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I. BACKGROUND 
 
Zegerid OTC powder for oral suspension [NDA 22-283] is a 505(b)(2) application, resubmitted 
December 14, 2012 in response to our December 28, 2011 Complete Response (CR) letter and as 
amended January 25, 2013.  In its fourth review cycle, previous CR action dates are January 9, 
2009 [first cycle], July 12, 2010 [second cycle] and December 28, 2011 [third cycle].  
Subsequent to FDA’s July 12, 2010 CR letter to the firm, the sponsor changed ownership from 
Schering-Plough Healthcare Products to MSD Consumer Care, Inc.    
 
The January 25, 2013 amendment is submitted in response to our January 16, 2013 Information 
Request communicating a request for clarification of discrepancies between the annotated/draft 
labeling text and the submitted labels in the December 14, 2012 resubmission.  The January 25, 
2013 amendment aligns the annotated and draft labeling text with the December 14, 2012 labels.  
 
A proton pump inhibitor, the proposed indication is for the treatment of frequent heartburn 
(occurring more than two times per week). The reference-listed product for the basis of the 
505(b)(2) submission is Prilosec OTC, NDA 021229. A related application for Zegerid OTC 
capsules, NDA 022281, was approved December 1, 2009 for the same indication. 
 
 
Labeling submitted December 14, 2012 appears in the following table: 
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Submitted Labeling Representative of 
Following SKUs 

Submission Date 

1-count immediate container (1-dose 
packet) 

Immediate container (1-dose 
packet) proposed for use 
with the 14-and 2-count 
package sizes. 
 

December 14, 2012 

2-count sample carton label 

 

None December 14, 2012 

14-count carton label 

 

None   December 14, 2012 

We compare the proposed labeling submitted on December 14, 2012 to the labeling reviewed 
December 2, 2011, during the 3rd cycle review period and the last approved labeling for Zegerid 
OTC capsules [NDA 022281 S-006 approved on September 18, 2012]. 

 
II. REVIEWER'S COMMENTS 

 
A. Powder for Oral Suspension, 2- count sample and 14-count cartons 
  

i. Outer Carton Label Outside Drug Facts  
 

a. The outer carton label for each count size is identical to the respective 2-count 
sample and 14-count outer carton labels reviewed December 2, 2011, except for 
the movement of “Sample Not for Sale” text on the 2-count sample carton from 
the center top section of the principal display panel to the right flap of the carton, 
centered above the copyright and manufacturer information.   
 
Comment:  this is acceptable.  Please remind the firm that the “New” flag                          
located on the PDP’s upper left margin should be removed after 6 months. 

 
ii. Outer Carton Drug Facts Label 

 
a. Warnings 

An additional bullet is added to the Warnings section “Stop use and ask a doctor 
 if”.  The text of the bulleted statement reads “[bullet] you get diarrhea” as directed 
 by the NDA 022281 FDA supplement request letter of February 16, 2012.  This 
 bullet is placed as the last (fourth) bullet, as requested in the NDA 022281 S-006 
 approval letter of September 18, 2012.  To accommodate the addition of this new 
 bullet, the bullet format in the preceding Warnings subsection “Ask a doctor or 
 pharmacist before use if you are” is re-aligned from: 
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 to: 
 

  
 
 Comment:  this is acceptable and consistent with class labeling required for 
 all omeprazole drug products. 
 
b. Other Sections/Issues 

The labeling meets format specifications in 21 CFR 201.66. 
  
 Comment:  this is acceptable. 
 

iii. Immediate Container Label (1 dose packet) for 2-count sample and 14-count 
cartons 
 
General:  One packet is proposed to serve as a unit-dose in the 2-count sample 
and the 14-count cartons.  
 
a. The immediate container label is identical to the one reviewed and found 
acceptable in the December 2, 2011 labeling review.   
 
Comment:  this is acceptable. 

 
 

III. RECOMMENDATIONS 
 

Issue an APPROVAL letter to the sponsor for the submitted Zegerid OTC powder for oral 
suspension labeling and request final printed labeling.  Request that the sponsor submit final 
printed labeling (FPL) identical to: 1-count immediate container (1-dose packet), 2-count sample 
carton, and 14-count carton labels submitted December 14, 2012. 
 
Please remind the sponsor that the “New” statement must be removed from the label and 
labeling, wherever it appears, 6 months after introduction of the label into the OTC marketplace. 
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IV. SUBMITTED LABELING 
 
The labels on the remaining pages of this labeling review were submitted and evaluated in this 
labeling review: 
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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) 

NDA 021229, Prilosec OTC™ 20mg 
tablets 

Pharmacokinetic data 

  

  

 *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) 

Pharmacokinetic studies to bridge proposed Zegerid powder to Prilosec OTC (referenced drug) 
 
 
 
 

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 OTC™ (omeprazole magnesium) 20mg 
delayed release tablets 

021229 Y 

   

 
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 

If “YES”, please list which drug(s). 
 

                                                                                                                   YES        NO 
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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:       
 

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 seeks the approval of omeprazole and sodium bicarbonate (Zegerid), rather 
than omeprazole magnesium (Prilosec OTC) for the OTC indication of frequent heartburn, 
and provides for a change in dosage form from tablet to powder.   
 
This application is not an Rx to OTC switch for Zegerid, as frequent heartburn is a new 
indication for Zegerid and the application relies on the Prilosec NDA (021229) for efficacy. 

 
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)).  
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Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
 

                                                                                                                   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): NDA 021636 Zegerid (omeprazole; sodium bicarbonate) 
20mg/1.68Gm, powder for solution.  This is the Rx version of the proposed OTC product. 
 
 

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 
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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 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 

 
Pharmaceutical alternative(s): NDA 022281 Zegerid™ OTC (omeprazole; sodium bicarbonate ) 
20mg/1160mg capsule; NDA 021849 Zegerid (omeprazole; sodium bicarbonate) 20 and 
40mg/1.1Gm, capsule; approved generics for capsule are listed in Orange Book 
 

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):  5690960, 5753265, 5817338, 5900424, 6403616, 
and 6428810 
 
 

                                           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) 
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Patent number(s):          Expiry date(s):       
 
  21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 

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: 

 
(a) Patent number(s):  5690960, 5753265, 5817338, 5900424, 6403616, and 6428810  
(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): June 10, 2008 
 

(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 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 
DATE: December 14, 2011 
 
TO: E. Dennis Bashaw, Pharm.D. 

Director,  
Division of Clinical Pharmacology III, OTS/OCP 

 
FROM: Jyoti B. Patel, Ph.D. 
  Division of Bioequivalence and GLP Compliance (DBGC)  

Office of Scientific Investigations (OSI) 
 
THROUGH: Sam H. Haidar, R.Ph., Ph.D. 

Chief, Bioequivalence Branch, 
  Division of Bioequivalence and GLP Compliance (DBGC)  

Office of Scientific Investigations (OSI) 
 
SUBJECT: Review of EIR Covering NDA 22-283, Zegrid OTC 

(omeprazole/sodium bicarbonate) powder for oral 
suspension, sponsored by MSD Consumer Care, Inc. 

 
At the request of the Division of Clinical Pharmacology III, 
OTS/OCP, the Division of Bioequivalence and GLP Compliance, 
conducted an audit of the clinical and bioanalytical portions of 
the following study: 
 
Study Number:  CL2010-12 
Study Title: “A Single Dose, Comparative, Open-label, 

Randomized, Crossover Bioequivalence Study 
of Omeprazole Administered as Zegerid® Powder 
for Oral Suspension 20 mg and Prilosec 40 mg 
Capsule in Healthy Subjects” 

 
The inspection and data audit of the clinical portion of the 
above study were conducted at Worldwide Clinical Trials Drug 
Development Solutions, Clinical Research Services, San Antonio, 
Texas from 10/24/2011 to 11/02/2011. The inspection and data 
audit of the analytical portion were conducted at  

  
 
Following the inspections, no Form FDA 483 was issued at the 
analytical site; however, Form FDA 483 was issued at the 
clinical site [Attachment 1]. As of this writing, no response 
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Page 2 – NDA 22-283, Zegrid OTC (omeprazole/sodium 
bicarbonate) powder for oral suspension  

has been received from Worldwide Clinical Trials. Provided below 
are the Form FDA 483 observations and DBGC’s evaluation.  
 
Worldwide Clinical Trials Drug Development Solutions, Clinical 
Research Services, San Antonio, Texas: 
 

1) Failure to ensure that an investigation was conducted in 
accordance with the protocol. 

 Specifically, the “Procedures” section of the protocol, 
 located on page 46 of 108 [Attachment 2], states that “PK 
 plasma samples will be placed in a storage freezer at -
 200C or lower within 60 minutes of blood draw.” The 
 following blood samples collected at 90 minute time 
 point, during treatment period 2 on 1/29/2011 were placed 
 in storage freezer after 60 minutes of collection: 
 

a.  Blood sample for subject #101 was frozen 63 minutes 
 after collection. 

b.  Blood sample for subject #102 was frozen 61 minutes 
 after collection. 

c.  Blood sample for subject #121 was frozen 68 minutes 
 after collection. 

d.  Blood sample for subject #122 was frozen 66 minutes 
 after collection. 

e.  Blood sample for subject #123 was frozen 64 minutes 
 after collection. 

f.  Blood sample for subject #124 was frozen 62 minutes 
 after collection. 

 
Stability studies for omeprazole (performed at the analytical 
site, included in the NDA submission) show that omeprazole is 
stable in human plasma at room temperature for at least 26 hrs 
[Attachment 3]. The above samples were placed in a storage 
freezer slightly more than 60 minutes after collection. This 
observation should not impact the integrity of omeprazole in the 
lasma samples. p
 
Conclusions: 
 
Following the inspections of

 
 

 DBGC recommends that the study data should be 
accepted for review.  
 
After you have reviewed this transmittal memo, please append it 
to the original NDA submission.  
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       _____________________________ 
       Jyoti B. Patel, Ph.D. 
 
 
Final Classifications: 
VAI: Worldwide Clinical Trials Drug Development Solutions, 

Clinical Research Services, San Antonio, Texas 
 FEI: 3006724658 
NAI:  
 
  
 
CC: 
CDER OSI PM TRACK 
OSI/DBGC/Salewski/Haidar/Skelly/Dejernett/Patel/CF (HFD-48) 
OTS/OCP/DCP3/Bashaw/Lee 
OND/ODE IV/DNCE/Vienna  
HFR-SW1540/Martinez (BIMO)/Ramirez 
HFR-SW1515/Bias (BIMO) 
HFR-SW150/Turcovski (DIB) 
Draft: JBP 12/14/2011 
Edit: MFS 12/14/2011 
OSI: 6249; O:\BE\EIRCOVER\22283msd.ome.doc 
FACTS: 1317531 
 
 
 
Attachments: 
 
Attachment 1: FORM FDA 483 issued at the clinical site; Protocol 
      deviation involving criteria and procedures form 
Attachment 2: Clinical protocol (page 46 of 108) 
Attachment 3: Stability study results for omeprazole in human  
      plasma 
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Labeling Review for 
Zegerid OTC Powder for Oral Solution 

Draft Labeling 
 
  

SUBMISSION DATES: June 29, October 13, 2011 
  
NDA/SUBMISSION TYPE: 22-283 Complete Response 
  
ACTIVE INGREDIENTS: Omeprazole 20 mg and Sodium bicarbonate 1680 mg  
  
DOSAGE FORMS: Powder for Oral Suspension  
  
SPONSOR: MSD Consumer Care, Inc. 

