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Abbreviated New Dmg Appllcation )
Regulations

ACTION: Proposed rule.

SUMMARY: The Food andei'ug"_- ,
Admimstration (FDA) 1s proposing
regulations to implement Title 1 of the
Drug Price Competition and Patent Term
Restoration Act of 1984 (Pub. L. 98-417),
which amends section 505 of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C.’
355). The proposal provides for the
submission of abbreviated new drug.
applications for generic versions of drug
products first approved after 1962.
Before enactment of Pub. L. 98-417
abbreviated applications were permitted
under FDA regulations for generic
versions of drug products first approved
between 1938 and 1962. These new
provisions will benefit consumers by
making genenc drug products-available
more quickly.

DATES: Comments by October 10, 1989.
A proposes that any final rule based
n this proposal would become effective
J days afterits pubhcatnon n the
Federal Register.

ADDRESSES: Written comments to the
Dockets Management Branch (HFA-
305}, Food and Drug Administration, Rm.
4-62, 5600 Fishers Lane. Rockvﬂle. MD
20857
FORFURTHERINFORMATKH‘CONTACT:
Marilyn L. Watson; Center for Drug
Evaluation and Research (HFD-380),
Food and Drug Admmstration, 5600 -
Fishers Lane, Rockville, MD 20857 301~
295-8038.

SUPPLEMENTARY INFORMATION: |

Table of Contents

I. Introduction

il. Background :

A. The Abbreviated New Drug
Application (ANDA) Procedure for Pre-
1962 Drugs ]

B. Procedureé for Duplicates of Post-
1962 Drugs {“Paper NDA Palicy)

C. The Drug Price Competition and
Patent Term Restoration Act 0f 19084 -

D. Relationship to New Drug '
Regulations

111. Highlights of this Proposal

A. Abbreviated Applications

B. ANDA Suitability Petitions

C. 505(b}{2) Applications

{

D. Patent Informanon. Cerhf’ cahon.
and Notice of Certification to Patent’

_ Owner and Certain Apphcatxon Hnlders ’

E. Exélusivity -
F Withdrawal or Suspensxon ot

* Approval of an ANDA

1V The List
.V Prowisions of this Proposa]
A. Definitions
B. Drug Products for Which
Abbreviated Appllcatlons May Be ~

AGENCY: Food and Drug Admimnistration. - ‘Submitted

C. ANDA Suilability Petitions

D. Content and Format of an ANDA

E. Notice of Certification of Invahdzty
or Noninfringement of a Patent .

F Amendments to an Unapproved
ANDA

G. Other Apphcanl Responsnbllltles
. H. Time Frames for FDA Actions on.
ANDA's

1. Applications Described by. Sectlon
505(b){2) of the Act

J. Applications for Changesin . -

‘Approved Drug Products that Require:

the Review of Investigations.
K. Delay 1n the Effective Date of

. Approval of an ANDA and 505(b)(2}
. Application Because of the Existence of

a Patent
L. Exclusivity
M. Refusal to Approve ANDA s
N. Withdrawal or Suspension of

Approval of ANDA’s

-0, Determination that a Listed Drug
was Withdrawn for Safety or
Effectiveness Reasons

P Removing Drugs from the Llst

Q. Patent Information mn Full New

’ Drug Applications and Supplements

R. Public Disclosure of Safety and
Effectiveness Data

V1. Conformmg Amendments

VII, Econormc Assessment

VIIL Environmental Impact

. IX. Paperwork Reduction Act of 1980

X. Request for Comments

I. Introduction

.On September 24, 1984, the President
signed into law the Drug Price
Competition and Patent Term
Restoration Act of 1984 (Pub. L. 98-417).
Title I of the law amended the Federal
Food, Drug, and Cosmetic Act{the act}
to expand the umiverse of drugs for

- which FDA would accept abbreviated
_new drug applications {ANDA s). Before
" enactment of Pub. L. 98417 ANDA’s

were permitted under FDA regulations
for duplicates, 1.e., genenc (different
manufacturers') verstons, only of drug

_products first approved between 1938
" and 1962. The term “duplicate” applied-

to a drug product that was the same as.
an already approved drug prodict in
dosage form, route of admmstration,
kind and amount of active ingredient,
indication(s), and any other conditions
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of use, The regulatlons perm:tted

ANDA's for “similar” and “related”

products only if FDA had made a
separate finding, followinga
manufacturer's petition, that an ANDA

was appropriate for that product. Title 1

provides for the submission of ANDA's

“for duplicates and certam related

versions of drug products previously’
approved by FDA for safety and

effectiveness and listed in the approved

drug product list published by the ~
agency. Title I further makes the
existence of a patent on an approved
drug a factor in the approval of generc
copies of that drug, and establishes a’
system {the so-called “exclusivity
provisions”) for rewarding research
associated with significant mnovation

" by providing for a delay n the . .
subrnssion or effective approval date of

certain generic applications.

