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INFORMATION PROVIDED VIA RELIANCE  
(LISTED DRUG OR LITERATURE) 

 
2) List the information essential to the approval of the proposed drug that is provided by reliance 

on our previous finding of safety and efficacy for a listed drug or by reliance on published 
literature.  (If not clearly identified by the applicant, this information can usually be derived 
from annotated labeling.) 

  
Source of information* (e.g., 
published literature, name of 
referenced product) 

Information provided (e.g., 
pharmacokinetic data, or specific 
sections of labeling) 

Prilosec Multiple sections of the package insert 

Biaxin Multiple sections of the package insert 

Amoxil Multiple sections of the package insert 

 *each source of information should be listed on separate rows 
 
3) Reliance on information regarding another product (whether a previously approved product 

or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 

 
This NDA provides for a co-packaged product of three approved products: Omeprazole (Prilosec), 
clarithromycin (Biaxin) and amoxicillin (Amoxil). 
No clinical studies were conducted and all the labeling information is provided by the package 
inserts listed above. 

 
 
 
 

RELIANCE ON PUBLISHED LITERATURE 
 
4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 

to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

                                                                                                                   YES        NO 
If “NO,” proceed to question #5. 

 
(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  

                                                                                                                   YES        NO 
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).   
 
 

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES        NO 
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RELIANCE ON LISTED DRUG(S) 
 
Reliance on published literature which identifies a specific approved (listed) drug constitutes 

reliance on that listed drug.  Please answer questions #5-9 accordingly. 
 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)? 

If “NO,” proceed to question #10. 
 
6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 

explicitly identified the product as being relied upon (see note below):  
 

Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

Prilosec (omeprazole) 19-810 Yes 

Biaxin (clarithromycin) 50-662 Yes 

Amoxil (amoxicillin) 62-216/50-459 Yes  

 
Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 

certification/statement.  If you believe there is reliance on a listed product that has not been 
explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 

Immediate Office, Office of New Drugs. 
 
7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 

the same listed drug(s) as the original (b)(2) application? 
                                                                                           N/A             YES        NO 

If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 
application, answer “N/A”. 

If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 
 

8) Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO 
If “YES”, please list which drug(s). 

Name of drug(s) approved in a 505(b)(2) application:       
 

b) Approved by the DESI process? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
Name of drug(s) approved via the DESI process:       
 

c) Described in a monograph? 

                                                                                                                   YES        NO 
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                                                                                                                   YES        NO 
If “YES”, please list which drug(s). 

 
Name of drug(s) described in a monograph:  

 
d) Discontinued from marketing? 

                                                                                                                   YES        NO 
If “YES”, please list which drug(s) and answer question d) i. below.   

If “NO”, proceed to question #9. 
Name of drug(s) discontinued from marketing: Amoxil Capsules, 500 mg.  
 

i) Were the products discontinued for reasons related to safety or effectiveness? 
                                                                                                                   YES        NO 

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.) 
 

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”). 
 
This application provides for a co-packaging of three approved products. 

 
The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application. 
 
The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below.  
 
10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 

application that is already approved (via an NDA or ANDA)?  
        

(Pharmaceutical equivalents are drug products in identical dosage forms that:  (1) contain 
identical amounts of the identical active drug ingredient, i.e., the same salt or ester of the 
same therapeutic moiety, or, in the case of modified release dosage forms that require a 
reservoir or overage or such forms as prefilled syringes where residual volume may vary, 
that deliver identical amounts of the active drug ingredient over the identical dosing period; 
(2) do not necessarily contain the same inactive ingredients; and (3) meet the identical 
compendial or other applicable standard of identity, strength, quality, and purity, including 
potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

  
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
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                                                                                                           YES            NO 
 

 If “NO” to (a) proceed to question #11. 
If “YES” to (a), answer (b) and (c) then proceed to question #12.  

  
(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 

                                                                                                                   YES         NO 
 

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                         YES         NO 

 
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12. 
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs. 
 