Paulette Midgette, Manager, Regulatory Affairs 
556 Morris Avenue 
Summit, NJ  07901-1330  

  
REVIEWER: Ruth E. Scroggs, Pharm.D., DNRD, ODE IV 
  
TEAM LEADER: Colleen Kane Rogers, Ph.D., DNRD, ODE IV 
  
Project Manager:   Mary R. Vienna, R.N., M.H.A., DNCE, ODE IV 

 
 
 
I. BACKGROUND 
 
Zegerid OTC Powder for Oral Solution [NDA 22-283] is a 505(b)(2) application, resubmitted 
June 30, 2011 in response to our July 12, 2010 Complete Response (CR) letter and as amended 
October 13, 2011.  In its third review cycle, previous CR action dates are January 9, 2009 [first 
cycle] and July 12, 2010 [second cycle].  Subsequent to FDA’s July 12, 2010 CR letter to the 
firm, the sponsor changed ownership from Schering-Plough Healthcare Products to MSD 
Consumer Care, Inc.    
 
The October 13, 2011 amendment is submitted in response to our October 7, 2011 Information 
Request communicating a labeling comment to move the “sample not for sale” statement on the 
2-count sample carton from the right flap to the Primary Display Panel, to be consistent with 
other OTC sample cartons. 
 
A proton pump inhibitor, the proposed indication is for the treatment of frequent heartburn 
(occurring more than two times per week). The reference-listed product (RLP) for the basis of 
the 505(b)(2) submission is Prilosec OTC, NDA 21-229. A related application for Zegerid OTC 
capsules, NDA 22-281, was approved December 1, 2009 for the same indication. 
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XXXXX-XX/XXXX-XX-XXX” 
 
to: 
“© Copyright & Distributed by MSD Consumer Care Inc., PO Box 377, 
Memphis TN  38151 USA, a subsidiary of Merck & Co. Inc. Whitehouse 
Station NJ USA.  All rights reserved. Product of Spain. XXXXX-
XX/XXXX-XX-XXX” 
 
For the 2-count, this information is located on the right flap, beneath 
“Sample Not for Sale” statement. For the 14-count, this information is 
located on the bottom panel beneath the Drug Facts box. 
 

Comment:  this is acceptable. 
 

ii. Outer Carton Drug Facts Label 
 

a. Warnings 
Under the drug-drug interactions subheading, “Ask a doctor or pharmacist before use 
if you are,” the first bullet is revised to add cilostazol to the list of interacting drugs: 
 

[bullet] warfarin, clopidogrel or cilostazol (blood-thinning medicines) 
 
Comment:  this is acceptable and consistent with class labeling required for all 
omeprazole drug products. 
 
b. Other Sections/Issues 

The labeling meets format specifications in 21 CFR 201.66. 
 Comment:  this is acceptable. 
 

iii. Immediate Container Label (1 dose packet) for 2-count sample and 14-count 
cartons 
 
General:  One packet is proposed to serve as a unit-dose in the 2-count sample 
and the 14-count carton.  
 
a. The front panel is identical to the one reviewed and found acceptable in the 
June 18, 2010 labeling review.   
Comment:  this is acceptable. 

   
b. The back panel is revised to reflect the change in ownership [submitted to this 

NDA April 5, 2011] and address are revised to reflect the transfer in ownership 
from Schering-Plough Health Care Products, Inc. to MSD Consumer Care, Inc.   
This information is located under the right column of Drug Facts on the packet’s 
lower right margin.  Please see II.A.i.c.  The firm confirms that the lot and 
expiration information will be printed on long side, white seal area of the front or 
on the back (dependant on the printing machine line set) of the Packet (1-dose) 
immediate container labeling (similar to the current Rx sachet). 

                Comment:  this is acceptable.   
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III. RECOMMENDATIONS 

 
Issue an APPROVAL letter to the sponsor for the submitted Zegerid OTC Powder for Oral 
Solution in Carton (2- and 14-count packets) and Packet (1-dose) immediate container labeling 
and request final printed labeling.  Request that the sponsor submit final printed labeling (FPL) 
identical to: 1-dose immediate container (packet) and 14-count carton labels submitted June 29, 
2011 and the 2-count sample carton label submitted October 13, 2011. 
 
Please remind the sponsor that the “New” statement must be removed from the label and 
labeling, wherever it appears, 6 months after introduction of the label into the OTC marketplace. 
 
IV. SUBMITTED LABELING 
 
The labels on the remaining pages of this labeling review were submitted and evaluated in this 
labeling review: 
 
  

Reference ID: 3053067
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1 INTRODUCTION 
This review evaluates the container label and carton labeling submitted on June 29, 2011 
for Zegerid OTC (Omeprazole and Sodium Bicarbonate) Powder for Oral Suspension,   
20 mg/1680 mg, for areas of vulnerability that can lead to medication errors in response 
to a request from the Division of Nonprescription Clinical Evaluation. 

1.1 REGULATORY HISTORY 
Zegerid OTC (Omeprazole and Sodium Bicarbonate) Powder for Oral Suspension,        
20 mg/1680 mg, received a Complete Response on January 16, 2009 and on July 12, 
2010.  On June 29, 2011, the Applicant responded to the July 12, 2010 Complete 
Response Letter with additional information including proposed labels and labeling.  
DMEPA previously reviewed proposed container label and carton labeling for Zegerid 
OTC in OSE RCM #2010-161, dated April 27, 2010. 

Zegerid OTC (Omeprazole and Sodium Bicarbonate) Capsule, 20 mg/1100 mg, is 
currently marketed. 

2 METHODS AND MATERIALS REVIEWED 
Using Failure Mode and Effects Analysis1 and postmarketing medication error data, the 
Division of Medication Error Prevention and Analysis (DMEPA) evaluated the 
following: 

• Container Labels submitted June 29, 2011 

• Carton Labeling submitted June 29, 2011 

• Physician sample carton labeling submitted June 29, 2011 

Additionally, since Zegerid OTC is currently marketed, DMEPA searched the FDA 
Adverse Event Reporting System (AERS) database to identify medication errors 
involving Zegerid OTC. The AERS search conducted on August 31, 2011 used the 
following search terms: trade name “Zegerid OTC” and verbatim terms “Zegerid OT%” 
and “omeprazole so%.” The reaction terms used were the MedDRA High Level Group 
Terms (HLGT) “Medication Errors” and Preferred Term (PT) “Product Quality Issues”.  
Since an AERS search was conducted in OSE Review #2010-161, the search date was 
limited from April 5, 2010 to August 30, 2011.   

Our AERS search did not retrieve any report. 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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3 RESULTS 
Our review of the proposed label and labeling identified the following areas of concern: 

1. The modifier “OTC” on the principal display panel is small and less prominent 
than the rest of the tradename “Zegerid.” 

2. Lack of expiration date and lot number on the immediate container label. 

3. The placement of the Drug Facts on the bottom panel of carton labeling.  Drug 
Facts information is vital for consumers to administer the product correctly.  As 
currently presented, the bottom panel may be overlooked by consumers and 
healthcare providers because Drug Facts information is typically not located on 
the bottom panel (i.e. Zegerid OTC capsules).  Additionally, information on the 
bottom panel may be distorted during storage due to friction between the store 
shelf and the carton.   

4 CONCLUSIONS AND RECOMMENDATIONS  
DMEPA concludes that the proposed container label and carton labeling introduce 
vulnerability that can lead to medication errors.  We provide recommendations to the 
Division in Section 4.1 and to the Applicant in Section 4.2 to mitigate the risk of such 
errors.  We request these recommendations be communicated to the Applicant for 
revision prior to approval.  

4.1 COMMENTS TO THE DIVISION 
The modifier “OTC” on the principal display panels is smaller and less prominent than 
the rest of the tradename “Zegerid”.  DMEPA recommends revising the presentation of 
the tradename “Zegerid OTC” to be presented in uniform font size, type style, and color 
type. Additionally, DMEPA recommends that the entire tradename appear on the same 
line of the principal display panel. 

DMEPA is aware that the Zegerid OTC capsules are approved with the same presentation 
of the proprietary name. We would request this change be made for both products. 

4.2 COMMENTS TO THE APPLICANT 
A. Container Label 

1. Ensure that the expiration date is printed on the container label per 21 
CFR 201.17. 

2. Ensure that the lot number is printed on the container label per 21 CFR 
201.18. 

B. Carton Labeling (Retail carton and physician sample) 

1. Drug Facts information is vital for consumers to administer the product 
correctly.  As currently presented, the bottom panel may be overlooked by 
consumers and healthcare providers because Drug Facts information is 
typically not located on the bottom panel (i.e. Zegerid OTC capsules).  
Additionally, information on the bottom panel may be distorted during 

Reference ID: 3013389
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storage due to friction between the store shelf and the carton.  Therefore, 
we request that you revise the placement of Drug Facts information so that 
it is located on the back and side panel.  Alternatively, a peel back label 
may be used to present the Drug Facts information but ensure that the 
symbol to peel back the label, and instructions on how to peel back the 
label are prominently displayed.   

If you have further questions or need clarifications, please contact Cherye Milburn, 
project manager, at 301-796-2084. 

Reference ID: 3013389
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Labeling Review for 
Zegerid OTCTM Powder for Oral Solution 

Draft Labeling 
 
SUBMISSION DATES: Letter date Received date 
 January 13, 2010 January 14, 2010 
 June 11, 2010 June 14, 2010 
 June 22, 2010 June 23, 2010 
  
NDA/SUBMISSION TYPE: NDA 22-283 / Class 2 Resubmission 
  

ACTIVE INGREDIENTS: Omeprazole 20 mg and Sodium bicarbonate 1680 mg 
  
DOSAGE FORMS: Powder for Oral Suspension 
  
SPONSOR: Schering-Plough Healthcare Products 

Williams Cochran, Senior Manager, Regulatory Affairs 
56 Livingston Ave. 
Roseland, NJ  07068 

  
REVIEWER: Ruth E. Scroggs, Pharm.D., DNRD, ODE IV 
  
TEAM LEADER: Colleen Kane Rogers, Ph.D., DNRD, ODE IV 
  
PROJECT MANAGER:   Mary R. Vienna, R.N., M.H.A., DNCE, ODE IV 

 

I. BACKGROUND 
 
NDA 22-283 for Zegerid OTC™ Powder for Oral Solution is a 505(b)(2) application submitted 
January 13, 2010 as a complete response to our January 16, 2009 complete response (CR) letter 
communicating several issues including a list of nine labeling comments.  A proton pump 
inhibitor, it is indicated for the treatment of frequent heartburn (occurring more than two times 
per week). The reference-listed product for the basis of the 505(b)(2) submission is Prilosec 
OTC, NDA 21-229. A related application for Zegerid OTC capsules, NDA 22-281, was 
approved December 1, 2009 for the same indication. 
 
