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B.

A.

Deletions from the Drug Product List are indicated by overstruck print in
the cumulative supplement. Deletions new to the current cumulative
supplement are indicated by the symbol >piur > (DELETE) to the left of the
Tine containing the overstruck print. The >0oLr > symbol is dropped in
subsequent cumulative supplements for that item.

A newly approved product is identified by the lozenge (x) to the right of

its strength. This identifier remains throughout all cumulative
supplements for this edition.

ADDENDUM: DESI Pending List

Information in this cumulative supplement follows the format of the

Addendum. Additions and deletions are indicated in the same manner as in
the cumulative supplement to the Drug Product List. A change in Current
Status of a DESI product is also indicated by an addition and a deletion.

II. SPECIAL NOTES

REPORT OF COUNTS FOR THE DRUG PRODUCT LIST

Categories of counts derived from product information in the Drug Product
List and from this cumulative supplement are presented. The report
includes counts of new molecular entities approved by the agency during
the current month. '

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 Drug Product List.

Products Federal Register Reference
dicyclomine hydrochloride JUN 22, 1984 (49 FR 25681)
isosorbide dinitrate ) AUG 3, 1984 (49 FR 31151)
nandrolone decanoate JUL 15, 1983 (48 FR 32395)
(continued)
ii
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c.

Products Federal Register Reference

(continued)

neomycin sulfate with either: MAR 26, 1984 (49 FR 11888)
dexamethasone sodium phosphate,
fluocinolone acetonide,
flurandrenolide,
hydrocortisone, or
methylprednisolone acetate.
[topical anti-infectives for
dermatologic use]

‘neomycin sulfate, polymyxin B sulfate, MAY 4, 1984 (49 FR 19147)

bacitracin zinc, and hydrocortisone
[topical ointment]

nitroglycerin (capsule, controlled releasesoral) SEP 7, 1984 (49 FR 35428)
nitroglycerin (tablet, controlled release;oral) SEP 7, 1984 (49 FR 35428)
parenteral multivitamin products SEP 17, 1984 (49 FR 36446)
phenazopyridine hydrochloride and JUL 29, 1983 (48 FR 34516)

sulfamethoxazole
sulfanilamide and aminacrine AUG 22, 1983 (48 FR 38097)
tranylcypromine sulfate MAR 22, 1984 (49 FR 10708)

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 Special Notes 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. The current list of applicant holder changes follows.

APPLICANT (NAME) CHANGES

Former Applicant (Name) New Applicant (Name) New Abbreviated Name

OHIO MEDICAL ANESTHETICS ANAQUEST ANAQUEST

D.

ADDENDUM: DRUG PRICE COMPETITION AND PATENT TERM RESTORATION

The addendum of this supplement provides information required of the
Agezcy by the "Drug Price Competition and Patent Term Restorat1on Act of
"8 "
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(3)

(4)

(5)

A new drug application approved after September 24, 1984,
for a drug product all active ingredients (including any
ester or salt of the active ingredient) of which had never
been approved in any other new drug application.

Generally, no subsequent ANDA or paper NDA for the same
drug may be submitted for a period of five years from the
date of approval of the original application, except that
such an application may be submitted after four years if it
contains a certification that a patent claiming the drug is
invalid or will not be infringed by the product for which

approval is sought.

A new drug application approved after September 24, 1984,
for a drug product involving an active ingredient

(or any ester or salt of that active ingredient) that has
been approved in an earlier new drug application and which
includes reports of new clinical investigations (other than
bioavailability studies). Such investigations must have
been conducted or sponsored by the applicant or for which
the applicant had a right of reference, and the
investigations must have been essential to approval of the
application. If these requirements are met, the approval
of a subsequent ANDA or paper NDA may not be made effective
for the same drug before the expiration of three years from
the date of approval of the original application.

A supplement to a new drug application approved after
September 24, 1984, which contains reports of new clinical
investigations (other than bioavailability studies)
essential to the approval of the supplement and conducted
or sponsored by the applicant or to which the applicant had
a right of reference. The approval of a subsequent
application for a change approved in the supplement may not
be made effective for three years from the date of approval
of the original supplement. '

A new drug application (or supplement to a new drug
application) approved during the period from

January 1, 1982, to September 24, 1984, which includes an
active ingredient (including any ester or salt of the
active ingredient) that has been approved in another
application. The approval of a subsequent application for
the drug or a significant change made in a supplement may
not be made effective for two years from September 24, 1984.
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The Act required approved new drug applications to be supplemented with the
required patent information by October 24, 1984. Patent information must now
be filed with all newly submitted drug applications, and no NDA may be
approved after September 24, 1984, without the pertinent patent information.
The patent numbers and the expiration dates of any appropriate product or use
patent on a marketed drug that is the subject of an approved NDA will be
pubTished in the APDP. Patent information on unapproved applications or on
patents beyond the scope (i.e., process or manufacturing) of the Act will not
be pubTlished.

The following explains how the APDP implements this.

Antibiotics, Insulin and Biologicals

Title I of the Act has been interpreted by the Agency not to include products
approved under sections 506 or 507 of the Federal Food, Drug and Cosmetic Act
(antibiotic and insulin products). Because of this, (1) antibiotic and
insulin products are not considered eligible for exclusivity protection, (2)
holders of approved applications for insulin and antibiotic products need not
submit the patent information as required of NDA application holders, and (3)
Antibiotic Form 6 sponsors are not required to provide the patent
certification statement which must be included in ANDAs.

However, Title II, the patent term restoration portion of the Act,
specifically addresses antibiotic, non-antibiotic, and human biological
products (as those terms are used in the Federal Food, Drug and Cosmetic and
PubTlic Health Service Acts) in its provisions.

