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IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700. 

 

PEDIATRIC PAGE 
(Complete for all filed original applications and efficacy supplements) 

NDA/BLA#: 22-283 Supplement Number:       NDA Supplement Type (e.g. SE5):       

Division Name: DNCE PDUFA Goal Date: 01-20-09 Stamp Date: 03-20-08 

Proprietary Name:  Zegerid OTC 

Established/Generic Name:  Omeprazole 20mg and Sodium Bicarbonate 1680 mg 

Dosage Form:  powder for oral suspension 

Applicant/Sponsor:  Schering-Plough 

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):  
(1)       
(2)       
(3)       
(4)       

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current 
application under review.  A Pediatric Page must be completed for each indication.   

Number of indications for this pending application(s):1  
(Attach a completed Pediatric Page for each indication in current application.) 

Indication: Treats frequent heartburn (occurs 2 or more days per week).  
Q1: Is this application in response to a PREA PMC/PMR? Yes   Continue 
        No    Please proceed to Question 2. 
 If Yes, NDA/BLA#:       Supplement #:      PMC/PMR #:      
 Does the division agree that this is a complete response to the PMC/PMR? 
  Yes. Please proceed to Section D. 

 No.  Please proceed to Question 2 and complete the Pediatric Page, as applicable. 

Q2: Does this application provide for (If yes, please check all categories that apply and proceed to the next 
question): 
(a) NEW  active ingredient(s) (includes new combination);  indication(s);  dosage form;  dosing 
regimen; or  route of administration?*  
(b)  No. PREA does not apply. Skip to signature block. 
* Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA.  
Q3: Does this indication have orphan designation? 
  Yes.  PREA does not apply.  Skip to signature block. 
  No.  Please proceed to the next question. 

Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?  
  Yes: (Complete Section A.) 
  No: Please check all that apply: 
  Partial Waiver for selected pediatric subpopulations (Complete Sections B) 
  Deferred for some or all pediatric subpopulations (Complete Sections C) 
  Completed for some or all pediatric subpopulations (Complete Sections D)  
  Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E) 
  Extrapolation in One or More Pediatric Age Groups (Complete Section F) 
 (Please note that Section F may be used alone or in addition to Sections C, D, and/or E.) 
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Section A: Fully Waived Studies (for all pediatric age groups) 

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected) 
  Necessary studies would be impossible or highly impracticable because: 

 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       

 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients AND is not likely to be used in a substantial number of pediatric patients. 

 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are fully waived on this ground, this information must be included in 
the labeling.) 

 Justification:  It is clinically inappropriate for Zegerid to be available OTC for pediatric patients up to 18 years 
of age.  Pediatric gastroenterologists recommend that children with symptoms of gastroesophageal reflux be 
examined by physicians for possible complications, and the treatment of frequent heartburn in the pediatric 
population should be under the direction of a physician.  The OTC availability of Zegerid and other proton pump 
inhibitors (PPI) would be counter to this indication.  Omeprazole is the only currently approved PPI for OTC use, 
and it is not approved for patients 17 years of age and younger. 
If studies are fully waived, then pediatric information is complete for this indication.  If there is another 
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is 
complete and should be signed.  

Section B: Partially Waived Studies (for selected pediatric subpopulations) 

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below): 
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).  

  Reason (see below for further detail): 

 minimum maximum Not 
feasible# 

Not meaningful 
therapeutic 

benefit* 

Ineffective or 
unsafe† 

Formulation 
failed∆ 

 Neonate    wk.    mo.    wk.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 
Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief 
justification): 
# Not feasible: 

 Necessary studies would be impossible or highly impracticable because:  
 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       
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* Not meaningful therapeutic benefit: 
 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients in this/these pediatric subpopulation(s) AND  is not likely to be used in a substantial number of 
pediatric patients in this/these pediatric subpopulation(s). 

† Ineffective or unsafe: 
 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if studies 
are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric subpopulations 
(Note: if studies are partially waived on this ground, this information must be included in the labeling.) 

∆ Formulation failed: 
 Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for 
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover 
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this 
ground must submit documentation detailing why a pediatric formulation cannot be developed.  This 
submission will be posted on FDA's website if waiver is granted.) 

 Justification attached. 
For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding 
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan 
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the 
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the 
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4) 
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so, 
proceed to Section F). Note that more than one of these options may apply for this indication to cover all of the 
pediatric subpopulations.  
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Section C: Deferred Studies (for selected pediatric subpopulations).  

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason 
below): 

Reason for Deferral 
Applicant 

Certification
† Deferrals (for each or all age groups): 

Population minimum maximum 

Ready 
for 

Approval 
in Adults

Need 
Additional 

Adult Safety or 
Efficacy Data 

Other 
Appropriate 

Reason 
(specify 
below)* 

Received 

 Neonate    wk.    mo.    wk.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 All Pediatric 
Populations 0 yr. 0 mo. 16 yr. 11 mo.     

 Date studies are due (mm/dd/yy):       

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

* Other Reason:       

† Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies, 
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be 
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.  
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in 
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be 
conducted with due diligence and at the earliest possible time. This requirement should be communicated to 
the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.) 

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is 
complete and should be signed.  If not, complete the rest of the Pediatric Page as applicable. 
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Section D: Completed Studies (for some or all pediatric subpopulations).  
 
Pediatric subpopulation(s) in which studies have been completed (check below): 

Population minimum maximum PeRC Pediatric Assessment form 
attached?. 

 Neonate    wk.    mo.    wk.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. Yes  No  

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or 
completed studies, Pediatric Page is complete and should be signed.  If not, complete the rest of the Pediatric 
Page as applicable. 

 
Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):  
 
Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is 
appropriately labeled for the indication being reviewed: 

Population minimum maximum 

 Neonate    wk.    mo.    wk.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. 

