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NDA No. 20-987

TIME SENSITIVE PATENT INFORMATION PURSUANT TO 21 C.F.R. 314.53
for NDA 20-987

The following is provided in accordance with the Drug Price Competition and Patent Term Restoration Act of
1984:

Trade Name: PROTONIX® .

Active Ingredient(s): pantoprazole sodium
Strength(s): 20 mg and 40 mg

Dosage Form: Tablet, Delayed Release, Oral
Approval Date: February 2, 2000

A. Information for each individual patent:

US Patent Number: 4,758,579

Expiration Date: July 19, 2005 (Patent Term Extension under 35 U.S.C. §156 has been requested)

Type of Patent: Drug Substance (Ingredient) ~ PROTONIX® oral tablet formulation

Patent Owner: Byk Gulden Lomberg Chemische Fabrik GmbH

US Agent: American Home Products Corp., parent company of the Applicant, is the exclusive licensee
under the patent. .

US Patent Number: 5,997,903

Expiration Date: December 7, 2116

Type of Patent: Drug Product (Composition/Formulation) - PROTONIX® oral tablet formulation

Patent Owner: American Home Products Corp., parent company of the Applicant, is the exclusive licensee
under the patent.

B. Declaration statement for listed patents which have Composition/Formulation or Method of Use
claims: ) "

The undersigned declares that the above stated US Patent No. 4,758,579 covers the drug substance
(ingredient) of PROTONIX®. This product is the subject of this application for which approval is being sought.

The undersigned declares that the above stated US Patent No. 5,997,903 covers the oral formulation of -
PROTONIX®. This product is the subject of this application for which approval is being sought.

WYETH-AYERST LABORATORIES

=,
Z

Steven R. Eck
Patent Counsel
Date: May 31, 2001

By:
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Trade Name

Dosage Form
(Route of Administration)

Applicant Firm Name
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NDA No. 20-987
Patent / Exclusivity Information

Pantoprazole Sodium
20 mg and 40 mg
~ PROTONIX®

Tablet, Enteric Coated, Oral

Wyeth-Ayerst Laboratories
20-987
8D

Pursuant to Section 505(j)(4)(D)(ii) and
505(c)(3)(D)ii) of the Federal Food, Drug,

and Cosmetic Act, no ANDA may be approved
with an effective date which is prior to 3 years
after the date of approval of this NDA supplement.

U.S. Patent 4,758,579,

Normal Expiration Date: July 19, 2005

U.S. Patent 5,997,903,

Normal Expiration Date: December 7, 2116
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PEDIATRIC PAGE (Complete for all original application and all efficacy supplements)

NDA Number: 020987  Trade Name: PROTONIX (PANTOPRAZOLE SODIUM) 40MG ENTE

Supplement Number: 007 Generic Name: PANTOPRAZOLE SODIUM
Supplement Type: SE1 Dosage Form;
. comis 'SHORT TERM TREATMENT OF EROSIVE ESOPHAGITIS ASSOCIATED WITH GASTROESOPHAGEAL REFLUX
Regutatory Action: AP Indication: DISEASE
Original NDA Action
Date: 4/19/02
Indication # 1 Pathological hypersecretory conditions including Zollinger-Eilison Syndrome.
Comments (if any):
Lower Range Ran Status Date
0 years 17 years Waived 4/2/01

Comments: Too few affected children to study with these conditions.

This page was last edited on 4/22/02 .
i W 2o

C(//LC/\A/\L AU, ;
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http://150.148.158.3/peds/pedsview.asp?Source=Peds&Document_id=2208045 4/22/02



Pantoprazole Sodium NDA No. 20-987
Item 16

PROTONIX® (pantoprazole sodium) Delayed-Release Tablets

. Sugplement to NDA No. 20-987

Item 16. Certification Required by Generic Drug Enforcement Act of 1992

The undersigned certifies that Wyeth-Ayerst did not and will not use in any capacity the
services of any person debarred under subsection (a) or (b) [section 206 (a) or (b)] of the
Generic Drug Enforcement Act of 1992 in connection with this supplement to

NDA No. 20-987 for PROTONIX® (pantoprazole sodium) Delayed-Release Tablets for the
indication of treatment of pathological hypersecretory conditions, including Zollinger-Ellison

syndrome.

Maureen D. Skowronek
Assistant Vice President,
Global Product Development,
Worldwide Regulatory Affairs




Pantoprazole Sodium NDA No. 20-987
Item 17

PROTONIX® (pantoprazole sodium) Delayed-Release Tablets

NDA No. 20-987 Supplement

Item 17. Certification Required by New Drug and Abbreviated New Drug Applications
Preapproval Inspection Requirements

The undersigned certifies that Wyeth-Ayerst has provided a field copy of the Chemistry,
Manufacturing, and Controls section, application form, and application summary of this
NDA No. 20-987 supplement for PROTONIX® (pantoprazole sodium) Delayed-Release
Tablets for the indication of treatment of pathological hypersecretory conditions, including
Zollinger-Ellison syndrome to the Philadelphia District Office, the FDA home district office
for Wyeth-Ayerst Laboratories, as required under 21 CFR 314.50 (d)(1)(v).

N7
Signed: (T /S’g(umw&_ |
Maureen D. Skowronek
Assistant Vice President,
Global Product Development,
Worldwide Regulatory Affairs
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. JOOOK-XXXX
Public Health Service Expiration Date: XXU/XX/XX
Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND
RRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

With respect to all covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted in support
of this application, | certify to one of the statements below as appropriate. | understand that this certification is made in
compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical investigator includes the spouse
and each dependent child of the investigator as defined in 21 CFR 54.2(d).

Please mark the applicable checkboxes.

- As the sponsor of the submitted studies, | certify that | have not entered into any financial arrangement with the
listed clinical investigators (enter names of clinical investigators below or attach list of names to this form) whereby the
value of compensation to the investigator could be affected by the outcome of the study as defined in 21 CFR 54.2(a).
| also certify that each listed clinical investigator required to disclose to the sponsor whether the investigator has a
proprietary interest in this product or a significant equity in the sponsor as defined in 21 CFR 54.2(b) did not disclose

any such interests. | further certify that no listed investigator was the recipient of significant payments of other sorts as
defined in 21 CFR 54.2(f).

