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APPROVED DRUG PRODUCTS
with
THERAPEUTIC EQUIVALENCE EVALUATIONS

16TH EDITION

CUMULATIVE SUPPLEMENT 1
JANUARY 1996

1.0 INTRODUCTION

1.1 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, 16th 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approvals withdrawn for other than safety or efficacy reasons.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. Exclusivity information
for a specific drug is indicated by an abbreviation followed by the date upon which the
exclusivity expires. Refer to the Exclusivity Terms section in the Patent and Exclusivity
Information Addendum for an explanation of all codes and abbreviations.




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.)

Additions new 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.

Deletions new to the Prescription Drug Product List, OTC Drug Product List, and the Patent
and Exclusivity Data are indicated by the symbol >bLT> (DELETE) to the left of the line
containing shaded print. 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 for this edition. However, the
shaded print in the Patent and Exclusivity Data is dropped in subsequent Cumulative
Supplements.

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 16th Edition List will then be added to the "Discontinued Drug Product
List" appearing in the 17th Edition.

1.2 PRODUCTS REQUIRING REVISED LABELING FOR FULL APPROVAL

Drug products in this category (1) initially received approval only on the basis of safety
before effectiveness studies were required, or (2) were conditionally approved under the
temporary exemption that allowed these products to be marketed while effectiveness
studies were being conducted. Listed below are those drugs which are now required
to revise their labeling and provide additional information necessary for full approval on
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the basis of requirements listed in the Federal Register. As approval is granted by the
Agency for a specific product, based on additional information submitted by the
applicant, the product will be included in the appropriate Drug Product List.

Products Federal Register Reference

Nitroglycerin (capsule, controlled release;oral) SEP 07, 1984 (49 FR 35428)
Nitroglycerin (film, extended release;transdermal*} JUL 15, 1993 (58 FR 38129)
Nitroglycerin (tablet, controlled release;oral) SEP 07, 1984 (49 FR 35428)
Nitroglycerin (tablet, controlled release;buccal) JUL 05, 1985 (50 FR 27688)

*The Federal Register of July 15, 1993 (58 FR 38129) announced that the FDA was
revoking the temporary exemption for nitroglycerin in a transdermal delivery system.
Marketing of a drug product that is the subject of a conditionally approved ANDA may
continue by meeting the requirements listed in the Federal Register. Firms wishing to
submit a new ANDA before a drug product is approved (NDA or ANDA) and appears in the
List should submit a 505(b)(2) application following the directions contained in the Federal
Register. Nitro-Dur has been selected as the reference listed drug. The preamble to the
final rule (57 FR 17958) states if there are multiple NDA's, the reference listed drug
generally will be the market leader. This is the basis upon which Nitro-Dur was selected.
In addition, the preamble states that, in multiple NDA situations, a product not designated
as the reference listed drug and not shown to be bioequivalent to the reference listed drug
may be shielded from generic competition. This is the case with Summit's Transderm-
Nitro. The Office of Generic Drugs (OGD) has been requested to have a second listed drug
as provided for in the Final Rule. OGD has granted this request. Therefore, at the time
that Schering's and Summit's supplements are fully approved and their products are
entered into the List, we will have two reference listed drugs for the nitroglycerin
transdermal systems. Firms may, therefore, elect to conduct bioequivalence studies
against either of these products. It is conceivable that a non-referenced listed drug may
be fully approved and appear in the List; in this case, the Agency's referenced listed drug
will not change and a 505(b)(2) application will be appropriate until the reference listed
drugs are fully approved. Once they are fully approved, a 505(j) application will be the
appropriate mechanism for an ANDA submission.

1.3 CHANGE OF A THERAPEUTIC EQUIVALENT CODE FOR A DRUG ENTITY
Propantheline Bromide

The purpose of this notice is to advise you that the Agency is considering changing the
therapeutic equivalence code for propantheline bromide tablets (PB tablets) as shown in
the Agency's publication, Approved Drug Products with Therapeutic Equivalence
Evaluations, 16th Edition, (Orange Book) from "AA" to "BP". The Agency classified this
DESI drug product as not having an actual or potential bioequivalence problem on January
7, 1977 (42 FR 1624). There are five companies that have approved Abbreviated New
Drug Applications (ANDA's) for this drug product. The reason for this proposed change
is that the Agency has evidence from a well-controlled, /in vivo bioequivalence




study submitted by Roberts Pharmaceutical Corporation (Roberts), the holder of the
approved New Drug Application for Pro-Banthine, that Roxane Laboratories' propantheline
bromide tablets, 15mg., that meet the /n vitro determination of bioequivalence, do not
meet the Agency's /n vivo bioequivalence approval criteria.