Title Il of Pub. L. 98-417.amended’ the
patent law to provide for the extension, -
under certamn ctrcumstances, of the
normal 17-year term of a product, use, or
process patent of a patented product
which 18 subject to premarketmg
clearance.

The proposed rule set forth below, if .
adopied as a final rule, will implement .
Title I of Pub. L. 98-417 Final
regulations implementing the provisions
of Title I of the law were published 1n

the Federal Register of March 7 1988 (53

FR 7208). It should be noted that

‘although antibiotics are expressly .

covered by Title II, they are not.covered
by Title L Title I applies only-to drugs
approved under section 505 of the act

{21 U.S.C. 355). Antibiotics are approved

under section 507 of the act (21 U:S.C.

_357). This proposed rule would,

however, reorganze the current
regulations goverming the abbreviated
antibiotic application procedures:by

‘placmg them 1n a new subpart. s .

1. Background ,
The act as passed by Congress 1n 1938

~‘established a system of premarket

clearance for drugs under which
applicants seeking drug approval were
required to submit to FDA a new drug
application containing, among other
things, data showing the drug's safety.

{Sections 201(p})(1) and 505(a) as enacted

{21 U.S.C. 321{p} and 355(a)).) The law at
that'time provided that a new drug

application would automatically become )

effective (i.e., the product could be
lawfully marketed) within a fixed period
unless the agency affirmatively relused
to approve-the application.

In addition to products for which a

~ new drug application had become

effective, many products were marketed
without effective applications that were

54 Fed. Reg. 28872 1989
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«dentical, similar, or reiated to producis
with effective applications,
Manufacturers of such products either

had concluded that therr products were

generally recogmized as safe, orhad =
received advisory opinions from the
agency that a new drug application was’
not required because their products
were generally recognized as safe (i.e.,
were not “new drugs”}.

In 1962, Congress amended the drug
approval provisions of the act to requu‘e
affirmative approval of new drug
applications before marketing. That

approval was to be granted on the basis |

of a showing that 4 drug product was
not only safe but also effective. (Pub. L.’
87-781 {October 10, 1982).) Thus, on or
after October 10, 1962, a new drug could
not be marketed without an approved
new drug application that contained, n
addition to safety data, substantial
evidence establishing that the drug was
effective for its intended uses (21 U S.C.
355(d)). :
Under the 1982 amendments, new.
drug applications that had become
effective before the effective date of -
those amendments were "“deemed”
approved. The requirement that drugs be
shown to be effective for thewrntended
uses was also made applicable to drugs
that had been deemed approved. To
mplement this Congressional mandate,
FDA undertook a program to evaluate
the drugs that had been deemed -
approved to determine whether there
was substantial evidence of their -
effechveness, as'the Iaw reqmred The

the 1mp1ementa ion of the fmdmgs of
this evaluation became known as the
Drug Efficacy Study Implementation
(DESH. Under this program, FDA
contracted with the National Academy
of Sciences/National Research Council -
(NAS/NRC), which established panels -
of experts to review available evidence
of effectiveness and to provide
recommendations to the agency. FDA
considered the NAS/NRC panels’
recommendations about the
effectiveness of these DESI drugs, and
announced the agency’s conclusions in
Federal Register notices. These notices,
referred to as DESI notices, set forth the

acceptable marketing conditions for the

class of products.covered by the notice.
The DESI review covered over 4,000
specific products which had had new
drug applications evaluated for safety
only and had been allowed to become
effective between 1938 and 1962..

A. The Abbreviated New Drug
Application (ANDA) Procedure for Pre-
1962 Drugs

If a manufacturer had a pre-1962 new
drug application in effect for a drug

product, FDA continued its approval if

.the manufacturer submitted a .

supplemental new drug application to

conform the product's indications for .

use to those determined to be effective
an the DESI review. As noted above,
however, there were many drug
products on the market that were
wdentical in active ingredients and ..
ndications or very similar to the drug.
products found effective 1n the DESI
review but for which no new drug, ..
application had ever been submitted. In
implementing the DESI program. with

respect to these duplicate products, FDA

concluded that each such drug product:
was a “new drug” that required its own
approved new drug application before it
could be legally marketed.. United States
v. Generix Drug Corp., 460 U.S. 453
(1983) (act's definition of “new drug”.