Pharmaceutical equivalent(s):       
 
 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)? 
 

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)     
 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs. 

 
                                                                                                                YES        NO 

If “NO”, proceed to question #12.   
 

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval? 
                                                                                                                         YES         NO 

  
(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)? 

                                                                                                                   YES        NO 
              

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12. 
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
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the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 

 
Pharmaceutical alternative(s):       
 

PATENT CERTIFICATION/STATEMENTS 
 

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product. 

 
Listed drug/Patent number(s):  Prilosec- 6,147,103 
     6,150,380 
     6,166,213 
     6,191,148 
    Amoxicillin-No patents listed 
    Clarithromycin-No patents Listed 
    
 

                                           No patents listed  proceed to question #14   
   
13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 

patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product? 

                                                                                                                     YES       NO 
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 

 
Listed drug/Patent number(s):   
 
 

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.) 
 

  No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product) 

 
  21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 

FDA. (Paragraph I certification) 
 

 
  21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification) 

  
Patent number(s):        

 
  21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 

III certification) 
  

Patent number(s):          Expiry date(s):       
 
  21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
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infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.   

 
  21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 

NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15. 

 
  21 CFR 314.50(i)(1)(ii):  No relevant patents. 

   
 

  21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement) 

  
 Patent number(s):        
 Method(s) of Use/Code(s): 
 

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement: 

 
Patent number(s):  6,147,103 
       6,150,380 
        6,166,213 

(a)          6,191,148 
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]? 
                                                                                       YES        NO 

If “NO”, please contact the applicant and request the signed certification. 
 

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt.  

                                                                                       YES        NO 
If “NO”, please contact the applicant and request the documentation. 

 
(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 

and patent owner(s) received notification): 
 

Date(s): AstraZeneca November 17, 2009 
               Merck              November 17, 2009  
 

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?  
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Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval. 

 
YES NO  Patent owner(s) consent(s) to an immediate effective date of 

approval 
Applicant submitted correspondence on January 19, 2010 certifying that the 45-
day waiting period provided by Section 505( c)(3)( c) has expired without any 
action brought against DAVA for infringement of the subject patents. 

 

Reference ID: 2902434



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JUDIT R MILSTEIN
02/08/2011
Concurred by 505(b)(2) staff on 1/18/11

Reference ID: 2902434







---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LARA DIMICK-SANTOS
02/07/2011

HUGO E GALLO TORRES
02/07/2011

ANDREW E MULBERG
02/07/2011

Reference ID: 2901665



Department of Health and Human Services 

Public Health Service 

Food and Drug Administration 

Center for Drug Evaluation and Research 

Office of Surveillance and Epidemiology 

Date: January 21, 2010 

Application Type/Number:  NDA 050824 

To: Renata Albrecht, M.D., Director 
Division of Special Pathogen and Transplant Products 

Through: Melina Griffis, RPh, Team Leader                                                    
Carol Holquist, RPh, Director 
Division of Medication Error Prevention and Analysis 

From: Lubna Merchant, M.S., Pharm.D, Safety Evaluator 
Division of Medication Error Prevention and Analysis 

Subject: Label and Labeling Review 

Drug Name(s):                                                                                   
(Omeprazole Delayed-release Capsules, USP, 20 mg,             
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Applicant/sponsor: DAVA Pharmaceuticals, Inc. 
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1.  INTRODUCTION 
This review evaluates the labels and labeling submitted by the Applicant on December 7, 2010 
for areas of vulnerability that could lead to medication errors. This submission responds to 
DMEPA’s comments made in OSE review #2009-2034 on July 13, 2010. 

2. METHODS AND MATERIALS REVIEWED 
DMEPA reviewed the previous OSE review for  dated July 13, 2010 (OSE #2009-
2034) and evaluated the revised labels and labeling submitted by the Applicant on              
December 7, 2010 to see if the changes we requested in our previous review were addressed. In 
addition, we also reviewed the revised labels and labeling using Failure Mode and Effects 
Analysis (FMEA)1. See Appendices A through C for pictures of the labels and labeling. 

