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1.1

APPROVED DRUG PRODUCTS
with
THERAPEUTIC EQUIVALENCE EVALUATIONS
20TH EDITION

CUMULATIVE SUPPLEMENT 3
MARCH 2000

1.0 INTRODUCTION

HOW TO USE THE CUMULATIVE SUPPLEMENT

This Cumulative Supplement is one of a series of monthly updates to the Approved Drug Products with
Therapeutic Equivalence Evaluations, 20th Edition (the List). The List is composed of four parts:
approved prescription drug products with therapeutic equivalence evaluations, over-the-counter (OTC)
drug products that require approved applications as a condition of marketing, drug products with
approval under Section 505 of the Act administered by the Center for Biologics Evaluation and
Research and products that have never been marketed, have been discontinued from marketing or that
have had their approvals withdrawn for other than safety or efficacy reasons.

The Cumulative Supplement provides, among other things, information on newly approved drugs and, if
necessary, revised therapeutic equivalence evaluations and updated patent and exclusivity data. The
Addendum contains appropriate drug patent and exclusivity information required of the Agency by the
"Drug Price Competition and Patent Term Restoration Act of 1984" for the Prescription, OTC, and
Drug Products with Approval under Section 505 of the Act Administered by the Center for Biologics
Evaluation and Research Lists.

The Patent and Exclusivity Lists are arranged in alphabetical order by active ingredient name. For those
products with multiple active ingredients, only the first active ingredient (in alphabetical sort) will
appear. In addition, the trade name will be displayed to the right of the active ingredient name for each
product. Also shown is the application number and product number (FDA's internal file number) for
reference purposes. All patents with their expiration dates are displayed for each application number.
Use patents are indicated with the symbol "U" followed by a number representing a specific use. Patent
and Exclusivity information for a specific drug is indicated by an abbreviation followed by the date
upon which the patent and/or exclusivity expires. Refer to the Patent and Exclusivity Terms section
in the Patent and Exclusivity Information Addendum for an explanation of all codes and abbreviations.
Information regarding drug patents and exclusivity for an approved product will appear in this
addendum as it is received and may not correspond with the month the drug product is approved and
published in the Rx/OTC sections of the Cumulative Supplement.

i



v

1.2

Because all parts of the publication are subject to changes. additions, or deletions, the List must be used
in conjunction with the most current Cumulative Supplement. Users may wish to place an asterisk (*)
to the left of the ingredient(s) in the List to indicate that changes to that entry appear in the Cumulative
Supplement.

Drug product information is provided in each Cumulative Supplement for completeness to assist in
locating the proper place in the List for the revision. [Strength(s) which already exist in the List will not
be repeated for context.]

The presence of any therapeutic equivalence code indicates that the drug product is multisource: the
deletion of a therapeutic equivalence code indicates that the drug product has become single source. (An
infrequent exception exists when a therapeutic equivalence code is revised. In that case the deletion of
the therapeutic equivalence code is followed immediately by the addition of the revised one.)

New additions to the Prescription Drug Product List, OTC Drug Product List, and the Patent and
Exclusivity Data are indicated by the symbol >ADD> to the left of the line on which new information
exists. The >ADD> symbol is then dropped in subsequent Cumulative Supplements for that item.

New deletions to the Prescription Drug Product List and OTC Drug Product List are indicated by the
symbol >DLT> (DELETE) to the left of the line. The >DLT> symbol is dropped in subsequent
Cumulative Supplements for that item. The shaded print remains in the Prescription Drug Product List
and OTC Drug Product Lists in all Cumulative Supplements (hard copy only) for this edition.

Products that have never been marketed, have been discontinued from marketing or that have had their
approvals withdrawn for other than safety or efficacy reasons, will be flagged in this Cumulative
Supplement with the "@" symbol to designate their non-marketed status. All products having a "@"
symbol in the 12th Cumulative Supplement of the 20h Edition List will then be added to the

"Discontinued Drug Product List" appearing in the 21st Edition.

APPLICANT NAME CHANGES

It is not practical to identify in the Cumulative Supplement each and every product involved when an
applicant transfers its entire line of approved drug products to another applicant, or when an
applicant changes its name. Therefore, the cumulation of these transfers and name changes will be
identified in this section only. Where only partial lines of approved products are transferred between
applicants, each approved product involved will appear as an applicant name change entry in the
Cumulative Supplement.