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or 
existing appropriate labeling, this Pediatric Page is complete and should be signed.  If not, complete the rest of 
the Pediatric Page as applicable. 

 

Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) 

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other 
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the 
product are sufficiently similar between the reference population and the pediatric subpopulation for which 
information will be extrapolated.  Extrapolation of efficacy from studies in adults and/or other children usually 
requires supplementation with other information obtained from the target pediatric subpopulation, such as 
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pharmacokinetic and safety studies.  Under the statute, safety cannot be extrapolated. 

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be 
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations: 

Extrapolated from: 
Population minimum maximum 

Adult Studies? Other Pediatric 
Studies? 

 Neonate    wk.    mo.    wk.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 All Pediatric 
Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.   

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting 
the extrapolation must be included in any pertinent reviews for the application. 

If there are additional indications, please complete the attachment for each one of those indications.  
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS or DARRTS as 
appropriate after clearance by PeRC. 

This page was completed by: 
 
{See appended electronic signature page} 
___________________________________ 
Regulatory Project Manager 
 
(Revised: 6/2008) 
 
NOTE:  If you have no other indications for this application, you may delete the attachments from this 
document. 
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Rivera, Luz E (CDER)

From: Rivera, Luz E (CDER)
Sent: Wednesday, April 03, 2013 7:27 AM
To: 'verna.mecadon@merck.com'
Subject: NDA 22283

Good morning Ms. Mecadon, 
 
We are reviewing your New Drug Application # 22283 that mentions the following sites as the manufacturing, packaging, 
testing and control operations for Zegerid OTC™ Powder for Oral Suspension. 
 
Please indicate the type of testing that will be performed on the following sites: 
 

 
Please submit the information requested by email to me (Luz.E.Rivera@fda.hhs.gov) .  
  
Please acknowledge the receipt of this request 
 
Thank you, 
Luz E Rivera, Psy.D. 
LCDR, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OPS/ONDQA 
Division of New Drug Quality Assessment III 
Phone (301) 796‐4013 
 

Reference ID: 3291541
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Buchanan, Jeffrey A.

From: Buchanan, Jeffrey A.
Sent: Wednesday, January 16, 2013 2:20 PM
To: Mecadon, Verna
Cc: Buchanan, Jeffrey A.
Subject: NDA 022283 Zegerid OTC - SD-43 - Recd 12/17/12 - Information Request

Importance: High

Hello Ms. Mecadon,

Please see the following request for information and respond to the request by January 28, 2013. If 
you have questions, please contact me. Thank you!

NDA 022283 Zegerid OTC - Information Request regarding Class 2 Resubmission (submitted 
December 14, 2013)

The content of the annotated draft labeling text (section 1.14.1.2) and the draft labeling text (section 
1.14.1.3) do not reflect the content of the labels submitted in section 1.14.2.1.  Specifically, the 
submission contains label language that was omitted or revised in previous review cycles of this 
application, including:

1. For all labels, the  text described in the annotated 
and draft labeling text was removed in previous reviews and is absent on the submitted labels.

2. For all labels, the purpose statement of Sodium Bicarbonate as an  in the 
principal display panel (PDP) and drug facts label described in the annotated and draft labeling 
text was amended in previous reviews to “Allows absorption of this omeprazole product” as 
stated on the submitted labels.

3. The annotated and draft labeling text states there is  
 which is absent on submitted carton labels.

4. The packet net weight is included on the PDP of all submitted labeling, but is not included in 
the annotated and draft labeling submission.

5. The product described as  in the annotated and draft labeling submission 
appears as Zegerid OTC on the submitted labels.

6. “How Zegerid OTC Works for Your Frequent Heartburn” content and “Tips for Managing 
Heartburn” content is on the submitted labels but not included in the annotated and draft 
labeling text.

7. The annotated and draft labeling text includes the  
 which was removed in previous reviews and replaced with “Tips for Managing 

Heartburn” on the carton labels.  

Under 8. Directions in the drug facts label, the annotated and draft labeling text states that the 
first bullet under 14-Day Course of Treatment reads as  

  In previous review cycles, this language was revised to “[bullet] 

Reference ID: 3246308

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Vienna, Mary R

To: Mecadon, Verna
Subject: Notification of Tracked Safety Issue, proton pump inhibitors

Dear Ms. Mecadon,

FDA staff in the Center for Drug Evaluation and Research (CDER) and Center for Biologics Evaluation and Research 
(CBER) regularly conduct routine safety monitoring. When a potential signal of a serious risk of an FDA-approved drug 
or biologic product is identified (from various sources, such as our Adverse Event Reporting System (AERS) database, 
the literature, or regulatory submission), a Tracked Safety Issue is created in CDER's Document Archiving, Reporting, 
and Regulatory Tracking System (DARRTS) to provide a comprehensive regulatory history of the potential safety issue.

We created a new DARRTS Tracked Safety Issue (TSI) on November 23, 2011 for the following products regarding 
clostridium difficile-associated diarrhea.

NDA 022281, Zegerid OTC (omeprazole magnesium 20mg & sodium bicarbonate 1100 mg) capsule
NDA 022283, Zegerid OTC (omeprazole magnesium 20mg & sodium bicarbonate 1680 mg) powder for oral suspension

As you may know, Title IX, Section 921 of the Food and Drug Administration Amendments Act 2007 (FDAAA) (121 Stat. 
962) amends the Federal Food, Drug and Cosmetic Act (FDCA) to add a new subsection (k)(5) to section 505 (21 U.S.C. 
355). This section in FDAAA, among other things, directs FDA to "post a quarterly report on the Adverse Event Reporting 
System Web site of any new safety information or potential signal of a serious risk identified by the Adverse Event 
Reporting System within the last quarter." 

