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1. Introduction 
 
DAVA Pharmaceuticals Inc has submitted a 505(b)(2) application for a co-package containing 
a 10-day supply of omeprazole, clarithromycin, amoxicillin for the treatment and eradication 
of H. pylori to reduce the risk of duodenal ulcer recurrence.  The co-package contains generic 
versions of each of three products: 
 

Product and Strength Application Number Manufacturer 
Omeprazole Delayed-Release 
Capsule, 20 mg 

ANDA 75-576 Dr. Reddy Laboratories, Ltd. 

Clarithromycin Tablet, 500 mg ANDA 65-178  Roxane Laboratories, Inc 
Amoxicillin Capsule, 500 mg ANDA 62-881  DAVA Pharmaceuticals 

 
The proposed treatment regimen for the eradication of H. pylori infection and the treatment of 
duodenal ulcer disease (active or up to 1-year history) in adults is omeprazole capsule 
20 mg, clarithromycin tablet 500 mg, plus amoxicillin capsules 1000 mg (2 capsules); these 
four pills are given twice daily for 10 days, in the morning and evening before eating a meal. 
They are provided in a box that contains 10 cards, one for each day, and the pills are blister-
packed and marked as the morning dose (a sun symbol) and evening dose (a moon symbol). 
 
The three drugs are generic versions of the following innovator or reference listed drug (RLD) 
products, which are cited by DAVA as supporting their application. These are generic products 
and no new preclinical or clinical studies were submitted. DAVA has not conducted any 
clinical studies with their co-package in H. pylori disease and is instead relying on the 
agency’s previous findings of safety and effectiveness for this indication.  Prilosec is a proton-
pump inhibitor, Biaxin and Amoxil are antibiotics, and the three were approved to be used 
together for the indication of eradication of H. pylori as a regimen on June 30, 1998. 
 

Product  Application Number Manufacturer 
Prilosec® (omeprazole) NDA 19-810 Astra-Zeneca 
Biaxin ®  (clarithromycin) NDA 50-662  Abbott 
Amoxil ® (amoxicillin) ANDA 62-216 (NDA 50-459 

was withdrawn) 
GSK 

 
DAVA initially submitted their application June 18, 2009 but did not include a complete list of 
referenced drugs upon which they are relying. Following a teleconference with the FDA on 
August 14, 2009, DAVA was sent a letter September 15, 2009 that summarized the conference 
and outlined the steps that could be taken to correct the omissions. DAVA withdrew the 
application and resubmitted it September 21, 2009 citing the three products listed above. 
 
After completing review of the application, DSPTP issued a Complete Response letter on July 
20, 2010 because of outstanding labeling issues that had not been completed and because the 
application did not include a Pediatric Plan as required. 
 
The applicant resubmitted the application on December 7, 2010 (received December 8, 2010) 
and it was classified as a Class 1 resubmisison (labeling only) with a 2 month review period; 
the PDUFA goal date is February 8, 2011. 
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2. CMC/Device  
The CMC reviewer noted that all DMFs are acceptable, and Office of Compliance made an 
“acceptable” recommendation when all sites were inspected.  EES has been addressed.  
Labeling, including, Carton and Container labeling, is acceptable. 

3. Nonclinical Pharmacology/Toxicology 
No new studies were submitted in the application.  Labeling recommendations from Maternal 
Health were incorporated in the package insert.  There are no outstanding issues from 
pharmacology/toxicology. 

4. Clinical Pharmacology/Biopharmaceutics  
There were no studies submitted for these generic drugs, labeling was updated to include 
information on drug-drug interactions.  There are no outstanding issues from clinical 
pharmacology. 

5. Clinical Microbiology  
There were no studies submitted for these generic drugs.  Labeling is acceptable and there are 
no outstanding issues from microbiology. 

6. Clinical/Statistical- Efficacy 
There are no new clinical trials submitted in this application.  The applicant is relying on the 
agency’s findings of safety and effectiveness for the innovator drugs, Priolosec®, Biaxin® and 
Amoxil® and the H. pylori indication previously granted in 1998.  The applicant submitted 
literature references to demonstrate the contribution of each drug component to the treatment 
effect, in keeping with the principles of the fixed combination drug regulation: 21 CFR 300.5.  
These references were examined and the findings summarized in the initial statistical review 
(O=omeprazole, C=clarithromycin, A=amoxicillin): 
 

A total of six randomized, comparative clinical trials were identified, out of which four 
studies evaluated OAC versus AC, one compared OAC to OC, and the other one 
compared OAC to OA. In addition, a metaanalysis of 74 studies examined dual-therapy 
regimens with OC or OA versus triple-therapy regimen with OAC. The triple-therapy 
regimen consisting of omeprazole, clarithromycin and amoxicillin was more effective 
in eradicating H. pylori than dual-therapy with either amoxicillin plus clarithromycin, 
or omeprazole plus clarithromycin, or omeprazole plus amoxicillin.  
 

These analyses support the contribution of each component to the treatment regimen by 
showing that the triple regimen is superior to each of the dual components, and addresses the 
Division’s request.  Labeling is acceptable. 

7. Safety 
There was no safety information submitted. The applicant is relying on the findings of safety 
and effectiveness from the three approved products, and the approved indication. As noted 
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