It is also not practical to identify each and every product involved when an applicant name is changed
to meet internal publication standards (e.g.. MSD or Zenith [Former Abbreviated Names]| are
changed, respectively, to Merck Sharp Dohme or Zenith Labs [New Abbreviated Names|). When




this occurs, each product involved (either currently in the Cumulative Supplement or in the following
year's edition) will reflect the new abbreviated name. Consequently, it will not appear as an applicant
name change entry in the Cumulative Supplement nor will the cumulation of these name changes

appear in this section

APPLICANT NAME CHANGES

FORMER APPLICANT NAME
(FORMER ABBREVIATED NAME)

GLOBAL PHARMACEUTICAL CORP
(GLOBAL PHARM)

HOECHST MARION ROUSSEL INC
(HOECHST MARION RSSL)

RHONE POULENC RORER PHARMACEUTICALS INC

(RHONE POULENCE RORER)

ZENECA INC
(ZENECA)

ZENECA LTD

NEW APPLICANT NAME
(NEW ABBREVIATED NAME)

IMPAX LABORATORIES INC
(IMPAX LABS)

AVENTIS PHARMACEUTICALS INC
(AVENTIS PHARMS)

AVENTIS PHARMACEUTICALS PRODUCTS INC
(AVENTIS PHARM PROD)

ASTRAZENECA PHARMACEUTICALS LP
(ASTRAZENECA PHARMS)

ASTRAZENECA UK LTD

(ZENECA) (ASTRAZENECA UK)

ASTRAZENECA PHARMACEUTICALS LP
(ASTRAZENECA PHARMS)

ZENECA PHARMACEUTICALS DIV ZENECA INC
(ZENECA)

1.3 DICLOFENAC SODIUM OPHTHALMIC SOLUTION 0.1%

Two NDAs have been approved for diclofenac sodium ophthalmic solution 0.1% (DSOS), (1) Ciba’s NDA
20-037 for Voltaren and (2) Falcon Pharms’ (Alcon) NDA 20-809 for DSOS. Alcon was required to do a
study comparing their DSOS to Voltaren and to a placebo control in post cataract surgical inflammation.
This study was necessary to demonstrate that the different formulation of the Alcon drug product did not
affect the safety and/or effectiveness of the proposed drug product for this indication. Prior to the approval
of Alcon’s DSOS Ciba did clinical studies and was approved for two additional indications for the temporary
relief of pain and photophobia in patients undergoing corneal refractive surgery. Three years of Waxman-

Hatch marketing exclusivity was granted to Ciba for these two new uses.

Since the treatment of pain has a different site of action than the anti-inflammatory or photophobia
indications the Agency did not have information to support a recommendation that the Alcon and Ciba DSOS
are therapeutically equivalent for the treatment of pain. The designation of therapeutic equivalence at this
time applies only to the anti-inflammatory indication. The therapeutic equivalence designation will apply to

the photophobia indication upon expiration of Ciba’s marketing exclusivity.




1.4 AVAILABILITY OF THE EDITION

The 20th Edition of the Orange Book and its monthly cumulative supplements are available by subscription from
the Government Printing Office:
Superintendent of Documents
Government Printing Office
P.O. Box 371954
Pittsburgh, PA 15250-7954

The telephone number to charge your subscription is 202-512-1800. The cost is $90.00 annually.

The Approved Drug Products with Therapeutic Equivalence Evaluation (Orange Book) and related drug
information is also available on the Internet at the Food and Drug Administration, Center for Drug Evaluation and
Research, Drug Info page.

There is an Electronic Orange Book Query (EOB) at http://www.fda.gov/cder/ob. The Query provides searching of
the approved drug list by active ingredient, proprietary name, applicant holder or applicant number. Product
search categories are: prescription, over-the-counter, discontinued drugs. There are links to patent and exclusivity
information that may be applicable to each product. The data is updated concurrently with the publication of the
annual edition or monthly cumulative supplements.

The Internet version of the hard copy Orange Book annual edition is at
http://www.fda.gov/cder/orange/adp.htm.

The Internet version of the hard copy monthly supplement is at
http://www.fda.gov/cder/orange/supplement/cspreface.htm. Changes to the annual edition are listed separately by
month.

There are ASCII text files of the Orange Book drug product data at
http://www.fda.gov/cder/orange/obreadme.htm. The drug product text files are zipped into zipobtxt.exe. The files
are updated concurrently with the publication of the annual edition or monthly cumulative supplements.

Appendix A and Appendix B are updated quarterly.

The 20th annual edition of the 1999 Orange Book Patent and Exclusivity List is at
http://www.fda.gov/cder/orange/20bookpub.pdf.

