Reva Pharma

Es I U M Capsules
Composition:

Each ESIUM 20 capsule contain Esomeprazole magnesium Trihydrate Equivalent to

Esomeprazole 20 mg as enteric coated pellets.

Each ESIUM 40 capsule contain Esomeprazole magnesium Trihydrate Equivalent to

Esomeprazole 40 mg as enteric coated pellets.

Mechanism of action: Esomeprazole is a weak base, its concentrated in the highly acidic

environment of the secretory canaliculi of the parietal cell and it converted into its active form

where it inhibits enzyme the acid pump H+K-+-ATPase And therefore inhibits both basal and

stimulated acid secretion.

Pharmacokinetics:

Absorption: Absorption of esomeprazole is rapid, with peak plasma levels occurring

approximately 12- hours after dose. The absolute bioavailability is 64% after a single dose of 40

mg and increases to 89% after repeated once-daily administration. For 20 mg esomeprazole the

corrsspondmg values are 50% and 68%, respectively.

: Esomeprazole is 97% bound to plasma proteins. The apparent volume of distribution

at stea te is approximately 16 L.

Metdbollsl Esomeprazole is completely metabolized in the liver by the cytochrome P450 system

(CYP). A major part of esomeprazole’s metabolism is dependent upon the CYP 2C19 isoenzyme

and remaining amount is dependent on CYP 3A4.

Excretion: The plasma elimination half-life of esomeprazole is approximately 1 to 1.5 hours. Less

than 1% of non-metabolized drug is excreted in the urine. Approximately 80% of an oral dose

of esomeprazole is excreted as inactive metabolites in the urine, and the remainder is found as

inactive metabolites in the feces.

Indications: ESIUM is a proton pump inhibitor indicated in the following cases:

- Treatment of gastroesophageal reflux disease (GERD).

- Risk reduction of NSAID-associated gastric ulcer.

- H. pylori eradication to reduce the risk of duodenal ulcer recurrence.

- Pathological hypersecretory conditions, including Zollinger-Ellison syndrome.

Contraindications:Esomeprazole is contraindicated in patients with hypersensitivity to any

component of the product.

Warnings & Precautions:

- malignancy should be excluded, when gastric ulcer is suspected , as treatment with
Esomeprazole may alleviate symptoms and delay diagnosis.

- Hypomagnesemia has been reported in rare cases with prolonged use of proton pump inhibitors.

- Interference may occur with drugs whose bioavailability may be affected by gastric pH.
Absorption of some drugs (eg, ketoconazole, iron salts, erlotinib, mycophenolate mofetil) is
decreased, while the absorption of some drugs (eg, digoxin) may be increased during treatment
with esomeprazole. (Patients treated with ESIUM and digoxin may need to be monitored for
digoxin toxicity).

- Concomitant administration of esomeprazole with clopidogrel may lead to a decrease in plasma
concentrations of the active metabolite of clopidogrel.

- Methotrexate: ESIUM may increase serum levels of methotrexate.

- Drugs that induce CYP2C19, CYP3A4, or both (eg, rifampin). Concomitant administration of
esomeprazole may decrease esomeprazole serum levels.

- Drugs that inhibit CYP2C19 and CYP3A4 enzymes (eg, voriconazole): Co-administration of
esomeprazole with these drugs may increase esomeprazole serum levels.

- Tacrolimus: ESIUM may increase serum levels of tacrolimus.

Side Effects: Most common adverse reactions are headache, diarrhea, nausea, flatulence,

abdominal pain, constipation, and dry mouth.

Driving and using machines:

Esomeprazole has a slight effect on the ability to drive and use machines.

Dosage & Administration: Recommended dosage schedule of Esomeprazole is:

Indications Dose Frequency
Gastroesophageal Reflux Disease 20 mg or e e
Adulisand | (GERD) 20ms Once daily for 4 to 8 weeks
from the Long-term management of patients with ok
ageof 12 | healed esophagitis o prevent relapse 20mg | Once daily
years
Symptomatic GERD 20 mg Once daily for 4 weeks
Risk Reduction of NSAID associated gastric ulcer 20 mg or Once daily for up to 6 months
40 mg
Zollinger-Ellison syndrome 40 mg Twice daily

H. pylori eradication (Triple therapy)

- Bone Fracture: Long-term and multiple daily dose PPI therapy may be associated with an
for osteoporosis-related fractures of the hip, wrist or spine especially in the elderly.

- Acute interstitial nephritis has been observed in patients taking PPIs.

- Vitamin B12 deficiency: Long-term daily (eg, longer than 3 years) use of proton pump inhibitors
may lead to malabsorption, or a decrease in blood levels of cyanocobalamin.

- PPI therapy may be associated with increased risk of Clostridium difficile associated diarrhea.

Pregnancy & Lactation:

Pregnancy: Pregnancy Category C. ESIUM should be used during pregnancy only if the

potential benefit justifies the potential risk to the fetus.

Lactation: Because Esomeprazole is likely to be excreted in human milk, Caution should be

exercised when ESIUM is administered to a nursing woman.

Drug Interactions:

- Antiretroviral drugs: concomitant use of atazanavir with proton pump inhibitors may lead to a
significant decrease in plasma concentrations of atazanavir, and concomitant use of saquinavir
with proton pump inhibitors may lead to an increase in plasma concentrations of saquinavir,
which increases toxicity and requires dose reduction.

Esomeprazole 20 mg Twice daily for 10 days
d risk

Amoxicillin 1000 mg Twice daily for 10 days

Clarithromycin 500 mg Twice daily for 10 days

* Controlled studies did not extend beyond six months.

« Patients with severe liver impairment do not exceed dose of 20 mg.

Storage: Keep this medicine out of the sight and reach of children. Store below 25°C. Store in
the original package.

Packaging: Each ESIUM (20 — 40) carton box contains 20 capsules in two blister strips.
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