedema and alopecia have been reported in

isolated cases.

Diarrhoea and headache have been reported and may be severe enough to require discontinuation of
therapy in a small number of patients. In the majority of cases the symptoms resolved after

discontinuation of therapy.

Other gastrointestinal reactions have included constipation, diarrhoea, nausea/vomiting, flatulence

and abdominal pain. Dry mouth, stomatitis and candidiasis have been reported as isolated cases.

Paraesthesia has been reported. Dizziness, light-headedness and feeling faint have been associated
with treatment, but all usually resolve on cessation of therapy. Also reported are somnolence,
insomnia and vertigo. Reversible mental confusion, agitation, depression and hallucinations have

occurred predominantly in severely ill patients.
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Arthritic and myalgic symptoms have been reported and have usually resolved when therapy is

stopped.

In isolated cases, the following have been reported: blurred vision, taste disturbance, aggression,
peripheral oedema, hyponatraemia, increased sweating, gynaecomastia, leukopenia,
thrombocytopenia, agranulocytosis, pancytopenia, anaphylactic shock, malaise, fever,
bronchospasm, encephalopathy in patients with pre-existing severe liver disease, hepatitis with or

without jaundice, less frequently interstitial nephritis and hepatic failure.

Increases in liver enzymes have been observed.

Other effects related to acid inhibition:
During long term treatment gastric glandular cysts have been reported in somewhat increased
frequency. These changes are a physiological consequence of pronounced inhibition of acid

secretion, are benign and appear to be reversible.

Decreased gastric acidity increases gastric counts of bacteria normally present in the gastrointestinal
tract. Treatment with omeprazole may lead to slightly increased risk of gastrointestinal infections

such as Salmonella and Campylobacter.

In the presence of any alarm symptom (e.g. significant unintentional weight loss, recurrent

vomiting, dysphagia, haematemesis or melaena) and when gastric ulcer is suspected or present,

malignancy should be excluded, as treatment may alleviate symptoms and delay diagnosis.
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Interactions:
The absorption of some medicines may be altered due to the decreased intragastric acidity. The

absorption of ketoconazole and itraconazole can decrease during omeprazole treatment.

Losec MUPS can prolong the elimination of diazepam, warfarin and phenytoin, medicines that are
metabolised by oxidation in the liver. Monitoring of patients receiving warfarin or phenytoin is
recommended and a reduction of warfarin or phenytoin dose may be necessary when omeprazole is
added to treatment. However concomitant treatment with Losec MUPS 20 mg daily did not change
the blood concentration of phenytoin in patients on continuous treatment with phenytoin. Similarly
concomitant treatment with Losec MUPS 20 mg daily did not change coagulation time in patients

on continuous treatment with warfarin.

There is no evidence of an interaction with theophylline, propranolol, metoprolol, lignocaine,

quinidine, amoxicillin, erythromycin, budesonide, piroxicam, diclofenac, naproxen or antacids, but

there may be interactions with other drugs also metabolised via the cytochrome P450 enzyme

system. The absorption of Losec MUPS is not affected by alcohol or food.

Plasma concentrations of omeprazole and clarithromycin may be increased during concomitant

administration but there is no interaction with metronidazole or amoxicillin.

Simultaneous treatment with omeprazole and digoxin in healthy subjects led to a 10% increase in

the bioavailability of digoxin as a consequence of the increased intragastric pH.

KNOWN SYMPTOMS OF OVERDOSAGE AND PARTICULARS OF ITS TREATMENT:
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Rare reports have been received of overdosage with omeprazole. In the literature doses of up to 560
mg have been described and occasional reports have been received when single oral doses have
reached up to 2 400 mg omeprazole (120 times the usual recommended clinical dose). Nausea,
vomiting, dizziness, abdominal pain, diarrhoea and headache have been reported from overdosage

with omeprazole. Also apathy, depression and confusion have been described in single cases.

The symptoms described in connection with omeprazole overdosage have been transient, and no

serious outcome due to omeprazole has been reported. The rate of elimination was unchanged (first

order kinetics) with increased doses and no specific treatment has been needed.

Treatment is symptomatic and supportive.

IDENTIFICATION:
Losec MUPS 10: Light-pink, oblong, biconvex, film-coated tablet engraved with on one
side and 10 mg on the other side.
Losec MUPS 20: Pink, oblong, biconvex, film-coated tablet engraved with on one side
and 20 mg on the other side.
. | @
Losec MUPS 40: Red-brown, oblong, biconvex, film-coated tablet engraved with on one

side and 40 mg and a score on the other side.

PRESENTATION:
Losec MUPS 10 in plastic containers of 7, 14, 28 and 30.
Losec MUPS 20 in plastic containers of 7, 14, 28 and 30.

Losec MUPS 40 in plastic containers of 7, 14, 28 and 30.
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STORAGE INSTRUCTIONS:
Store at or below 25 °C. Keep out of reach of children.

Replace cap firmly after use.

REGISTRATION NUMBERS:
Losec MUPS 10: 32/11.4.3/0222
Losec MUPS 20: 32/11.4.3/0223

Losec MUPS 40: 32/11.4.3/0224

NAME AND BUSINESS ADDRESS OF THE APPLICANT:
AstraZeneca Pharmaceuticals (Pty) Limited

Building 2, Northdowns Office Park,

17 Georgian Crescent West, Bryanston,

Johannesburg, 2191,

South Africa

DATE OF PUBLICATION OF THIS PACKAGE INSERT:

28 March 2002

© AstraZeneca 2020

Losec MUPS is a registered trade mark of the AstraZeneca group of companies.

Ref: Losec MUPS — EPI (15-11-2010)
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Inclusion of Namibia registration details (15-11-2010)

Losec MUPS 10 Losec MUPS 20
NAMIBIA: NS2 NAMIBIA: NS2

Reg. No.: 04/11.4.3/1812 | Reg. No.: 04/11.4.3/1813
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