Bioavailability/Bioequivalence Requirements

The therapeutic equivalence evaluation codes in Appendix D of the APDP will
enable firms to determine whether in vitro and/or in vivo
bioavailability/bioequivalence study data must be incTuded with their ANDA
submissions.

Currently, drugs approved prior to 1962 fall into three major biopharmaceutic
classes: (1) those which pose an actual or potential bioequivalence problem,
and for which demonstration of bioequivalence through in vivo testing and
acceptable dissolution performance is necessary; (2) those which pose an
actual or potential bioequivalence problem but for which an in vivo study may
be waived if acceptable dissolution performance is demonstrated (the 1ist of
such drugs is provided under TABLE 1?; and (3) those which pose no actual or
potential bioequivalence problem and for which the only biopharmaceutic
;equirement is demonstration of acceptable dissolution for solid oral dosage
orms.

A1l firms submitting an abbreviated new drug application for a single source
drug product or a drug product which was first approved after 1962 will be
required to demonstrate in vivo bioequivalence or else submit information
sufficient to permit the Agency to waive demonstration of in vivo
bioequivalence. Manufacturers of drug products formulated in dosage forms
which do not present bioequivalence problems, such as an intravenous solution,
may request that the in vivo bioequivalence requirement be waived.

A-3
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Before the passage of the Drug Price Competition and Patent Term Restoration
Act, the Agency approved various drugs with bioavailability/bioequivalence
problems and deferred the in vivo testing requirement for a number of

reasons. The new law requires information to.show that the proposed ANDA drug
product is bioequivalent to the listed drug. Therefore, new applications for
drugs such as amitriptyline hydrochloride which formerly may have been
approved without an in vivo study now require an in vivo study as a condition
for approval under the new Act. LB

Togitals

In the absence of contrary data, FDA regarded all pharmaceutically equivalent
topical products of pre-1962 (DESI) drugs to be therapeutically equivalent.
However, the Agency required that applicants for topical drug products . -
initially approved after 1962, including "paper. NDAs," either demonstrate the
safety and efficacy of their products through clinical trials or through-a -
bioequivalence study in order to be approved and evaluated as therapeutically
equivalent. U L

The new Act requires applicants to demonstrate:the bioequivalence of their
topical drug product to the listed drug as one:of the requirements for ANDA
approval. This is the same policy that is presently being used in the ‘
"paper NDA" approval process. -The Agency is now reviewing the therapeutic
equivalence evaluation policy that has been made on the pre-1962 topical -
products to determine whether a change in this policy is warranted. In the
meantime, an in vivo demonstration of bioequivalence will be required for
approval of all Topical products unless a waiver or in vitro alternatives can
be justified by the applicant. ~ —_ 1

O0TC Drug Products Eligible for Abbreviated New Drug Applications

Previous editions of the APDP excluded OTC drug products, because the main
purpose of that publication was to provide information to states regarding
FDAs recommendation as to which generic prescription drug products were
acceptable candidates for drug product selection. With the passage of the
Drug Price Competition and Patent Term Restoration Act of 1984, the Agency now
has the responsibility to publish an up-to-date 1ist of all marketed drug
products, OTC as well as prescription, that have been approved for safety and
efficacy and for which new drug applications are required. There are some
drugs for which there are both approved and unapproved OTC drug products in
the market place. This situation occurs as a result of the Agency's current
0TC compliance policy which allows the marketing of various unapproved 0TC
drug products pending the effective date of the applicable final OTC
monograph. The OTC products included in APDP cumulative supplement TABLE II
are Timited to those for which approved applications are currently required as
a condition of marketing. Appropriate patent numbers, exclusivity
information, and expiration dates are also included.

A-4
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NDA's Approved by the Office of Biological Research and Review Not Previously
PubTished in the APDP

ATl products accepted and approved under Section 505 of the Act as NDAs by the
Office of Biological Research and Review (OBRR) will now be published in the
APDP (see TABLE III). The application holder should have submitted relevant
patent and exclusivity information as for other NDA drug products. These
products will be listed drugs and ANDA applications may be submitted for
marketing of drugs from this group. Appropriate patent numbers, exclusivity
information, and expiration dates are also included. )

Patent and Exclusivity Information

It was originally planned that TABLE IV of Cumulative Supplement 2 to the APDP
would contain patent and exclusivity information. Because some firms
submitted patent information in excess of that covered by the statute, FDA has
reviewed all of the patent information to assure that only appropriate patents
are listed. The patents that FDA regards as covered by the statutory
provisions for submission of patent information are those on the active
ingredient or ingredients, or use patents for a particular indication or’
method of using the product. The Agency will not publish patents relating to
chemical intermediates, methods of manufacturing, excipients or formulations.
TABLE IV contains patent numbers and expiration dates and, for drug products
apprzved after 1982, the date of approval and application number as required
by the Act.

Firms submitting ANDAs after September 24, 1984, that certified that no patent
information had been filed should now amend their applications with the
appropriate patent certification statement.

TABLES II-IV now identify all drugs which qualify under the new statute for
periods of exclusivity. (See pages A-1 & A-2 of the Addendum for an
explanation of exclusivity). '

FDA has finished reviewing all patent and exclusivity information received
initially from interested parties. The Agency believes TABLES II-IV now
contain all appropriate patent and exclusivity information that the Agency
regards as being covered by the new statute. This table will be updated
monthly to include appropriate patent and exclusivity information for new
approvals. The exclusivity information column in TABLES II-IV designates the
date on which the exclusivity ends and the basis for the exclusivity through
the use of codes as explained on pages A-6 and A-7.

FDA invites comments from all interested parties on whether it has excluded
any patent or exclusivity information that should have been included, or
included patent or exclusivity information that should have been excluded.
Any revisions to the 1ist will be published in subsequent supplements.
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