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Indication

e Ifyou are allergic to medicines
containing other proton pump
inhibitors (eg pantoprazole,
lansoprazole, rabeprazole,
esomeprazole).

Contraindications

Duodenal Ulcer:

The recommended dose is 20 mg once
daily. Symptom resolution is rapid and in
most patients healing occurs within twe 4
weeks. For those patients who may not have
fully healed after the initial course, healing
usually occurs during a further twe 4 weeks
treatment period.

In patients with poorly responsive duodenal
ulcer, Omepradex 40 mg once daily is
recommended and healing is usually
achieved within 4 weeks.

The effectiveness of Omepradex is not
affected by concomitant NSAID treatment
and the usual duration of treatment is
recommended.

Acute Gastric Ulcer:

The recommended dose is 20 mg once
daily. Symptom resolution is rapid and in
most patients healing occurs within 4

Treatment of Duodenal Ulcer:

The recommended dose in patients with an active
duodenal ulcer is Omepradex 20 mg once daily.
In most patients healing occurs within two weeks.
For those patients who may not have fully healed
after the initial course, healing usually occurs
during a further two weeks treatment period.

In patients with poorly responsive duodenal ulcer,
Omepradex 40 mg once daily is recommended
and healing is usually achieved within 4 weeks.

Prevention of relapse of duodenal ulcer:

For the prevention of relapse of duodenal ulcer in
H. pylori negative patients or when H. pylori
eradication is not possible the recommended dose
is Omepradex 20 mg once daily. In some patients
a daily dose of 10 mg may be sufficient. In case
of therapy failure, the dose can be increased to 40
mg.

Treatment of Gastric Ulcer:

The recommended dose is Omepradex 20 mg
once daily. In most patients healing occurs within
4 weeks. For those patients who may not have
fully healed after the initial course, healing
usually occurs during a further 4 weeks treatment
period.

In patients with poorly responsive gastric ulcer
Omepradex 40 mg once daily is recommended
and healing is usually achieved within 8 weeks.

Posology,
dosage &
administration




weeks. For those patients who may not have
fully healed after the initial course, healing
usually occurs during a further 4 weeks
treatment period.

In patients with poorly responsive gastric
ulcer, 40 mg Omepradex once daily has
been used and healing is usually achieved
within 8 weeks.

The effectiveness of Omepradex is not
affected by concomitant NSAID treatment
and the usual duration of treatment is
recommended.

Helicobacter Pylori-Associated Peptic
Ulcer Disease:

The recommended alternative treatment
regimens for eradication of H pylori are:

Triple Therapy Regimen

This involves 3 alternatives:

1.  Omepradex 20 mg, amoxycillin 1 g and
clarithromycin 500 mg, all twice a day
for 1 week.

2.  Omepradex 20 mg, clarithromycin 250

mg (alternatively-500-mg), and

metronidazole 400 mg (ex-500-mg-or
tinidazole 500 mg), all twice a day for 1

week.

3. Omepradex 40 mg once daily, with
amoxycillin 500 mg and metronidazole

400 mg (or-500-me-ortinidazele 500
mg), both 3 times a day for 1 week.

Dual Therapy Regimen

Omepradex 40-80 mg daily with
amoxicyllin 2 g daily in divided doses for
two weeks. In clinical studies daily doses of
1.5-3 g of amoxycillin have been used, with
or without addition of metronidazole 400
mg t.i.d.

To ensure healing in patients with active
peptic ulcer disease, refer to dosage
recommendations for duodenal and gastric
ulcer.

In each regimen, if the patient is still A
pylori-positive, therapy may be repeated.

Prevention of relapse of gastric ulcer:

For the prevention of relapse in patients with
poorly responsive gastric ulcer the recommended
dose is Omepradex 20 mg once daily. If needed
the dose can be increased to Omepradex 40 mg
once daily.