Currently, to comply with Section 921 of FDAAA, the Agency reviews all DARRTS TSIs that have been created each 
quarter, and those TSIs that are based wholly or in part on AERS data are posted in the corresponding quarter on the 
AERS web site. Therefore, if your safety issue is based wholly or in part on AERS data, it will be included the fourth 
quarter posting for 2011.

Additional information on Section 921 and the quarterly reports are available at 
http://www.fda.gov/Cder/aers/potential signals/default.htm.

If you have any questions, call Sherry Stewart at 301-796-9618. 

Sincerely,

CAPT Mary R. Vienna, R.N., M.H.A.
Regulatory Project Manager
Division of Nonprescription Clinical Evaluation
Office of Drug Evaluation IV
OND/CDER/FDA
10903 New Hampshire Avenue
Bldg. 22, Room 5481
Silver Spring, MD  20993
301-796-4150
Mary.Vienna@fda.hhs.gov

Reference ID: 3077625
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From: Vienna, Mary R
To: "Midgette, Paulette"
Cc: Jappar, Dilara
Subject: Information request for NDA 22-283/Zegerid powder
Date: Tuesday, November 22, 2011 10:18:49 AM

Hi Paulette;

This is another information request for the above NDA:

The application states that you have established omeprazole stock solution stability
for 121 day at 4oC where omeprazole stock stability evaluation of 97 and 168 days at
4oC were rejected as they were not within acceptance criteria.  It is uncertain to us
that how the omeprazole stock stability can be established for 121 days while it was
not stable for the shorter period of time of 97 days. 

Please clarify how long the stock was actually stored before usage.  Please also
provide stock stability data for 97 and 168 days where the stock stability were not
within acceptance criteria, as well as the stock stability data for 36, 50, 111, and 121
days where stock stability were within acceptance criteria according to your
bioanalytical validation report.

Please let me know if you have any questions.

Thanks.

CAPT Mary R. Vienna, R.N., M.H.A. 
Regulatory Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV 
OND/CDER/FDA 
10903 New Hampshire Avenue 
Bldg. 22, Room 5481 
Silver Spring, MD  20993 
301-796-4150 
Mary.Vienna@fda.hhs.gov

Reference ID: 3051525



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

MARY RUSSELL R VIENNA
11/30/2011

Reference ID: 3051525



From: Vienna, Mary R
To: "Midgette, Paulette"
Cc: Scroggs, Betsy
Subject: NDA 22-283 Zegerid OTC Powder Information Request
Date: Monday, November 21, 2011 12:32:58 PM
Importance: High

Hi Paulette;
 
For NDA 22-283, Zegerid OTC Powder, please confirm the location of the lot and
expiration information on the Packet (1-dose) immediate container labeling.
 
Thank s so much..................Mary
 

CAPT Mary R. Vienna, R.N., M.H.A. 
Regulatory Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV 
OND/CDER/FDA 
10903 New Hampshire Avenue 
Bldg. 22, Room 5481 
Silver Spring, MD  20993 
301-796-4150 
Mary.Vienna@fda.hhs.gov
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From: Vienna, Mary R
To: "Midgette, Paulette"
Bcc: Furness, Melissa; Lee, Sue Chih H; Jappar, Dilara
Subject: Information request for NDA 22-283/Zegerid OTC powder for solution
Date: Wednesday, November 16, 2011 3:29:32 PM
Importance: High

Hi Paulette;
 
Our reviewer is analyzing your September submission, and the data does not include
information regarding whether the subjects received Zegerid or Prilosec.  It is also
unclear as to whether GPI or GPII stands for treatment with Zegerid or Prilosec.  In
addition, the data also does not contain information on the treatment sequence, which
is needed to run the analysis.
 
As we indicated in our September 16 information request, we need the patient ID
number, treatment, treatment sequence, period, dose, demographics, concentration
at each time point and PK parameters for each patient in order to reanalyze the date.
 
We need the missing information immediately, as we have less than two weeks to
complete the review.
 
Thanks very much......................Mary
 
CAPT Mary R. Vienna, R.N., M.H.A. 
Regulatory Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV 
OND/CDER/FDA 
10903 New Hampshire Avenue 
Bldg. 22, Room 5481 
Silver Spring, MD  20993 
301-796-4150 
Mary.Vienna@fda.hhs.gov
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From: Vienna, Mary R
To: Midgette, Paulette
Bcc: Jappar, Dilara; Lee, Sue Chih H; Chang, Christina; Shetty, Daiva
Subject: Information request for NDA 22-283/Zegerid OTC powder for solution
Date: Friday, September 16, 2011 1:55:58 PM
Importance: High

Hi Paulette;

I have the following information request for this NDA:

Submit the PK data set for review.  This will include the patient ID number, treatment, treatment
sequence, dose, demographics, concentration at each time point, and PK parameters for each patient.

We need this information immediately.  Please contact me if you have any questions…………….Mary

CAPT Mary R. Vienna, R.N., M.H.A. 
Regulatory Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV 
OND/CDER/FDA 
10903 New Hampshire Avenue 
Bldg. 22, Room 5481 
Silver Spring, MD  20993 
301-796-4150 
Mary.Vienna@fda.hhs.gov

Reference ID: 3051520
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022283 INFORMATION REQUEST 

 
MSD Consumer Care, Inc. 
Attention:  Paulette Midgette, M.S.  

       Manager, Regulatory Affairs 
556 Morris Avenue 
Summit, NJ   07901 
 
Dear Ms. Midgette: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Zegerid® OTC (omeprazole 20mg/sodium bicarbonate 1680) 
powder for oral suspension.  
 
We also refer to your June 29, 2011 submission, containing a complete, class 2 response to our 
July 12, 2010, action letter.   
 