Slinical investigat

Study 307 - US
Pantoprazole Oral Maintenance — ZES

(see attached lists)

As the ‘applicant who is submitting a study or studies sponsored by a firm or party other than the applicant, |

ify that based on information obtained from the sponsor or from participating clinical investigators, the listed clinical

~ vestigators (attach list of names to this form) did not participate in any financial arrangement with the sponsor of a

covered study whereby the value of compensation to the investigator for conducting the study could be affected by the

outcome of the study (as defined in 21 CFR 54.2(a)); had no proprietary interest in this product or significant equity

interest in the sponsor of the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant
payments of other sorts (as defined in 21 CFR 54.2(f)). :

As the applicant who is submitting a study or studies sponsored by a firm or party other than the applicant, | certify
that | have ‘acted with due diligence to obtain from the listed clinical investigators (attach list of names) or from the
sponsor the information required under 54.4 and it was not possible to do so. The reason why this information could not
be obtained is attached.

Name ) Title

Joseph S. Camardo, MD 31. Senior Vice President - Clinical R& D

Mr. Robert Haller vi/3 Vice President - R & D Finance

Wyeth — Ayerst Research

Signature Date
Raporwork-Reduction-Act-Slatemant

An agency may not conduct or sponsor, and a person is not required to respond to, a collection of Department of Health and Human Services
information unless it displays a currently valid OMB control number. Public reporting burden for this Food and Drug Administration

coflection of information is estimated to average 1 hour per response, including time for reviewing 5600 Fishers Lane, Room 14C-03
instructions, searching existing data sources, gathering and maintaining the necessary data, and Rockville, MD 20857

compieting reviewing the collection of information. Send comments regarding this burden estimate or

any other aspect of this collection of information to the address to the right: Please DO NOT RETURN this form to this address.

|Fr Vi FDA 3454 (10/98)

\



FDA Form 3454 - Certification: Financial interests and Arrangements of Clinical Investigators
Addendum to Section 1

Pantoprazole Oral Maintenance - ZES
Study 307-US

The Clinical Investigators listed below include only those whose site enrolled patients in the above referenced study.

Last Name First ' Ml




FDA Form 3454 - Certification: Financial interests and Arrangements of Clinical investigators
Addendum to Section 3

Pantoprazole Oral Maintenance - ZES
Study 307-US

Letters requesting financial Disclosure were sent to the Clinical Investigators listed below as their site enrolied
patients in the above referenced study. If no response was received from the initial request, additional attempts
were performed (such as mail, phone, fax, e-mail) in order to meet the Financial Disclosure requirement. See
comments below for explanation as to why Financial Disclosure forms could not be obtained.

Last Name First M Comments
— ———— No longer at site. Forwarding a_ddreés not provideci.
. No longer at site. Forwarding address not provided.
S~—— No longer at site. Forwarding address not-provided.

No longer at site. - Forwarding-address-provided.

1
A
k.



FDA Form 3454 - Cettification: Financial Interests and Arrangements of Clinical investigators

Pantoprazole Oral Maintenance-ZES
Study 307-US

The following individuais were listed on Form 1572s; however, Financial Disclosure Forms were not

received because they either did not participate in the study or the level of their invoivement does not
require the submission of Financial Disclosure Forms.

Last Name First ]

e ————— S




)

PROTONIX® Delayed-Release Tablets NDA No. 20-987

Pantoprazole sodium sesquihydrate drug substance for commercial use will be
synthesized, tested and released by:

Byk Gulden Lomberg -~ DMF No.: s
Lomberg Chemische Fabrik GmbH Registration No. of the German
Robert-Bosch-Strasse #8 Court of Trade: -HRB~}2-Court of
D-78224 Singen : - Register Konstanz

Germany

Contact: Erich Rapp, Ph.D.
Phone: 49 (7531) 84-1369

The drug product will be manufactured by:

Byk Gulden, Oranienburg * Registration No. of the German
Lehnitzstrasse 70-98 Court of Trade: HRB 45 Court of
D-16515 Oranienburg Register Neurupin

Germany

Contact: Ms. Christine Meims, Pharmacist
Phone: 49 (3301) 818-443

* Also denoted as Oranienburger Pharmawerk GmbH (OPW). The facilities are one and
the same.
PROTONIX Tablets will be tested, packaged and released by:

Wyeth Pharmaceuticals Co. (WPC)** Registration No.: 2650135
Highway No. 3, Km 142.1 DMF No.: ==

.Barrios Pozo Hondos and Jobos

Guayama, Puerto Rico 00785

Contact: Mr. Mariano Martinez-Mora
Phone: 787-866-7250

** Formerly known as Ayerst-Wyeth Pharmaceuticals Inc, (AWPI)

The preapproval inspection for NDA No. 20-987 for PROTONIX (pantoprazole
sodium) Delayed-Release Tablets was performed in September 1998. Since this is
an efficacy supplement to NDA No. 20-987, an additional inspection is not
required/anticipated.




Form Approved: OMB No. 0910-0297
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: 04-30-01

PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION USER FEE COVER SHEET

See Instructions on Reverse Side Before Completing This Form

PPLICANT'S NAME AND ADDRESS 3. PRODUCT NAME

PROTONIX® (pantoprazole sodium) Delayed-Release Tabiets
for treatment of pathological rsecretory conditions
Wyeth-Ayerst Laboratories . DOES THIS APPLICATION REGUIRE CLINICAL DATA FOR APPROVALT

IF YOUR RESPONSE IS "NO" AND THIS IS FOR A SUPPLEMENT, STOP HERE
P.O. Box 8299 T AND SIGN THIS FORM.
Philadelphia, PA 19101-8299 IF RESPONSE IS “YES', CHECK THE APPROPRIATE RESPONSE BELOW:

X THe REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION.
D THE REQUIRED CLINICAL DATA ARE SUBMITTED BY

REFERENCE TO
2 TELEPHONE NUMBER (inchide Area Code) {APPLICATION NO. CONTAINING THE DATA).
{610) 902-3729
5. USER FEE 1.D. NUMBER : 6. LICENSE NUMBER / NDA NUMBER
4155 NO20-987
7.1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPUCABLE EXCLUSION.
[ A LARGE VOLUME PARENTERAL DRUG PRODUCT [ A 5050)2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL (Ses tom 7, reverse side before checking box.)
FOOD, DRUG, AND COSMETIC ACT BEFORE %192
(Se¥f Expianatory)
3 THE APPUCATION QUALIFIES FOR THE ORPHAN [J ™HE APPUICATION IS A PEDIATRIC SUPPLEMENT THAT
EXCEPTION UNDER SECTION 738(a){1)E) of the Federal Food, QUALIFIES FOR THE EXCEPTION UNDER SECTION 736{a)( 1 XF) of
Drug, and Cosmetics Act the Federat Food, Drug, and Cosmetic Act
(See Nem 7, reverse side before checking box.) {See e 7, reverse side before checking box.)

D THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT 1S NOT DISTRIBUTED

COMMERCIALLY
(Seif Explanatory)
' ( FOR BIOLOGICAL PRODUCTS ONLY
[J WHOLE BLOOD OR BLOOD COMPONENT FOR [ A CRUDE ALLERGENIC EXTRACT PRODUCT
TRANSFUSION
T AN APPLICATION FOR A BIOLOGICAL PRODUCT 7 AN N VITRO" DIAGNOSTIC BIOLOGICAL PRODUCT
FOR FURTHER MANUFACTURING USE ONLY LICENSED UNDER SECTION 351 OF THE PHS ACT

[[] sovine BLOCD PRODUCT FOR TOPICAL
APPLICATION LICENSED BEFORE %/1/82

8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION?
Oves Xwno
{See reverse side if answered YES)

A completed form must be signed and accompany each new drug or biologic product application and each new
supplement. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a person is not
Paperwork Reduction Project (0910-0297) required to respond to, a collection of information unless it
Hubert H. Humphrey Building, Room 531-H displays a currently valid OMB control number.

200 independence Avenue, S.W.
Washington, DC 20201

Please DO NOT RETURN this form to this address.

"NATURE OF AUTHDRIZED COMPANY REPRESENTATIVE TITLE DATE
j x Manager, b I 1 | o)
( .oline M. Henesey, D. Worldwide Regulatory Affairs

FORM FDA 3397 (5/98) Cremad by Elerwenis Docessam SavicasATSOHHS. (301 4433434  EF
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DDR Dt: 25-JUN-2001

Div Goal Dt:

Subpart H: N Priority: X

Safety/Fi{ing Dt: 21-AUG-2001
Action Pref Goal Dt:

LVP: X Small Business: X Billable: Y Feaemod: 0

Primary Goal Dt: 22-APR-2002
Secondary Goal Dt: 22-

Prior Approv:

flo4[-
K31A Document Assignment Report N20987 1 1 Xi¥
i ' ik [

O — (W
e .ABS Let/Phone Dt: 30-JUN-1998 Pramary woar we. vo swe 2000
Name: PROTONIX (PANTOPRAZOLE SODIUM) 40MG ENTE Div: 180 Secondary Goal Dt: 03-FEB-2000
Doc Type: SE1 Doc Seq#: 007 Doc Mod Type: ~detter Dt: 21-JUN-2001 Stamp Dt: 22-JUN-2001
Dec Code: OP OPEN Dec Dt: 22-JUN-2001 Due Dt: 19-DEC-2001

JUN-2002

Cliniecal: X Waiver: X Type 6: UFID Type: Fee 505B2: X User Fee ID:
Reviewer Code/Name Con Disc Assign Date Rev-Start Rev-Final Sup-Concur St Ext
89Q JOSEPH, RAYMOND N MDO 25-JUN-2001 OP 0
88E KOWBLANSKY,MARI N CHM 25-JUN-2001 OP 0
89P PERRY,CHERYL N CSO 25-JUN-2001 opP 0
99F PERMUTT, THOMAS N STT 25-JUN-2001 oP 0
Doc Type: SEl Seq No: 007 Doc Mod Type:
From Stamp Date: To Stamp Date:
Typ Seq# Mod Type Letter Date Stamp Date Decision Dec Date Status Status Date
( SE1 007 21-JUN-2001 22-JUN-2001 oP 22-JUN-2001 PN 22-JUN-2001
SE1 007 8U 22-0CT-2001 23-0CT-2001 oP 23-0CT-2001
SE1 007 BL 01-MAR-2002 04-MAR-2002 oP 04-MAR-2002
SE1 007 BM 18-MAR-2002 19-MAR-2002 oP 19-MAR-2002



NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

P T R alors

ot et e,

NDA 20-987 Efficacy Supplement Type SE-1_

o i

Supplement Number 007

Drug: PROTONIX® (pantoprazole sodium) Delayed-Release Tablets

Applicant: Wyeth-Ayerst Laboratories

RPM: Cheryl Perry HFD-180

Phone # 301-827-7475

Application Type: BI505(b)(1)  DQ505(b)(2) -

Reference Listed Drug

% Application Classifications:

¢  Review priority

A #, Name): Not applicable

EIStandard () Priority

e  Chem class (NDAs only)

3

e  Other (e.g., orphan, OTC)

Proton pump inhibitor

% User Fee Goal Date April 22, 2002
< Special programs (indicate all that apply) & None
Subpart H
- ()21 CFR 314.510

(accelerated approval)
()21 CFR 314.520
(restricted distribution)
() Fast Track
Rolling Review

+ User Fee Information

e  User Fee

¢ User Fee waiver

() Small business

() Public health

() Barrier-to-Innovation
() Other

e  User Fee exception () Orphan designation
() No-fee 505(b)(2)
() Other
< Application Integrity Policy (AIP) g
e  Applicant is on the AIP () Yes HNo
o  This application is on the AIP () Yes HNo
e  Exception for review (Center Director’s memo) Not applicable
e  OC clearance for approval Not applicable
< Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was | B Verified’
not used in certification and certifications from foreign applicants are co-signed by U.S.
agent.
«+ Patent & G e G
¢ Information: Verify that patent information was submitted & Verified

e Patent certification [505(b)(2) applications): Verify type of certifications
submitted

21 CER 314.50()(1)()(A)
O On Om Orv

21 CFR 314.50(iX(1)
Q@) () iy

e  For paragraph IV certification, verify that the applicant notified the patent
holder(s) of their certification that the patent(s) is invalid, unenforceable, or will
not be infringed (certification of notification and documentation of receipt of
notice).

() Verified

Version: 3/27/2002



< Exclusivity (approvals only)

s  Exclusivity summary

NDA 20-987 / SE1-007
Page 2

e Is there an existing orphan drug exclusivity protection for the active moiety for
the proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for the definition of
sameness for an orphan drug (i.e., active moiety). This definition is NOT the
same as that used for NDA chemical classification!