The firm submitted revised labeling on June 22, 2010, in response to our June 16, 2010 labeling 
comments generated from our June 18, 2010 labeling review.  In this submission, labeling 
includes the 2- and 14-count cartons.  We compare the revised 2- and 14-count cartons to the 
labeling submitted June 11, 2010 in this second review amendment of our May 26, 2010 review.  

 
II. REVIEWER'S COMMENTS 

 
A. Powder for Oral Suspension, 2- and 14-count 
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i. Outer Carton (outside of Drug Facts Label) 
 
Under the “Tips for managing heartburn”, the periods remain although we had 
recommended removal of the periods at the end of each statement for consistency 
with labeling of other drugs in this class. The firm confirmed that this 
recommendation was not addressed due to an oversight.  Comment:  this is 
acceptable. This is a minor editorial change.   

 
ii. Outer Carton Drug Facts Label 

 
a. Under the Warnings, drug-drug interactions subheading “Ask a doctor or 

pharmacist before use if you are,” the firm revised the first bullet to read 
“(bullet) warfarin or clopidogrel (blood-thinning medicine)”.  Comment:  this 
revision is acceptable and addresses review recommendation #2.   

 
b. Under the Other Information section heading, the firm revised bullet #2 that read 

 to read “read the 
directions and warnings before use”.  This statement was revised to  

  Comment:  this revision is acceptable and 
addresses review recommendation # 3. 

 
c. Under the Other Information section heading, the firm revised bullet #3 that read 

 to 
read “keep the carton.  It contains important information.” This was revised to 

 Comment:  this revision is acceptable 
and addresses review recommendation # 3. 

 
d. The firm submitted annotated Drug Facts labeling to meet format specifications 

set forth 21 CFR 201.66.  Comment:  this is acceptable. 
 

III. RECOMMENDATIONS   
 
Issue an APPROVAL letter to the sponsor for the submitted Zegerid OTC powder for oral  
solution in Carton (2- and 14-count packets) and Packet (1-dose) labeling and request 
final printed labeling.  Request that the sponsor submit final printed labeling (FPL) identical to: 
the 2- and 14-count carton labels submitted on June 22, 2010 and 1-dose immediate container 
(packet) label submitted June 11, 2010. 
 
We recommend the following minor editorial revision listed below. 
 

Under the “Tips for managing heartburn”, remove the periods at the end of each 
statement for consistency with labeling of other drugs in this class. 

 
 
 
 
 
 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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IV. SUBMITTED LABELING 

 
The labels on the remaining pages of this labeling review were submitted and evaluated in this 
labeling review: 
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Table 1. 

 

Submitted Labeling Representative of Following SKUs 

SKU:  14-count  

• Carton 

• Immediate container (1-dose packet) 

SKU:    

 
 
Immediate container (1-dose packet) 
proposed for use with the 14-and 2-
count package sizes 

SKU:  2-count 

• Carton 

SKU:  none 

II. REVIEWER'S COMMENTS 
Our bolded reviewer comments state whether the labeling issue is acceptable or not acceptable 
and to which May 26, 2010 labeling review issue, our comments address, refer, or pertain, as 
applicable. 
 

A. Powder for Oral Suspension, 14-count 
 

i. Outer Carton Label Outside Drug Facts 
 

a. To the bottom right PDP, the firm added the statement “EACH PACKET NET 
WT 0.19 OZ (5.6g)” under the “14 POWDER PACKETS” statement to meet the 
requirement under 21 CFR 201.62 that the net quantity must be expressed as 
weight in terms of avoirdupois pound and ounce.  Comment:  this revision is 
acceptable and addresses recommendation #1.  

 
b. The firm relocated the statement “One 14-Day Course of Treatment” from the 

lower right PDP to lower left PDP to accommodate revisions made in #1 above.  
Comment:  this revision is acceptable. 

 
c. The firm proposes adding  “How Zegerid OTC 

Works For Your Frequent Heartburn” and “Tips For Managing Heartburn” to the 
top side panel.  Comment:  we agree with the sponsor’s proposal to add  

to the top side panel, however, the formatting is not 
acceptable.  For consistency with the labeling of other drugs in this class, 
remove the periods from the ends of the statements under “Tips for 
managing heartburn” on the side panel of the carton.  See section II.A.iv for 
discussion regarding  

 
 

(b) (4)

(b) (4)

(b) (4)
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B. Powder for Oral Suspension, 2-count sample 
 

i. Outer Carton Label Outside Drug Facts 
 

a. To the bottom right PDP, the firm added the statement, “EACH PACKET 
NET WT 0.19 OZ (5.6g)” under the statement “2 POWDER PACKETS” to 
meet the requirement under 21 CFR 201.62 that the net quantity must be 
expressed as weight in terms of avoirdupois pound and ounce.  Comment:  
this revision is acceptable and addresses recommendation #1.  

 

(b) (4)
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• The fourth bullet storage conditions statement was revised from  

 to “store between 20° to 25°C (68° to 77°F)”.   
Comment:  this revision is acceptable. 

 
2. Drug Facts Format 

 
• The firm revised the carton’s left flap to contain the Drug Facts 

(continued) statement.  Comment:  This revision is acceptable and 
addresses recommendation # 7. 

 
• The firm submitted annotated Drug Facts labeling.  Comment: the 

label meets format specifications set forth 21 CFR 201.66, 
therefore is acceptable. 

 
III. RECOMMENDATIONS   

 
We currently recommend a Complete Response action pending the resolution of the following 
labeling deficiencies: 
 
2-ct and 14-ct cartons: 
 

1. For consistency with the labeling of other drugs in this class, remove the periods from the 
ends of the statements under “Tips for managing heartburn” on the side panel of the 
carton.  

 
2. In Drug Facts under Warnings, Ask a doctor or pharmacist before use if you are, 

revise the first bullet to read as follows:  “warfarin or clopidogrel (blood-thinning 
medicine)”  (i.e., clopidogrel in lower case and medicine without an “s”). 

  
3. In Drug Facts under Other information, revise the second and third bullets  

 
 
 
 

IV. SUBMITTED LABELING 
 
The labels on the remaining pages of this labeling review were submitted and evaluated in this 
labeling review: 
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NDA/SUBMISSION TYPE: NDA 22-283 / Class 2 Resubmission 
  

ACTIVE INGREDIENTS: Omeprazole 20 mg and Sodium bicarbonate 1680 mg 
  
DOSAGE FORMS: Powder for Oral Suspension 
  
SPONSOR: Schering-Plough Healthcare Products 

Williams Cochran, Senior Manager, Regulatory Affairs 
56 Livingston Ave. 
Roseland, NJ  07068 

  
REVIEWER: Ruth E. Scroggs, Pharm.D., DNRD, ODE IV 
  
TEAM LEADER: Colleen Kane Rogers, Ph.D., DNRD, ODE IV 
  
PROJECT MANAGER:   Mary R. Vienna, R.N., M.H.A., DNCE, ODE IV 

 

 
 
 

I. BACKGROUND 
 
NDA 22-283 for Zegerid OTC™ Powder for Oral Solution is a 505(b)(2) application 
submitted January 13, 2010 as a complete response to our January 16, 2009 complete 
response (CR) letter communicating several issues including a list of nine labeling 
comments.  A proton pump inhibitor, it is indicated for the treatment of frequent heartburn 
(occurring more than two times per week).  A related application for Zegerid OTC capsules, 
NDA 22-281, was approved December 1, 2009 for the same indication.  The reference-listed 
product for the basis of the 505(b)(2) submission is Prilosec OTC, NDA 21-229.  The 
prescription Zegerid 20 mg Powder for Oral Suspension is NDA 21-636.  Both the OTC 
powder and OTC capsules are approved for the heartburn indication.  Other indications are 
prescription only. 
 
Unique to this product (capsules and powder) is the presence of sodium bicarbonate to help 
with absorption of the omeprazole active ingredient.  Sodium bicarbonate protects the 
omeprazole long enough to allow absorption, therefore, it is not an antacid in this 
preparation.  
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This submission provides for a proposed 14- and 2-count carton to hold 14 and 2 individual 
packets, respectively.  A single package insert was submitted to cover both count sizes.  
Labeling submitted this cycle includes the following: 

 

Submitted Labeling Representative of Following SKUs 

SKU:  14-count  

• Carton 

• Immediate container (1-dose packet) 

[SKU]    
 
 
Immediate container (1-dose packet) 
proposed for use with the 14-and 2-
count package sizes. 

 

SKU:  2-count 

• Carton 

 
none 

This review addresses labeling submitted January 13, 2010.  The proposed labeling is 
compared to labeling submitted first cycle and the subject of the IDS review of  
December 4, 2008. Other related labeling used for reference are the recently approved 
Zegerid OTC capsules 2-count sample (NDA 22-281 approved April 15, 2010), Zegerid OTC 
capsules (NDA 22-281 approved December 1, 2009) and Prilosec OTC labeling  
(NDA 21-229/S-013 approved September 9, 2009).  

 
II. REVIEWER'S COMMENTS 

Reviewer comments (bolded, italic) state whether the labeling issue is acceptable or 
unacceptable and which CR letter labeling comment (FDA labeling comment) it addresses as 
applicable. 
   

A. Powder for Oral Suspension, 14-count 
 

i.  Outer Carton Label Outside Drug Facts  
 

a. Principal Display Panel (front) 
 

1. The upper left corner bears a “New” flag. 
Comment:  This is acceptable, however should be removed after six 
months of marketing. 

 
2. In the top, located above the proprietary name, the approved indication 

statement, “Treats Frequent Heartburn replaces the statement  
 because other indications will still be 

prescription only.    
Comment:  These revisions are acceptable and address FDA labeling 
comment #3.  

 
3. The proprietary name Zegerid OTC™ displays the “OTC™” below the 

“rid” in Zegerid to be consistent with other products in the category.   