The Office of Generic Drugs (OGD) thoroughly examined Roberts' study. The Office of
Compliance's Division of Scientific Investigations inspected Roberts' manufacturing
facilities and Phoenix's (Roberts' contractor) clinical study records. These activities
validated the results of the Roberts' study. OGD concluded that Roxane's PB tablets do
not fall entirely within the 80-125% confidence interval for C,,, and AUC when compared
to Roberts' Pro-Banthine tablets. This failure to fall entirely within 80-125% confidence
intervals does not prove that the products are not bioequivalent. It shows that the criteria
for bioequivalence required by OGD were not met. To prove that they are not
bioequivalent, the entire confidence interval of either C, ., or AUC would have to be
outside of the 80-125% interval.

Simply stated, the Roberts' study proved neither bioequivalence nor bioinequivalence. This
study, however, did raise significant concerns regarding the Agency's original decision to
classify PB tablets as "AA" (not having actual or potential bioequivalence problems), and
not require an /n vivo bioequivalence study to support the approval of generic versions.
Therefore, the Agency is proposing to change the therapeutic equivalence code from a
non-bioequivalence problem drug to a bioequivalence problem drug for PB tablets.

You have 60 days in which to submit written comments about this notice to the Director,
Division of Bioequivalence, Office of Generic Drugs, Center for Drug Evaluation and
Research, MPN2, HFD-650, 7500 Standish Place, Rockville, MD 20855. After the Agency
reviews the comments, it will print its decision in their next Orange Book supplement
following the close of the comment period.

If the proposal is enacted, the Agency will require a firm that holds an approved ANDA for
this drug product to submit an /n vivo bioequivalence study in a supplement [under 21 CFR
Section 314.70(b})] to OGD within a specific time period. If an /n vivo bioequivalence
study is not submitted, the Agency will proceed to change the therapeutic code from "AA"
to "BP". If a firm submits a bioequivalence study, the Agency will review the study and
then make a determination regarding the therapeutic equivalence code for that product.
An applicant with a pending ANDA will have to amend its application with an /in vivo
bioequivalence study, and a firm submitting a new ANDA must include an /n vivo study
in the application.

A firm wishing to submit written comments to the Agency on this notice, may do so
within sixty days from the first of the month following the publication of the monthly
supplement. A firm may request a copy of the OGD review of Roberts' /in vivo
bioequivalence study by writing to the Agency's Freedom of Information Office (HFI-35),
5600 Fishers Lane, Rockville, MD 20857.

Vi



1.4 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 automatically 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. However, when the applicant name change is one which may not be easily
recognized or located in the listing (e.g., White Towne Paulsen [Former Abbreviated Name]
is changed to Whiteworth Towne [New Abbreviated Name], the name change will appear
in this section and will be identified with an asterisk.

APPLICANT NAME CHANGES

FORMER APPLICANT NAME NEW APPLICANT NAME
(FORMER ABBREVIATED NAME) (NEW ABBREVIATED NAME)

THERE WERE NO APPLICANT NAME CHANGES IN JANUARY 1996.

1.5 AVAILABILITY OF THE PUBLICATION AND UPDATING PROCEDURES

The Approved Drug Products with Therapeutic Equivalence Evaluations (Prescription Drug
Products, OTC Drug Products and the Discontinued Drug Product Lists) is now available
on diskette, on a quarterly basis, from the National Technical Information Service. The
telephone number for the Subscription Department is (703) 487-6430. Written inquiries
regarding this subscription may be forwarded to 5285 Port Royal Road Springfield, VA
22761,