- applies to the drug product rather than -

to the generic active mgredient). In
addition, FDA 1ssued a statement of -
policy that revoked the earlier advisory

‘opinions that drugs could be marketed
“withotit preclearance by the agency: The

statement of policy was published in thé
Federal Register of May 28, 1968 {33 FR
7758), and later codified at 21 CFR
310.100.

‘To provide an appropriate procedure
for approval of duplicate products in
reliance on the DESI evaluation, a
procedure for submission of ANDA’s
was established (34 FR 2873 (February
27 1960); 35 FR 6574 (April 24, 1970)).
After FDA had found through the DESI
review that a particular drug product
WES 6‘112,&..&““, mzd Sui LdJIe m; HUA 3,

FDA published in the Federal Register a
'DESI notice announcing these '

conclusions; any manufacturer of a

duplicate of the drug not already holding
.an approved new drug application was

then required to submit an ANDA to

‘'obtain approval to market the duplicate

version of the approved drug (35 FR
11273; July 14, 1970).

The approval of an ANDA before
passage of Pub. L. 98417 was based on
the theory that the evidence of
effectiveness necessary for approval of

. a new drug application had been .
provided, reviewed, and accepted duning

the DESI process. The evidence of safety
of the drug had been determmed on the
basis of information included in the
proneer new drug application and by the
subsequent marketing expertence with
the drug. The information currently
required to be i an ANDA 18 specified
m FDA's regulations i 21 CFR 314.55(e)
and consists of information showing the
applicant’s ability to manufacture a
product of acceptable quality that will
be equivalent in its effectiveness and
safety to the drug product whose safety

HeinOnline 54 Fed. Reg.

and effectiveness 15 established. The .
ANDA thus contains information on the
drug product’s formulation,

" ‘manufacture, quality control procedures,
_and labeling. In addition, the DESI

. notice may 1dentify other information

. that FDA requires in an ANDA for a

. specific drug product, usually data on

the bioavailability of the product .
showng that it 1s similar to that of a
standard product, The ANDA, therefore,

- provides for agency review of the same:

kand of product quality information .

-required mn a full new drug application

but omits the reports of investigations
establishing the safety and effechveness
of the drug which are already
established.

B. Procedure for Duplicates of Post-1962
Drugs (“Paper NDA Policy)

FDA’s ANDA policy established for = i

pre-1962 drugs was never extended to
duplicates of drugs first approved for
marketing on or after October 10, 1962.
The agency long recogmized the value-of

an ANDA system for the post-1962 drugs :
. and at various times considered and'

announced the possibility of

- establishing such a system either by

regulation or through legislation (see,.
e.g., Drug Regulation Reform Act of 1978
{95th Cong., 2d Sess. (1978}, Drug
Regulation Reform Act of 1979 (96th

" ‘Cong., 1st Sess. (1979), and proposed
‘rule of September 1, 1978 (43 FR 39126)).

During the 1970’s and early 1980's,
patents expired for many post-1962
drugs, mcludmo some hlgh volume,

PN | i
143 \:}.‘arv\a.-" Gidy b ,,m st m.‘é,. FA%: e

result, many drug manufacturers became
increasingly interested m changing

" FDA's new drug approval system to

permit the submssion of ANDA s for
duplicate versions of post-1962 drugs.
FDA did allow some duplicate drug

products of drugs first marketed after
..1962 to be marketed under FDA's “'paper
‘NDA policy. (See 46 FR 27396; May 19,

1981, publication of “Paper NDA
memorandum.} Under that policy, FDA
could approve new drug applications for
post-1962 duplicate drug products on the
bas:s of evidence of safety and
effectiveness derived primarily from
published reports, if those reports were
of well-controlled studies, thus

‘eliminating the need for manufacturers

to pérform most of their own tests.
Although the courts upheld the legality
of paper NDA's (see, e.g., Burroughs
Wellcome Co. v. Schwerker, 649 F.2d 221
{4th Cir. 1981)), adequate literature,
including detailed reports of adequate
and well-controlled studies, was
available for only a fraction of post-1962
drugs. Moreover, the staff effort
mnvolved wn reviewing paper NDA s for
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drugs that were already available and
}hose evidence of safety and
ffectiveness was already well
‘ocumented 1n a prior application was s
substantial and wasteful use of agency -
resources. S