We are reviewing the clinical pharmacology and labeling sections of your submission and have 
the following comments and information requests.  We request a prompt written response in 
order to continue our evaluation of your NDA. 
 
CLINICAL PHARMACOLOGY 

1. Submit long-term stability data at -20oC as referenced in the bioanalytical study report. 
2. Submit report on extract stability of at least 59 hours as referenced in the bioanalytical 

study report. 
3. Provide information on the sample collection date and the sample analysis date. 

 
LABELING 

1. 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. 

 
If you have any questions, call Mary Vienna, Regulatory Project Manager, at (301) 796-4150. 
 

 Sincerely, 
 
 {See appended electronic signature page} 
 

Melissa Hancock Furness   
Chief, Project Management Staff 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV  
Center for Drug Evaluation and Research 

Reference ID: 3024284
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 022281 
NDA 022283 INFORMATION REQUEST 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
MSD Consumer Care, Inc. 
Attention:  Paulette Midgette, M.S.  

       Manager, Regulatory Affairs 
556 Morris Avenue 
Summit, NJ   07901 
 
 
Dear Ms. Midgette: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for the following:  
 
NDA 022281 Zegerid® OTC (omeprazole 20mg/sodium bicarbonate 1110mg) capsule 
NDA 022283 Zegerid® OTC (omeprazole 20mg/sodium bicarbonate 1680mg) powder  
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 

                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  

Reference ID: 3015529
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drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
searching available documentation to determine which NDAs are impacted by the above 
findings. 
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

 
If you have any questions, call Mary Vienna, Regulatory Project Manager, at (301) 796-4150. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Andrea Leonard Segal, M.D., M.S. 
Director 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV 
Center for Drug Evaluation and Research 

Reference ID: 3015529
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NDA 022283 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
MSD Consumer Care, Inc. 
Attention:  Paulette Midgette, M.S.  

       Manager, Regulatory Affairs 
556 Morris Avenue 
Summit, NJ   07901 
 
 
Dear Ms. Midgette: 
 
We acknowledge receipt on June 30, 2011, of your June 29, 2011, resubmission of your new 
drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act for Zegerid® OTC (omeprazole 20mg/sodium bicarbonate 1680) powder for oral 
suspension.  
 
We consider this a complete, class 2 response to our July 12, 2010, action letter.  Therefore, the 
user fee goal date is December 30, 2011. 
 
If you have any questions, call me at (301) 796-4150. 
 

 
Sincerely, 

 
{See appended electronic signature page} 

 
 Mary R. Vienna   
 Regulatory Project Manager 
 Division of Nonprescription Clinical Evaluation 

Office of Drug Evaluation IV 
Center for Drug Evaluation and Research  

Reference ID: 2977055
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Nonprescription Products   
Division of Nonprescription Clinical Evaluation 
 

 

E-MAIL TRANSMITTAL SHEET 

 
DATE: June 16, 2010   

To:  William Cochran   
From:

Mary Vienna 

Company:  Schering Plough Healthcare 
Products, Inc. 

   Division of Nonprescription Clinical  
 Evaluation 

E-mail:  william.cochran@spcorp.com 
 

  E-mail: mary.vienna@fda.hhs.gov 

Phone number: 862-245-5197   Phone number: 301-796-4150 

Subject
: 

 NDA 22-283 labeling comments 

Total no. of pages including 
cover:     3 

Comments:   
 

Document to be mailed:  “ YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2080.  
Thank you.  



The following comments are in response to your June 11, 2010 submission of revised 
labeling for NDA 022283 Zegerid™ OTC (20 mg omeprazole & 1680 mg sodium 
bicarbonate) powder for oral suspension.  These comments are preliminary in nature and 
should not be considered a complete evaluation of your proposed labeling.  
 
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 to remove 

 
 

We request the submission of  immediate 
container (powder packet) and cartons for all SKUs as soon as possible. 
 

(b) (4)

(b) (4)



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22283 ORIG-1 SCHERING

PLOUGH
HEALTHCARE
PRODUCTS INC

Zegerid OTC (omeprazole 20 mg
& sodium bicarbonate 1680mg)
powder.
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Nonprescription Products   
Division of Nonprescription Clinical Evaluation 
 

 

E-MAIL TRANSMITTAL SHEET 

 
DATE: May 28, 2010   

To:  William Cochran   
From:

Mary Vienna 

Company:  Schering Plough Healthcare 
Products, Inc. 

   Division of Nonprescription Clinical  
 Evaluation 

E-mail:  william.cochran@spcorp.com 
 

  E-mail: mary.vienna@fda.hhs.gov 

Phone number: 862-245-5197   Phone number: 301-796-4150 

Subject
: 

 NDA 22-283 labeling comments 

Total no. of pages including 
cover:     3 

Comments:   
 

Document to be mailed:  “ YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2080.  
Thank you.  



The following comments are in response to your January 13, 2010 submission of revised 
labeling for NDA 022283 Zegerid™ OTC (20 mg omeprazole & 1680 mg sodium 
bicarbonate) powder for oral suspension.  These comments are preliminary in nature and 
should not be considered a complete evaluation of your proposed labeling.  
 
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.     

We request the submission of revised labeling for the package insert, immediate 
container (powder packet) and cartons for all SKUs as soon as possible. 
 

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 
 
NDA 22-283 
 
 
Schering-Plough Healthcare Products, Inc. 
Attention:  William Cochran  

       Senior Manager, Regulatory Affairs 
56 Livingston Avenue 
Roseland, NJ   07068 
 
 
Dear Mr. Cochran: 
 
We acknowledge receipt on January 14, 2010 of your January 13, 2010 resubmission to your 
new drug application for Zegerid™ OTC (20 mg omeprazole & 1680 mg sodium bicarbonate) 
powder for oral suspension. 
  
