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1.1

APPROVED DRUG PRODUCTS

with
THERAPEUTIC EQUIVALENCE EVALUATIONS
7th EDITION
CUMULATIVE SUPPLEMENT 9

SEPTEMBER 1987

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,
7th Edition (the List). The List is composed of three parts: approved
prescription drug products with therapeutic equivalence evaluations,
over-the-counter (0TC) drug products that require approved applications
as a condition of marketing, and drug products approved by the Division
of Blood and Blood Products under Section 505 of the Act.

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 con-
tains 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, 0TC, and Drug Products Approved Under Section
505 of the Act by the Division of Blood and Blood Products 1ists.

The Patent and Exclusivity Lists are arranged in alphabetical order by
active ingredient name. For those products with multiple active ingre-
dients, only the first active ingredient (in alphabetical sort) will
appear. In addition, the trade name will be displayed to the left of the
active ingredient name for each product, along with the application number
and product number (FDA's internal file number). 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 for an explanation of the use codes
and exclusivity 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.




1.2

Drug product information 1is 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 effective (marketing) date (the date a product
may be marketed), when appropriate, will appear to the left of the
approval date.

The presence of any therapeutic equivalence code indicates that the drug
product 1is 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 >_apbp > to
the left of the line on which new information exists. The >_abp > symbol
is then dropped in subsequent Cumulative Supplements for that item. A
newly approved product is also identified by a lozenge (w ) to the right
of its strength which remains throughout all Cumulative Supplements for
this edition.

Deletions new to the Prescription Drug Product List, OTC Drug Product List
and the Patent and Exclusivity Data are indicated by the symbol >_DLT >
(DELETE) to the left of the line containing overstruck print. The >BbLL>
symbol is dropped in subsequent Cumulative Supplements for that item. The
overstruck print will remain in the Prescription and OTC Drug Product
Lists in all Cumulative Supplements for this edition. However, the
overstruck print in the Patent and Exclusivity Data will be dropped in
subsequent Cumulative Supplements.

Products discontinued from marketing or products which have had their
approval withdrawn for other than safety or effectiveness reasons, will be
flagged in this Cumulative Supplement with the " @ " symbol to designate
their non-marketed status. A1l products having a " 2" symbol in the 12th
Cumulative Supplement of the 7th Edition List will then be added to the
"Discontinued Drug Product List" appearing in the 8th Edition.

PREDNISONE BIOEQUIVALENCE

The Agency has determined that in vitro data are sufficient to demonstrate
bioequivalence of prednisone products. This decision is based on past
bioavailability studies on a variety of prednisone products sponsored
under FDA contract which established an in vitro and in vivo correlation
with a variety of in vitro apparatus and media. The studies demonstrated
that the dissolution rate using apparatus such as the spin filter, USP
basket, and paddle correlated with the rate of drug absorption. The
initial paddle used in the above studies was a tilting blade paddle. When
the USP adopted a fixed blade paddle method, it raised the issue of whether

iv




1.3

the same correlation existed for the tilting blade paddle. Following the
October 15, 1977, effective date of the new USP prednisone tablet
dissolution specification, the Agency initiated an extensive voluntary
dissolution certification program for all marketed prednisone tablet
products. This program continued until each firm demonstrated that every
prednisone product could consistently meet the new USP standard. Firms
failing to meet the new standard were required to remove their product
from the market or reformulate to an acceptable product. As a result of
this program, when marketed prednisone tablet products were resurveyed in
1980, all met the USP standard.

A selected sample of the products in an Agency bioavailability study
conducted in 1982 on marketed prednisone tablets revealed no statistically
significant differences in the key bioavailability parameters (AUC,
Cmaxs Tmax) for prednisone tablets.

Therefore, FDA will change the therapeutic equivalence code from BX to AB
on any approved prednisone tablets if the application is supplemented with
an acceptable comparative in vitro dissolution study. (See Section 3.7 of
the 7th Edition List for available gquidance from the Division of
Bioequivalence,)

0TC DRUG PRODUCTS

The following drug products identified in the "OTC Drug Product List" of
this publication as requiring approved applications may be marketed on the
firm's own responsibility without an application under the Agency's
existing OTC drug marketing policies so long as applicable proposed or
tentative final monographs are followed (see 21 CFR 330.13).