() Yes, Application #
M No

< Administrative Reviews (Project Manager, ADRA) (indicate date of each review)

A3

e Proposed action

Project Manager: July 10, 2001
e e hdnd

BAP ()TA (JAE ()NA

e  Previous actions (specify type and date for each action taken)

None

e  Status of advertising (approvals only)

< Public communications

e  Press Office notified of action (approval only)

M1 Materials requested in AP letter
Reviewed for Sub

Eedr e, DR i e
licable

Lo hpdmanpan o~

) Yes EINot app

e Indicate what types (if any) of information dissemination are anticipated

< Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable)

¢ Division’s proposed labeling (only if generated after latest applicant submission

# None

() Press Release

() Talk Paper

() Dear Health Care Professional
Letter

of Iabeling) Not applicable

e  Most recent applicant-proposed labeling March 1, 2002

¢  Original applicant-proposed labeling June 21, 2001

e  Labeling reviews (including DDMAC, Office of Drug Safety trade name review, . s
nomenclature reviews) and minutes of labeling meetings (indicate dates of xrl\ldl i‘; bzeélonzg Review:

reviews and meetings)

e Other relevant labeling (e.g., most recent 3 in class, class labeling)

< Labels (immediate container & carton labels)

¢ Division proposed (only if generated after latest applicant submission)

e  Applicant proposed Not applicable
e Reviews Not applicable
<" Post-marketing commitments e T B ey
e  Agency request for post-marketing commitments None
¢  Documentation of discussions and/or agreements relating to post-marketing None

commitments

9,
X

-

Outgoing correspondence (i.e., letters, E-mails, faxes)

July 2, 2001: acknowledgement letter

.
R4

Memoranda and Telecons

None

< Minutes of Meetings B e I
e EOP2 meeting (indicate date) Not applicable
e Pre-NDA meeting (indicate date) Not applicable
e  Pre-Approval Safety Conference (indicate date; approvals only) Not applicable
e Other Not applicable

Version: 3/27/2002




NDA 20-987 / SE1-007

Page 3
S Advisory Committee Meeting S L
e Date of Meeting Not applicable
®  48-hour alert Not applicable
Federal Reglster Nonces, DESI documents, NAS NRC (lf any are apphcable) Not applicable

=g

Summary Revxews (e.g., Ofﬁcerrector, Dmsmn Du'ector Medlcal Teaxh f.eader) ed: Team Lea:

mdu:axe date or each review April 2, 2002
e imical Information” g
< Clinical review (indicate date for each review) April 2, 2002
< Microbiology (efficacy) review (indicate date for each review) Not applicable
% Safety Update review (indicate date or location if incorporated in another review) k;c:lt ;? ;&Czlinical review dated
< Pediatric Page (separate page for each indication addressing status of all age groups) M Yes
< Statistical review (indicate date for each review) Not applicable
< Biopharmaceutical review (indicate date for each review) Not applicable
< Controlled Substance Staff review and recommendation for scheduling (indicate date for Not applicable
each review) .
< Clinical Inspection Review Summary (DSI) T ; R
o  Clinical studies Not applicable
é ¢ Bioequivalence studies Not applicable

s CMC review (indicate date for each revzew)

«» Environmental Assessment

e Categorical Exclusion (indicate review date) February 15, 2002

e Review & FONSI (indicate date of review) Not applicable
e Review & Environmental Impact Statement (indicate date of each review) Not applicable
« Micro (validation of sterilization & product sterility) review ’ Not applicable
< Facilities inspection (provide EER report) Date completed:
() Acceptable
() Withhold recommendation
<¢ Methods validation () Completed
() Requested

1 Not yet requested

3 : 2%5Nonclinical Pharm/Tox Information &5

< Pharm/tox review, including referenced IND reviews (indicate date for each review) Not applicable
¢ Nonclinical inspection review summary Not applicable
% Statistical review of carcinogenicity studies (indicate date for each review) Not applicable
% CAC/ECAC report Not applicable

Version: 3/27/2002




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

Cheryl Perry
4/22/02 01:56:36 PM



Diviston of ‘Gastrointestinal & Coagulation Drug Products
CONSUMER SAFETY OFFICER REVIEW

Application Number: NDA 20-987/SE1-007 APR 19 2002
Name of Drug: PROTONIX® (pantoprazole sodium) Delayed-Release Tablets, 20 mg and 40 mg
Sponsor: Wyeth-Ayerst Research
Material Reviewed
Submission Date: March 1, 2002
Receipt Date: March 4, 2002

Background and Summary Description:

June 12,2001 — Approval of SE1-001 for the new indication for long-term maintenance of healing of Erosive Esophagitis, and a 20 mg
tablet strength.

June 22,2001 - SE1-007 submitted. Provided for a new indication for treatment of pathological hypersecretory conditions, including
Zollinger-Ellison syndrome.
July 20, 2001 — Approval of SLR-005 revising the OVERDOSAGE section of the package insert.

Review
PACKAGE INSERT TEXT

Package insert text currently approved on draft July 20, 2001 (S-005) was compared with proposed draft labeling submitted March 4, 2002.

The text is identical except for the following:

Revised Section Exact Location Revision Recommendation |
CLINICAL 7" sentence added To read: This addition was reviewed by
PHARMACOLOGY; ! “Although no significant drug-drug interactions have been Suresh Doddapaneni, PhD,
Drug-Drug : observed in clinical studies, the potential for significant Biopharmaceutics Team Leader;

. drug-drug interactions with more than once daily dosing Robert Prizont, MD, Medical
Interactions with high doses of pantoprazole has not been studied in Reviewer; and Hugo Gallo-Torres,
| l ?:‘;; irn:ita’!oolizers or individuals who are hepatically MD, PhD and it is ACCEPTABLE. '