Helicobacter Pylori eradication in Peptic Ulcer
Disease:

For the eradication of H. pylori the selection of
antibiotics should consider the individual
patient’s drug tolerance, and should be
undertaken in accordance with national, regional
and local resistance patterns and treatment
guidelines.

1. Omepradex 20 mg, amoxycillin 1 g and
clarithromycin 500 mg, all twice a day for 1
week.

2. Omepradex 20 mg, clarithromycin 250 mg
(alternatively 500 mg) and metronidazole 400 mg
(or 500 mg or tinidazole 500 mg), all twice a day
for 1 week.

3. Omepradex 40 mg once daily, with
amoxycillin 500 mg and metronidazole 400 mg
(or 500 mg or tinidazole 500 mg), both 3 times a
day for 1 week.

In each regimen, if the patient is still H pylori-
positive, therapy may be repeated.

Treatment of NSAID - Associated Gastric and
Duodenal Ulcers:

For the treatment of NSAID - associated gastric
and duodenal ulcers, the recommended dose is
Omepradex is 20 mg once daily. 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.

Prevention of NSAID - Associated Gastric and
Duodenal Ulcers in Patients at risk:

For the prevention of NSAID - associated gastric
ulcers or duodenal ulcers in patients at risk
(age>60, previous history of gastric and duodenal
ulcers, previous history of upper GI bleeding) the
recommended dose is Omepradex is 20 mg once
daily.

Treatment of Reflux Esophagitis:

The recommended dose is Omepradex 20 mg
once daily. In most patients healing occurs within
4 weeks. For those patients not fully healed after
the initial course, healing usually occurs during a
further 4 weeks treatment period. In patients with
severe esophagitis Omepradex 40 mg once daily
is recommended and Healing usually achieved
within 8 weeks.

Long-Term Management of Patients with healed
Reflux Esophagitis:

For the long-term management of patients with
healed reflux esophagitis the recommended dose
is Omepradex 10 mg once daily. If needed, the




Reflux Esophagitis:

Treatment

In patients with reflux esophagitis the
recommended dose is 20 mg Omepradex
once daily, given for 4 weeks.

For those patients not fully healed after the
initial course, healing usually occurs during
a further 4 weeks treatment. Omepradex has
also been used in a dose of 40 mg once
daily in patients with reflux esophagitis
refractory to other therapy. Healing usually
occurred within 8 weeks.

Long-Term Management

For the long-term management of patients
with healed reflux esophagitis the
recommended dose is Omepradex 10 mg
once daily. If needed, the dose can be
increased to Omepradex 20-40 mg once
daily.

Maintenance Treatment for the Prevention
of Relapse in Patients with Severe Reflux
Esophagitis

For the prevention of relapse in patients
with severe reflux esophagitis, 20 mg
Omepradex once daily is recommended. In
case of recurrence the dose can be increased
to 40 mg Omepradex once daily.

Severe Reflux Esophagitis in Children from
6 Years of Age and Older

The recommended dosage regimen for
healing is as follows:

Weight Dosage

10-20 kg Omepradex 10 mg once

body weight | daily, which may be
increased to 20 mg if
needed.

>20 kg Omepradex 20 mg once

body weight | daily, which may be
increased to 40 mg if
needed.

dose can be increased to Omepradex 20-40 mg
once daily.

Treatment of Symptomatic Gastro-Esophageal
Reflux Disease:

The recommended dose is Omepradex 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 4
weeks treatment with Omepradex 20 mg daily,
further investigation is recommended.
Treatment of Zollinger-Ellison Syndrome:

In patients with Zollinger-Ellison syndrome the
dose should be individually adjusted and
treatment continued as long as clinically
indicated. The recommended initial dose is
Omepradex 60 mg daily. All patients with severe
disease and inadequate response to other
therapies have been effectively controlled and
more than 90% of the patients maintained on
doses of 20-120 mg daily. When dose exceed
Omepradex 80 mg daily, the dose should be
divided and given twice daily.