C. The Drug Price Competition and
Patent Term Restoration Act of 1984 =

Beginning 1n 1978, Congress. .
considered various forms of legislation
that would have expressly authorized an
ANDA procedure for duplicate versions
of post-1962 drugs, and, concurrently,
legislation to restore patent life lost
during the new drug approval process.
In 1984, Congress passed the Drug Price
Competition and Patent Term =~
Restoration Act of 1984 (Pub. L. 98-417)
which became law on September 24,
1984. The new law consists of two titles,
Title I authonizes approval of genenc
new drugs and Title Il authorizes
extension of patent terms for approved
new drugs. The two parts of the bill -~ -
were intended to provide a careful
balance between promoting competition
among pioneer or brand-name and
generic drugs, and encouraging research
and mnovation. The ANDA provisions"
of Title 1 provide for approval of
duplicate or related versions. of
approved drugs-whose patents have
expired, and that have been shown
through the ANDA approval -~ - .

‘equirements to be as safe and effective
»s their brand name counterparts, but

sithout the submigsion of duplicative
safety and effectiveness data. Thus,
these provistons are mntended to
encourage competition by decreasing
the time and expense of bringing generic
drugs to market, and thereby to provide
the public with low cost drugs. ~ =

The patent term extension provisions
of Title Il provide for the extension of
drug patent terms beyond the normal17 -
years to reflect the period of patent life
lost during FDA's review of safety and-
effectiveness data for the drug, These
extensions of patent life are intended to-
encourage the irnovation necessary for
the development of important new drug
products, by increasing the period
during which mnovative products are
protected from competition.

Title I specifically amends only the
new drug provisions of the act at'section
505 and applies-only to nonantibiotic
human drugs submitted and approved .
under section 505 of the act. The
statutory authority for approving
antibiotics, including generic antibiotics
and antibioucsn combination with
other antibiotics or nonantibiotic active
ingredients, 18 section 507 of the act.
Therefore, Title I does not apply to
antibioties. Title I does, however, apply
to new drugs contaimng nsulin,

\

m’

;" and related versions of previously

Although certified under section 508 of

the act (21 U.S.C. 358), insulin-contamng

‘products dre approved under section 505.

of the act.
-Section 505(j) of the act, as amended
-by the 1984 Amendments, establishes a
stdatutory ANDA procedure for duplicate

approved proneer drug products, m
which:Congress intended:to adopt with
few modifications the policies

. developed by FDA m the agency’s

-approval of ANDA’s for pre-1962 drugs.
-Section:505(b)(1} of the dct, as amended,
requires that certain patent mformation
be submitted to FDA for'all previously

-approved new drug applications; all"

- newly submitted applications, and all
. applications previously submitted but

not yet approved. Section 505(b)(2). of
the act, as amended, provides for the
submission and approval of applications
for which the investigations relied on by
the applicant to satisfy the “full reports"
of safety and effectiveness requirement

‘ “were not conducted by or for the-

applicant and for which the applicant

has not obtamed a right of reference.or - -

use from the person who conducted the
‘mvestigations. e
. Section 505(1) of the act establishes.

" ‘rules for the public disclosure of safety
" and effectiveness data submitted as part

+of & new drug application. ‘
The new law also provides patent

protection for the developer of pioneer

new drugs by delaying the effective date

- ~of approval of an ANDA or 505(b)(2)

application until ali relevant product
and use patents for the proneer drug
have expired, or until the patent owner
18 notified of, and given an opportunity
to litigate, a challenge to such patents. -
In addition, for new chemical entities -
(active moieties never before approved
m the U.S.} and significant innovations
m already approved chemical entities,
the law prohibits the subnussion or -
delays the effective date of approval of
an ANDA or 505(b)(2} application during
specified periods that are independent
of the patent status of the pioneer drug.
The 1984 Amendments require FDA to
-promulgate new implementing
regulations. The new law further
provides that, unti} such time as FDA
has new mmplementing regulations in
effect, the currently existing regulations
or ANDA’s under § 314.55 (formerly
-§ 314.2) will be effective,.absent a

- conflict with the new law.

In the Federal Register of May 24, 1985
(50 FR 21460), FDA published a notice:
requesting public comment on Title I of
Pub. L. 98-417 The notice also : ;
announced the establishment of a public
file (Docket No. 85N-0214) forall
comments, views, and other information

HeinOnline

. .submitted to FDA concermng Title I.