We consider this a complete, class 2 response to our January 16, 2009 action letter.  Therefore, 
the user fee goal date is July 14, 2010. 
 
All applications for new active ingredients, new dosage forms, new indications, new routes of 
administration, and new dosing regimens are required to contain an assessment of the safety and 
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.  
We note that you have not fulfilled the requirements.  We acknowledge receipt of your request 
for a waiver of pediatric studies for this application.  Once the application has been filed we will 
notify you whether we have waived the pediatric study requirement for this application. 
 
If you have any questions, call me at (301) 796-4150. 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Mary R. Vienna   
Regulatory Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research  
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From: Vienna, Mary R 
Sent: Wednesday, October 01, 2008 12:50 PM 
To: 'Cochran, William' 
Subject: Schering's response to last IR 
 
Hi Bill; 
 
We've reviewed Monday's submission, and unfortunately there are still missing items in the analysis.  
Below is what we still need by the end of this week.  The Santarus analysis will also need to be in this 
format: 
 
AERS--need total number of cases (patients involved) in database. 
 
Table 1, AERS deaths vs. serious vs. non-serious vs. outcome unknown (add another column # of deaths 
in database) 
• Need total # of deaths, total # of cases with serious outcome, total # with non-serious outcome, total 

# cases with unknown outcome displayed as the last row 
• Calculate % of each outcome/total cases 
 
We are still waiting for their analyses of deaths in AERS. 
 
Table 2, AERS data stratified by dose 
• Need total # cases (patients) for 10 mg, 20 mg, 40 mg, 80 mg, other, and unknown displayed as the 

last row 
• Calculate % of cases from each dose/total cases 
 
Table 3, AERS data stratified by age 
• Need total # cases (patients) for each age group displayed as the last row in table 
• Calculate % of cases from each age group/total cases 
 
Repeat same for WHO exUS and Santarus (which we are still waiting for). 
 
If you'd like to speak with the medical officer for clarification, Christina is willing to discuss this further with 
you.  If you need your analysis person in California or in Schering Plough to speak with us, I can arrange 
a t-con to do so.  Thanks………………..Mary 
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Hi Bill;   
  
Here are the responses to your questions regarding the safety data.................Mary 
  
 FDA: We request submission of the summary tables for omeprazole AEs with frequencies greater than 
0.5% of overall AEs by preferred terms from the Santarus, AERS, WHO databases up to June 21, 2008.   

SP: At the time of the submission of the 4-Month Safety Update we only had the data up to June 
21, 2008 for the TESS data requested by the Agency.  What was available at that time only 
included data up to December 31, 2007.  It is my understanding that these databases are often 
between 1 and 4 quarters behind in their data entry.  We are asking for the most up-to-date data 
available now.  It will take 3 weeks from the request for new WHO or AERS data  until receipt of 
the updated data.  

FDA clarification: We are not asking for TESS data. In the interest of time, It is acceptable to 
provide summary tables for omeprazole AEs frequencies greater than 1.0% of overall AEs from 
Santarus, AERS and WHO databases up to December 31, 2007. 

FDA: We request that the total cases/total adverse events clearly display the following:  
        One table displaying serious AEs vs. nonserious vs. unknown in both number of reports and 
% of total from each database.  

SP: I want to ensure that the Agency expects one table with 18 columns, e.g.:  

WHO     AERS    SNTS    
Serious Non-Serious     Unknown Serious Non-Serious     Unknown Serious Non-Serious     Unknown 

n       %       n       %       n       %       n       %       n       %       n       %       n       %       n       %       n       %        

            FDA clarification:  We need three different tables. One for WHO (ex US only), one for AERS, one for 
SNTS. Each table should have serious vs..             nonserious vs.. unknown in both n and %. 
                                                                                                                                                
FDA: One table for AEs associated with 20 mg vs. 40 mg vs. 80 mg vs. unknown in both number of 
reports and % of total from each database.   

SP: I want to confirm that this table should be for omeprazole AEs with frequencies 
greater than 0.5% of overall AEs.   

FDA clarification: Yes. Also, it is acceptable to provide omeprazole AEs with frequencies 
greater than 1.0% of overall AEs.  

FDA: One table of AEs stratified by age from each database.    

SP: I want to confirm that this table should be for omeprazole AEs with frequencies 
greater than 0.5% of overall AEs..   

FDA clarification: Yes. It is acceptable to provide omeprazole AEs with frequencies 
greater than 1.0% of overall AEs. 

FDA: For the WHO database, we request that these tables address both overall and exUS.  

SP: Does the Agency want one table that breaks out the global vs. total AEs?  I also 
want to confirm that this table should be for omeprazole AEs with frequencies greater 
than 0.5% of overall AEs..  

FDA clarification: Please provide one table contrasting total global vs.. exUS AEs. It is 
acceptable to provide only omeprazole AEs with frequencies greater than 1.0% of overall 
AEs. 



FDA: Please provide a summary and analysis on deaths/serious adverse events by 
omeprazole dose 20 mg vs. 40 mg for omeprazole postmarketing safety data from 
FDA/WHO exUS databases (2003-June 13, 2008, encompassing the dates from original 
submission to the update).  Line listing will not suffice.   

SP: Is this all deaths/serious adverse events or deaths/serious adverse events occurring 
with frequency greater than 0.5% of overall AEs?  We want to confirm that by 
“FDA/WHO ex US” in the request above that the Agency wants summary and analysis on 
one table with data from AERS and WHO exUS broken down by dose and not two tables 
(one for 20 mg doses and one for 40 mg doses).  

FDA clarification:  Please clarify how many deaths/serious AEs there were in FDA 
database and how many deaths/serious AEs there were in WHO exUS. The information 
should be broken down by dose.  