Posology in children:

Severe Reflux Esophagitis in Children from 6
Years of Age and Older:

The recommended dosage regimen for healing is
as follows:

Weight Dosage

10-20 kg Omepradex 10 mg once daily,

body weight | the dose can be increased to
20 mg once daily if needed.

>20 kg body | Omepradex 20 mg once daily,

weight the dose can be increased to
40 mg once daily if needed.

The treatment time is 4—8 weeks.

Special population:

Use in the Elderly (>65 years old):

No dosage adjustment is necessary in the elderly
(see section 5.2).

Impaired Hepatic Function:

In patients with impaired hepatic function a daily
dose of 10-20 mg may be sufficient (see section
5.2).

Impaired Renal Function:
Dose adjustment is not required in patients with
impaired renal function (see section 5.2).

Method of administration:

Omepradex caplets should be taken before meals,
and are recommended to be given in the morning
and swallowed whole with liquid.

The caplets should not be chewed, crushed or
halved.




Maintenance Treatment for the Prevention
of Relapse in Patients with Poorly
Responsive Peptic Ulcer:

For the prevention of relapse in patients
with poorly responsive peptic ulcer, 20 mg
Omepradex once daily is recommended. In
case of recurrence the dose can be increased
to 40 mg Omepradex once daily.

Zollinger-Ellison Syndrome:
The recommended initial dosage is 60 mg
Omepradex once daily. The dosage should
be adjusted individually and treatment
continued as long as is clinically indicated.
AH More than 90% of patients with severe
disease and inadequate response to other
therapies have been effectively controlled
. ;

maintained-on doses of 20-120 mg daily.
With doses above 80 mg daily, the dose
should be divided and given twice daily.

NSAID-Associated Duodenal Ulcers,
Gastric Ulcers, or Gastroduodenal
Erosions in Patients with or without
Continued NSAID Treatment:
Treatment: The recommended dosage of
Omepradex 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.

Prevention: For the prevention of NSAID-
associated duodenal ulcers, gastric ulcers,
gastroduodenal erosions, and dyspeptic
symptoms, the recommended dosage of
Omepradex is 20 mg once daily.

Use in the Elderly-(=65years-oid):

No dosage adjustment is necessary in the

elderly-(see-seetion5-2).

Use in Patients with Impaired Hepatic
Function:

As bioavailability and half-life can increase
in patients with impaired hepatic function,
the dose requires adjustment with a
maximum daily dose of 20 mg.




Use in Patients with Impaired Renal
Function:

Dose adjustment is not required in patients
with impaired renal function{see-seetion

5.2).

Method of administration:

Omepradex caplets should be taken in the
morning, preferably without food
swallowed whole with half a glass of water.
The caplets should not be chewed, crushed
or halved.

Severe hypomagnesaemia has been reported
in patients treated with proton pump
inhibitors (PPIs) like omeprazole for at least
three months, and in most cases for a year.
Serious manifestations of
hypomagnesaemia such as fatigue, tetany,
delirium, convulsions, dizziness and
ventricular arrhythmia can occur but they
may begin insidiously and be overlooked. In
most affected patients, hypomagnesaemia
improved after magnesium replacement and
discontinuation of the PPI.

For patients expected to be on prolonged
treatment or who take PPIs with
medications such as digoxin or drugs that
may cause hypomagnesemia (e.g.,
diuretics), health care professionals should
consider monitoring magnesium levels prior
to initiation of PPI treatment and
periodically during treatment.

Proton pump inhibitors, especially if used in
high doses and over long durations (>1
year), may modestly increase the risk of hip,
wrist and spine fracture, predominantly in
the elderly or in presence of other
recognised risk factors. Observational
studies suggest that proton pump inhibitors
may increase the overall risk of fracture by
10-40%. Some of this increase may be due
to other risk factors. Patients at risk of
osteoporosis should receive care according
to current clinical guidelines and they
should have an adequate intake of vitamin
D and calcium.

