300 mm X 200 mm

Othera°

Esomeprazole

Composition
Othera®40 mg IV injection: Each vial contains Lyophilized Esomeprazole 40 mg
as Sodium INN.

Pharmacology

Othera® |V is the preparation of Esomeprazole Sodium which is a Proton Pump
Inhibitor (PPI). Esomeprazole belongs to a class of antisecretory compounds, the
substituted benzimidazoles, that suppress gastric acid secretion by specific
inhibition of the H*/K* ATPase enzyme system at the secretory surface of the
gastric parietal cell.

Indication
Othera® |V is indicated for-
+ Treatment of Gastroesophageal Reflux Disease (GERD) with Erosive
Esophagitis (EE)
+ Risk reduction of rebleeding of gastric or duodenal ulcers following
therapeutic endoscopy in adults

Dose and administration
Route of administration: Othera® |V is given in parenteral route.

Dosage for GERD with erosive esophagitis

Adult: The recommended adult dosage is either 20 mg or 40 mg Othera® IV
given once daily by intravenous injection (over at least 3 minutes) or intravenous
infusion (10 minutes to 30 minutes) for up to 10 days.

Pediatric: The recommended dosage for pediatric patients is based on age and
body weight as shown in table below. Administer as an intravenous infusion over
10 minutes to 30 minutes once daily for up to 10 days.

Recommended pediatric dosage regimen for GERD with erosive esophagitis

Age and body weight Dosage regimen

1 month to less than 1 year of age 0.5 mg/kg once daily

less than 55 kg 10 mg once daily

1 yearto 17 years

55 kg or greater | 20 mg once daily

The safety and effectiveness of Othera® IV for more than 10 days have not been
demonstrated. As soon as oral therapy is possible or appropriate, discontinue
intravenous therapy with Othera® IV and continue with oral Othera® therapy.

Dosage for risk reduction of rebleeding of gastric or duodenal ulcers
following therapeutic endoscopy in adults

The recommended adult dosage is 80 mg Othera® IV administered as an
intravenous infusion over 30 minutes followed by a continuous infusion of
8 mg/hour for a total treatment duration of 72 hours (i.e., includes initial 30-minute
loading dose plus 71.5 hours of continuous infusion).

Hepatic impairment

* GERD with erosive esophagitis

For patients with severe hepatic impairment, the maximum dosage is 20 mg
once daily.

Risk reduction of rebleeding of gastric or duodenal ulcers following
therapeutic endoscopy in adults

For patients with mild to moderate hepatic impairment, 80 mg as an intravenous
infusion should be administered over 30 minutes, followed by a continuous
infusion of 6 mg/hour for 71.5 hours. For patients with severe hepatic
impairment, 80 mg as an intravenous infusion should be administered over
30 minutes, followed by a continuous infusion of 4 mg/hour for 71.5 hours.

Directions for use of intravenous injection
* Preparation and administration instructions for GERD with erosive

esophagitis

- Intravenous injection over at least 3 minutes in adult patients
Othera® IV should be reconstituted with 5 ml of 0.9% w/v sodium chloride
BP. Then the desired dose of the reconstituted Othera® IV solution for a 20
mg or 40 mg dose needs to be withdrawn. Any unused portion of Othera® |V
solution remaining in the vial should be discarded. Then the intravenous
injection should be administered over no less than 3 minutes.

- Intravenous infusion over 10 minutes to 30 minutes in adult and pediatric
patients
The contents of one vial of Othera® IV should be reconstituted with 5 ml of
0.9% w/v sodium chloride BP. The resulting solution needs to be diluted
further with 45 ml of 0.9% w/v sodium chloride BP to a final concentration of
0.8 mg/ml. Then the desired dose of the reconstituted Othera® IV solution for
an adult or pediatric dose should be withdrawn. Any unused portion of
Othera® IV solution remaining in the vial needs to be discarded. Now this
should be administered intravenously over 10 minutes to 30 minutes.

- The final diluted Othera® IV solution can be stored at room temperature
(below 25°C) and should be administered within 12 hours.

