
 
 

 

 
 
 
 

 

   
 

 
     

 

 

 

 

 

 

 
 

 
  
 

 
 

 
 

 
 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 20-988/S-042 SUPPLEMENT APPROVAL 

Wyeth Pharmaceuticals Inc. 
c/o Pfizer, Inc. 
Attention: Michele Burtness 
Manager,Worldwide Regulatory Strategy 
235 East 42nd Street 
New York, NY 10017 

Dear Ms. Burtness: 

Please refer to your Supplemental New Drug Application (sNDA) dated August 26, 2010, 
received August 27, 2010, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for Protonix (pantoprazole sodium) For Injection. 

We acknowledge receipt of your amendments dated March 2, 2011, April 26, 2011, June 1, 
2011, and November 11, 2011. 

This “Prior Approval” supplemental new drug application provides for the addition of the 
following to the package insert: 

 Section 6 Adverse Reactions Section:  add the following to Postmarketing Experience:  
weight changes, hyponatremia, asthenia, fatigue and malaise, insomnia and somnolence 

 Section 7 Drug Interactions:  clopidogrel 
 Section 12.3 Pharmacokinetics: information about the drug-drug interaction between 

pantoprazole and clopidogrel 

We have completed our review of this supplemental application, as amended. It is approved, 
effective on the date of this letter, for use as recommended in the enclosed, agreed-upon labeling 
text. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit the content of 
labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using the FDA 
automated drug registration and listing system (eLIST), as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Content 
of labeling must be identical to the enclosed labeling with the addition of any labeling changes in 
pending “Changes Being Effected” (CBE) supplements, as well as annual reportable changes not 
included in the enclosed labeling. 
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Information on submitting SPL files using eLIST may be found in the guidance for industry 
titled “SPL Standard for Content of Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf. 

The SPL will be accessible from publicly available labeling repositories. 

Also within 14 days, amend all pending supplemental applications for this NDA, including CBE 
supplements for which FDA has not yet issued an action letter, with the content of labeling 
[21 CFR 314.50(l)(1)(i)] in MS Word format, that includes the changes approved in this 
supplemental application, as well as annual reportable changes and annotate each change.  To 
facilitate review of your submission, provide a highlighted or marked-up copy that shows all 
changes, as well as a clean Microsoft Word version.  The marked-up copy should provide 
appropriate annotations, including supplement numbers and annual report date(s).   

PROMOTIONAL MATERIALS 

You may request advisory comments on proposed introductory advertising and promotional 
labeling. To do so, submit the following, in triplicate, (1) a cover letter requesting advisory 
comments, (2) the proposed materials in draft or mock-up form with annotated references, and 
(3) the package insert to: 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

You must submit final promotional materials and package insert(s), accompanied by a Form 
FDA 2253, at the time of initial dissemination or publication [21 CFR 314.81(b)(3)(i)].  Form 
FDA 2253 is available at http://www.fda.gov/opacom/morechoices/fdaforms/cder.html; 
instructions are provided on page 2 of the form.  For more information about submission of 
promotional materials to the Division of Drug Marketing, Advertising, and Communications 
(DDMAC), see http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm. 

All promotional materials that include representations about your drug product must be promptly 
revised to be consistent with the labeling changes approved in this supplement, including any 
new safety information [21 CFR 314.70(a)(4)].  The revisions in your promotional materials 
should include prominent disclosure of the important new safety information that appears in the 
revised package labeling.  Within 7 days of receipt of this letter, submit your statement of intent 
to comply with 21 CFR 314.70(a)(4) to the address above or by fax to 301-847-8444. 

REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 

Reference ID: 3054351 

http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UCM072392.pdf
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UCM072392.pdf
http://www.fda.gov/opacom/morechoices/fdaforms/cder.html
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm


 
 
 

 
 

 
 

 

 
 

 

NDA 20-988/S-042 
Page 3 

If you have any questions, call Stacy Barley, Regulatory Project Manager, at (301) 796-2137. 