Vil




The following Approved Drug Products with Therapeutic Equivalence Evaluations files are
now available on Internet and are updated each October and April: Prescription Drug
Product List; OTC Drug Products; Discontinued Drug Products; Prescription and OTC Drug
Product Patent and Exclusivity Data; and Appendices. The update in October will include
drug products that have been approved through August and the update in April will
include drug products that have been approved through December. Additionally, the
Patent and Exclusivity Data for the Prescription and OTC Drug Products are updated
monthly on Internet. These files may be accessed on the Internet's World Wide Web.
FDA's Internet site replaces the Agency's electronic bulletin board and offers more
information, in a more user-friendly form. To access the FDA Home Page, use this Uniform
Resource Locator (URL): http://www.fda.gov. You do not need an Internet connection
to reach the FDA Home Page; you can use the free dial-up connection (800) 222-0185.
For further assistance, please call (301) 443-4908.

The Prescription Drug Products and OTC Drug Product files will be available on a monthly
basis in the near future.
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LIST OF ORPHAN PRODUCT DESIGNATIONS & APPROVALS
[January, 1996]

NAME SPONSOR & ADDRESS
Generic/Chemical INDICATION DESIGNATED DD=Date Designated

TN=Trade Name MA=Marketing Approval

Albendazole

Treatment of hydatid disease (cystic echinococcosis due to E. granulosus larvae or alveolar echinococcosis due to E. multilocularis
Larvae.

SmithKline Beecham Pharmaceuticals

One Franklin Plaza

P.0. Box 7929

Philadelphia, PA 19101

1996-01-17

Albendazole

Treatment of neurocysticercosis due to Taenia solium as: 1) chemotherapy of parenchymal, subarachnoidal and racemose (cysts in
spinal fluid) neurocysticercosis in symptomatic cases and 2) prophylaxis of epilepsy and other sequelae in asymptomatic
neurocysticercosis.

SmithKline Beecham Pharmaceuticals

One Franklin Plaza

P.0. Box 7929

Philadelphia, PA 19101

1996-01-18

Antihemophilic factor (human)
Alphanate

Treatment of von Willebrand's disease.
Alpha Therapeutic Corporation

5555 Valley Boulevard

Los Angeles, CA 90032

1996-01-05

Nitazoxanide

Treatment of cryptosporidiosis in HIV-positive and AIDS patients.
Unimed Pharmaceuticals, Inc.

2150 East Lake Cook Road, Suite 210

Buffalo Grove, IL 60089

1996-01-05

Valine, isoleucine and leucine

VIL

Treatment of hyperphenylalaninemia.
Leas Research Products

4 Brookview Lane

Troy, NY 12180

1996-01-05




CUMULATIVE LIST OF DESIGNATIONS & APPROVALS 9

NAME SPONSOR & ADDRESS
Generic/Chemical INDICATION DESIGNATED DD=Date Designated

TN=Trade Name MA=Marketing Approval

NO JANUARY 1996 ORPHAN DRUG PRODUCT APPROVALS



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

NO JANUARY 1996 ADDITIONS




BIOPHARMACEUTIC GUIDANCE AVAILABILITY

DRUG NAME (DOSAGE FORM) DATE REVISED DATE

THE FOLLOWING IS A LIST OF GUIDANCES AVAILABLE FOR IN vIVO BIOEQUIVALENCE STUDIES AND IN VITRO DISSOLUTION TESTING.
COMMENTS AND SUGGESTIONS CONCERNING THESE GUIDANCES ARE ENCOURAGED AND SHOULD BE SENT TO THE DIVISION OF
BIOEQUIVALENCE (HFD-650, MPN-2 ROOM 279) 5600 FISHERS LANE, ROCKVILLE, MD 20857.

REFER BACK TO THE APPROVED DRUG PRODUCTS WITH THERAPEUTIC EQUIVALENCE EVALUATIONS, 16TH EDITION FOR A FULL LISTING
OF BIOPHARMACEUTIC GUIDANCE AVAILABILITY DATA. ONLY NEW DATA WILL BE ADDED TO THE CUMULATIVE SUPPLEMENT.