The current year Patent and Exclusivity cumulative supplement list that denotes the current month additions is at
http://www.fda.gov/cder/orange/supplement/patents.pdf.

The Drug Price Competition and Patent Term Restoration Act requires that patent information be filed
with all newly submitted Section 505 drug applications. To facilitate industry submission of the
information, a patent submission sample format is available in HTML and PDF format at:
http://www.fda.gov/cder/orange/patdecl.pdf

http://www.fda.gov/cder/orange/patdecl.html

The current listing of the Orphan Product Designations and Approvals is available at
http://www.fda.gov/orphan/designat/list.htm.

vi
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4-1

This data is provided to the Division of Data Management and Services from
the Office of Orphan Products Development and it is not edited prior to

publication.

Orphan Product Designations and Approvals List

Name
Generic Name
TN=Trade Name

March 2000

Indication Designated

Sponsor & Address
DD= Date Designated
MA=Marketing Approval

1- (11-dodecylami
no-10-hydroxyund
ecyl) -3, 7-dimeth
ylxanthine
hydrogen
methanesulfonate
TN=

3-(3,5-Dimethyl-
1H-2ylmethylene)
-1,3-dihydro-ind
ol-2-one

TN=

Angiotensin 1-7
TN=

Bis (4-fluorophen
yl)phenylacetami
de
TN=

Brimonidine
TN= Alphagan

Treatment of hormone refractory
prostate carcinoma.

Treatment of von Hippel-Lindau
disease.

Treatment of neutropenia
associated with autologous bone
marrow transplantation.

Treatment of sickle cell
disease.

Treatment of anterior ischemic
optic neuropathy.

Cell Therapeutics,
Iac;

201 Elliott Avenue
West

Suite 400

Seattle, WA 98119
DD=01/18/2000

Sugen, Inc.

230 East Grand Ave.
South San Francisco,
CA 94080
DD=03/23/2000

Maret Pharmaceuticals
4041 MacArthur Blvd.
Suite 375

Newport Beach, CA
92660

DD=02/16/2000

ICAgen Inc.

Ion Channel Advances
PO Box 14487

Durham, NC 27709
DD=03/02/2000

Allergan, Inc.
2525 Bupont -Dis.
P.O. Box 19534
Irvine, CA 92623
DD=02/07/2000




e

Name
Generic Name
TN=Trade Name

Orphan Product Designations and Approvals List

March 2000

Indication Designated

Sponsor & Address
DD= Date Designated
MA=Marketing Approval

4-2

Halofuginone
TN= Stenorol

Histamine
TN= Maxamine

Hypericin
TN=

Iodine I 131

Treatment of systemic sclerosis.

For use as an adjunct to
cytokine therapy in the

treatment of malignant melanoma.

Treatment of cutaneous T-cell
lymphoma.

Treatment of small-cell lung

bis (indium-dieth cancer.
ylenetriaminepen

taacetic

acid) tyrosyllysi
ne/hMN-14 x m734

F(ab')2
bispecific
monoclonal
antibody

TN= Pentacea

Levodopa and
carbidopa
TN= Duodopa

Treatment of late stage
Parkinson's disease.

Collgard
Biopharmaceuticals
Ltd.

Textile House, 2
Koifman St.
Tel-Aviv 68012
Israel, IL
DD=02/07/2000

Maxim Pharmaceuticals,
ENe..

8899 University Center
Lane

Suite 400

San Diego, CA
DD=02/01/2000

2122

Nexell Therapeutics,
T

2751 Centerville Rd.,
Suite 210
Wilmington, DE
DD=02/07/2000

19808

IBC Pharmaceuticals,
I i e

300 American Rd.
Morris Plains, NJ
Bliris Hoxe)

DD=02/22/2000

Nouvel Pharma, Inc.
11322 Acuff La.
Lenexa, KS 66215
DD=01/18/2000

, ﬂ :



4-3

Orphan Product Designations and Approvals List

Name
Generic Name
TN=Trade Name

March 2000

Indication Designated

Sponsor & Address
DD= Date Designated
MA=Marketing Approval

Natural human
lymphoblastoid
interferon-alpha
TN=

Phenylbutyrate
TN=

Recombinant
N-terminal

of the human CXC
truncated form
chemokine
GROBeta,
expressed in E.
coli

TN=

Recombinant
human
insulin-like
growth factor-I
TN= PV802

Remacemide
TN= Ecovia

Soluble
complement
receptor type 1
TN=

Treatment of Behcet's disease.