3. CONCLUSIONS AND RECOMMENDATIONS 
The Applicant has implemented our recommendations in the revised container labels and carton 
labeling. The majority of the revisions are satisfactory. However, we note that the statement “ For 
one day of Therapy’ is more prominent than the proprietary name as such and request that this 
statement be relocated and decreased in size. We provide recommendations in Section 3.2 and 
request they be communicated to the Applicant prior to approval. We also provide 
recommendations for the insert labeling in Section 3.1 Comments to the Division for discussion 
during the labeling meetings.  

Please copy the Division of Medication Error Prevention and Analysis on any communication to 
the Applicant with regard to this review. If you have further questions or need clarifications on 
this review, please contact the OSE Regulatory Project Manager, Karen Townsend at 301-796-
5413.  

3.1 COMMENTS TO THE DIVISION 
The description of how the product is supplied is confusing. We request you revise sections 11: 
Description, section 3:  Dosage Form and Strengths and section 16:  How Supplied/Storage and 
Handling as follows. Replace the established names present at the beginning of this statement 
with the trade name as follows: 

“TTBN” are supplied in cartons containing ten individual daily administration cards. Each 
card contains: 

3.2 COMMENTS TO THE APPLICANT 
1. Patient Card Front  

The statement “For one day of Therapy’ is more prominent than the proprietary name. Thus we 
request you relocate the statement “For one day of Therapy” and the distributer information to 
appear below the established names and description. To accommodate this statement in this 
portion, you will need to relocate the statements “For further info.....” and “Keep this and...” to 
appear below the tablets as shown below. 

 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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the verbatim term “Prev%” with the MedDRA high level group term “Medication Errors” and preferred 
term “Product Quality Issue”.  We selected the option to include combination products. 

We manually reviewed the reports to determine if medication errors occurred.  If an error occurred, we 
reviewed the cases to determine if the root cause could be associated with the labels, labeling, or 
packaging configuration of the product, and thus pertinent to this review.  Those cases that did not 
describe a medication error were excluded from further analysis. 

The search of the Adverse Event Reporting System identified six medication error reports involving 
Prevpac.  Four of the reports described name confusion.  One report described a drug interaction.  The 
remaining report described adverse events and also indicated that the patient had not taken the drug on the 
prescribed schedule.  However, no details regarding the noncompliance were provided.  We did not 
identify any reports involving the labels, labeling, or packaging configuration of Prevpac.  However, the 
lack of data does not indicate a lack of problems because medication errors are known to be 
underreported.  

2.2 LABELS AND LABELING 
The Division of Medication Error Prevention and Analysis (DMEPA) used the principles of Human 
Factors and Failure Mode and Effects Analysis (FMEA) in our evaluation of the container labels, carton 
and insert labeling submitted April 21, 2010 (see Appendix A).  The Applicant included a qualifying 
statement with the submission: 

At this time, DAVA’s draft labeling bears a mock product name, ”, an abbreviation for 
“Triple Therapy Brand Name”.  Furthermore, mock graphics appear on the blister packs and 
serve only as place holders until such time that the proprietary name, official brand logo and 
graphics are established. 

In an e-mail dated April 27, 2010, we asked the Applicant if they conducted usability studies for the 
proposed packaging configuration.  They responded that “…usability studies for the packaging 
configuration were not conducted, as the product packaging closely resembles PREVPAC, an already 
approved triple combination co-packaged product.  Further, the packaging components used for the 
proposed NDA are usual and customary blister packaging components as approved in many other unit-
dose packaging configurations that are already marketed in the USA.”  At that time we also requested 
working samples of the proposed packaging configuration.  As of the date of this review we have not 
received samples for evaluation.   

