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1.2.3 Other Phase 4 Requests

None.

1.3 Summary of Clinical Findings

1.3.1 Brief Overview of Clinical Program

Omeprazole is a proton-pump inhibitor (PPI) currently used for the treatment of acid-related
gastrointestinal disorders such as short-term treatment of active duodenal ulcer, gastric ulcer,
gastroesophageal reflux disease (GERD), maintenance treatment of healing of erosive esophagitis
(EE), treatment of pathological hypersecretory conditions and H. pylori eradication (when used with
clarithromycin and/or amoxicilin). It is currently available by prescription in dosage strengths of 10
mg, 20 mg, and 40 mg. It is also approved in children two years and older for the treatment of
GERD and is available over-the-counter (OTe) as 20 mg omeprazole magnesium delayed release
tablet indicated for the treatment of frequent heartburn.

Like other PPIs, omeprazole is acid-labile and is rapidly degraded by gastric acid. Most oral
omeprazole formulations available (except Zegerid powder for suspension) are delivered with
enteric-coatings as a protection from rapid degradation upon exposure to acid. This enteric-coating
gives the drug its delayed-release characteristic.

Zegerid™20 mg omeprazole powder for suspension was approved in June 2004 for the short-term
treatment of active duodenal ulcer, GERD, and maintenance of healing erosive esophagitis (EE); and
in December 2004, Zegerid 40 mg powder for suspension was approved for the treatment of benign
gastric ulcer and reduction of risk (prevention) of gastrointestinal bleeding in critically-il patients.
Unlike the previously approved delayed release formulations that are delivered with enteric-coating
as a protection from rapid degradation upon exposure to acid, this powder formulation contains
20 mEq (1680 mg) sodium bicarbonate as an active excipient that replaces the enteri-c coating and its
primary role is to neutralize gastric acid and protect omeprazole from gastric acid degradation until it
can be absorbed.

In this current submission, the sponsor seeks approval for a new capsule formulation of omeprazole
also using sodium bicarbonate as an active excipient. Similar to the Zegerid powder for suspension,
the enteric coating is replaced by 13 mEq (1100 mg) sodium bicarbonate, whose primary role in the
formulation is to neutralize gastric acid and protect omeprazole from gastric acid degradation, until it
can be absorbed. Although the neutralization of gastric acid is a direct pharmacologic action of the
antacid, the effect is transient and does not contribute to the therapeutic effect for chronic acid-
related gastrointestinal disorders which require chronic suppression of gastric acid for four to eight
weeks or longer.

In a meeting on January 27,2003, the Agency advised the sponsor that unless a particular antacid
claim is being made, this drug product wil not be considered a_combination drüg product. Protection
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2) Under the CLINICAL PHARMACOLOGY section, Pharmacokinetic subsection, the

proposed label states:r
-l

3) In the PRECAUTIONS section, under subsection General, the following text should be revised
as follows:r

-l

4) Under the DOSAGE AND ADMINISTRATION section, the following text should be added to
the paragraph:

r

..
5) Under the DOSAGE AND ADMINISTRATION section, Table 14: Recommended Doses of

ZEGERID by Indication, the following text should be added to the Indication column:
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