Sincerely, 

{See appended electronic signature page} 

Joyce Korvick M.D., M.P.H. 
Deputy Director for Safety 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

ENCLOSURE: Content of Labeling 
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

JOYCE A KORVICK 
12/07/2011 

Reference ID: 3054351 


	Final Protonix IV Label Dec 2011.pdf
	HIGHLIGHTS OF PRESCRIBING INFORMATION
	RECENT MAJOR CHANGES 
	INDICATIONS AND USAGE 
	DOSAGE AND ADMINISTRATION 
	DOSAGE FORMS AND STRENGTHS 
	CONTRAINDICATIONS 
	WARNINGS AND PRECAUTIONS 
	ADVERSE REACTIONS 
	DRUG INTERACTIONS 

	1 INDICATIONS AND USAGE
	1.2 Pathological Hypersecretion Including Zollinger-Ellison Syndrome 

	2 DOSAGE AND ADMINISTRATION
	Fifteen Minute Infusion
	Two minute Infusion

	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.1 Implications of Symptomatic Response
	5.2 Hypersensitivity and Severe Skin Reactions
	5.6 Hepatic Effects
	5.7  Hypomagnesemia
	Hypomagnesemia, symptomatic and asymptomatic, has been reported rarely in patients treated with PPIs for at least three months, and in most cases after a year of therapy.  Serious adverse events include tetany, arrhythmias, and seizures.  In most patients, treatment of hypomagnesemia required magnesium replacement and discontinuation of the PPI.
	For patients expected to be on prolonged treatment or who take PPIs with medications such as digoxin or drugs that may cause hypomagnesemia (e.g., diuretics), health care professionals may consider monitoring magnesium levels prior to initiation of PPI treatment and periodically.  [See Adverse Reactions 6.2)]
	5.8 Interference with Urine Screen for THC

	6 ADVERSE REACTIONS
	6.1 Clinical Trials Experience
	Zollinger-Ellison Syndrome
	6.2 Postmarketing Experience

	7 DRUG INTERACTIONS
	7.1 Interference with Antiretroviral Therapy
	Concomitant use of atazanavir or nelfinavir with proton pump inhibitors is not recommended. Coadministration of atazanavir or nelfinavir with proton pump inhibitors is expected to substantially decrease atazanavir or nelfinavir plasma concentrations and may result in a loss of therapeutic effect and development of drug resistance.
	7.2 Coumarin Anticoagulants
	7.3 Clopidogrel
	Concomitant administration of pantoprazole and clopidogrel in healthy subjects had no clinically important effect on exposure to the active metabolite of clopidogrel or clopidogrel-induced platelet inhibition [see Clinical Pharmacology (12.3)].  No dose adjustment of clopidogrel is necessary when administered with an approved dose of Protonix.  
	7.4 Drugs for which Gastric pH Can Affect Bioavailability

	8 USE IN SPECIFIC POPULATIONS
	8.1 Pregnancy
	Teratogenic Effects
	Pregnancy Category B


	8.3 Nursing Mothers
	8.4 Pediatric Use
	8.5 Geriatric Use
	8.6 Gender
	8.7 Hepatic Impairment

	10 OVERDOSAGE
	11 DESCRIPTION
	12 CLINICAL PHARMACOLOGY
	12.1 Mechanism of Action
	12.2 Pharmacodynamics
	Antisecretory Activity 
	Serum Gastrin Effects 
	Enterochromaffin-Like (ECL) Cell Effects 

	12.3 Pharmacokinetics
	Distribution
	Metabolism 
	Excretion
	Geriatric 
	Gender
	Renal Impairment
	Hepatic Impairment

	Drug-Drug Interactions
	Other Effects 


	13 NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
	13.2 Animal Toxicology and/or Pharmacology

	14 CLINICAL STUDIES
	14.1 Gastroesophageal Reflux Disease (GERD) Associated with a History of Erosive Esophagitis 
	14.2 Pathological Hypersecretion Associated with Zollinger-Ellison Syndrome 

	16 HOW SUPPLIED/STORAGE AND HANDLING
	How Supplied
	Storage and Handling

	17 PATIENT COUNSELING INFORMATION