(b) (4)

(b) (4)
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Comment:  This is unacceptable as a net quantity statement (see 21 CFR 
201.62).  The net quantity statement must be expressed as weight in terms of 
avoirdupois pound and ounce and may be expressed as a combination of 
numerical count and weight.  The net quantity statement should be added 
below “14 POWDER PACKETS” on the PDP.  For example “14 POWDER 
PACKETS  EACH PACKET NET WT x.x OZ”.   

 
b. Flaps 

 
1. On the top panel right flap, the space for the lot number and expiration 

location is indicated, adjacent to a barcode. 
Comment:  This is acceptable and addresses FDA labeling 
 comment #9. 

 
2. On the middle panel and back panel right side flaps, bar code symbols 

appear.  The remaining flaps carry no text or code. 
Comment:  These are all acceptable. 

 
c. Top Panel (appears reduced in size below) 

The indication statement, proprietary name, image, and number of 
powder packets statement are identical to the PDP.   
Comment: This is acceptable. 

 
 

 
 
  
 
 
 
  
 
 
 

    
ii. Outer Carton Drug Facts Label  
 

a. Active ingredient/Purpose 
The purpose statement  is revised to “Allows Absorption 
of this Omeprazole Product”. 
Comment:  Although the statement is acceptable, the formatting is 
unacceptable and should be revised so that only the first word in the 
statement is upper case to read as: “Allows absorption of this omeprazole 
product” to be consistent with the approved Zegerid OTC capsules.  This 
response addresses FDA labeling comment #1. 

 
 
 

(b) (4)

(b) (4)
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b. Warnings 
 

1. Under the drug-drug interactions subheading “Ask a doctor or pharmacist 
before use if you are,” the first bullet reads: (bullet) warfarin (blood-
thinning medicine).   
Comment:  This statement is unacceptable as is because it needs to be 
updated to include clopidogrel as part of a class labeling change.  The first 
bullet should be revised to read: 
 

“(bullet)  warfarin or clopidogrel (blood-thinning medicines)” 
 
As a class, all proton pump inhibitors may decrease the efficacy of 
clopidogrel when used concomitantly.  We combined the two warnings 
because consumers are more likely to consider clopidogrel and warfarin 
as blood thinning medicines.  It is important to inform consumers to ask a 
doctor or pharmacist before use if taking clopidogrel and omeprazole 
together.  The warning is based on data showing that omeprazole reduces 
the anti-blood clotting effect of clopidogrel bisulfate when the two drugs 
are taken together as was discussed in recent FDA advisories. 

   
2. Under the drug-drug interactions subheading “Ask a doctor or pharmacist 

before use if you are,” The sixth bullet is updated to read: “(bullet)  
prescription antiretrovirals (medicines for HIV infection)” because  

 antiretroviral medications as a class are known to 
interact with omeprazole. 
Comment: This is acceptable.  This proton pump inhibitor (PPI) class 
labeling revision is consistent with the revision made to the Prilosec OTC 
label in S-013 and prescription PPIs.  Other antiretroviral medications, 

 are known to interact with omeprazole.   
 

c. Directions 
General.  The Directions section is split between the back panel and the 
bottom of the carton. 
Comment:  We are concerned about such a format.  Important 
information for the consumer’s effective use of this product is placed 
on the bottom of the carton.  This may be confusing to the consumer.  
We recommend that you do two things:  1) Start the “14-day Course 
of Treatment” section at the top of the panel on the bottom of the 
carton so that important directions are not split between sides of the 
carton and 2. increase the size of the arrow at the bottom of the box to 
alert consumers to additional important directions on the bottom of 
the box. 
   

1. Bullet 3.  The word “although” remains and is not consistent with the 
approved Prilosec OTC label. 
Comment:  This is acceptable.   
 

(b) (4)

(b) (4)
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2. Bullet 1.  Under the subheading “14-Day Course of Treatment,” the first 
bullet is revised to read:  (bullet) “product should be taken at least 1 hour 
before eating in the morning” consistent with the approved label directions 
for prescription Zegerid Powder and Zegerid OTC Capsules.  The firm 
agrees that there is a food effect on the product’s omeprazole absorption, 
therefore, the consumer’s administration should be well-separated from 
meal consumption. The firm further justifies that a time interval of one 
hour is fully satisfactory for this purpose, but a longer time is equally 
suitable. 
Comment:  We agree with the firm’s rationale.  This revision is 
acceptable and addresses FDA labeling comment #5. 

 
d. Other Sections/Issues 

 
1. Use.  The second bulleted statement is revised by inserting a period after 

“heartburn: and capitalizing the “t” in the “this drug may take 1 to 4 days 
for full effect” It now reads as appears below. 

 
Comment:  This revision is acceptable and addresses FDA labeling 
comment #4. 

 
2. Other information. Bullet 4.  The stated storage conditions are consistent 

with the Quality review dated December 3, 2008. 
Comment:  This is acceptable. 

 
3. “Questions or Comments?”  This section is revised as shown below 

adding the times when staff are available to answer phone calls next to the 
toll-free number. 

 

 
Comment: This is acceptable and addresses FDA labeling comment #6. 

 
4.  Drug Facts format.   

Comment: The label meets format specifications set forth 
21 CFR 201.66.  This is acceptable. 

 
 
 

(b) (4)

(b) (4)
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iii.  Immediate Container Label (1 dose packet) for 2-count sample and 14-count 
cartons 

General:  One packet is proposed to serve as a unit-dose in the 2-count sample 
and the 14-count carton. 
Comment:  This is acceptable.   
 
a.  PDP, outside of Drug Facts 

 

 
1. Upper left corner.  The new flag is removed. 

Comment:  This is acceptable. 
 

2. A tamper evident statement is added at the top. 
Comment:  This is acceptable. 
 

3. The indication statement “Treats Frequent Heartburn” replaces the original prescription 
strength statement. 
Comment:  This is acceptable.  See A.i.a.2 for more detail. 

 
4. The NDC number is deleted from the upper right corner, but appears on the carton. 

Comment:  This is acceptable. 
 

5. Upper right corner.  The opening instructions are revised by adding the text “FOLD AT 
LINE TEAR AT ” to the upper right corner.  Similarly worded, but not identical text 
and scissors image are deleted from the right side and upper right corner respectively.   
Comment:  This is acceptable. 

 
6. Proprietary name “Zegerid OTC” 

Comment:  This is acceptable.  See A.i.a.3 for more detail. 
 

(b) (4)

(b) (4)
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B. Powder for Oral Suspension, 2-count sample 
 

i.  Outer Carton Label Outside Drug Facts 
 
a. PDP:   
1.  The lower right corner states    
Comment:  This statement is unacceptable and should be replaced by the statement 
“Follow Samples with a 14-Day Course of Treatment”.  This is consistent with the 
approved Zegerid Capsules and Prilosec OTC samples. 
 
2.  The net quantity is missing. 
Comment:  This is unacceptable and should be added.  See A.i.a.6. 
 
b.  Top Panel:  
A sample statement is added to the upper left corner. 
Comment:  This is acceptable. 

 
ii.  Outer Carton Drug Facts Label 
Drug Facts is added to the sample carton. 
Comment:  This is acceptable and addresses FDA labeling comment # 7 stating that 
a Drug Facts panel on the 2-ct sample carton label as required by Section 502(c) of 
the Food, Drug and Cosmetic Act. 

 
a. Warnings 
1.  The allergy alert ends with a period. 
Comment:  This is unacceptable.  Under the subheading “Allergy Alert,”  delete 
the period from the statement to read: “Do no use if you are allergic to 
omeprazole”. 
 
2.  The warfarin drug-drug interaction warning is not updated to be consistent 
with omeprazole class labeling for clopidogrel. 
Comment:  This is unacceptable.  See  II.A.ii.b.1 
 
3.  The antiretroviral drug-drug interaction warning is updated to be consistent 
with omeprazole class labeling. 
Comment:  This is acceptable. 
 

  b. Other Sections/Issues 
The carton’s left flap contains a Drug Facts panel, however it is missing the Drug 
Facts (continued) statement. 
Comment:  This is not acceptable and needs to be revised to add the statement 
“Drug Facts (continued)” (see 21 CFR 201.66(c)(1)). 
  

iii.  Immediate Container Label (1 dose packet) for 2-count sample 
 See review at A.iii. 
 
iv.  Package Insert (PI) 

  See review at A.iv. 

(b) (4)
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III. RECOMMENDATIONS   
 

We currently recommend a Complete Response action pending the resolution of the following 
labeling deficiencies: 

 
1. 2-count and 14-count carton:  Add an appropriate net quantity statement to the 

PDP under “14 powder packets”.  The net quantity must be expressed as weight in 
terms of avoirdupois pound and ounce (see 21 CFR 201.62).   

 
2. 2-count carton:  Replace  on the PDP with 

“Follow Sample with a 14-Day Course of Treatment”. 
 

3. 2-count and 14-count carton: Under Purpose in Drug Facts, change the first letter 
of each major word in the sodium bicarbonate purpose statement to lower case 
except for the first word in the phrase to read as:   “Allows absorption of this 
omeprazole product”.   

 
4. 2-count carton: Under Warnings in Drug Facts, delete the period at the end of the 

Allergy Alert statement. 
 

5. 2-count and 14-count carton:  Under Drug Facts, under the drug-drug interactions 
subheading “Ask a doctor or pharmacist before use if you are,” revise the first 
bullet to read: “(bullet)  warfarin or clopidogrel (blood-thinning medicines)” to be 
consistent with omeprazole class labeling. 

 
6. 14-count carton:  Revise the Directions section so that the information under “14-

Day Course of Treatment” is contained on the same panel and is not split between 
panels.  In addition, make the arrow directing users to the Drug Facts panel on the 
bottom of the carton more prominent.   

 
7. 2-count carton:  Add the heading “Drug Facts (continued)” before the Questions 

or Comments section on the side panel to be in compliance with 21 CFR 
201.66(c)(1). 

 
8. Immediate container (powder packet):  We recommend that the net quantity 

statement be revised to be consistent with the net quantity statement on the PDP. 

 

(b) (4)

(b) (4)
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Issue a communication to the sponsor that includes these deficiencies in order to initiate labeling 
negotiations. 
 
 

IV. SUBMITTED LABELING 
 
The labels on the remaining pages of this labeling review were submitted and evaluated in this 
labeling review: 
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EXECUTIVE SUMMARY 
We evaluated the proposed container labels, carton labeling, Drug Facts labeling,  

 from a medication error perspective and noted areas with needed improvement. 
The presentation of the information in the Drug Facts on the proposed carton labeling can be 
improved to help minimize the risk of administering the drug incorrectly. As presented now, the 
drug facts are located on the back panel and the bottom panel. Product information is typically 
not located on the bottom and thus, may be overlooked by the patient.  

1 INTRODUCTION 
This review was written in response to a request from the Division of Clinical Nonprescription 
Evaluation to evaluate the revised container label, carton and drug facts labeling for Zegerid OTC 
(Omeprazole and Sodium Bicarbonate) powder for suspension.       