Pseudoephedrine Hydrochloride 60mg
Triprolidine Hydrochloride 2.5mg
Tablet or Capsule; Oral

Pseudoephedrine Hydrochloride 30mg/5m1
Triprolidine Hydrochloride 1.25mg/5ml

Syrup; Oral

Triprolidine Hydrochloride 1.25mg/5ml
Syrup; Oral

Triprolidine Hydrochloride 2.5mg
Tablet; Oral




1.4 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
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 7, 1984 (49 FR 35428)
Nitroglycerin (ointment;topical) SEP 3, 1986 (51 FR 31371)
Nitroglycerin (tablet, controlled release;oral) SEP 7, 1984 (49 FR 35428)
Nitroglycerin (tablet, controlled release;buccal) JUL 5, 1985 (50 FR 27688)
Tranylcypromine Sulfate MAR 22, 1984 (49 FR 10708)

1.5 GAVISCON

Gaviscon is an over-the-counter (OTC) product which has been marketed
since September 1970. The active ingredients, aluminum hydroxide and
magnesium trisilicate, for this product were reviewed by the OTC's Antacid
Panel and were considered to be safe and effective ingredients (Category
I) by that panel. However, the tablet failed to pass the antacid test
which is required of all antacid products. It was, therefore, placed in
Category III for lack of effectiveness. A full NDA with clinical studies
was submitted by Marion Laboratories, Inc., and approved by FDA,
December 9, 1983, Gaviscon's activity in treating reflux acidity is made
possible by the physical-chemical properties of the inactive ingredients,
sodium bicarbonate and alginic acid. Therefore, all ANDAs which cite
Gaviscon tablets as the listed drug must contain the inactive ingredients,
sodium bicarbonate and alginic acid. A full NDA will be required to
support the effectiveness of the drug product if different inactive
ingredients are substituted for sodium bicarbonate or alginic acid or if
different proportions of these ingredients are used.

1.6 APPLICANT (NAME) CHANGES

Because 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, the cumulation of these transfers and name changes will be
identified in this section only. Where only partial approved product
lines are transferred between applicants, each approved product involved
will appear as an applicant name change in the Cumulative Supplement.

vi




APPLICANT (NAME) CHANGES

FORMER APPLICANT (NAME) NEW APPLICANT (NAME) NEW ABBREVIATED NAME
COOPERVISION PHARMS IOLAB PHARMACEUTICALS IOLAB
CARTER-GLOGAU LABORATORIES STERIS LABORATORIES STERIS LABS
ASCOT HOSPITAL PHARMACEUTICALS ASCOT DIVISION OF ASCOT
TRAVENOL LABORATORIES
WILLIAM H RORER INC RORER PHARMACEUTICAL RORER PHARM
CORP SUB RORER GROUP
USV (PR) DEVELOPMENT RORER PHARMACEUTICAL RORER PHARM
CORPORATION CORP SUB RORER GROUP
USV LABORATORIES INC RORER PHARMACEUTICAL RORER PHARM
CORP SUB RORER GROUP
USV PHARMACEUTICAL CORP RORER PHARMACEUTICAL RORER PHARM
CORP SUB RORER GROUP
COLMED LABORATORIES INC PHARMACEUTICAL BASICS INC PHARM BASICS
FORMUTEC CORP DIV COLMED PHARMACEUTICAL BASICS INC PHARM BASICS
LABS INC

1.7 CONJUGATED ESTROGEN TABLETS

Conjugated estrogen tablets are presently coded BS (not therapeutically
equivalent) based on in vivo data indicating differences produced by
different conjugated estrogen tablets in urinary excretion levels of the
active ingredients. These differences were believed to be directly
related to the differences 1in composition permitted by the official
standards for the estrogenic steroids in conjugated estrogen products.
The USP monograph was recently revised to narrow the range of differences
permitted.

Nevertheless, FDA's Biopharmaceutics Research Branch recently demonstrated
problems with dissolution of conjugated estrogen tablets, apparently
because of the products' coating. The coating on at least some conjugated
estrogen_products behaves 1ike an enteric coating. Therefore, the Agency
has decided to require in vivo bioequivalence studies for all new

gppligations for conquate&ubstrogen tablets and for any such product to
e coded AB (therapeutically equivalent). Thus, all new or pending

vii
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applications for conjugated estrogen tablets must contain in vivo studies
and previously approved conjugated estrogen tablets will be coded as BP
(not therapeutically equivalent) wunless an acceptable in vivo
bioequivalence study is submitted by the applicant holder. Requests for
guidance on conducting bioavailability/bioequivalence studies should be
addressed to the Division of Bioequivalence, HFN-250, 5600 Fishers Lane,
Rockville, MD 20857.

CORRECTIONS TO THE 7TH EDITION

a. The locator tab for the "OTC Drug Product List" is placed incorrectly
within the List.

b. There is no locator tab on the back cover for the "Discontinued Drug
Product List."