NDA 20-987/5-007
CSO Labeling Review: April 17, 2002
Page 2

CLINICAL Stand-alone paragraph | “Pantoprazole is a proton pump inhibitor (PPI) that This revision was reviewed by
PHARMACOLOGY; | revised to read: - suppresses the final step in gastric acid production by Robert Prizont, MD, Medical
Pharmacodynamics; W covalently bend-binding to twe-sites-of-the Reviewer; and Hugo Gallo-
. . (H',K")-ATPase enzyme system at the secretory surface of > .
Mechanism of Action the gastric parietal cell. This effect is-dose-related-and Torres, MD, PhD and it is
leads to inhibition of both basal and stimulated gastric acid | ACCEPTABLE.
secretion irrespective of the stimulus. The binding to the
(H',K")-ATPase results in a duration of antisecretory
effect that persists longer than 24 hours for all doses
tested.”
Clinical Studies New subsection added to | “Pathological Hypersecretory Conditions Including | This addition was reviewed by
read: Zollinger-Ellison Syndrome _ , Robert Prizont, MD, Medical
In a multicenter, open-label trial of 35 patients with Revi - and H Gall
pathological hypersecretory conditions, such as Zollinger- eviewer; and Hugo .a‘ 0-
Ellison syndrome with or without multiple endocrine Torres, MD, PhD and it is
neoplasia-type I, PROTONIX successfully controlled ACCEPTABLE.
i gastric acid secretion. Doses ranging from 80 mg daily to
240 mg daily maintained gastric acid output below 10
mEq/h in patients without prior acid-reducing surgery and
below 5 mEq/h in patients with prior acid-reducing
surgery.
i Doses were initially titrated to the individual patient needs,
i and adjusted in some patients based on the clinical
response with time. (See DOSAGE AND
ADMINISTRATION.) PROTONIX was well tolerated at
i these dose levels for prolonged periods (greater than 2
" .. _yearsinsome patients)." I
INDICATIONS AND New subsection added to glalthtﬂogg:: ")'l;ersscrﬂory Conditions h“‘»'“di"g This addition was reviewed by
. inger-Ellison Syndrome : ;
USAGE read: PROTONIX Delayed-Release Tablets are mdlcated EObFn Pr.lzor:it,[—ll\d D, I(\}Ael?lcal
for the long-term treatment of pathological hypersecretory eviewer, anc Hugo .a. o-
conditions, including Zollinger-Ellison syndrome.” Torres, MD, PhDrand it is
| ACCEPTABLE. )
PRECAUTIONS; 2™ paragraph revised to | “Because of profound and long lasting inhibition of gastric | This revision was reviewed by
Drug Interactions read: acid secretion, it-is-theoretically-pessible-that-pantoprazole | p ohert Prizont, MD, Medical
may interfere with absorption of drugs where gastric pH is Reviewer: and Hugo Gallo-
an important determinant of their bioavailability (e.g., ) 8 .
ketoconazole, ampicillin esters, and iron salts).” Torres, MD, PhDrand it is
! ACCEPTABLE.




ADVERSE
REACTIONS

ADVERSE
REACTIONS;
Postmarketing
Reports

REACTIONS;
Laboratory Values

ADMINISTRATION

| Added paragraph to end

of section to read:

| Added one word to read:

revised to read:

‘New subsection added to

read:

1* two sentences were

“In an open-label US clinical trial conducted in 35 patients

! with pathological hypersecretory conditions treated with
| PROTONIX for up to 27 months, the adverse events

reported were consistent with the safety profile of the drug
in other populations.”

“There have been spontancous reports of adverse events

with the post-marketing use of pantoprazole. These
reports include anaphylaxis (including anaphylactic
shock); angioedema (Quincke's edema); anterior ischemic
optic neuropathy; severe dermatological reactions,
including erythema multiforme, Stevens-Johnson
syndrome, and toxic epidermal necrolysis (TEN, some
fatal); hepatocellutar damage leading to jaundice and
hepatic failure; pancreatitis; pancytopenia; and

_jJhabdomyolysis.” . . _ |
“In two U.S. controlled, short-term trials in patients with

erosive esophagitis associated with GERD, 0.4 % of the
patients on PROTONIX 40 mg experienced SGPT

elevations of greater than three times the upper limit of
normal at the final treatment visit. In two U.S. controtled,
long-term trials jn patients with erosive esophagitis
associated with GERD, none of 178 patients (0%) on
PROTONIX 40 mg and two of 181 patients (1.1%) on
PROTONIX 20 mg, experienced significant transaminase
elevations at 12 months (or earlier if a patient discontinued

prematurely)”
“Pathological Hypersecretory Conditions Including

Zollinger-Ellison Syndrome

The dosage of PROTONIX in patients with
pathological hypersecretory conditions varies with the
individual patient. The recommended adult starting dose is
40 mg twice daily. Dosage regimens should be adjusted to
individual patient needs and should continue for as long as
clinically indicated. Doses up to 240 mg daily have been
administered. Some patients have been treated

NDA 20-987/5-007
CSO Labeling Review: April 17, 2002
L . Page 3
This addition was reviewed by
Robert Prizont, MD, Medical
Reviewer; and Hugo Gallo-
Torres, MD, PhD and it is
This addition was reviewed by
Robert Prizont, MD, Medical
Reviewer; and Hugo Gallo-
Torres, MD, PhD and it is
ACCEPTABLE.

This revision was reviewed by
Robert Prizont, MD, Medical
Reviewer; and Hugo Gallo-
Torres, MD, PhD and it is
ACCEPTABLE.

This addition was reviewed by
Robert Prizont, MD, Medical
Reviewer; and Hugo Gallo-
Torres, MD, PhD and it is
ACCEPTABLE.

continuously with PROTONIX for more than2years.” | =~~~




Conclusion
The identified labeling changes are ACCEPTABLE. An approval letter can be issued.

{See appended electronic signature page}

Cheryl Perry ' Joyce Korvick, MD
Regulatory Health Project Manager Deputy Division Director
Draft: C. Perry/April 17, 2002
R/d Initials:  J. Korvick/April 18, 2002
Final: C.Perry/April 19, 2002

Filename: N20987.s007.LabelRev.doc
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Protonix® (Pantoprazole Sodium) Delayed-Release Tablets
ZES Indication sNDA 20-987/SE1-007

Labeling Changes Proposed in This Submission

The labeling changes to the PROTONIX® (pantoprazole sodium) Delayed-
Release Tablets package insert proposed in this submission provide for the incorporation
of the indication for treatment of pathological hypersecretory conditions, including
Zollinger-Ellison Syndrome. These changes impact the CLINICAL
PHARMACOLOGY, INDICATIONS AND USAGE, ADVERSE REACTIONS
AND DOSAGE AND ADMINISTRATION sections. Changes in addition to those
related to the proposed indication are discussed below (Section 1.4). Specific changes
proposed to the labeling text are indicated by double underline (additions) a.nd
strikethrough (deletions). The carton and container labeling for PROTONIX® Delayed-
Release Tablets are not impacted by this supplement.

Dates of Last Approved Labeling

The last approved labeling for PROTONIX® (pantoprazole sodium) Delayed-
Release Tablets was approved on May 21, 2001 as part of the approval of NDA No. 20-
987/S-004, providing for the deletion of text pertaining to dose adjustment for patients
with renal or hepatic impairment, or elderly patients.