1.1 REGULATORY HISTORY 
On March 10th, 2008 the Applicant submitted a 505(b)(2) application for Zegerid OTC that 
provides for capsules of omeprazole 20 mg and sodium bicarbonate 1100 mg. Nine days later on 
March 19th, 2008 the Applicant submitted a second 505(b)(2) application for Zegerid OTC that 
provides for powder for oral suspension of omeprazole 20 mg and sodium bicarbonate 1680 mg. 
The reference listed drug is Prilosec OTC (NDA 021229). Zegerid OTC capsules we approved on 
December 1, 2000, under NDA 022281. However Zegerid OTC powder for oral suspension was 
not approved during the first review cycle and received a complete response on January 16, 2009. 
The Applicant responded to the complete submission on January 14, 2010. 

1.2 PRODUCT INFORMATION 
Zegerid OTC (Omeprazole and Sodium Bicarbonate) powder for oral suspension is a product line 
extension of Zegerid OTC capsules. Zegerid OTC powder for oral suspension is identical to 
Zegerid OTC capsules in regards to all product characteristics except dosage form (powder for 
oral suspension vs. capsules) and amount of sodium bicarbonate contained in each dose (1680 mg 
vs. 1100 mg). Although the two products contain a different amount of sodium bicarbonate, the 
sodium bicarbonate does not provide a therapeutic action for the indication of treatment of 
frequent heartburn. Sodium Bicarbonate is an active ingredient that allows for absorption of the 
omeprazole which is the active ingredient responsible for the therapeutic action. Since the sodium 
bicarbonate does not provide a therapeutic action, the capsules and powder for suspension are 
therapeutically equivalent. 

2 METHODS AND MATERIALS 

2.1 ADVERSE EVENT REPORTING SYSTEM (AERS) DATABASE 
Since, Zegerid OTC is currently marketed, DMEPA conducted a search of the Adverse Event 
Reporting System (AERS) on April 5, 2010, using active ingredients “Sodium Bi%” and 
“Omeprazo%”, trade name “Zeg%” and verbatim substance names “Zeg%”, “omep%”, and  
“Sodium Bi%” along with the MedDRA reaction terms “Medication Errors” (HLGT), “Product 
Quality Issue” (PT) and “Product Label Issue” (HLT). Additionally, since an AERS search was 
conducted in OSE Review #2008-610 (Zegerid OTC Proprietary name review), on  
April 28, 2008, DMEPA limited our search from April 28, 2008, to the present.   

(b) (4)
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The reports were manually reviewed to determine if a medication error occurred.  Duplicate 
reports were grouped together into cases. If an error occurred, the staff 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 cases that did describe a medication 
error were categorized by type of error.  We reviewed the cases within each category to identify 
factors that contributed to the medication errors. 

The search strategy described above did not identify any cases of medication errors reports 
involving Zegerid OTC. However, since medication errors are known to be under reported a lack 
of reports can not guarantee that errors are not occurring, only that the errors are not being 
reported to the FDA. 

2.2 LABELS AND LABELING 
The Applicant submitted container labels (see Appendix A), carton labeling (see Appendix B), 
and package insert labeling (see Appendix C) on January 14, 2010. DMEPA used Failure Mode 
and Effects Analysis (FMEA) 1 in our evaluation of the labels, labeling, and packaging 
configuration. DMEPA reviewed the approved labeling for Zegerid OTC capsules to ensure the 
labels and labeling are consistent for both products (see Appendix D).   

3 CONCLUSIONS AND RECOMMENDATIONS 
Our evaluation of the labels and labeling noted that the placement of the Drug Facts on the carton 
labeling should be revised to help minimize the risk of patients overlooking important 
information that will appear on the bottom panel. We also noted that the proprietary name 
modifier “OTC” lacks prominence in comparison to Zegerid. We provide our recommendations 
for the presentation of the proprietary name in Section 3.1 Comments to the Division and for the 
carton labeling in Section 3.2,  Comments to the Applicant. We request the recommendations in 
Section 3.2 be communicated to the Applicant prior to approval.  

We would be willing to meet with the Division for further discussion, if needed.  Please copy the 
Division of Medication Error Prevention and Analysis on any communication to the Applicant 
with regard to this review.  If you have questions or need clarifications, please contact  
Catherin Carr, OSE Regulatory Project manager, at 301-796-2311.   

3.1 COMMENTS TO THE DIVISION 
The modifier “OTC” on the primary display panels is smaller and less prominent than the rest of 
the tradename “Zegerid”. DMEPA recommends revising the presentation of the tradename 
“Zegerid OTC” to be presented in uniform font size, type style, and color type. Additionally, 
DMEPA recommends that the entire tradename appear on the same plane on the primary display 
panel. 

DMEPA is aware that the Zegerid OTC capsules are approved with the same presentation of the 
proprietary name. We would request this change be made for both products. However, since it’s 
currently on the market we will defer to the Division on whether or not the prominence of the 
proprietary name be revised for this product.  

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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3.2 COMMENTS TO THE APPLICANT  
The presentation of the Drug Facts panel on the proposed carton labeling can be improved to help 
minimize the risk of administering the drug incorrectly. As presented now, the Drug Facts panel 
is located on the back panel and the bottom panel of the carton labeling. Product information is 
typically not located on the bottom panel and thus, may be overlooked by the patients and 
healthcare provides or my be distorted during storage because of friction caused between the shelf 
or storage unit and the bottom panel of the carton. Additionally, we note your carton labeling for 
the Zegerid OTC Capsules does not contain Drug Facts on the bottom Panel.  

Since the information on the bottom panel is vital for consumers to administer the product 
correctly and there is other important information such as the contact number located in this 
section of Drug Facts, we recommend revising the presentation of the Drug Facts panel to ensure 
they do not appear on the bottom panel. If space allows, relocate the bar code, lot number and 
expiration date to the bottom panel and place the Drug Facts information on the back and side 
panels. However, if the space is insufficient to accomplish this we suggest the following 
alternatives: 

1. Revise the physical carton to have an additional cardboard flap that would attach to the bottom 
panel and fold up to the back panel where the Drug Facts are located. This would allow for the 
flab to be folded downward and remain attached to the bottom panel effectively elongating the 
back panel so that the Drug Facts could be shown on a continuous panel. This cardboard panel is 
different from a “peel back” label seen on OTC products. Traditional peel back labels have 
several pieces of thin paper attached to each other and fold out to reveal information. However 
these peel back labels contain vital information and can be easily torn off and removed from the 
carton or container. Additionally, patients and healthcare practitioners may be unaware of the 
need to peel back the label to reveal the complete Drug Facts label2 

2. If the addition of a cardboard flap is not feasible, utilize traditional peel back labels to include 
Drug Facts. However, ensure that the symbol to peel back the labels and the instructions on how 
to peel back the labels are prominently displayed. 

 

    

 

 

 

           

   

                                                      
2 Institute for Safe Medication Practices. Medication Safety Alert. Unrecognized peel-back labels on OTC 
drugs; January 14, 2010.   
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INFORMATION PROVIDED VIA RELIANCE  
(LISTED DRUG OR LITERATURE) 

 
3. 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) 

NDA 21-229, Prilosec OTC™ 20 mg 
tablets 

Pharmacokinetic data 

  

  

 
 

4. 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) 
 
Pharmacokinetic studies to bridge proposed Zegerid powder to Prilosec OTC 
(referenced drug) 

 
 
 

RELIANCE ON PUBLISHED LITERATURE 
 

5. (a) Does the application rely on published literature 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 #6. 
 

(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 #6 

If “YES”, list the listed drug(s) identified by name and answer question #5(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 #6-10 accordingly. 
 
6. 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 #11. 

 
7. 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 OTC™ (omeprazole magnesium) 20 
mg delayed release tablets 

21-229 Y 

   

 
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. 
 

8. If this is a supplement, does the supplement rely upon the same listed drug(s) as the 
original (b)(2) application? 

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

 
9. 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 

If “YES”, please list which drug(s). 
Name of drug(s) described in a monograph:       

 

                                                                                                                   YES        NO 
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d. Discontinued from marketing? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s) and answer question d.1.   
If “NO”, proceed to question #10. 

Name of drug(s) discontinued from marketing:       
 

1. 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.) 
 
 

10. 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”). 

 
The change from the listed drug: the application seeks the approval of omeprazole 
and sodium bicarbonate, rather than omeprazole magnesium; and provides for a 
change in dosage form from tablet to powder. 

 
 
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. 
 

11. (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. 

                                                                                                                   YES        NO 
 

 If “NO,” to (a) proceed to question #12. 
  

(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 
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                                                                                                                   YES         NO 
          
(c) Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                         YES         NO 

If “YES” and there are no additional pharmaceutical equivalents listed, proceed to question 
#13. 
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 that there are approved generics listed in 
the Orange Book. Please contact the (b)(2) review staff in the Immediate Office, Office of New 
Drugs. 
 
Pharmaceutical equivalent(s): NDA 21-636 Zegerid (Omeprazole; sodium bicarbonate) 20 mg 
powder for suspension.  
 
 

12. (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 #13.   

 
(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 
#13. 
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 that there are approved generics listed in 
the Orange Book. Contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 

 
Pharmaceutical alternative(s): NDA 21-849 Zegerid (Omeprazole; sodium bicarbonate) 20 mg 
and 40 mg  capsule; NDA 21-636 Zegerid (Omeprazole; sodium bicarbonate) 40mg powder for 
suspension.  
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PATENT CERTIFICATION/STATEMENTS 
 
13. List the patent numbers of all 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):  4786505, 4853230, 5690960, 5753265, 5817338, 
5900424, 6403616, and 6428810 

 
 

14. Did the applicant address (with an appropriate certification or statement) all of the patents 
listed in the Orange Book for the listed drug(s)? 

                                                                                                                     YES       NO 
 

If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 
 
Listed drug/Patent number(s):        
 
 

15. 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 solely based on 

published literature that does not cite a specific innovator product or for an “old 
antibiotic” (see question 1.)) 

 
     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):        
 
     21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 

infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification)   

   
Patent number(s):  4786505, 4853230, 5690960, 5753265, 5817338, 5900424, 
6403616, and 6428810 
 
If the application has been filed, did the applicant submit a signed certification 
stating that the NDA holder and patent owner(s) were notified the NDA was filed 
[21 CFR 314.52(b)]? 
                                                                                       YES        NO 
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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 

 
Date Received:  June 10, 2008 
 
Has the applicant been sued for patent infringement (within 45-days of receipt of 
the notification listed above)? Note: you may need to call the applicant to verify 
this information. 
                                                                                       YES        NO 

 
 

     21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
patent owner (must also submit certification under 21 CFR 314.50(i)(1)(i)(A)(4) 
above). 