“The purpose of the notice was to obtain .

public comment on interpretation‘of the ~ -

new law to assist the agency mn its
regulation writing process. In the
Federal Register of August 7 1985 {50 FR
31887}, FDA published a notice ~

_._reopening for an-unspecified pertod of ..
time the pertod for public comment on

Title 1. Interested persons may now: .
focus their comments on this proposed
rule during the 90 day comment period
on the proposal. Therefore, the period of

__time for.comment on Title I under the -
_ August:7 notice ends-on July:10, 1989,

. Since passage of the 1984 -~

- Amendments, FDA hasssued a seres

of letters to NDA and ANDA holders

~and applicants offerng mterim gmdance
on the more controversial provisions of

the new law. Copes of these letters are
n a public file under Docket No. 85N-
0214. To the extent that the provisions of
this proposed rule differ from the :
guidance 1n these letters, this proposed
rule supersedes the previous gwmdance.

D, Be]_otwnsbxp to New Drug
Regulations .~ A

In the Federal Register of F,ébx_'uéfy 22,

1985 {50 FR 7452}, FDA published
revased regulations in 21 CFR Part 314

- governing the approval for. marketing of

new drugs and antibiotic drugs for
human use. Those regulations set forth
procedures and requirements for the
submussion to, and the review by, FDA
of full applications (NDA’s} and
abbreviated applications, as well as

_.amendments; supplements, and

postmarketing reports to such »
applications, by persons seeking or .

holding approval from FDA of an -
- application under section 505 of the act ~

to market a new drug or an application
urider section 507 of the act to market an
antibiotic drug. Those regulations were
not intended to implement the 1984 - .
Amendments to the act. {(See 50 FR .
7466.} The provisions of this proposed

rule further revise 21 CFR Part 314 to"

implement the 1984 Amendments. .
L. Highlights of This Proposal

This proposed rule would {1) -
reorgamze and revise 21 CFR Part 314 to
mcorporate the new requirements and .
procedures imposed upon applicants by

- the 1984 Amendments, and {2) revise 21

CFR Part 320 consistent with the -
bioequivalence requirements of the 1984

Amendments and current agency policy.
*The major provisions implementing the

1984 Amendments are summarized as
follows:

54 Fed. Reg. 28874 1989
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A. Abbreviated Applications

New section 505(j) of the act govems
the requirements and procedures. for
ANDA s. Under the statute, an ANDA 15
permitted for (1) a drug product that is
the “same” as a drug product listed 1n

the approved drug product list published -
by the agency (listed drug), with respect-

to active ingredient{s), route of *
admmmstration, dosage form, strength,
and conditions of use recommended in
the labeling and (2) a drug product with
certain changes froni a listed drug if -
FDA has approved a petition from a
prospective applicant permitting the -
submigsion of an ANDA for the changed
drug product. The agency proposes.in a
new Subpart C to describe the content
of and procedures for submission of an
ANDA. The proposal would retain the
current ANDA format which requires
the submission of an archival and
review copy of the ANDA. For an
ANDA for a drug product that 1s the
“same” as a listed drug, the focus of the
proposed requirements 18 to provide
FDA with sufficient mformation to
assure that the drug product for which
the applicant 18 seeking approval (1) 1s
the same as the listed drug referred to
by the applicant with respect to active -
ingredient(s), route of admimstration,
dosage form, strength; and conditions of

use, except for those conditions of use - -

that are protected by patent or that have
been accorded periods of exclusivity, (2}
13 bioequivalent to the listed drug, and
(3) has the same labeling as that of the
listed drug excent for changes because -
Lok peopGsed diug nas & diiierent
manufacturer or distributor. In addition,
the regulations would require that.the
ANDA contain a certification with
respect to product and use patents
covering the listed drug and information
about the applicant's ability to
manufacture a drug product of
acceptable quality.

B. ANDA Suitability Petitions -

The statute provides that an ANDA
applicant may petition FDA for
permission to file an ANDA under
section 505(j}(2}(C) of the act for a drug
product that has one different active
mngredient {permitted only 1n a
combination product), or whose route of
admimstration, dosage form, or strength
differs from that of a listed drug. These
are the only types of changes permitted
in an ANDA. The proposed rule
describes the kinds of information a
petitioner must include 1 its petition to
demonstrate to FDA that the change
from the listed drug requested for the
proposed drug product may be
adequately evaluated for approval
without data from investigations to

show the safety and effectiveness of the

' proposed.drug product or that & drug

product with a different active’

" mgredient may be adequately eyaluated
for approval as safe and effective on the -
" basis of the information requu'ed to be .

submitted 1n an ANDA.