One table for FDA data, one table for WHO data. e.g.: 

   20 mg    40 mg 

Death 

SAE  

FDA: We also request the study report for IND 74,284 (CL 2008-02, Zegerid OTC capsule PD 
study) if it is available.  
SP: This study report is not yet available.  

FDA:  That's fine.      
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From: Vienna, Mary R 
Sent: Monday, September 15, 2008 1:01 PM 
To: 'Cochran, William' 
Subject: FW: Safety IR for Zegerid NDAs 22-281 & 22-283 
Hi Bill;   
 
Per your voicemail, I'm resending the additional IR that I sent last week (see below).  In addition, please 
provide a summary and analysis on deaths/serious adverse events by omeprazole dose 20 mg vs. 40 mg 
for omeprazole postmarketing safety data from FDA/WHO exUS databases (2003-June 13, 2008, 
encompassing the dates from original submission to the update).  Line listing will not suffice.  Thanks so 
much………………Mary 
 
CAPT Mary R. Vienna, R.N., M.H.A. 
Regulatory Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
OND/CDER/FDA 
10903 New Hampshire Avenue 
Bldg. 22, Room 5481 
Silver Spring, MD  20993 
301-796-4150 
Mary.Vienna@fda.hhs.gov 
 
______________________________________________  
From:  Vienna, Mary R   
Sent: Tuesday, September 09, 2008 8:26 AM 
To: 'Cochran, William' 
Subject: Safety IR for Zegerid NDAs 22-281 & 22-283 
 
Hi Bill; 
 
I have an information request for additional safety information to be submitted for NDA 22-281 and 22-
283:   
We request submission of the summary tables for omeprazole AEs with frequencies greater than 0.5% 
of overall AEs by preferred terms from the Santarus, AERS, WHO databases up to June 21, 2008.  
 
We request that the total cases/total adverse events clearly display the following: 
One table displaying serious AEs vs. nonserious vs. unknown in both number of reports and % of total 
from each database. 
One table for AEs associated with 20 mg vs. 40 mg vs. 80 mg vs. unknown in both number of reports and 
% of total from each database. 
One table of AEs stratified by age from each database. 
 
For the WHO database, we request that these tables address both overall and exUS. 
 
We also request the study report for IND 74,284 (CL 2008-02, Zegerid OTC capsule PD study) if it is 
available. 
 
We need this information ASAP.  Please contact me if you have any questions.  Thanks so 
much………………..Mary 
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From: Vienna, Mary R 
Sent: Friday, August 08, 2008 7:31 AM 
To: 'Cochran, William' 
Subject:  Zegerid NDAs safety information request 
 
Hi Bill; 
 
This is the additional safety information request we discussed on the phone.   
 
Schering-Plough mentioned a safety study, OME-IR(SUSP)-C07, which was done at the request of the 
Division of Gastroenterology Products.  FDA requests the full study report of this study.  In addition, we 
request that you submit the full study reports of any available clinical studies conducted with 20 mg and 
40 mg Zegerid products.  
 
Thanks……………Mary 
 
CAPT Mary R. Vienna, R.N., M.H.A. 
Regulatory Project Manager 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
OND/CDER/FDA 
10903 New Hampshire Avenue 
Bldg. 22, Room 5481 
Silver Spring, MD  20993 
301-796-4150 
Mary.Vienna@fda.hhs.gov 
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From: Vienna, Mary R [mailto:Mary.Vienna@fda.hhs.gov]  
Sent: Monday, August 18, 2008 01:32 PM 
To: Cochran, William 
Subject: FW: NDA 22-283 

Hi Bill;  We have some missing information from NDA 22-283.  Could you please send the Executed 
Batch record  for this NDA?  Apparently it was listed in the table of contents but the content was not 
included in the NDA submission.  The CMC reviewer is requesting it.  Thanks………Mary 
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From: Vienna, Mary R 
Sent: Thursday, July 10, 2008 11:56 AM 
To: 'Cochran, William' 
Cc: Christl, Leah A 
Subject: RE: Paragraph IV Patent Certification Amendment 
Bill;  We looked into the situation, and the 45-day clock starts the day after the patent holders (including 
AstraZeneca) receive the notice, not when you submit the return receipts to the FDA (per 314.52(f)).  So 
the 45-day start date is one day after the date of receipt posted on the return receipts.  It's Schering-
Plough's responsibility to monitor that time and to notify us if any legal action is taken. 
  
314.52(e) requires that we receive documentation of receipt by either return receipt or by a letter 
acknowledging receipt before we can approve the application.  In the case of AstraZeneca, you can either 
submit the signed receipt when you get it, or you can get a letter from them acknowledging receipt.  
  
I hope you find this helpful......................Mary 
  
CAPT Mary R. Vienna, R.N., M.H.A.  
Regulatory Project Manager  
Division of Nonprescription Clinical Evaluation  
Office of Nonprescription Products  
OND/CDER/FDA  
10903 New Hampshire Avenue  
Bldg. 22, Room 5481  
Silver Spring, MD  20993  
301-796-4150  
Mary.Vienna@fda.hhs.gov  
  

 
From: Cochran, William [mailto:william.cochran@spcorp.com]  
Sent: Wednesday, July 09, 2008 9:48 AM 
To: Vienna, Mary R 
Subject: Zegerid OTC Capsules and Powder Paragraph IV Notifications 
I was wondering if you have had a chance to discuss my Paragraph IV Amendments with Leah.   
Was the submission sufficient to start the 45 day clock and if so can you tell me what that start date is?   

If it was insufficient, do I need to provide more information about the AstraZeneca US notification?  
 

 
From: Cochran, William [mailto:william.cochran@spcorp.com]  
Sent: Wednesday, July 02, 2008 7:20 PM 
To: Vienna, Mary R 
Subject: Paragraph IV Patent Certification Amendment 

Mary, attached is a copy of one of the Paragraph IV Return Receipts Amendment.  I sent desk copies of 
both Capsule and Powder to you via fed-ex.   