¢c. A recent approval has shown that the Tlanguage in the ™"BC" code
definition did not accurately reflect the use of the BC code for
controlled-release products which may meet bioequivalence criteria for
approval, but differ in rate such that they would not be considered
therapeutically equivalent.

Therefore, please note that on pages 1-5 and 1-6 of the Introduction

to the Approved Drug Products with Therapeutic Equivalence
Evaluations, 7th Edition, the Tanguage defining the AB and BC codes
has been revised.

AB

Products meeting necessary bioequivalence requirements

The AB evaluation generally denotes products that: (1) contain an
active ingredient in a dosage form for which the submission of
bioavailability or clinical data is required for approval or to permit
therapeutic equivalence evaluations, and (2) for which the applicant
has provided adequate studies to establish the bioavailability and
bioequivalence of its product. Products generally will be coded AB
if a study is submitted demonstrating bioequivalence, even if the
study currently is not required for approval. This category also
includes those few drugs with more than one approved application but
only one manufacturer, It should be noted that if only one product
under a drug ingredient heading is coded AB, it signifies that only
that product is supported by bioavailability data. It does not
signify that this product is therapeutically equivalent to the other
drugs under the same heading. Thus, one product under a drug
ingredient heading, coded AB is not therapeutically equivalent to a
drug product under the same heading that is coded BD, BP, or BT,
Drugs coded AB under an ingredient heading are considered
ﬁhE;:peutica11y equivalent only to other drugs coded AB under that
eading.




BC

Controlled-release tablets, controlled-release capsules, and
controlled-release injectables

Although bioavailability studies have been conducted on these dosage
forms, they are subject to biocavailability differences, primarily
because firms developing controlled-release products for the same
active ingredient rarely employ the same formulation approach. FDA,
therefore, does not evaluate different controlled-release dosage
forms containing the same active ingredient in equal strength as
therapeutically equivalent unless equivalence between individual
products for both rate and extent has been specifically demonstrated
through appropriate bioequivalence studies. Controlled-release
products for which such bioequivalence data are available have been
coded AB.

In the following products dextrose and sodium chloride are considered
vehicles and not active ingredients, therefore, they will no longer
appear as part of the active ingredient heading. These ingredients
may continue to appear in the trade name for those products which
contain them, The active ingredient headings 1in the 7th Edition
affected are:

Alcohol; Dextrose

Aminophylline; Sodium Chloride
Ammonium Chloride; Sodium Chloride
Bretylium Tosylate; Dextrose
Cefazolin Sodium; Dextrose
Cefoperazone Sodium; Dextrose
Cefotaxime Sodium; Dextrose
Cefotaxime Sodium; Sodium Chloride
Cefoxitin Sodium; Dextrose
Cefoxitin Sodium; Sodium Chloride
Ceftizoxime Sodium; Dextrose
Cephalothin Sodium; Dextrose
Cephalothin Sodium; Sodium Chloride
Cimetidine Hydrochloride; Sodium Chloride
Dextrose; Dopamine Hydrochloride
Dextrose; Gentamicin Sulfate
Dextrose; Lidocaine Hydrochloride
Dextrose; Heparin Sodium

Dextrose; Mannitol

Dextrose; Oxytocin

Dextrose; Theophylline

Gentamicin Sulfate; Sodium Chloride
Heparin Sodium; Sodium Chloride
Ranitidine Hydrochloride; Sodium Chloride

ix




e. The following products are corrections to a printing error that
appeared on page 3-204., Please record the correct NDA Numbers in the

|ist.

PROCAINAMIDE HYDROCHLORIDE

CAPSULE; ORAL;
PROCAINAMIDE HCL
LEDERLE LABS/AM CYAN

375MG N86952 001
500MG N86943 001
VANGARD LABS/MWM 250MG N87643 001

1.9 CHANGE OF A THERAPEUTIC EQUIVALENCE CODE FOR A DRUG ENTITY

This section explains the procedures the Agency will use when, in response
to a petition or on its own initiative, it is considering a change in the
therapeutic equivalence code for approved multisource drug products. Such
changes will generally occur when the Agency becomes aware of new
scientific information affecting therapeutic equivalence. These
procedures will be used when all drug products found in the "Drug Product
List" under a specific drug entity and dosage form are being considered
for a change. The change may be from the code signifying that the drug
does not present a bioequivalence problem drug (e.g., AA) to a code
signifying a bioequivalence problem (e.g., BP), or vice versa. A change
of a single product code from BP to AB as a result of a bioequivalence
study is not applicable in this section.