‘An ANDA submitted pursuant to an
approved petition generally would be
required to contam the same
wnformation as an ANDA for a drug. -

except that additional information may:

" be required regarding-the differencemn

the proposed drug product from the. -
listed ‘drug. In addition, FDA proposes to
require that the listed drug referred to.n
the ANDA be the one upon which the
petition was based and that the -
applicant refer in its ANDA to the
petition and mclude 1n the ANDA a
copy-of FDA’s response approvmg
submission of the ANDA.

C. _505{b}{2} A pplmatzons

-In addition to ANDA’s; the 1984
Amendments recognize another type of
application for an applicant seeking
approval of a genenc drug: a 505(b)(2)

- application. Although similarto FDA s

“paper NDA -policy, section 505(b){2} of
the act has broader applicability.

any application for which the
investigations relied on by the applicant

to provide the “full reports” of safety -
-and effectiveness required by section

505[b]{1)(A] of the act were not

Cunducied Oy U for we apphcent and

. for which the applicant has not obtained
:a nght of referenice or use from the
person who conducted the )

. nvestigations. Thus, section 505(b}(2) of

the .act covers not only literature-
supported NDA's for duplicates of
approyved drugs, but any NDA’s for. drug
products that rely for approval on
studies not conducted by or for.the
applicant or for which the applicant.
does not have a nght of reference.

- Applications described n section...
505(b)(2) of the act are submitted under
section 505(b)(1) of the act. They are
therefore subject to the same statutory
provisions that govern full new drug.
applications, However, the new
statutory provisions impose on a
505(b}{2) applicant additional
requirements with respect to patent

.certification, notification of such

certification to the patent owner, and

... exclusivity that are generally the same
. as those that apply to ANDA’s. The
_agency.proposes to mnclude in the

regulations requirements applicable to
505(b)(2) applications.. .

HeinCOnline

D. Patent Information, Certification, and'

Notice of Certification to Patent Owner

and Certain Application Holders
The statute prohibits the agency from

»z.making effective the approval of an

ANDA or an application described by

.-section 505(b}{2) of the act before all

relevant product and use patents for the
listed drug have expired, except where

~'the generic applicant asserts either that

BN 1 ¢ t will riot infringe the patent or
product that is the same as a listed dmg, its product will not nringe the paten

that the patent is nvalid. In the latter
case, approval of the ANDA or 505(b)(2)
application may not be made effective

‘until the patent owner and NDA holder ;

have béen notified and have had an: .

‘opportunity to litigate the 1ssue of palent" .
1nfringement or validity. To facilitate the .
** . patent protection provisions, ‘the statute

requires that applications submitted

* under section 505(b) of the act’ mclude

the patent number and expiration date
of all relevant product patents that
clamm the drug in the application or use
pé!énfs that claim a method of using the
drug. The agency publishes this patent
information n its approved drug product
list for each listed:drug for which patent

- information has been submitted. A - .

genernic drug applicant submitting an-

~ ANDA that refers to a listed drug must

" mclude a certification’as to the status of
Section 505(b}){2) of the act applies to - - -

all patents applicable to the listed drug.
Similarly, an applicant submitting-a
505(b}(2] application must make
certifications with respect to patents

. claiming any listed drug on which

mvestoations thet are relied upon by
the appiicant for approvai of its_

application were conducted or clauming

a use for such listed dnig. If a generic
applicant certifies that a relevant patent

expires on a specified date, the effective
- date of approval of the ANDA or-

505(b)(2) application will be delayed

- until the expiration of the patent. When

a genenic applicant certifies that any
product or use patent 1s invalid or will
not be infringed, the applicant must give
notice of such certification to the patent
owner and appropriate approved
application holder for the listed drug.
The genenc applicant must include in

- the notice the factual and legal basis for

the applicant’s opinion that the patent 18

. mvalid or will not be infiinged. Finally.

a patent owner or NDA holder has 45
days from receipt of the notice of- -
certification to file suit against the.
generic applicant 1o defend the patent. If
the patent owner or NDA holder files
suit within 45 days, the effective date of

- approval of the ANDA or 505(b}(2)

application may be delayed up to 30
months pending resolution of the
lawsuit.