Treatment of acute promyelocytic
leukemia.

For use alone or in combination
with granulocyte
colony-stimulating factor in
hematopoietic stem cell

mobilization for the purposes of
autologous stem cell
transplantation following high
dose chemotherapy.

Treatment of short-bowel
syndrome as a result of
resection of the small bowel or
as a result of congenital
dysfunction of the intestines.

Treatment of Huntington's
disease.

Prevention of
post-cardiopulmonary bypass
syndrome in children undergoing
cardiopulmonary bypass.

Amarillo Biosciences,
Ine.

800 West Ninth Avenue
Amarillo, TX 79101
DD=01/18/2000

Elan Corporation

1300 Gould Dr.
Gainesville, GA 30504
DD=01/19/2000

SmithKline Beecham
Pharmaceuticals

Mail Code UP4340
1250 S. Collegeville

Rd.
Collegeville, PA
19426
DD=01/27/2000

GroPep Pty Ltd.

Gate 11, Victoria Dr.
Adelaide SA 5000
Australia, AU
DD=02/16/2000

‘AstraZeneca LP

725 Chesterbrook Blvd.
Wayne, PA 19087
DD=03/06/2000

Avant
Immunotherapeutics,
i,

119 Fourth Ave.
Needham, MA 02494
DD=03/06/2000




4-4

Orphan Product Designations and Approvals List

Name
Generic Name
TN=Trade Name

March 2000

Indication Designated

Sponsor & Address
DD= Date Designated
MA=Marketing Approval

Synthetic human
secretin
TN=

Synthetic

porcine secretin

TN=

Technetium Tc
99m
pterotetramide
N =

Thymalfasin
TN= Zadaxin

Vapreotide
TN= Octastatin

Vapreotide
TN= Octastatin

Vapreotide
TN= Octastatin

For use in conjunction with
diagnostic procedures for
pancreatic disorders to increase
pancreatic fluid secretion.

For use in conjunction with
diagnostic procedures for
pancreatic disorders to increase
pancreatic fluid secretion.

For the identification of
ovarian carcinomas.

Treatment of hepatocellular
carcinoma.

Treatment of gastrointestinal
and pancreatic fistulas.

Prevention of early
postoperative complications
following pancreatic resection.

Treatment of esophageal variceal
hemorrhage patients with portal
hypertension.

chiRhetlin, "Ing:
15500 Gallaudet Ave.
Silver Spring, MD
20905

DD=03/07/2000

chiRhoClin, Inc:.
15500 Gallaudet Ave.
Silver Spring, MD
20905

DD=03/07/2000

Endocyte, Inc.
1205 Kent Ave.
Lafayette, IN
DD=02/16/2000

47906

SciClone
Pharmaceuticals, Inc.
901 Mariner's Blvd.,
Suite 205

San Mateo, CA
DD=03/06/2000

94404

Debiopharm S.A.

17 rue des Terreaux
CH-1000 Lausanne 9
Switzerland, CH
DD=01/10/2000

Debiopharm S.A.

17 rue des Terreaux
CH-1000 Lausanne 9
Switzerland, CH
DD=03/06/2000

Debiopharm S.A.

17 rue des Terreaux
CH-1000 Lausanne 9
Switzerland, CH
DD=01/10/2000




U
V

DRUG PRODUCTS WHICH MUST DEMONSTRATE IN VIVO BIOAVAILABILITY ONLY
IF PRODUCT FAILS TO ACHIEVE ADEQUATE DISSOLUTION

NO MARCH 2000 ADDITIONS
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PATENT AND EXCLUSIVITY TERMS

DEVELOPED. PLEASE REFER BACK TO THE APPROVED DRUG PRODUCTS WITH THERAPEUTIC EQUIVALENCE EVALUATIONS.
20TH EDITION FOR A FULL LISTING OF PATENT AND EXCLUSIVITY TERMS (ABBREVIATIONS, NEW DOSING SCHEDULE. NEW
INDICATIONS AND PATENT USE CODES). THE CUMULATIVE SUPPLEMENT WILL LIST NEW CODES ADDED SINCE THE LAST
ANNUAL EDITION.