   
  Patent number(s):        

If the application has been filed, did the applicant submit a signed certification 
stating that the NDA holder and patent owner(s) were notified the NDA was filed 
[21 CFR 314.52(b)]? 
                                                                                       YES        NO 

 
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 

 
Date Received: 
 
Has the applicant been sued for patent infringement (within 45-days of receipt of 
the notification listed above)? Note: you may need to call the applicant to verify 
this information. 
                                                                                       YES        NO 

 
 
     Written statement from patent owner that it consents to an immediate effective 

date of approval (applicant must also submit paragraph IV certification under 21 
CFR 314.50(i)(1)(i)(A)(4) above). 

   
Patent number(s):        

 
     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) 
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 Patent number(s):        
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SUBMISSION DATE: April 24, 2008 RECEIVED DATE: April 28, 2008 
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NDA/SUBMISSION TYPE: NDA 22-283/N-000 (BL) 
SPONSOR: Schering-Plough HealthCare Products, Inc. 

William Cochrane 
Sr. Manager, Regulatory Affairs 
(908)473-1858 

DRUG PRODUCT(S): Zegerid OTC Powder for Oral Suspension 
ACTIVE INGREDIENT 
(PHARMACOLOGICAL CATEGORY): 

omeprazole (acid reducer) 
sodium bicarbonate (assists in the absorption 
of omeprazole) 

LABELING SUBMITTED:  14-ct carton label 
  

2-ct sample carton label 
 

1-dose powder packet label (used for 14-ct 
and 2-ct packages) 

REVIEWER: Reynold Tan 
TEAM LEADER: Marina Chang 
PROJECT MANAGER: Mary Vienna 
 
Background:   
 This addendum applies to label comments and recommendations made in a December 2, 
2008 “labeling day” meeting.  This addendum adds three additional recommendations for label 
revision and retracts a recommendation regarding the “sodium-restricted diet” warning. 
 
 
Reviewer’s Comments:   
1.  Sodium Bicarbonate:  Purpose 
 A 11/25/08 label review stated that the purpose statement for sodium bicarbonate (e.g., 
“Assists in the absorption of omeprazole”) would be further discussed at a “labeling day.”  
During the 12/2/08 labeling day, suggestions for alternatives included “Permits absorption of this 
omeprazole product” and “Prevents breakdown of this omeprazole product.”  These statements 
were preferred because either of these statements specifies that the function of sodium 
bicarbonate in Zegerid is specific to that product, not omeprazole-containing drugs in general.  
The word “Permits” was preferred over “Assists” because the latter word is associated with the 

Addendum 
To OTC Drug Labeling Review for 

Zegerid OTC Powder for Oral Suspension

(b) (4)

(b) (4)
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function of an excipient, which does not accurately describe sodium bicarbonate’s function in 
Zegerid OTC.  We decided to recommend that the sponsor develop an improved statement of 
purpose for sodium bicarbonate, while offering the two alternative statements as suggestions.  
 
2.  Sodium-restricted Diet Warning 
 The 11/25/08 label review recommended changing the “Ask a doctor before use if you 
have a sodium-restricted diet” warning to a “Do not use if you have a sodium-restricted diet” 
warning.  Regulations in 21 CFR 201.64(c) require that OTC drugs containing greater than 140 
milligrams of sodium be labeled “Ask a doctor before use if you have a sodium-restricted diet.”  
Therefore, this addendum is retracting the recommendation made in the 11/25/08 label review 
because it does not comply with regulations.  The sponsor’s proposed sodium-restricted warning 
is acceptable. 
 
3.  Contraindication for Asian subpopulation 
 The addition of an “Ask a doctor or pharmacist before use if you are of Asian descent” 
warning was discussed during the 12/2/08 labeling day.  The current prescription label states that 
“an increase in AUC of approximately four-fold was noted in Asian subjects compared to 
Caucasians.”  The clinical reviewer suggested that this statement be addressed in a warning 
statement added to the “Drug Facts” label.  The warning was considered problematic because 
consumer interpretation of “Asian descent” would be questionable and variable.  Also, the 
warning does not clarify what a doctor or pharmacist should do if asked about the warning.  The 
sponsor will need to provide data to address a safety concern with use in the Asian subpopulation 
and/or propose labeling to reflect this warning. 
 
4.  Directions to take Zegerid OTC 1-hour before eating in the morning 
 At the 12/2/08 labeling day, the clinical pharmacology reviewer recommended revising 
the direction  to read “product should be 
taken in the morning 1-hour before eating.”  The revision reflects bioequivalence fed-study 
results, which show that the Cmax and AUC of plasma omeprazole are significantly decreased 
when prescription Zegerid IR 40 mg capsules are taken 1-hour post-meal compared to being 
taken 1-hour pre-meal.  Revised labeling must incorporate this revised warning. 
 
 
Reviewer’s Recommendations:   
In addition to the labeling recommendations in the 11/25/08 label review, the following revisions 
will need to be added to the action letter: 
 
1.  Sodium Bicarbonate:  Purpose 
 The agency will not accept the proposed term  as the purpose statement 
for sodium bicarbonate.  The purpose statement should be sufficiently descriptive to enable the 
average consumer to understand the unique function of sodium bicarbonate in Zegerid OTC 
(e.g., “Permits absorption of this omeprazole product” or “Prevents breakdown of this 
omeprazole product”).   
 
2.  Contraindication for Asian subpopulation 

(b) (4)

(b) (4)
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 Provide data to address a safety concern with use in the Asian subpopulation and/or 
propose labeling to address this safety concern.  The current prescription label states that “an 
increase in AUC of approximately four-fold was noted in Asian subjects compared to 
Caucasians.”  
 
3.  Directions to take Zegerid OTC 1-hour before eating in the morning 
 Revise the direction  to read 
“product should be taken in the morning 1-hour before eating.”  The revision reflects 
bioequivalence fed-study results, which show that Cmax and AUC of plasma omeprazole are 
significantly decreased when prescription Zegerid IR 40mg capsules are taken 1-hour post-meal 
compared to being taken 1-hour pre-meal. 
 
Note to Project Manager:  Please do not send the sponsor the prototype Drug Facts label in the 
11/25/08 label review.  We do not want the sponsor to consider some of the language in the 
prototype Drug Facts (i.e., the sodium bicarbonate purpose statement, the contraindication 
warning for Asians) as required label statements.  The sponsor should consider these statements 
as suggestions for revision. 
 
 

5 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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SUBMISSION DATE: April 24, 2008 RECEIVED DATE: April 28, 2008 
REVIEW DATE: November 24, 2008 
NDA/SUBMISSION TYPE: NDA 22-283/N-000 (BL) 
SPONSOR: Schering-Plough HealthCare Products, Inc. 

William Cochrane 
Sr. Manager, Regulatory Affairs 
(908)473-1858 

DRUG PRODUCT(S): Zegerid OTC Powder for Oral Suspension 
ACTIVE INGREDIENT 
(PHARMACOLOGICAL CATEGORY): 

omeprazole (acid reducer) 
sodium bicarbonate (assists in the absorption 
of omeprazole) 

LABELING SUBMITTED:  14-ct carton label 
  

2-ct sample carton label 
 

1-dose powder packet label (used for 14-ct 
and 2-ct packages) 

REVIEWER: Reynold Tan 
TEAM LEADER: Marina Chang 
PROJECT MANAGER: Mary Vienna 
 
Background:   
 The sponsor submitted draft labels as part of its prescription-to-OTC switch NDA 
application for Zegerid OTC Powder for Oral Suspension.  These proposed draft labels are 
similar to the approved “Drug Facts” labels for Prilosec OTC delayed release tablets (NDA 21-
229, approved June 20, 2003).  Prilosec OTC contains 20 mg of omeprazole, but protection of 
omeprazole from stomach acid degradation is accomplished with a tablet coating, whereas 
Zegerid OTC contains sodium bicarbonate to protect omeprazole from stomach acid degradation. 
 The prescription Zegerid powder for oral suspension product (NDA 21-636) was 
approved on June 15, 2004.  The approved prescription product contains either 20 mg or 40 mg 
omeprazole and 1680 mg of sodium bicarbonate.  

OTC Drug Labeling Review for 
Zegerid OTC Powder for Oral Suspension 

(b) (4)

(b) (4)



Reviewer’s Comments:   
I.  General Comments for All Labels and Package Inserts 
1.  The appearance of the tradename “Zegerid OTCTM” often shows “OTCTM” appearing below 
“Zegerid.”  The full tradename “Zegerid OTCTM” should appear on the same line, rather than 
having “OTCTM” appear below “Zegerid.” 
 
2.  The purpose/pharmaceutical category of sodium bicarbonate is listed as  on 
principal display panels and in the “Active Ingredients” sections of “Drug Facts.”  This reviewer 
is recommending the purpose/pharmaceutical category be changed from  to 
something such as “to assist in the absorption of omeprazole,” as recommended in an IND Letter 
to the sponsor dated April 20, 2007.  The final decision as to how to label the 
purpose/pharmaceutical category of sodium bicarbonate needs to be discussed in a “labeling 
day” to obtain consensus from team members and management. 
 
II.  Carton Labels 
A.  Principal Display Panels 
1.  The “NEW” banner must be removed within six months after introduction into the 
marketplace.  
 
2.  The term  must be removed because this dosage 
strength will still be available as a prescription product for non-OTC indications. 
 
B.  “Drug Facts” Labels 
1.  Under “Use,” revise the second bulleted statement by inserting a period after “heartburn” and 
capitalizing the “t” in “this drug…”, because the statement “this drug may take 1 to 4 days for 
full effect” is a complete sentence.    
 
2.  Under “Ask a doctor before use if you have,” the last bulleted statement reads, “a sodium-
restricted diet.”  Move the “a sodium-restricted diet” statement from the “Ask a doctor before use 
if you have” section to the “Do not use if you have” section.   
 
Comment:  Consumers on a sodium-restricted diet should not use this product because of the 
high sodium content. 
 
3.  Under “Ask a doctor or pharmacist before use if you are,” add the bulleted statement “of 
Asian descent” and, under the bulleted list of contraindicated drugs, add “clarythromycin 
(antibiotic).”  
 
Comment:  The clinical safety review for this product recommends adding these statements to 
the “Ask a doctor or pharmacist before use” section because the prescription label for this 
product states that AUC can be four times greater for Asians and that use with clarythromycin is 
contraindicated.  However, the warning for the Asian population will require further discussion 
in a “labeling day” to determine how to craft a warning in a manner that will enable doctors and 
pharmacists to respond appropriately if asked about the warning.   
 

(b) (4)

(b) (4)

(b) (4)
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to simply “empty packet contents into a small cup of WATER.”  However, language to best 
convey directions for taking this product will be further discussed. 
 