54 Fed. Reg. 28875 1989
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The proposed rule describes (1) the
quirements for the submission of
£ Tatent information by a proneer NDA
.older, {2} the patent certification
requirements applicable to genenc
applicants and (3} the content of a
patent certification notice. The proposal

also specifies (1) when and-to whom the .

notice 18 to be sent and (2} the effect-of-
each type of patent certification’on the
effective date of approval of an. =
application for a genemc drug product

E. Exclusvity

Sections 505(j}(4}(D) and 505(0)(3)(D)
of the act protect certain listed drugs, or
certain changes 1n listed drugs, from

genenc copying for specified pertods by

placing a moratorium on the submssion,
or by delaying the effective date of
approval, of ANDA's and 505(b}(2)
applications for-those listed drugs.
These so-called “exclusivity provisions”
provide the following penods of

protection from generic competition: [1) ‘

a 10-year period of exclusivity for new
chemical entities approved during the

pernod January 1, 1982, to September 24,

1984, the date of enactment of the 1984,
Amendments; (2) a 5-year period of
exclusivity for new chemical entities

approved after September 24, 1984; (3)a

3-year pertod of exclusivity for non-new

chemical entities approved after

September 24, 1984, if the applicant
ubmitted an application containing
"aports of “new climcal mveshganons
sther than bioavailability studies) -

essential to the approval and coriducted -

or sponsored by the applicant'” {4) a 3-
year peniod of exclusivity for certain
changes made after September 24, 1984,
if the applicant submitted a supplement
containing reports of “new clinical
investigations (other than bioavailability
studies) essential to the approval and:
conducted or sponsored by the person
submitting the application™ and (5) a 2-
year period of exclusivity for non-new
chemical entities, or for certain.changes
made to already approved drug
products, approved during the period
January 1, 1982, to September 24, 1984.

The agency proposes to codify the
first four of these five'exclusivity -

provisions; the fifth provision will not be

codified because it expired.on
September 24, 1988, The agency also

proposes to define certamn terms used in -
the regulations, and clarify the agency’s -

mterpretation of each of the provisions.

F Withdrawal or Suspenszon of
Approval of an ANDA

The statute authorizes the. Secretary
to remove from the market, by
withdrawal or suspension of approval, -
any generic drugs already approved if
the approval of the listed drug referred

to by the generic applicant 1s withdrawn

or suspended or if the listed drug1s
voluntarily withdrawn from sale by its
‘manufacturer for what the agency
determmes are safety or effectiveness
reasons, The agency proposes. to
establish in the regulations a procedure
for the withdrawal or suspensiori of = -
approval of an ANDA under these
circumstances.

"IV ‘The List

Section 505(j){6} of the act requires

.. FDA to publish and make publicly -
- available a list of all drug products
-, -approved for safety and effectiveness

under section 505(c) or approved under .

. section 505(j) of the act. The agency's

publication, Approved Drug Products

- with Therapeutic Equivalence

Evaluations” {the list), and its mdﬁthly

. supplements, are being used to satisfy .

this statutory requirement. In
accordance with section 505(j}(8) of the
act, FDA updates the list monthly

.. through publication of cumulative
,.-supplements. Under the act, a drug

product approved for safety and .
effectiveness under section. 505(c}or

" approved under section 505(j) 18 deemed

to be a listed drug on the date of its
approval even though the drug product
18 not actually included in the list until
the next monthly update of the agency's
published list. (See section 505(j}(6)(B) of

.the act)) A drug will not be listed as

eligible for approval under an ANDA for
the following reasons: {1} the approval.
of the drug product has been withdrawn

~ or suspended for grounds described

under section 505{e) {1} through {5) or
505(j)(5) of the act, or (2) FDA
determines that the drug producthas
been voluntarily withdrawn from sale
by the manufacturer due to safety or

" effectiveness concerns. (See discussion

about removing drugs from listed status

-atpart V section P_below.)

Further, the agency will withdraw
approval of and remove from the list ~
any drug product that 1s the subject ofa-

- new drug application and that may now -

be marketed over-the-counter {OTC)
pursuant to an effective final OTC

monograph. Drug products that conform.

to-an OTC final monograph are
considered by the agency to be

-generally recognized as safe and
~effective and, as such, are no longer

considered to be "“new drugs” as defined -

~1n section 201(p) of the:-act. Thus, such

products do not require an approved
new drug-application. In addition, FDA’s
enforcement policy for prescription
drugs undergoing review n the agency's
oT1C drug review (21 CFR 330.13)

" permits a prescription drug to be

marketed OTC without approval before
a final monograph 1ssues in each of the

HeinOnline 54 Fed. Reg.

“following circumstances: (1) where the '

drug 18 classified by an OTC adwisory
review panel in Category I (generally
recogmzed as safe and effective and not
misbranded) and FDA does not dissent
n the preamble to the panel report or

-thereafter, (2) where FDA conclides that
‘a drug that was not classified by a panel
. 1 Category 1 later tentatively quahfies

for classification in Category 1 and so "

- statesin a Federal Regster

announcement, and (3) where the’
agency, on its own itiative, proposes -
by Federal Register announcement OTC
marketing of a prescription drug not .