This section 1ists those drug entities that are actively being considered
by the Agency for reclassification. Before making a change in the code,
the Agency will announce in this section of the Cumulative Supplement that
it is considering the change and will invite comment. Comments, along
with scientific data, may be sent to the Division of Bioequivalence,
HFN-250, Room 17B06, 5600 Fishers Lane, Rockville, MD 20857. The comment
period will generally be 60 days in length, and the closing date for
comments will be listed in the description of the proposed change for each
drug entity.

The most useful type of scientific data is an in vivo bioavailability/
bioequivalence study conducted on batches of the subject drug. These
submissions should present a full description of the analytical procedures
and equipment used, a validation of the analytical methodology, including
the standard curve, a description of the method of calculating results,
and a description of the pharmacokinetic and statistical models used in
analyzing the data. Anecdotal or testimonial information is the least
useful to the Agency, and such submissions are discouraged. However,
copies of supporting reports published in the scientific literature or
unpublished material are welcome.




The Agency is currently considering a change in therapeutic equivalence
evaluation for the following drug(s):

Benztropine mesylate:

The Agency initially did not classify benztropine mesylate as having an
actual or potential bioequivalence problem. (42 FR 1624, January 7,
1977). Benztropine mesylate tablets (Cogentin) is a DESI drug product
that was raised to the effective status on November 7, 1970 (35 FR 211).
It remained single source until January 1984. At that time, the Agency
reviewed its status regarding a potential bioequivalence problem. Based
principally on a published article, Tune, L., and Coyle, J.T., "Acute
Extrapyramidal Side Effects: Serum Levels of Neuroleptics and
Anticholinergics," Psychopharmacology, 1981;75:9-15, the Agency decided
that benztropine mesylate did present a potential biocequivalence problem
because of the possibility of nonlinear kinetics. As a result, an in vivo
bioequivalence study was required to demonstrate bioequivalence and
to gain approval of an ANDA.

Recently, two pharmaceutical firms have asked the Agency to change the
therapeutic equivalence code for benztropine mesylate oral tablets from
BP to AA. Although the Agency disagrees with the arguments on the
basis that the requests were primarily legal and regulatory, the Agency
used the opportunity to reassess the merits of its earlier decision. Upon
a careful re-review of the article in question and another search of the
literature, the Agency now believes that there is an insufficient basis
upon which to evaluate benztropine mesylate as having a potential
bioequivalence problem. In addition, one of the authors of the article
has advised the Agency that he does not believe the data in the article
provide a basis for concluding that benztropine mesylate displays
nonlinear kinetics. In addition, the drug is freely soluble in water and
does not generally meet the criteria, described in 21 CFR 320.52, for a
drug posing a bioequivalence problem.

The Agency requests that interested parties submit comments with respect
to the Agency's proposal to change the therapeutic equivalence code for
listed benztropine mesylate oral tablets from BP to AA. We request
that such comments be received no later than September 30, 1987.

Nortriptyline hydrochloride:

Presently, E1i Lilly and Sandoz Pharmaceuticals have received approval to
market nortriptyline hydrochloride capsules, Aventyl and Pamelor,
respectively. A recent article, Dubovsky, S.L., "Single Case Study:
Severe Nortriptyline Intoxication due to Change from Generic to a Trade
Pregaration.“ Journal of Nervous and Mental Disease, 1987;175:115-17.
indicates that it would be appropriate to change the therapeutic
equivalence code for Aventyl and Pamelor from BP to BD.

xi




 The Agency will change the therapeutic equivalence code of nortriptyline
" hydrochloride capsules from BP to BD unless scientific data are
~ submitted that adequately controvert the evidence presented in the cited
~ article. The Agency is soliciting comments from interested parties who
~ desire to submit scientific data in support of, or in disagreement with,
~ this proposal. We request that such comments be received no later than

~ Qctober 30, 1987.

'.Revision of a Therapeutic Equivalence Evaluation

~ The Agency published a notice of opportunity for hearing, proposing to
ithdraw approval of NDAs for sterile injectable products manufactured by
hn D. Copanos in the Federal Register on March 10, 1987. 1In the
deral Register on August 6, 198/, the Agency denied a hearing and
thdrew approval of these NDAs, effective September 8, 1987, The
applications were withdrawn on the grounds that the methods used in, and
 the facilities and controls used for, the manufacture, processing and
packing of the sterile injectable drugs were inadequate to assure their
identity, strength, quality and purity, and were not made adequate within
reasonable time after receipt of written notice specifying the
inadequacies.

ore, equivalence codes for those sterile injectable products
ctured by John D. Copanos are being changed from AP to BP in
e August supplement and after the withdrawal of approval, the
ions in the September Cumulative Supplement will be discontinued
Prescription Drug Product List.
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