V.  Note to Project Manager:   
A.  Inform the sponsor further revisions of the labels may be required after all reviews have been 
completed. 
B.  Do not provide preliminary review to the sponsor before “labeling day” discussions. 
C.  Please provide the attached prototype “Drug Facts” label for the sponsor to use as a guide for 
their preliminary revisions.  Further revisions may be necessary pending completion of the NDA 
review. 
 
Attachment:  “Drug Facts” label - prototype 
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        SOCIAL SCIENCE REVIEW       

Food and Drugs Administration 
Center for Drug Evaluation and Research 

Office of Nonprescription Products 
 

NDA: 22-281 and 22-283 
Type of Submission: New NDA 
 
Product/Ingredient Name:  
Zegerid (omeprazole/sodium bicarbonate) OTC™ capsule (NDA 22-281)  
Zegerid (omeprazole/sodium bicarbonate) OTC™ powder (NDA 22-283)  
 
Dosage Form Route of Administration: oral  
Sponsor: Schering-Plough Healthcare Products 
Date Submitted: March 10, 2008 
Date Received: April 25, 2008 
Date Review Completed: September , 2008 
Reviewer: Laura Shay, RN, MS, C-ANP, Social Science Analyst 
 
Introduction 
This document is a review of the Zegerid OTC™ Use & Directions study # 234 conducted in support 
of NDA 22-281 and 22-283, and the review of Zegerid OTC™ Use Directions Targeted Label Study 
#237 conducted in support of NDA 22-283. 
 
Background 
Zegerid (omeprazole/sodium bicarbonate) is a proton-pump inhibitor.  Prescription Zegerid® 20 mg 
powder for oral suspension was approved in June 2004 (NDA 21-636).  Zegerid ® 20 mg and 40 mg 
capsules were approved in February, 2006 (NDA 21-849).  Discussions with the Agency on an Rx-to 
OTC switch began in September, 2005 with Santarus, Inc.  In 2006, Schering-Plough HealthCare 
Products (SPHCP) entered into an agreement with Santarus to develop Zegerid products for OTC 
use.    
 
SPHCP first met with FDA on February 7, 2007 to discuss their development plan for 
nonprescription Zegerid® (omeprazole 20 mg and sodium bicarbonate 1680 mg).  SPCHP was told 
that they would need to provide a pharmacokinetic (PK) study that compares the bioavailability of 
their product to Prilosec OTC® and if the PK parameters fall outside the bioequivalence criteria, 
they would need to provide additional data to support safety and efficacy of Zegerid.  In addition, 
SPHCP was told that because the action of the sodium bicarbonate contained in Zegerid® is only to 
enhance the absorption of the omeprazole and not to reduce acid they may need to demonstrate that 
consumers understand that the function of the sodium bicarbonate is not to provide heartburn relief.    
 
On July 18, 2007, the Agency sent SPHCP an Advice Letter which conveyed the following: 

o If SPHCP is successful in bridging their product to Prilosec OTC through PK data, the data 
will not support a claim in labeling or advertising suggesting that your product is better than 
Prilosec OTC.  Labeling implying an immediate effect will not be acceptable. 

o The sodium bicarbonate is an active ingredient and should be listed in the active ingredient 
section of the Drug Facts label.  Because it is not intended to have a direct impact on 
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bicarbonate were deferred until a full review of the study results were completed at the time of the 
NDA submission.  
 
On March 10, 2008, SPHCP submitted NDA 22-281 (Zegerid OTC™ capsule) and NDA 22-283 
(Zegerid OTC™ powder).  Results of two label comprehension studies were included in the 
submission.  The following is a review of the Zegerid OTC™ Use & Directions study # 234 
conducted in support of NDA 22-281 and 22-283, and the review of Zegerid OTC™ Use Directions 
Targeted Label Study #237 conducted in support of NDA 22-283 
 
Reviews 
I.  Study Title:  Zegerid OTC™ Use & Directions study # 234 
 
Purpose:  To evaluate consumer comprehension related to product use and directions based on three 
proposed Principal Display Panels and Drug Facts labels for Zegerid® OTC and an active control 
(Prilosec OTC™). 
 
Study Design: Four group (cell), random assignment-multi center descriptive design.  
 
Objectives: Able to understand the following communication objectives  
 Primary:   

• The purpose of sodium bicarbonate  
 

• Product not to be used if taking a prescription drug unless checking with a 
physician 

• If on low sodium diet, check with a doctor before use 
• Not to be taken for more than once a day 
• Product treats frequent heartburn 
• Product is not for immediate relief 
• It may take one to four days to take effect 
• It is to be taken every day for 14 days 

Secondary:  
• The course of therapy may be repeated every four months 
• Product is to be used only once a day 
• When taking, one pill is to be swallowed accompanied by a glass of water   
• It is not to be chewed  
• It is not to be sprinkled 
• It is not to be used for more than 14 days without checking with a physician 
• It is not to be taken by children under 18 unless a doctor approves 

 
Study Sample: 
Cohort 1 (Representative Cohort):  Adult self-reported sufferers of heartburn-general population 
(both normal literacy and low literacy) 
Cohort 2 :  Low literacy cohort (Rapid Estimate of Adult Literacy in Medicine (REALM) scores of 
60 or below which equals at or below an 8th grade reading level).  
  
Representative population cohorts in each cell were roughly balanced in the following way so not to 
introduce bias: 

• Approximately 50% women; 50% men 
• The same ages, within the ranges of 18 to 34, 35 to 54, and 55 and older 

(b) (4)
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Inclusion Criteria 
• Age 18 years or older 
• Have suffered heartburn at least once in the past 30 days 
• Have corrective lenses available for reading 
• Able to read English 

 
Exclusion Criteria:  

• Have participated in any marketing research regarding health care products within the past 90 
days 

• Have participated in any product label or product booklet studies in the past 12 months 
• Have competitive affiliation which means neither they nor anyone in their household is 

employed by a marketing research company, ad agency/public relations firm, a pharmacy, a 
pharmaceutical company, a manufacturer of medicines or healthcare items, a managed 
care/health insurance company, or as part of healthcare practice (e.g. receptionist at a 
doctor’s office) or by the Food and Drug Administration 

• Not know or refuse to answer how many days suffer from heartburn in a typical week 
• Will unbalance the four cells (be more than needed to match cells) with respect to: 

-frequency of heartburn suffering 
-gender 
-use of antacids past 3-months 
-use of Prilosec OTC, past three months   

 
Reviewer’s Comments   
It is unclear why only individuals who suffer heartburn at least once in the past 30 days were 
eligible for this study.  
 
Study Description: Potential respondents were screened on the mall and those who qualified (see 
inclusion/exclusion criteria) and agreed to participate were taken to a research facility located inside 
the mall. The main qualifying question on the screener listed a variety of health conditions in order 
to mask the indication for the proposed product. Those who reported having heartburn continued to 
be screened, those who did not were terminated from the screening process.  The remaining 
questions were also imbedded in order to mask the product indication.  Each respondent was first 
administered the REALM test to assess their literacy in medicine score. They were then randomly 
assigned to one of four labels:  Three proposed versions of the Zegerid® OTC label  

 and the (4) Prilosc OTC® label.    
Each respondent was given as much time as needed to review the package label (both the principal 
display panel and Drug Facts-see attached).  The respondent could refer to the label at any time 
during the interview. Once the respondent finished reading the label, the computer assisted personal 
interview took place.  All respondents were given a $2.00 “thank you” for their time and willingness 
to co-operate.  
 
Reviewer’s Comments  
The Sponsor submitted the screening script.  The questions and the order of the questions do not 
pose any potential bias.  
 
Data Collection: Data was collected by a trained interviewer using the Computer Assisted Personal 
Interview (CAPI).  All questions were randomly presented except the first question.  Questions were 
open-ended and closed ended.  Third person scenario questions were primarily used.  Of the 16 
questions, three concerning sodium bicarbonate did not apply to Prilosec OTC®.  

(b) (4)
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listing it on the PDP potentially misleads consumers to believe that the sodium bicarbonate also 
treats heartburn by helping to reduce acid.  This is especially true for the descriptor chosen by the 
Sponsor   
 
Recommendations: 
 

1. Results from the label comprehension study only demonstrated the ability of respondents to 
read the verbatim descriptor the Sponsor chose for sodium bicarbonate. If the Sponsor 
wishes to leave sodium bicarbonate on the Principal Display Panel (PDP), they will need to 
conduct a new label comprehension study to assess understanding of the purpose of sodium 
bicarbonate.  Until such time the Sponsor will need to remove sodium bicarbonate and the 
descriptor  from the (PDP).   

2. Under ‘Active ingredient’ in Drug Facts the purpose of sodium bicarbonate should be 
changed from  to “helps omeprazole work.” 

 
 
II. Study Title:  Zegerid OTC™ Use Directions Targeted Label Study #237 
 
Background: 
The protocol for Study #237 is identical to the protocol submitted on December 5, 2007 requesting 
Agency review and comment. Comments and recommendations were sent to SPHCP on February 6, 
2008.  SPHCP chose to conduct the study prior to receiving comment from the Agency and therefore 
the protocol submitted under the NDA is the same protocol that was submitted December 5, 2007 
protocol.  The following is the December 2007 protocol review followed by a review of the study 
results.  
 
Objectives:  To evaluate consumer comprehension of four product use directions for the proposed 
Zegerid™ OTC Powder Packet label: 
 

1. product should be emptied into small cup containing 2 tablespoons of water 
2. product is not to be mixed  with any other liquid 
3. product is not to be mixed with any food 
4. product must be stirred well 
5. mixed product must be drunk immediately  
6. another cup of water must be drunk after drinking mixed product 

 
Study Design:  One group descriptive 
 
Study Sample:  Frequent heartburn sufferers defined as suffering heartburn two or more days in a 
week, who have had at least one episode of heartburn in the past 30 days.  
 Two cohorts: 
Cohort 1: General population of frequent heartburn sufferers (n=400) 
Cohort 2: Low literate frequent heartburn sufferers: REALM score < 60 (n=150) 
 
Reviewer’s Comment 
It is not clear why respondents need to be only individuals who suffer from frequent heartburn.  The 
directions for using the powder form of the product are not something that requires a subpopulation 
of potential users.   
 
 

(b) (4)

(b) (4)

(b) (4)
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Study sites: The study was conducted in 24 geographically dispersed shopping malls. See Table 1: 
 
Table 1: Study Sites 

 
 
Sample Size Determination: 
Precision is defined as the distance from the target response rate at the 95% confidence interval of 
the proportion of respondents giving a correct or acceptable response (minimally acceptable 
response rate).  It was determined that a sample size of 400 general population of frequent heartburn 
sufferers yields +/-5% at the 95% confidence interval.  Testing will determine if the 
correct/acceptable percentage is statistically higher than the same as or lower than the 70% 
performance standard.  A sample of 150 frequent heartburn suffers of low literacy yields +/-8% at 
the 95% confidence interval.  
 