* Preparation and administration instructions for risk reduction of
rebleeding of gastric or duodenal ulcers in adults
- Loading dose (80 mg)
Each of two 40 mg vials of Othera® IV should be reconstituted with 5 ml of
0.9% w/v sodium chloride BP. The resulting solution needs to be diluted
further in 100 ml 0.9% wi/v sodium chloride BP. This should be administered
intravenously over 30 minutes.

- Continuous infusion
Each of two 40 mg vials of Othera® IV should be reconstituted with 5 ml of
0.9% w/v sodium chloride BP. The reconstituted Othera® |V solution needs to
be diluted further in 100 ml 0.9% w/v sodium chloride BP. This diluted
solution should be administered intravenously as a continuous infusion at a
rate of 8 mg/hour for 71.5 hours.

- The final diluted Othera® IV solution can be stored at room temperature
(below 25°C) and should be administered within 12 hours.

* For both injection and infusion, the intravenous line should be flushed with 0.9%
w/v sodium chloride BP both prior to and after administration of Othera® IV.

Contraindication

Esomeprazole is contraindicated in patients with known hypersensitivity to
esomeprazole or any other components of this product. Proton pump inhibitors
(PPIs), including esomeprazole, are also contraindicated in patients receiving
rilpivirine containing products.

Warning and precaution

In adults, symptomatic response to therapy with esomeprazole IV does not
preclude the presence of gastric malignancy. Additional follow up and diagnostic
testing should be considered. Long term and multiple daily dose PPI therapy may
be associated with an increased risk for osteoporosis related fractures of the hip,
wrist or spine. Patients should be advised to use the lowest dose and shortest
duration of PPI therapy appropriate to the condition being treated. Caution should
be exercised as there is risk of developing acute tubulointerstitial nephritis,
clostridium difficile associated diarrhea, cutaneous and systemic lupus
erythematosus, hypomagnesemia and fundic gland polyp.

Side effects

Most common side effects are headache, flatulence, nausea, abdominal pain,
injection site reaction, diarrhea, dry mouth, dizziness/vertigo, constipation and
pruritus.

Use in pregnancy and lactation
Pregnancy: There are no adequate and well controlled studies with esomeprazole
in pregnant women.

Lactation: There are no clinical data on the effects of esomeprazole on the
breastfed infant or on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother's clinical need for
esomeprazole and any potential adverse effects on the breastfed infant from
esomeprazole or from the underlying maternal condition.

Use in children and adolescents
The safety and effectiveness of esomeprazole IV have not been established in
patients less than 1 month of age.

Drug interaction

Drug interaction with medication: Esomeprazole interacts with antiretroviral
drugs, warfarin, methotrexate, 2C19 substrates (e.g., clopidogrel, citalopram,
cilostazol, diazepam), digoxin, drugs dependent on gastric pH for absorption
(e.g., iron salts, erlotinib, dasatinib, nilotinib, mycophenolate mofetil,
ketoconazole/itraconazole) and tacrolimus and affects exposure of these drugs in
the body. Decreased exposure of esomeprazole occurs when used concomitantly
with strong CYP2C19 or CYP3A4 inducers. Increased exposure of esomeprazole
occurs when used concomitantly with voriconazole.

Drug interaction with food and others: Not applicable.

Overdose

In case of overdose, manifestations include confusion, drowsiness, blurred vision,
tachycardia, nausea, diaphoresis, flushing, headache, dry mouth and other
adverse reactions similar to those seen at recommended dosages. No specific
antidote for esomeprazole is known. In the event of overdose, treatment should
be symptomatic and supportive.

Storage
Keep away from the reach of children. Store in a cool (below 25°C) & dry place
protected from light. To be taken and sold only on the prescription of a registered
physician.

Packing

Othera®40 mg IV injection: Carton containing 1 vial of 40 mg Lyophilized
Esomeprazole, 1 ampoule of 5 ml Salinor® (0.9% w/v Sodium Chloride BP) as
diluent and 1 sterile disposable syringe (5 ml).

® Registered Trade Mark

Manufactured by

Popular Pharmaceuticals Ltd.
(Only API Part)

for
ACI Advanced Chemical Industries Limited
@ 7, Hajeegonj Road, Godnyl, Narayangonj, Bangladesh
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