NO JANUARY 1996 ADDITIONS




ANDA SUITABILITY PETITIONS

PETITIONS APPROVED

DRUG NAME STRENGTH REASON FOR
DOSAGE _FORM; ROUTE (CONTAINER SIZE) DOCKET NUMBER PETITIONER PETITION STATUS

THE FOLLOWING ARE TWO LISTS OF PETITIONS FILED UNDER SECTION 505(j)(2)(C) OF THE ACT WHERE THE AGENCY HAS DETERMINED THAT THE
REFERENCED PRODUCT: (1) IS SUITABLE FOR SUBMISSION AS AN ANDA (PETITIONS APPROVED) OR (2) IS NOT SUITABLE FOR SUBMISSION AS AN
ANDA (PETITIONS DENIED). THE DETERMINATION THAT AN ANDA WILL BE APPROVED IS NOT MADE UNTIL THE ANDA ITSELF IS SUBMITTED AND
REVIEWED BY THE AGENCY. A COPY OF EACH PETITION IS LISTED BY DOCKET NUMBER ON PUBLIC DISPLAY IN FDA'S DOCKETS MANAGEMENT BRANCH,
HFA-305, ROOM 1-23, PARK BUILDING, 5600 FISHERS LANE, ROCKVILLE, MD 20857.

REFER BACK TO THE APPROVED DRUG PRODUCTS WITH THERAPEUTIC EQUIVALENCE EVALUATIONS, 16TH EDITION FOR A FULL LISTING OF ANDA
SUITABILITY PETITIONS DATA. ONLY NEW DATA WILL BE ADDED TO THE CUMULATIVE SUPPLEMENT.

NO ANDA SUITABILITY PETITIONS APPROVED OR DENIED IN JANUARY 1996



13

EXCLUSIVITY TERMS

DUE TO SPACE LIMITATIONS IN THE EXCLUSIVITY COLUMN, ABBREVIATIONS AND REFERENCES HAVE BEEN DEVELOPED.
APPROVED DRUG PRODUCTS WITH THERAPEUTIC EQUIVALENCE EVALUATIONS,
(ABBREVIATIONS,

SUPPLEMENT .

PLEASE REFER BACK TO THE
16TH EDITION FOR A FULL LISTING OF EXCLUSIVITY TERMS
NEW DOSING SCHEDULE, NEW INDICATIONS AND PATENT USE CODES). ONLY NEW CODES WILL BE ADDED TO THE CUMULATIVE

REFERENCES
NEW INDICATION

1-141

TREATMENT OF HEMODYNAMICALLY STABLE PATIENTS WITHIN 24 HOURS OF ACUTE MYOCARDIAL INFARCTION TO IMPROVE SURVIVAL
1-142

LOCALIZE MYOCARDIAL ISCHEMIA (REVERSIBLE DEFECT) AND INFARCTION (NON-REVERSIBLE DEFECTS) IN EVALUATING MYQCARDIAL
FUNCTION

1-143 EPISODIC TREATMENT OF RECURRENT GENITAL HERPES IN IMMUNOCOMPETENT ADULTS

PATENT USE CODE

U=-127 METHOD OF PRODUCING NEUROMUSCULAR BLOCKADE
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New 16th Edition

APPROVED
DRUG PRODUCTS

WITH
THERAPEUTIC EQUIVALENCE EVALUATIONS

16™ EDITION

Superintendent of Documents Subscription Order Form

Order Processing Code
* 7809

l:’ YeS, enter my subscription as follows:

The total cost of my order is $
International customers please add 25%.

subscriptions of APPROVED DRUG PRODUCTS WITH THERAPEUTIC EQUIVALENCE EVALUATIONS, ADP,
and the monthly Cumulative Supplements, for $72.00 per year.

Charge your order.
It’s easy!

Mas!erCard VISA !

Price includes regular shipping and handling and is subject to change.

For privacy protection, check the box below:

]

Do not make my name available to other mailers.

Please choose method of payment:

Company or personal name

Additional address/attention line

Street address

O Check payable to Superint_enckm of Documents
[l aro Deposit Account [ l ' l_ I . ‘
D_ VISA or MasterCard

[ T[] (T ITT1T]

City, State, ZIP Code

( )

Thank you for your order!

Daytime phone including area code

(Credit card expiration date)

Purchase Order No. (optional)

Mail To: Superintendent of Documents, Government Printing Office, P.O. Box 371954 Pittsburgh, PA 15250-7954

To FAX your charge order, call (202) 512-2250.

To charge your subscription call (202) 512-1800.

(Authorizing Signature) (10/95)
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