Reviewer’s Comment 
Sample size determination is acceptable using a lower bound of 70%.   
 
Inclusion criteria: 

1. 18 years or older 
2. have suffered heartburn at least once in the past 30 days 
3. typically suffer heartburn two or more days a week 
4. have corrective lenses available if needed for reading 
5. be able to read English 
6. score below ninth grade reading level on the REALM (low literacy cohort) 

 
Exclusion criteria: 

1. have participated in any marketing research regarding healthcare products within the past 90 
days  

2. have participated in any product label or product booklet studies in the past 12 months 
3. have competitive affiliation which means neither they nor anyone in their household will be 

employed by a marketing research company, ad agency/public relations firm, a pharmacy, a 
pharmaceutical company, a manufacturer of medicines or healthcare items, a managed 
care/health insurance company, or as part of a healthcare practice (e.g. receptionist at a 
doctor’s office), or by the Food and Drug Administration 
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Reviewer’s Comment  
It is not clear by the exclusion criteria if healthcare providers such as doctors, nurses or 
pharmacists are excluded.  A pharmacist does not necessarily need to be affiliated with a pharmacy 
or pharmaceutical company.  Likewise a physician, physician assistant, or nurse is not necessarily 
affiliated with a healthcare practice.  
 
Study plan: 
After being administered the REALM test, respondents were given as much time as needed to 
review the package label.  Once the respondent has finished reading the label, and signaled the 
interviewer, the interviewer administered the computer assisted personal interview.  Respondents 
were given $3.00 for their time. 
 
Data Collection: 
Respondents were asked questions relating to each of the communication points to determine what 
percent in each cohort comprehend the point.  The questionnaire used contained open-ended, closed 
ended and scenario based questions.  If respondents gave an incorrect answer to an initial question, 
were asked a follow-up open-ended probe to understand the rationale behind their answer.  The 
questions were presented in random order from respondent to respondent to prevent order bias.    
 
The Sponsor provided the coding quality standards.   
    
Reviewer’s Comments 
The Sponsor provided a copy of the questionnaire. The questionnaire contains six scenario based 
questions with the question “what led you to make that decision?” after each question.  The Sponsor 
states that respondents who gave an incorrect answer to an initial question were asked a follow-up 
open-ended probe to understand the rationale behind their answer. Because closed-ended questions 
(“is it ok or not ok”) allow for a correct response due to chance, it is important that the open-ended 
probing question also be asked to respondents who were correct in order to validate their response 
and eliminate those who guessed the correct answer.   
 
Open-ended questions do not require validation, therefore it is appropriate to only probe 
respondents who answered incorrectly.  Questioning respondents who were incorrect is important in 
order to assess why errors were made and where improvements to the label should be made.  
 
To prevent bias from only focusing on the directions associated with preparing and ingesting the 
powder form of the product, other questions should have been mixed in that are unrelated.  
 
The Sponsor describes that the order of the questions were presented in random order from 
respondent to respondent to prevent order bias.  Because the order in which questions are asked can 
bias a study, it is important to ask the questions in the same order for each respondent.  The order of 
the questions in the questionnaire submitted, pose potential bias.  The first question describes a 
scenario where Julie who has frequent heartburn mixes the product with two tablespoons of water 
and drinks it.  This is the correct way to use the product and therefore potentially teaches the 
respondents the correct way prior to answering the remaining questions.  Therefore Question 1A 
should be asked last.   
 
Question 4 contains wording that may have biased the respondent.   The scenario describes Jen who 
suffers from frequent heartburn. She loves oatmeal, and opens a Zegerid packet into her morning 
oatmeal and mixes it thoroughly.   The fact that someone “loves oatmeal” may appear to be an 
unrealistic reason to use it in place of water.  An example of a less leading scenario would be “Jen 
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is in a hurry, in order to save time she opens a Zegerid packet into her morning oatmeal and mixes it 
thoroughly.”   
 
Question 6 should have been worded differently if it  follow question 5 because it may have set up 
the respondent to answer question 6 incorrectly.  Question 5 describes Julie who has frequent 
heartburn and decides to use the product.  She mixes the product with two tablespoons of water and 
drinks it.  Then the respondent is asked what if anything should she do after she finishes drinking the 
product.   Question 6 asks, “After water is added to the drinking glass and the product is poured into 
the glass of water, what if anything should be done next?” Because the question starts with “After 
water is added to the drinking glass” respondents may have been thinking about the answer to 
question 5 and may not have paid attention to the remainder of the question causing respondents to 
incorrectly respond “drink it.”  
 
Data Analysis: 
Respondent’s answers were coded as either correct or incorrect.  Those who answer incorrectly or 
vaguely were asked follow-up questions and depending on their response, were coded as acceptable 
or incorrect.  
 
Correct is defined as a clear understanding of the point of the question. 
Acceptable answer is defined as one where the initial understanding is incorrect or ambiguous and 
the respondent gives the correct answer when probed.  These include respondents who changed their 
minds upon a moment’s reflection and those who simply clarify.  A respondent was considered to 
have successfully met a particular communication objective if he or she presented a correct or 
acceptable response to the question related to the objective. 
  
An incorrect answer is defined as those where the respondent clearly gives the wrong answer.   
 
Verbatim responses were also provided.   
 
Summary of Study Results 
The primary statistical analysis consisted of point estimates for the proportion of respondents who 
successfully met each communication objective. 
 
Demographics 
The demographics of the study population are shown in Table 12-15. 
 
Table 12: Gender 
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Table 13: Age 

 
 
Table 14: REALM Score Distribution 

 
 
Table 15: Distribution of Low Literacy and Normal Literacy by Cohort 
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Results 
Table 16 and Table 17 show the proportion of correct responses to the questions related to the 
communication objectives in the Representative cohort and the Low Literacy cohort. 
 
Table 16: Percent Correct for Questions Related to Communication Objectives- 
Representative Cohort 

 
 
Table 17: Percent Correct for Questions Related to Communication Objectives- Low Literacy 
Cohort 
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Reviewer’s Comment  
The range of correct answers to questions related to not mixing the product with food or other 
liquids is 81-91%.  Given that the statement on the label is enhanced in all capital letters (DO NOT 
USE WITH OTHER LIQUIDS OR FOOD), the range of correct answers should have been much 
higher.  The statement may be confusing in that it states “do not use” versus “do not mix.” 
Respondents may have interpreted “do not use” to mean not to eat or drink when taking the product.  
The statement should be changed to “do not mix with other liquids or food.”   
 
Conclusions  
The range of correct responses for the communication objectives in the Representative cohort was 
81-90% and 76-81% in the low literacy cohort.  As outlined to the Sponsor on February 6, 2008, the 
design of this study is poor therefore the results from this study can not be used to support consumer 
comprehension of the labeled directions for Zegerid™ OTC Powder.  However, because there are 
other currently marketed nonprescription drugs formulated as a powder with similar use directions, 
further testing is not required to support approval.   

 
Overall Recommendations for Zegerid Nonprescription Labeling Based on Consumer Testing: 

 
1. Remove sodium bicarbonate and the descriptor  from the Principal 

Display Panel.   
2. Under ‘Active ingredient’ in Drug Facts the purpose of sodium bicarbonate change 

 to “assists in the absorption of omeprazole.” 
3. Change the statement in the directions for the powder formulation “do not use with 

other liquids or food” to “do not mix with other liquids or food.”   
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

(b) (4)

(b) (4)
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Daiva Shetty
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MEDICAL OFFICER
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Reviewer: 
 

David Gortler Y Clinical Pharmacology 
 

TL: 
 

Sue Chih Lee N 

Reviewer: 
 

Same as TL  Biostatistics 
 

TL: 
 

Mike Welch Y 

Reviewer: 
 

Wafa Harrouk Y Nonclinical 
(Pharmacology/Toxicology) 
  TL: 

 
N/A       

Reviewer: 
 

N/A       Statistics, carcinogenicity 
 

TL: 
 

            

Reviewer: 
 

Christopher Hough Y Product Quality (CMC) 
 

TL: 
 

Shulin Ding 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 
 

 N/A           

 
OTHER ATTENDEES: Andrea Leonard-Segal, Director, DNCE; Joel Schiffenbauer, Deputy 
Director, DNCE; Geri Smith, Regulatory Project Manager, DNCE; Darrell Lyons, Regulatory 
Project Manager, DNCE; Victor Alexander, Medical Officer, DNCE.  
 
   
505(b)(2) filing issues? 
 
If yes, list issues:       
 

  Not Applicable 
  YES 
  NO 

Per reviewers, are all parts in English or English 
translation? 
 
If no, explain:  
 

  YES 
  NO 
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Electronic Submission comments   
 
List comments:       
  

  Not Applicable 
 

CLINICAL 
 
 
 
Comments: Application did not contain TESS and 
DAWN safety data or a comprehensive discussion of the 
literature related to drug safety. 
 

  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 for this NDA 
 

  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 

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 

 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason:       
 
 

• 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 
 

  Not Applicable 
  FILE 
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Comments:       

  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?  
 
 

If no, was a complete EA submitted? 
 
 

If EA submitted, consulted to EA officer (OPS)? 
 
Comments:       

 

  Not Applicable 
 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

• Establishment(s) ready for inspection?  
 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 YES 
  NO 

 
  Not Applicable 
  YES 
  NO 

• Sterile product?   YES 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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LABELING FILING CHECKLIST FOR A NEW NDA/BLA 

NDA Number:  
NDA 22-281 (Capsules) 
NDA 22-283 (Powder) 

Applicant:  
Schering-Plough HealthCare Products, Inc. 
William Cochrane 
Sr. Manager, Regulatory Affairs 
(908) 473-1858 

Stamp Date:  
3/10/08 

Drug Name:  
Zegerid OTC Capsules 
Zegerid OTC Powder for Oral 
Suspension 

NDA Type: 
Original submissions 

 

 
 
 
 
On initial overview of the NDA application for RTF: 
  

 Content Parameter Yes No Comments 
1 Is Index sufficient to locate necessary labeling? X   

2 Has labeling for all SKUs been submitted (e.g., blister card, 
pouch, immediate container, carton label and package 
insert labeling, etc)? 

X  For capsules: 
14-, 28-, 42-ct carton 
labels 
Bottle label 
 
For powder: 
14-, 2-ct carton labels 

 
Powder packet label 

3 Does the submission contain the annotated specifications 
for the “Drug Facts” label? 

X   

4 Is a new trade name being proposed?  If multiple trade 
names, is the RLD trade name identified? 

X  “Zegerid OTC” 

 
Any Additional Comments: 

 
 
 
 
 

Reynold Tan  4/17/08 
Reviewing Interdisciplinary Scientist     Date 
 
 
Supervisor/Team Leader      Date 

 
 
 

(b) (4)
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