For the purpose of comparison, we reviewed the labels and labeling for the currently marketed Prevpac 
product obtained from the annual report dated  (see Appendix B).  We selected Prevpac 
as the comparator because its packaging configuration and dosage regimen are similar to that of the 
proposed product. 

3 RECOMMENDATIONS 
Although the Applicant closely followed the labels and labeling of the currently approved product, 
Prevpac, our evaluation noted areas where the presentation of information on the container labels, carton 
and insert labeling can be improved to minimize the potential for medication errors.  We provide 
recommendations for the insert labeling in Section 3.1 Comments to the Division for discussion during the 
review team’s label and labeling meetings.  Section 3.2 Comments to the Applicant contains our 
recommendations for the container labels and carton labeling.  We request the recommendations in 
Section 3.2 be communicated to the Applicant prior to approval.  

Please copy the Division of Medication Error Prevention and Analysis on any communication to the 
Applicant with regard to this review.  If you have further questions or need clarifications on this review, 
please contact Karen Townsend, Project Manager, at 301-796-5413.    

(b) (4)
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3.1 COMMENTS TO THE DIVISION 

A.  General Comments for All Labels and Labeling  
1. The patient instructions presented on the container label provide recommendations for the 

dosing interval (e.g. 12 hours) along with other administration instructions (e.g. swallow 
whole, with liquid, before eating).  However, this information is not presented in Section 2:  
Dosage and Administration of the package insert labeling.  Present the dosage and 
administration instructions in a consistent manner across all product labels and labeling.   

2. Ensure that the active ingredients are listed in a consistent order across all product labels and 
labeling.  As currently presented, the insert labeling lists omeprazole/ 
amoxicillin/clarithromycin.  However, the daily administration card lists the active 
ingredients in two ways:  omeprazole/ amoxicillin/clarithromycin and 
omeprazole/clarithromycin/amoxicillin.  The carton labeling lists 
omeprazole/clarithromycin/amoxicillin. 

B. Insert Labeling 

1. In the Highlights of Prescribing Information, list the established names and corresponding 
dosage forms of the individual components.  As currently presented, only the established 
names of the individual components are listed (e.g. omeprazole, amoxicillin, clarithromycin) 
and the dosage form for the proposed product is listed as   We defer to the 
Chemistry, Manufacturing, and Controls (CMC) review team for the proper presentation of 
the dosage form for the proposed product.   

2. In Section 11: Description, the packaging information is confusing.  Revise the statement 
 as follows: 

"TTBN consists of a carton containing 10 individual daily administration cards.  Each daily 
administration card contains:" 

3. In Section 3:  Dosage Form and Strengths and Section 16:  How Supplied/Storage and 
Handling, the packaging information is confusing.  Revise the statement  

 

“TTBN” is supplied as a carton containing 10 individual daily administration cards.  Each 
daily administration card contains” 

3.2 COMMENTS TO THE APPLICANT 

A.  General Comment for All Labels and Labeling 
1.  Please submit revised labels and labeling reflecting the approved proprietary name for this   

product along with all associated graphics and logo’s, when available, for our review. 

2.  Ensure that the active ingredients are listed in a consistent order across all product labels and 
labeling.  As currently presented, the insert labeling lists omeprazole/ 
amoxicillin/clarithromycin.  However, the daily administration card lists the active ingredients  
in two ways:  omeprazole/ amoxicillin/clarithromycin and 
omeprazole/clarithromycin/amoxicillin.  The carton labeling lists 
omeprazole/clarithromycin/amoxicillin. 

