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1,1

APPROVED DRUG PRODUCTS
with
THERAPEUTIC EQUIVALENCE EVALUATIONS
7th EDITION
CUMULATIVE SUPPLEMENT 4
APRIL 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 Egstion (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, OTC, and Drug Products Approved Under Section
505 of the Act by the Division of Blood and Blood Products lists.

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,
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Drug product information is provided in each Cumulative Supplement for

completeness to assist in Tlocating the proper place in the List for

the revision. [Strength(s) which already exist in the List will not be
r 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 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 >_aop > symbol
is then dropped in subsequent Cumulative Supplements for that item. A
newly approved product is also identified by a lozenge (= ) 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 >.bLT >
symbol 1is 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 that have had their application
withdrawn, for other than safety or effectiveness reasons, will be flagged
“ in this Cumulative Supplement with the " 3" symbol to designate their
‘ non-marketed status. All products having a " 3" symbol in the 12th
Cumulative Supplement of the 7th Edition List will then be added to the

i "Discontinued Drug Product List" appearing in the 8th Edition.
| 1.2 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
1 under FDA contract which established an in vitro and in vivo correlation
i 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
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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,
Cmax> 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 guidance 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/5ml
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

I 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
l Nitroglycerin (capsule, controlled release;oral) SEP 7, 1984 (49 FR 35428)
f 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)
| Phenazopyridine Hydrochloride and JUL 29, 1983 (48 FR 34516)
” Sulfamethoxazole

Tranylcypromine Sulfate MAR 22, 1984 (49 FR 10708)

1.5 GAVISCON

Gaviscon is an over-the-counter (0TC) product which has been marketed since
September 1970. The active ingredients, aluminum hydroxide and magnesium
trisilicate, for this product were reviewed by the OTC Antacid Panel and
| were considered to be safe and effective ingredients (Category 1) by that
I panel. However, the tablet failed to pass the antacid test which is
required of all antacid products; therefore, it was placed in Category III

for lack of effectiveness and a full NDA was required to be submitted by
the firm. The firm's NDA was approved December 9, 1983. Gaviscon's
activity in treating reflex acidity is made possible by the inactive
ingredients, sodium bicarbonate and alginic acid, in the amounts used 1in
Gaviscon. Therefore, all ANDAs which cite Gaviscon as the listed drug must
contain the inactive ingredients, sodium bicarbonate and alginic acid.

I

|

| 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

i are transferred between applicants, each approved product involved will

' appear as an applicant name change in the Cumulative Supplement.

APPLICANT (NAME) CHANGES

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

COOPERVISION PHARMS IOLAB PHARMACEUTICALS IOLAB
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APPLICANT (NAME) CHANGES

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

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 "tabTets in urinary excretion 1levels 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 like an enteric coating. Therefore, the Agency has decided
to require in vivo bioequivalence studies for all new applications for
conjugated estrogen tablets and for any such product to be coded AB
(therapeutically equivalent). Thus, all new or pending applications for
conjugated estrogen tablets must contain in vivo studies and previously
approved conjugated estrogen tablets will be coded as BP (not
therapeutically equivalent) unless 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.

1.8 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."
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C.

A recent approval has shown that the language 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 1in 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 bio-
equivalence 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 1is 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 therapeutically equivalent only to other drugs coded AB
under that heading.

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 bioavailability 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 1in 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
biocequivalence data are available have been coded AB.
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d. 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 in 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

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

PROCAINAMIDE HYDROCHLORIDE

CAPSULE; ORAL;
PROCAINAMIDE HCL
LEDERLE LABS/AM CYAN

375M6 N86952 001
500MG N86943 001
VANGARD LABS/MWM 250MG N87643 001
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