History of All Changes Since Last Approved Labeling

As of June 5, 2001, there have been no changes since the last approved
PROTONIX® (pantoprazole sodium) Delayed-Release Tablets labeling on May 21, 2001.
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/7 pages redacted from this section of
the approval package consisted of draft labeling




l"\‘mix® (Pantoprazole Sodium) Delayed-Release Tablets
Zv.s Indication

W

PROTONIX®
(pantoprazole sodium)
Delayed-Release Tablets

The active ingredient in PROT! sodium) Delayed-Neleass Tablots is
r:wu %&. sodium 5-{diftuoromethoxy}-2-f3.4-dimethaxy-2-

3 Wmﬁ , & ) 15H:3“wuh
gastric acid secretion. s empirical formula NeO,S x 1.5 HO, with &
D v of 432.4. The Suclurs! formula ;.

gqorquumda-duxm-mwuadmm Each

with (000, #S Ly, Is varisble and may increase sig-
nilicontly. Following intravenous sdminisirstion of 1o extensive me!
lizers, Us tots! clearance is 7.8-14.0 L/ and its spparent volume of distribution is
11.0-23.6L.
Absorption

i

undergoes fittle firsi-pass metabolism resulting in an sbsolule bioavall-
Woulvmldy"%.l’u?l:pruobah plion is not alfected by ¢ mitant

Muﬂong ;maada Administration of oprnmm‘ ] ole
up hours or ; however, the Coy. extent nf

abw‘_ p!:n(AUC)“ u-nummhua.mmudomaybemmwmw ngudm to

iming of meals.

CONFIDENTIAL

sNDA No. 2

Distribution
The i bl

X

p fume of db of pant
Uributing mainly in extracedulas fiuid. The serum protein binding
aboul mwﬂyloabwm. of pantoprazole ls

Metabolisen
Pantoprazole is ext melsbolized in the lver
VP sysiam. Pantontaiols metssolen s fxdopendant = e re e oy s ion

avenous or oral). Thoznlhm ] by CYP2C19,
Trere s no avidencs thl any of tha paniopraZole metecoMes have Surafican phs-
activity. hism due 10 its defl-

cb’ggmub 7 ﬂ 3'“'er . African-Americans

L pop .9. and 1,

17-23% of Asians), m&nb-gonlmmdmmdomab:::
ors have elimination half-fie values of 3.5 10 10.0 hours, they atil have minimal accu-
mulation (S 23%) with once dally dosing.

Elimination .
After a single oral or intravenous dose of “C-labeled pantoprazole to hesithy, normal
mm«m.mm%anndmmwmdhumm
18% excreted in the leces through excretion. There was no renal excretion of
unchanged pantoprazole. '
Spoe%m-
Only shght 10 moderate increases In pantoprazole AUC (43%) and mutm

ion,

found In eiderly voluniewrs (64 to 76 years ol age) stter
compared with younger subjects. No dosage is racommaended based on age.

Pedistric L.
mMMW&MMMWhm

<18 years of age. .
Gender

m.mmmmm In women cnmpered 10
men.

, woight velues wre n wormen and men.
0 1 is needed basad on gander (Also see Use in Women).

Renal impairment

In patients with severs renal impairment, pharmacakinelic parameters lor pantopra-
to those ot ts. No [}

,d,wrgw;:m 0 thos! M:"b?m: dosage sdivatment ia necessary in

P >

fohd In hepatic-mpaired ,

abserved in slow CYP2C 19 metsbolizers, where MWW&

Mm:unulﬂhn'lolm z‘:u:;m'-mMmm%
once

adjustment i needed in patienis with mild to severs hapatic impalment.

Drug-Drug Interactions

Pantoprazole is metabolized mainly by CYP2C19 and to minor extents by CYPs 3A4,

206 and 2C9. in in vivo drug-drug interaction studies with CYP2C19 substiates
{dlazepom A CYPIA4 subs¥ MWWQWW
substr:

does not signif
, dlaz s ‘c“‘;’l metabolite, oln, war-

CYPs 2G19, 3A4, 2C9, 208 and 1A2. Therelore, it s expecied that pantop
woukd nok signif

drviinistered with p F,‘d" hmmwm.m%-uw.
ntipyrine, and calleine had no clinically rek with pantoprazole.

Y

azole is spproximately 11.0-23.6L, dis-

pe—
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F  nix® (Pantoprazole Sodium) Delayed-Release Tablets
ZLs Indication

in 8 series of dose-response panioprazole, st oral dloses ranging from 20 fo
120 mg, gastiic pH and in the percent
ol time WW>3m:4wm40molpmpmzoth
e e b Dl o i it oo et shgruoont roases
Doses than , 80,
hnndlmguwicpH.T"a on pH from one doubile:
blind crossover study are
——————— Modian pHon day T « - = = = = —
Time Placebo 20 40 mg 80
&:.m-!l.m 13 2.9 38 36“"“
asm. - 10pm. 1.8 k¥ o 44" 48"
10pm. -B8am 1.2 2.1 30 26
* Significantly diferent from 20 mg
Serum Gastrin Effects
FMW assessed in two double-biing studies of the acule
hasling of E) In which 682 patients with gastroesophage!

A similar increase in irin levels was

increases of 3%, 26%, md 9% for the three pentoprazole dose groups. e
term studies involving over 80O patients, a 2- 1o 3-fold mean increase from

mwmmmw DU observed In the initisl months of trest-

Wmmy mamm
mwmwmwmhpﬂm D, F gastrin
fovels rally rermnained al mmmzhammmm up to 4 years of
Mod&';wwhcmm

Following healing of gastric or Mmmmmmm elovated

, 8 NE-cel
in 1 female

without concomit changes was
following 1 |hsoldmwﬂhgmiow¢mh wydaymdnsuv\lh
:).H.»dosomovzer';‘.m('e‘.ee?ni sis, impairment of
it

;
|
i
L
§
fil

CONFIDENTIAL
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Other Effects

No clinicalty rel elects of pantoprazole on cardiovascular, respiratory, oph-
thalmic, or ceniral nesvous have been detected. In a clinicsl pharma-
cology study, pantoprazole 40 mg given once dally for 2 weeks had no sffect on the
lovels of the hormones: cortisol, testosterone, {13), thyroxine

triodlothyroning
(T4, hormone, 3

Ciinicel Studies
PROTOMXDGWWTMMMMAWM

Erosive Esophagitis (EE) Associated with gﬂﬂ
A US rusiticenter double-blind, M-mlm PROTGIXW mg

or 40 ame&Mhm% mm
‘coplqzdlﬂmd grade 2 or sbove scale). -aw‘:.u
malely 25% of ervolled patients had severe of amzwmm

p ages of patisnts healed (per protocol, ns541) in this study were ss follows:
Erosive Esophagitis Healing Rates (per prolocol
————— PROTONIX o = wa e e Plscebo
10
m? oD 20 m‘ Qb 40 mg ap n=t8
4 456%"  $8.4%° 750%" 143%
o 66.0%°  B35% 92.8%"* 39.7%

cp<aom)motom placebo.
8 gwtomum PROTONIX
versus 10 mg PROT '
thlli dmomwmmwcdammm
iy This was true ol H, siatus lor the 20-mg and 40-mg