(b) (4)
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2 lavender and grey delayed-release capsules, each containing 20 mg of omeprazole 

2 white, biconvex beveled edge capsule shaped coated tablets, each containing 500 mg of 
clarithromycin  

4 peach and orange capsules each containing amoxicillin trihydrate equivalent to 500 mg 
of amoxicillin 

10 Page(s) of Draft Labeling have been Withheld in Full as 
b4 (CCI/TS) immediately following this page
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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 

 
****Pre-decisional Agency Information**** 

 
Memorandum 
 
Date:   July 1, 2010  
  
To:  Judit Milstein, Chief Project Management Staff  
  Division of Special Pathogen and Transplant Products (DSPTP) 
 
From:    Kathleen Klemm, Regulatory Review Officer, 
  Division of Drug Marketing, Advertising, and Communications (DDMAC) 
 
CC:    Lisa Hubbard, Professional Group Leader, DDMAC 
  Michael Sauers, Acting DTC Group Leader, DDMAC 
  Sharon Watson, Regulatory Review Officer, DDMAC 
  Wayne Amchin, Regulatory Health Project Manager, DDMAC 
   
Subject: NDA 050824 
     

DDMAC labeling comments for omeprazole/clarithromycin/amoxicillin    
 

   
In response to DSPTP’s January 15, 2010, consult request, DDMAC has reviewed the draft product labeling (PI) for 
omeprazole/clarithromycin/amoxicillin.  DDMAC’s comments on the PI are based on the proposed draft marked-up 
labeling titled, “Dava labeling to OSE-DDMAC clean 28June10.doc” that was sent via email from DSPTP to DDMAC on 
June 28, 2010. 
 
DDMAC’s comments on the PI are provided directly in the marked-up document attached (see below).   
 
Thank you for the opportunity to comment on this proposed material. 
 
If you have any questions regarding the PI, please contact Kathleen Klemm at 301.796.3946 or 
Kathleen.Klemm@fda.hhs.gov.   
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used amoxicillin during pregnancy.  Published pharmacokinetic data suggest lower plasma 
concentrations of amoxicillin in pregnant women compared to nonpregnant women; however, it 
is not known if these pharmacokinetic differences correlate with clinical differences in infection 
cure rates.1  In addition, published data on more than 90 pregnancy exposures to clarithromycin 
did not show an increased risk of major malformations.2,3,4 

 
Based on a summary of published data provided by the National Library of Medicine’s Drugs 
and Lactation Database, amoxicillin and clarithromycin are excreted in human milk in small 
amounts and are not expected to cause adverse effects in human-milk fed infants.5 In addition, 
the American Academy of Pediatrics classified amoxicillin as usually compatible with 
breastfeeding, but does not provide an evaluation for clarithromycin.6   
 
Based on the availability of human pregnancy and lactation data for amoxicillin and 
clarithromycin, the MHT recommends inclusion of relevant data in TTBN labeling.  
 
RECOMMENDATIONS 
 

1. The MHT recommends that the division issue a labeling supplement request letter to the 
sponsor requesting inclusion in labeling of relevant human data on clarithromycin and 
amoxicillin exposure during pregnancy and lactation. 

 
2. Provided below is a track changes version of the MHT’s recommended revisions to the 

sponsor’s proposed labeling.  
 

 

                                                           
1 REPROTOX evaluation for Amoxicillin.  Accessed through MICROMEDEX.  REPROTOX is a scientifically 
reviewed source that evaluates and summarizes published literature on human and animal pregnancy exposures.   
2 Wogelius P, Gislum M, Norgaard M, et al. Maternal use of erythromycin and risk of congenital malformations: a 
population-based cohort study. Pharmacoepidemiol Drug Saf 2006;15(Suppl1):S85.  
3 Tellum R, Shechtman S, Arnon J, et al. Pregnancy outcome after gestational exposure to the new macrolides: a 
prospective controlled cohort study. Reprod Toxicol 2005; 20(3): 484-5. 
4 Bar-Oz B, Diav-Citrin O, Shechtman S, et al. Pregnancy outcome after gestational exposure to the new 
macrolides" A prospective multi-center observational study. Eur J Obstet Gynecol Reprod Biol 2008;141:31-34. 
5 The National Library of Medicine’s Drugs and Lactation Database search for amoxicillin and clarithromycin. 
http://toxnet nlm nih.gov/cgi-bin/sis/htmlgen?LACT 
6 Committee on Drugs, American Academy of Pediatrics. The transfer of drugs and other chemicals into human 
breast milk. Pediatrics. 108:776-89, 2001. 
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If yes, distribute letter and/or relevant minutes before filing 
meeting. 
 