Interference with laboratory tests
Increased CgA level may interfere with
investigations for neuroendocrine tumours.
To avoid this interference the omeprazole
treatment should be stopped for at least 14
days before CgA measurements.

Some children with chronic illnesses may
require long-term treatment although it is
not recommended.

Omepradex contains lactose. Patients with
rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or
glucose-galactose malabsorption should not

Some children with chronic illnesses may require
long-term treatment although it is not
recommended.

Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency
or glucose-galactose malabsorption should not
take this medicine.

Treatment with proton pump inhibitors may lead
to slightly increased risk of gastrointestinal
infections such as Salmonella and Campylobacter
(see section 5.1).

Consider PPIs as a possible cause of
hypomagnesemia, particularly in patients who are
clinically symptomatic. Patients who develop
hypomagnesemia may require PPI
discontinuation in addition to magnesium
replacement.

Be aware that consumers either on their own, or
based on a healthcare professional's
recommendation, may take OTC PPIs for periods
of time that exceed the directions on the OTC
label. This is considered an off-label
(unapproved) use. Healthcare professionals
should communicate the risk of hypomagnesemia
to patients if they are recommending prolonged
use of an OTC PPIs.

As in all long-term treatments, especially when
exceeding a treatment period of 1 year, patients
should be kept under regular surveillance.

Special Warnings
and Special
Precautions for
use




take this medicine.

Treatment with proton pump inhibitors may
lead to slightly increased risk of
gastrointestinal infections such as
Salmonella and Campylobacter (see section
5.1).

As in all long-term treatments, especially
when exceeding a treatment period of 1
year, patients should be kept under regular
surveillance.

Mycophenolate mofetil (MMF)
Co-administration of omeprazole in healthy
subjects and in transplant patients receiving
MMF has been reported to reduce the
exposure to the active metabolite,
mycofenolic acid (MPA), possibly due to a
decrease in MMF solubility at an increased
gastric pH. The clinical relevance of
reduced MPA exposure on organ rejection
has not been established in transplant
patients receiving omeprazole and MMF.
Use omeprazole with caution in transplant
patients receiving MMF.

Clopidogrel
Mean inhibit olate] .

Results from studies in healthy subjects
have shown a pharmacokinetic
(PK)/pharmacodynamic (PD) interaction
between clopidogrel (300 mg loading
dose/75 mg daily maintenance dose) and
omeprazole (80 mg p.o. daily) resulting in a

Clopidogrel

In a crossover clinical study, clopidogrel (300 mg
loading dose followed by 75 mg/day) alone and
with omeprazole (80 mg at the same time as
clopidogrel) were administered for 5 days. The
exposure to the active metabolite of clopidogrel
was decreased by 46% (Day 1) and 42% (Day 5)
when clopidogrel and omeprazole were
administered together. Mean inhibition of platelet
aggregation (IPA) was diminished by 47% (24
hours) and 30% (Day 5) when clopidogrel and
omeprazole were administered together. In
another study it was shown that administering
clopidogrel and omeprazole at different times did
not prevent their interaction that is likely to be
driven by the inhibitory effect of omeprazole on
CYP2C19. Inconsistent data on the clinical
implications of this PK/PD interaction in terms of
major cardiovascular events have been reported
from observational and clinical studies.

Diuretics

Hypomagnesemia occurs with both loop diuretics
(furosemide, bumetanide, torsemide, and
ethacrynic acid) and thiazide diuretics
(chlorothiazide, hydrochlorothiazide, indapamide,
and metolazone). These agents can cause
hypomagnesemia when used as a single agent or
when combined with other anti-hypertensives
(e.g., beta-blockers, angiotensin receptor blockers
and/or ACE inhibitors).

Interaction with
Other
medicaments and
Other Forms of
Interaction




decreased exposure to the active metabolite
of clopidogrel by an average of 46% and a
decreased maximum inhibition of (ADP
induced) platelet aggregation by an average
of 16%.