I may have made a mistake in this submission in that I stated that "as of today, July 2, 2008" we have 
received all but one return receipts from the patent holders.  Our problem is that AstraZeneca (US) never 
sent our return receipt back.  Included in the submission is a letter from our lawyer explaining what the 



US Postal Service gave as a reason that we have not yet received it.  Apparently all certified mail goes to 
AstraZeneca (US) in bulk and Astra's mail room sends the return receipts back when they get around to 
it.  Amongst the other recipients of the notifications is AstraZenica (Sweden) and we do have confirmation 
that they received the notifications on June 10th.   

We received questions from AstraZeneca's legal council about our applications via a fax on June 19 from 
their outside legal council to our outside patent legal council. So we know that they received the 
notification and are aware of it.  I did not include that fax in my submission because at the time it didn't 
seem like any pertinent information.  There is nothing in it that we want to hide from the Agency it is a 
request for DMFs and Drug Manufacturing information, which we are preparing for them. 

In my submission I sated that as of today, July 2, 2008 we have received all but one of the return receipts 
and explained the one that I do not yet have.  Should I have stated as of June 19th, we received all but 
one receipt?  I want to make sure that I start the 45 day clock from the right place.  Can you give me any 
guidance? 

I do not know why I sent the submission before asking this question.  On my train ride home I pondered 
the situation and realized that I should probably have dated it when we got the fax from AstraZeneca's 
legal council as that was the last date, rather than "as of today".  I apologize for the confusion.  505(b)(2)s 
are new to me and to Schering.   

If I need to send another amendment and include the fax I will gladly do so if that helps.  I'm not sure if 
what I provided is unclear. 

<<DOC001.PDF>>  
Best Regards,  
Bill Cochran  
Regulatory Affairs  
p: 862.245.5197  |  f: 862.245.4041  |  william.cochran@spcorp.com  
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

  Food and Drug Administration 
Rockville, MD  20857 

 

NDA 22-283 DISCIPLINE REVIEW LETTER 
 
 
Schering-Plough Healthcare Products, Inc. 
Attention:  William Cochran  

       Senior Manager, Regulatory Affairs 
556 Morris Avenue 
Summit, NJ   07901 
 
 
Dear Mr. Cochran: 
 
Please refer to your new drug application (NDA) dated March 19, 2008 submitted under section 
505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for Zegerid® OTC (20 mg omeprazole 
& 1680 mg sodium bicarbonate) powder for oral suspension. 
 
We also refer to your submissions dated May 5, August 19, September 25 and 28, and October 8, 
16, 22 and 27, 2008. 
 
Our review of the Clinical Pharmacology and Clinical sections of your submission is complete, 
and we have identified the following deficiencies: 
   

1. Zegerid® OTC (20 mg omeprazole & 1680 mg sodium bicarbonate) powder for oral 
suspension is not bioequivalent to Prilosec OTC (omeprazole magnesium 20 mg) tablet. 
In particular, the mean Cmax  for Zegerid was approximately 2.7-fold compared to that of 
Priolosec OTC tablets (90% confidence interval: 220.11% - 335.15%).  Further, the upper 
bound of the 90% confidence interval for the percent mean ratio for AUC (0-inf) was 
127.24%, exceeding the bioequivalence limit of 125%. 

 
2. Considering that Zegerid 20 mg powder is more bioavailable than the Prilosec OTC 

tablet, you have not provided adequate safety data to support this application.  The 
application compares the PK parameters of the Zegerid 20mg powder with those of the 
prescription 40 mg Prilosec capsule, which has not been approved for OTC use.  This 
cross-study comparison is not valid, as the two formulations were not compared in a 
single study, and it is conceivable that the Cmax of Zegerid 20 mg powder may be even 
higher than that of Prilosec 40 mg capsule.  Therefore, one cannot bridge the safety of the 
Zegerid 20mg capsule to the safety data for either 20mg or 40 mg Prilosec formulations. 

 
3. Furthermore, the application does not present any controlled clinical studies directly 

comparing 20 mg and 40 mg omeprazole with respect to the safety profile, and the 
postmarketing information analysis is inadequate to refute the difference in safety 



NDA 22-283 
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profiles of 20 mg vs. 40 mg.  The Adverse Event Reporting System (AERS) data 
identified a potential safety concern with acute renal failure events, with a higher 
frequency of acute renal failure associated with the 40 mg dose compared to the 20 mg 
formulation   The World Health Organization (WHO) Vigibase 
analysis revealed a higher frequency of thrombocytopenia with the 40 mg dose relative to 
the 20 mg dose   These findings may warrant further investigation, but 
the lack of precise dose information in the databases and the uncontrolled, incomplete 
and voluntary nature of postmarking reports does not allow for a clear assessment of 
dose-dependent safety differences. 

 
We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may not be able to consider 
your response before we take an action on your application during this review cycle. 
 
If you have any questions, call Mary Vienna, Regulatory Project Manager, at 301-796-4150. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Andrea Leonard Segal, M.D.  
Director 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research 

 
 

(b) (4)

(b) (4)
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Vienna, Mary R 

From: Vienna, Mary R

Sent: Friday, May 02, 2008 8:04 AM

To: 'Cochran, William'

Cc: Smith, Geri; Chang, Christina; Shetty, Daiva

Subject: RE: NDA 22-281 and 22-283 Action Plan

Page 1 of 2

5/2/2008

Bill;  We have reviewed the content of your action plan and find it acceptable.  Please submit the information by 
Monday for both NDAs as we discussed - the timing proposed below for submission is not acceptable.  
Thanks..............Mary   
 

From: Cochran, William [mailto:william.cochran@spcorp.com]  
Sent: Thursday, May 01, 2008 1:11 PM 
To: Vienna, Mary R 
Subject:  
 
Mary, we no longer have the stratification question that I mentioned to you this morning.  Here is our action plan in 
response to your communication Monday. 