IOMX groups. The dose ol ONIX resulted in healing rates
arlhmm.lomd either the 20- or 10-mg dose.
taking PROTONIX 40 mg experienced
mmmm«nmum;‘dmm
lrommaum with placebo. Patients taking
mmwaymmm

Paovomxzo and 40 mg once daily compared with nizatidine 150
twice dally In & mulllcc:\':gv m—bmmdzaammmmmn:?
imwm% EE of grada 2 or sbove, The percentages of
patients healed (per , n=212) were as follows:

Erosive W Rates {per protocol)
oo e e PROTONIX = = o o o Nizstidine

40 mg QD 150 mg BID

Wosk s =70 ooty

4 61.4%° 64.0%* 22.2%

8 79.2%" 82.9%" 41.4%

‘(p<o 001) PROTONIX versus nizatidine.

treatment with PROTONIX 20 or 40 mg resulted in wpalor

muocmwnbommamwmmmm ftroatment with

150 mg of nizatidine. For treatment signiticantly healing rates
cornp"zod'omandmwo.cmod 5 o ihe M. pylor sintus. )

Aﬂonﬂcmmuopmbnd MhMWWXWW
complete reliel of nighttime heartburn MWMMNW

B e e Dl o Skt o

MW?&MMMMW

INDICATIONS AND USAGE

Shart-Term Treatment of Erosive Esophagitis Associsted With Gastroesophages!

Reflux Disease {GE

{a
mfwwamTMthhmm-mmmeo
8 weeks) in the healing and ic relief of erosive . For those
patients who have nol after 8 weeks of treatmont, sn 8 week course
of PROTONIX may be considered.

The safely and efficacy of PROTONIX for maintenance fe.

16 have nol bean esiablished. mvnsc&mtons;w 9. beyond

CONTRAINDICATIONS
PROTONIX Delayed-Release Tm:nmmnmm:mmm
hypenenuwﬂytomyoonmn the fonmutation.

——

7



e
mix® (Pantoprazole Sodium) Delayed-Release Tablets
lea Indication

gnsc:'umus

ener

S) responss lo with ole does not prechude the
mﬂk therapy pantopraz presence

hmdmmopv dcbmbMMeQMmifudwm
The relevance of these animal findings to humans is unknown. The safely and

Mdmvmmmw 9., beyond 16 weeks) have not
WPROTOMXhmIW maintenance ther tharapy (see INDICA-

mhmmc«m.mmmmu doumu'lscuho

Interactions
Pantoprazole is metsholized the P450
;‘}5&9 ond CYPIM homm% MMWMMMM
Based on studies evaluating possible interactions of pamioprazole with other drugs
metsbolized by the cytochrormne P450 system, no adjustment is needed with
concomitant use of the lollowing drugs; , antipytine, calleine,
fwa;bmum.dumm , othenol, . an orel contracep-

mwmummw.wm.m.um
Eg“ncbwrd'vmﬂ":'mm dmmm with the same meta-

e

mmdmdo uu\w&.as mlw o
orol mny mcas-y
Thnownuomhm mmmm

Because of wmumm

mwwmmdmmn ,molo.
ahmmdhn
na cmhugmleiym mmmhd with
doses of 0.5 to 200 mg/kg/day, about 40 timws the exposure on & surface
:;-m%d.mwwmmumwhmmm, thme at
. mg/kg/day produced enterocivomain-iks (€

snd cofl lumors in a or, in the
forestomach, Wreatment at 50 and 200 mg/kg/day (sboul 10 and 40 times the recom-
mended human dose on a body susface area basis) squamous cell
papiiomas cell carcinomas, Rre
nuoclmod uob includiad an adenocercinoma of the duode-

restment
50 mg/kg/day, and benign polyps and adenocarcinomas of the gastric fundus
tlzonmgﬂlgldg'hhm , wostment st 0.5 to 200 mg/kg/day produced dose-relat-
b h“m Mmmm:gma"&m
Wmm mummmmm
A carcinoma
Sporadic occurrences of e lo W& s
|zmwm

in & 24-month carcinogenicity , Fincher 344 rats were trested orally with doses of
SMdely ‘to 10 times the recommended human dose based
mlnu'n fundus, trestment at 5 1o 50 mgA/day produced
Douad-ulonlor study may not have been adequate fo comprehen-

the carcinogenic potentist of partoprazole.

mumwm mtmmmmmmus

“'“"W"K; recommended human dose based on body sis-
{ace ares. In the liver, treaiment st so"m of
sdenomas and carcinomas in female mice. Treatment 81 5 to

combined hepatoceiular
1som¢mdwmmguwmmal

mouse
mosomal abeer

CONFIDENTIAL

sNDA No. 2(

drug, taking into account the benetit of the diug to the

Pediatric Use

Salety and eltectiveness in pediatric patients have not besn esteblished

Use In Women 4

Eronive rales In the 22 treated InUS
cﬁv\‘cdttdsmsmatomm\dlnm The incidence rates of adverss
evenis were aiso similar between women,

Use in Eiderly

triols various doseges and duration of R. in genersl, paniop
has been tolerated in both short-term and long-term trisls.

in two US controlied clinical Uials PROTONIX 10-, 20-, or 40-mg doses for

u:ohemoks.meromnodou Mamhhddumdndv«umn.
The following adverse or

evenis considered by investigators to be possibly,
y lom d in 1% or more in the individual stucies of GE|
pationts on therapy PROTONIX,

Most Frequent Adverse Events Reported as Related
in Short-term Dx ic Trinls Ona

Study 300-US Study 301-US
PROTONIX  Placsbo PROTONIX Nizatidine
Study Event h=521) (n=82) in = 161) in = 82)
Headache 6 8 9 1
Diarrthea 4 1 [ ] 8
Flatulence 2 2 4 0
Abdominal pain 1 2 4 4
Rash <t 0 2 0
Eructation 1 1 0 0
insomnia <1 2 ] 1
Hyperglycemla o 0 <1 [

Note: Odyadvmmawﬂhmhddu\comﬂmouqﬂhhm
parators are shown,
hmhmm«mmmmmw
s, reqardiess of . occutred at & rate of 2 196 in PROTONIX-treated
palmms mher:;'m palnchoslplh. 'p;-k\lusyndmm.woctbn
migraine, constl dyspepsia, M .Wmdmdﬂ.nma
mclaldisorder vomiting, hyperiiperna, liver tion tests ab SGPT §