’ DUE TO SPACE LIMITATIONS IN THE PATENT AND EXCLUSIVITY COLUMNS. ABBREVIATIONS AND REFERENCES HAVE BEEN

ABBREVIATIONS

:

NPP NEW PATIENT POPULATION

REFERENCES
NEW DOSING SCHEDULE

| D-51 OPTIONAL STARTING DOSE OF 40MG/DAY

D-52 ALTERNATE DOSING REGIMEN OF 1250MG TWICE DAILY

D-53 USE IN PEDIATRIC PATIENTS FROM 1 MONTH TO 16 YEARS OF AGE

D-54 USE OF ZYBAN FOR MAINTENANCE THERAPY. TREATMENT UP TO 6 MONTHS WAS SHOWN
I EFFICACIOUS
| D-55 ADDITION OF A HIGHER DOSE OF NUTROPIN FOR PUBERTAL PATIENTS (PUBERTAL DOSE LESS

THAN OR EQUAL TO 0.7MG/KG/WEEK)

NEW INDICATION

! 1-283 TO REDUCE THE INCIDENCE OF MODERATE TO SEVERE XEROSTOMIA IN PATIENTS UNDERGOING
POST-OPERATIVE RADIATION TREATMENT FOR HEAD AND NECK CANCER, WHERE THE
RADIATION PORT INCLUDES A SUBSTANTIAL PORTION OF THE PAROTID GLANDS

‘ 1-286 TREATMENT OF PATIENTS WITH FREDERICKSON TYPE 111
1-287 USE OF PRAVASTATIN IN PATIENTS WITH EVIDENT CORONARY HEART DISEASE TO REDUCE THE
1 RISK OF TOTAL MORTALITY BY REDUCING CORONARY DEATH
‘ 1-288 CHANGES SEVERAL SECTIONS OF THE PACKAGE INSERT TO INCORPORATE STATEMENTS

' CONCERNING THE USE OF HIGH DOSES OF LISINOPRIL TO REDUCE THE RISK OF THE COMBINED

I OUTCOMES OF MORTALITY AND HOSPITALIZATION IN PATIENTS WITH CONGESTIVE HEART
FAILURE

1-289 USE OF AVANDIA IN COMBINATION WITH A SULFONYLUREA IN PATIENTS WITH TYPE 2 DIABETES

1 MELLLITUS WHEN DIET AND EXERCISE WITH EITHER SINGLE AGENT DOES NOT ACHIEVE

| ADEQUATE GLYCEMIC CONTROL

[ 1-290 TREATMENT OF CORTICOSTEOID-INDUCED OSTEOPOROSIS
; 1-291 PREVENTION OF POSTMENOPAUSAL OSTEOPOROSIS
| 1-292 TREATMENT OF POSTMENOPAUSAL OSTEOPOROSIS

1-293 TREATMENT OF CORTICOSTEROID-INDUCED OSTEOPOROSIS




M-3

U-309
U-310
U-311
U-312
U-313
U-314

U-315
U-316

U-317
U-318

U-319

PATENT AND EXCLUSIVITY TERMS

MISCELLANEQUS EXCLUSIVITY CODES

APPROVAL FOR ADDTION TO CLINICAL PHARMACOLOGY SECTION OF THE LABEL REGARDING (1)
IMPROVEMENT IN BONE MINERAL DENSITY IN CHILDHOOD-ONSET ADULT GROWTH HORMONE
DEFICIENT PATIENTS AND (2) INCREASES IN SERUM ALKALINE PHOSPHATASE

ADDITION OF EFFICACY AND SAFETY INFORMATION IN WHICH FOSAMAX WAS USED
CONCOMITANTLY WITH ESTROGEN ALONE OR WITH ESTROGEN PLUS PROGESTIN

PATENT USE CODE

TREATING SJOEGREN SYNDROME

TREATMENT OF XEROSTOMIA

HORMONE REPLACEMENT

PANIC DISORDER OBSESSIVE-COMPULSIVE DISORDER POSTTRAUMATIC STRESS DISORDER

TREATMENT OF CONGESTIVE HEART FAILURE

METHOD FOR TREATING HYPERPARATHYROIDISM WHICH COMPRISES SUPPRESSING
PARATHYROID ACTIVITY

METHOD FOR ADMINISTERING DRUG TO GASTROINTESTINAL TRACT

METHOD OF TREATING A SUBJECT SUFFERING FROM PROSTATE CANCER

METHOD OF USING TROGLITAZONE TO TREAT PATIENTS HAVING INSULIN RESISTANCE

TREATMENT OF PATIENTS WITH AN OVERACTIVE BLADDER WITH SYMPTOMS OF
URINARY FREQUENCY, URGENCY, OR URGE INCONTINENCE

TREATMENT OF MICROBIAL INFECTIONS
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