We will be amending Module 5 to include an ISS for both NDAs.  

We will be updating the original summary of safety that was provided in Module 2 to include a separate review 
and analysis of the postmarketing databases (Santarus, WHO and AERS) stratified as requested where the 
databases support such stratification. 

 
This will be in addition to the overall analysis and review already included in Module 2 sections 2.7.2 and 2.7.4.  

The ISS will include separate sections that include:  
*       QT/QTc information  
*       A summary of the literature that is available on drug-drug interactions for both omeprazole and sodium 
bicarbonate 

*       We will be making a commitment to provide safety data from the National Poisoning and Exposure Database 
(TESS) and data from Drug Abuse Warning Network (DAWN). 

For the sake of clarity, I want to confirm the location of the ISS in Module 5.  You had mentioned in your e-mail on 
Monday 5.3.6 but the current CTD guideline shows that the ISS should be located in 5.3.5?  Will you confirm 

You asked for this information by close of business Friday and we are requesting that we be allowed to send this 
first thing Monday morning instead of close of business Friday.  We will provide you first thing Monday morning 
the text of the ISS for the Capsules NDA (22-281) via e-mail and follow up with a submission with the text, tables, 
and attachments.   

The ISS information that we will be adding for both NDAs is essentially the same.  Since the Capsule NDA (22-
281) filing date is May 9, and the Powder is 10 days later we propose that we be allowed to provide the Capsule 
information on Monday and follow up with the official Powder submission by Friday May 9, 2008.   

We want to work with the Agency collaboratively to get all of the information necessary to support these NDAs.  
Please let me know if there is anything that I can provide.



 
Best Regards,  
Bill Cochran  
Regulatory Affairs  
Schering-Plough HealthCare Products, Inc.  
556 Morris Avenue  
S-4-2 Mail Stop 2180  
Summit, NJ 07901-1330  
T (908) 473-1858  
F (908) 473-1741  
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Vienna, Mary R

From: Vienna, Mary R
Sent: Tuesday, April 29, 2008 9:33 AM
To: 'Cochran, William'
Cc: Smith, Geri; Chang, Christina; Shetty, Daiva; Schiffenbauer, Joel; Leonard Segal, Andrea; 

Christl, Leah A
Subject: NDA 22-281 and 22-283

Importance: High

Bill;        

Per my voicemail to you this morning, we identified the following deficiency during our preliminary review of your 
submissions: the Integrated Summary of Safety (ISS) section is not included in Module 5 of either NDA. The ISS must 
be located in Module 5 (section 5.3.6) of each NDA. The clinical summary in Module 2 does not take the place of the 
integrated summaries in Module 5. Before we can file each NDA, you must provide an ISS incorporating the following 
information:

1.  Postmarketing adverse event reports collected by Santarus for both 20 mg and 40 mg Zegerid products, 
accompanied by a safety analysis. Also describe the method/system by which these data are collected.

2.   A description of the proarrhythmic potential of this product. Refer to ICH guidance for industry E14 Clinical 
Evaluation of QT/QTc Interval Prolongation and Proarrhythmic Potential for Non-Antiarrhythmic Drugs.

3.   Data and an analysis of drug-drug interactions (for both omeprazole and sodium bicarbonate).

4.   Safety data from the National Poisoning and Exposure Database (TESS) as well as data from Drug Abuse 
Warning Network (DAWN) database. (In this case, it is acceptable to commit to provide information from 
these two databases with the 4-month safety update.)

Further, the safety information you did include in the original submissions of the NDAs was submitted in tabular form 
or as line-listings. This is insufficient. All safety databases must be accompanied by an analysis and a summary. All 
safety analyses should be stratified by chronology, dose, demographics, severity and seriousness, relation to the 
drug, and drug-drug interactions.

Provide this information by close-of-business Friday, May 2.

CAPT Mary R. Vienna, R.N., M.H.A.
Regulatory Project Manager
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products
OND/CDER/FDA
10903 New Hampshire Avenue
Bldg. 22, Room 5481
Silver Spring, MD  20993
301-796-4150
Mary.Vienna@fda.hhs.gov
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NDA 22-283 

NDA ACKNOWLEDGMENT 
 
Schering-Plough HealthCare Products, Inc. 
Attention:  William Cochran  
 Senior Manager, Regulatory Affairs  
556 Morris Avenue 
Summit, NJ 07901 
 
Dear Mr. Cochran: 
 
We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act for the following: 
 
Name of Drug Product: Zegerid® OTC (20 mg omeprazole & 1680 mg sodium bicarbonate) 

powder for oral suspension 
 
Date of Application:   March 19, 2008 
 
Date of Receipt:   March 20, 2008 
 
Our Reference Number:   NDA 22-283 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on May 19, 2008 in 
accordance with 21 CFR 314.101(a).  
 
The NDA number provided above must be cited at the top of the first page of all submissions to 
this application. Send all submissions, electronic or paper, including those sent by overnight mail 
or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Nonprescription Products 
Division of Nonprescription Clinical Evaluation 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound. The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size. Non-
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standard, large pages should be folded and mounted to allow the page to be opened for review 
without disassembling the jacket and refolded without damage when the volume is shelved.  
Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission. For additional information, please see http:www.fda.gov/cder/ddms/binders.htm. 
 
If you have any questions, contact Geri Smith, Regulatory Project Manager, at 
geri.smith@fda.hhs.gov or (301) 796-2204. 
 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Leah Christl, Ph.D. 
Acting Chief, Project Management Staff 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research  
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