——

7



>

ZES Indication
arti anxioly, dizzi , hypertonia, b hitis, [ dyspnea,
ph;m munlns sinusiis, upper resphatory luc!cw“ mew quency, and

wuwyluclmlocﬁon
1n infernational short-term double-blind or open-label, clinical trials involving 20- to
lomopetday the following adverse svents were reporied to occur in 1% or more of
805 GERD patients receiving pantoprazole for up to 8 weeks.
Adverse Events in GERD Patients in Short-term internations! Trials

--------- % Incidence— — ~ — = — = —
R;gldm azole Fu‘uaolkﬁu
Total mg
Study Event N=2805) (N-S'O’x (N=474) (ng:‘lg)
Headache 2 3 2 1
Diarthea 2 2 2 P3)
Abdominat Pain 1 1 <1 <1
Additional ad hd%olGEﬂDpthbmdonpoobd
resulls from either shon domcsﬂc international trisls are shown below within

esch body sysiem. mmmwmwmmwa

I —\)nix® (Pantoprazole Sodium) Delayed-Release Tablets "

sNDA No. 2.

Postmarketing Reports

Iluom\n(m reports of ach ovents with the marketing use
puuoptuole These vepods;w‘“ aphylaxis; engl mnckuodoma)
nultilorme, Stevens-Johnson synds ond toxic nocrdy:b' Eh.m
fatal); end pancreatitis. ome. @
;':Mihm dsoob‘uvodhmbombmde‘ mmmpotm speech disor-

Laboratory Values
mchSWMOl%dNMMGO panioprazole sxperienced
SGPT elevations of aderhmlheﬂhmhwpu%dmﬂﬂ"uﬁuﬂml
mmwanwuamdl‘rmﬁnc nation for
ndvulmucm«um elevations to be

atory
iabor;
« changes in Mpummmnpmodu
OVERDOSAGE
Some rey of

BODY AS A WHOLE: abacess, reaction, chilis, cyst, tace edema, fever, gener-
slized edema, heat stroke, hernla, teal abnormal, malgise, monillasis, neo-
plasm, non-specitied drug reaclion.
CAHWASCMSYSIEM:MMW cardiovasculer disorder,
chest pain substernal, congestive heart abnormal, hemor-
rhage, hyperlenston hypolomion nwocaddbdnnia. ation, retinal vascular
syncope, tachycardia, thrombophiebitis, thrombosis, vasodilatation.
DIGESTIVE SYSTEM: anorexia, aphthous stomatitis, cardospasm, colitis, dvym’:‘rd
duadenitis, mwm mmh.wmu
cumwmumwwu o 3
mmd pumm“ mm !omachucor::nmm -
[ itis,
ltoolubuovmd mwodmdmmm
ENDOCRINE SYSTEM: diabetes mellitus, glycosuria, goiter.
HEPATO-BILIARY SYSTEM: billary d!obcyaﬂﬁs. cholelithiasis,
Mmm*ﬂwmem gemma ghutamyt
wanspeplidase incressed, SGOT increased.
HEMICANDLYMPHATIC SYSTEM: anemia, ecchymosis, eosinophiia, hypochromic
anemis, ron deficiency anamia, leukocytosis, lsukopenia, thrombocylopenia.
METABOLIC AND NUTRITIONAL: dehydration, edema, gout, peripheral edema, thirst,
weight gain, weight loss.
MUSCULOSKELETAL SYSTEM: arititis, arthvosis, bone disarder, bone pain, bursitis,
Joint disorder, leg cramps, neck rigidity, myalgh. (enosynovﬂu

NERVOUS SYSTEM. ab i dreams, conf L dvymou!h
MMWMMMWW

disorder, $OMN Ing at 'mﬁwv«mo

RESPIRATORY SYSTEM ulhmn.opuuh hicoup, laryngitis, kung disorder, pheumo-
nia, voice alteration.

SKNANDAPPENDAGES mmmmd«wm &y:kln eczema, fun-

dermatilis, simplex, zo8tey, ] dermalitis, macu-
gapubuash pain, pruritus, sfhdsotdu ‘skin ulcer, swealing, urticaria.

SPECIAL SENSES: lbnom\d vhbn. -nuLoph. act specified, dealness. d‘PbP‘ﬂ
o pain, lalo puvumn

UROGENITAL SYSTEM ‘bumhuh. balanitis, hnnl pain, cystills

dysuria, Is, hernaiuria, impotence, kidney calculus,
prostatic disorder, pyekxn!hnb lgaw odeml urethrsl pain, wet! ﬁgnmnay tract
Vw

CONFIDENTIAL

dmmmmﬁud\mwtmmmmm
overdosage d similar s of
with no advarse efficts observed, OvnpnmnlmmMnmlw PROTONIXS

MnmmmadouoUZDmpudaylaa azole sodium)

well tolerated. Doses of up to 240 inkravencusly for seven yod-Release Tablets
have besn administered mﬂmm have bean wel 10lerated. doys. C16004-3
Puuopruotohmlmnowdby o
Single oral doses of nmq.mmmdm m
lc\hdlonicomlmdmmclmty mlm

y, ataxia, hunched sitling, kmb-spiay, wmm

o reflex, and lremor.
DOSAGE AND ADMINISTRATION
Treatment of Erosive Esophagitis
The nmdedadduddmob“mﬁmmﬁylwmblwﬂwhr

those patients who have not healed after 8 weeks of treatment, an additional 8-week
mudmtmxmhm {See INDICATIONS AND USAGE)

n with renal
m is necesaary in patients [{ impairmont, hepatic impair-

pdnnuNodoum is necessary in patisnts undergo-
motomx me:mmmmmm«mw
in the stomach. tant adkministration of sntacids does not affect the shsorption  PROTONIX®
of PROTONIX. ! toprazole sodium)
Patients should be cautioned that PROTONIX Delsysd-feleasa Tablets shouid not be Relaase Tablets
spiit, chewed or crushed. C1 6004-3
PROIONIXI&E»deo 40 mg yellow oval bi tablet ;

as delayed-rel s Imprint

od with PROTON! aank*';‘gnomddo
They are avallable as

a3 foflows:
NOC 0008-0841-10 bottles of 100
NODC 0008-0841-81 bottles of 90
NDC 0008-0841-91 botties of 1000
NDC 0008-0841-99 carton of 10 Radipak® biister strips of 10 tablets each

Storage
Store PROTONIX Delayed-Relsase Tablets at 20°-25°C ?ﬂ'—"‘ﬂ; sxcursions permit-
ted to 15°-30°C (59°-86°F). [See USP Controliad Room Temperature].

1} only
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