Inconsistent data on the clinical
implications of this PK/PD interaction in
terms of major cardiovascular events have
been reported from both observational and
clinical studies. As a precaution,
concomitant use of omeprazole and
clopidogrel should be discouraged (see
section 4.4).

Methotrexate

When given together with proton-pump
inhibitors, methotrexate levels have been
reported to increase in some patients. In
high-dose methotrexate administration a
temporary withdrawal of omeprazole may
need to be considered.

Pregnancy and
Fertility,
Lactation

Metabolism and nutrition disorders
Rare: Hyponatraemia

Very rare: Hypomagnesaemia; severe
hypomagnesaemia may result in
hypocalcaemia

Hypomagnesaemia may also be associated
with hypokalaemia

Gastrointestinal disorders

Common: Abdominal pain, constipation,
diarrhoea, flatulence, nausea/vomiting
Rare: Dry mouth, stomatitis,
gastrointestinal candidiasis

Not known: Microscopic colitis

Musculoskeletal and connective tissue
disorders

Uncommon: Fracture of the hip, wrist, or
spine

Rare: Arthralgia, myalgia

Very rare: Muscular weakness

;;‘21 .] . . ] .] . .
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Metabolism and nutrition disorders
Rare: Hyponatraemia
Very rare: Hypomagnesaemia

Gastrointestinal disorders

Common: Abdominal pain, constipation,
diarrhoea, flatulence, nausea/vomiting
Rare: Dry mouth, stomatitis, gastrointestinal
candidiasis

Musculoskeletal and connective tissue
disorders

Rare: Arthralgia, myalgia

Very rare: Muscular weakness

When prescribing proton pump inhibitors,

consider whether a lower dose or shorter duration

of therapy would adequately treat the patient's
condition.

Adverse events




duration-of therapy-would-adequately-treat
Treatment with proton pump inhibitors may
lead to slightly increased risk of
gastrointestinal infections such as
Salmonella and Campylobacter, and, in
hospitalized patients, possibly also
Clostridium difficile. A diagnosis of
Clostridium difficile—associated diarrhea
(CDAD) should be considered for patients
taking PPIs who develop diarrhea that does
not improve (see section 5.1).

Decreased gastric acidity due to any means,
including proton pump inhibitors, increases
gastric counts of bacteria normally present
in the gastrointestinal tract. Treatment with
acid reducing drugs may lead to a slightly
increased risk of gastrointestinal infections
such as Salmonella and Campylobacter.
and, in hospitalized patients, possibly also
Clostridium difficile. A diagnosis of
Clostridium difficile—associated diarrhoea
(CDAD) should be considered for patients
taking PPIs who develop diarrhoea that does
not improve.

During treatment with antisecretory
medicinal products serum gastrin increases
in response to the decreased acid secretion.
Also chromogranin A {CgAj) increases due
to decreased gastric acidity. The increased
CgA level may interfere with investigations
for neuroendocrine tumours. Healthcare
providers should temporarily stop
omeprazole treatment at least 14 days
before assessing CgA levels and consider
repeating the test if initial CgA levels are
high.

An increased number of ECL cells possibly
related to the increased serum gastrin levels,
have been observed in some patients (both
children and adults) during long term
treatment with omeprazole. The findings are
considered to be of no clinical significance.

Decreased gastric acidity due to any means,
including proton pump inhibitors, increases
gastric counts of bacteria normally present in the
gastrointestinal tract. Treatment with acid
reducing drugs may lead to a slightly increased
risk of gastrointestinal infections such as
Salmonella and Campylobacter.

Also chromogranin A (CgA) increases due to
decreased gastric acidity. The increased CgA
level may interfere with investigations for
neuroendocrine tumours. To avoid this
interference the omeprazole treatment should be
temporarily stopped five days before CgA
measurements.

Pharmacological
Properties
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