Comments:       

Date(s): 
   NO 
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Reviewer: 
 

Ann Purfield, Ph.D. Y Clinical Microbiology (for antimicrobial 
products) 
 TL: 

 
Shukal Bala, Ph.D. Y 

Reviewer: 
 

Yoriko Harigaya, Ph.D. Y Clinical Pharmacology 
 

TL: 
 

Phil Colangelo, Ph.D. Y 

Reviewer: 
 

HongLing Zhou, Ph.D. Y Biostatistics 
 

TL: 
 

Karen Higgins, Sc.D. Y 

Reviewer: 
 

Stephen Hundley, Ph.D. Y Nonclinical 
(Pharmacology/Toxicology) 
  TL: 

 
William Taylor, Ph.D. 
      

Y 

Reviewer: 
 

n/a       Statistics, carcinogenicity 
 

TL: 
 

            

Reviewer: 
 

Jeff Medwid Y Product Quality (CMC) 
 

TL: 
 

Rapti Madurawe, Ph.D. Y 

Reviewer: 
 

n/a       Facility (for BLAs/BLA supplements) 

TL: 
 

       

Reviewer: 
 

n/a       Microbiology, sterility (for NDAs/NDA 
efficacy supplements) 

TL: 
 

       

Reviewer: 
 

n/a       Bioresearch Monitoring (DSI) 
 

TL: 
 

            

Other reviewers 
 

DDMAC (Labeling):            

 
OTHER ATTENDEES:    Renata Albrecht, M.D.        Division Director, DSPTP 
        David Roeder        ADRA, OAP 
 
 505(b)(2) filing issues? 
 
If yes, list issues:  
Comments: There were no filing issues.  However, 
since this is a 505(b)(2) submission relying on 3 ANDA 
approved products, the Division requested a telecon 
with the sponsor, DAVA, to clarify the following issues 
 

  Not Applicable 
  YES 
  NO 
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1.  The submission does not identify all three reference 
listed drugs (RLD) that form the basis for the safety and 
effectiveness of the proposed product, except for 
Prilosec. There is no RLD identified for neither the 
clarithromycin nor the amoxicillin components of this 
proposed co-packaged product.   
 

2. The sponsor also submitted a “paragraph I” patent 
certification for Prilosec, This is unacceptable 
because of the multiple unexpired patents listed in 
the Orange Book for NDA 19-810 for Prilosec. 

 
Because of MMA (Medicare Modernization Act) 
regulations, the sponsor cannot amend the submission 
with information related to RLDs and respective patent 
certifications. Therefore, they will need to withdraw the 
application and resubmit with the correct information.   
For detailed information on the discussion, refer to the 
minutes of the meeting issued on September 15, 2009. 
Per reviewers, are all parts in English or English 
translation? 
 
If no, explain:  
 

  YES 
  NO 

 

Electronic Submission comments   
 
List comments:       
  

  Not Applicable 
 

CLINICAL 
 
 
 
Comments: There are no clinical studies. 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical study site(s) inspections(s) needed? 
   

If no, explain: No Clinical studies (safety and 
efficacy) were conducted.  Therefore, no Clinical 
study sites inspection is needed.   

 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:       

 
 
If no, for an original NME or BLA application, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason:  

• the application is to enhance patient 
compliance 

• did not raise significant safety or 
efficacy issues  

• the application did not raise 
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or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

significant public health questions 
on the role of the drug in the 
diagnosis, cure, mitigation, 
treatment or prevention of a disease 

 

• If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 

   Not Applicable 
 YES 
  NO 
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