. reviewed by an OTC adwigory review

panel, and public notice that OTC

¢ marketing may commence 18 1ssued: after '

a formal commient period on the’

vagency s proposed change.’

‘Section 505(j){6) of the act also
requires FDA to include in the list the
date of approval and application -~ .
number of each drug product approved .

- after 1981; whether in vitro or m vivo

bioequivalence studies or both such

" studies are required for ANDA's for a .
‘listed drug, and the patent information
- requiréd by section 505 (b) or (c) of the

act. Although not required by the act,
the list, as published, also identifies all

- drug products that qualify under the act

for periods of exclusive marketing,
regardless of patent status, and states
therapeutic equivalence evaluations for
approved multisource prescription drug.

- products. {Information on therapeutic
"“equvalence evaluations 1s provided
-under the policy announced in the

Federal Regster of October 31, 1980 {45
FR 72582). These proposed regulations
do not modify or affect in any way the
policy announced.n that notice, nor do
they affect any therapeutic equivalence-
evaluation published i the list) Asa
general rule, FDA 1ntends to use the list
and its supplemental updates as the
primary means of announcing :
information regarding patent status,
exclusivity, type of bioequivalence

-study needed, and eligibility for

consideration in-an ANDA. -

The list and its supplements-are-
available on an annual subscniption
basis from the Superintendent of
Documents, U.S. Government Printing -
Office, Washington, DC 20402. In
addition; a copy of the list and its
_ supplemental updates will be placed on

. public display 1n the Dockets .-

Management Branch (address above)
when FDA sends them forward for

printing.
V Provisions of This Proposal

FDA proposes to reorganize 21 CFR ¢
Part 314 by revoking existing §§ 314.55

.and 314.58, which describe the
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requirements for abbreviated

applications and the drug products for . .

which abbreviated applications are
suilable, by adding a new Subpart C,
and by redesignating the existing
subparts. The agency further proposes to
revise existing sections of 21 CFR Part
314, where necessary, to implement the
1984 Amendments, New proposed
Subpart C contains regulations on

abbreviated applications for new drugs

and antibiotics and the respons:blhtles

and rights of applicants concerning their -

abbreviated applications. As revised,
Subpart B would contamn regulations on’
new drug applications submitted unider
section 505(b) of the act and antibiotic -
applications other than abbreviated ° ’
antibiotic applications. FDA proposes to’
revise existing sections under Subpart B’
to remove any reference to abbreviated
applications. Existing Subparts C
through F are redesignated as Subparts
D through G, respectively. Because the .
1984 Amendments impose new =
procedural requirements upon
applicants submitting ANDA s, FDA
believes that placement of these
requirements 1n a separate subpart will
make them easierto fi nd read, and
understand.

As noted above, Title 1 of the 1984 -
Amendments does not apply to ’
antibiotics. Section 507 of the act,
however, already provides for
abbrewviated applications for duplicates
of approved antibiotic drugs. Therefore,
except for a proposed revision to the’
adverse drug experience reporting
requxrpmenh for new drugs and
05, waE Lbu »_{ ‘unyvb\,a He)
retam the current requirements
contamed 1n Subpart B for abbreviated
antibiotic applications, but restate them
mn the new Subpart C. (See discussion “*
under part V section G. below.}

A. Definitions

FDA proposes to revise § 314. 3(b) to
ncorporate definitions and
mterpretations necessary to implement
the 1984 Amendments: The regulations -
would define “abbreviated application
to mean the application described under
§ 314.94, including all amendments and

SAsive s

supplements to the application. The term-

“abbreviated application” applies to
both an abbreviated new drug '
application and an abbreviated
antibiotic application. When particular-
regulations apply to only one of these
groups, or to specific drugs, however,
the agency will be more specific by
referring to an “abbreviated new drug
application” or an “abbreviated
antibiotic application. The proposed
regulations would revise the definition
of “application” to mean the application
described under § 314.50, including all

amendments and supplements to the
application. °
Proposed revised § 314.3(b) -

mncorporates the statutory description n -

section 505{b)(2) as the definition of a

. “805(b)(2) application.

The agency proposes to retamn- the
current definition of “drug product” .

.under § 314.3(b). The agency notes that

the.term “drug” 1 used throughout
section 505 of the act. For purposes of
this proposed rule, FDA interprets the
term “drug” to mean “dmg product™

.. unless otherwise specified.

- The agency proposes to define "hsted :
drug” to mean a new drug product that
has been approved for safety and -

.. effectiveness under section 505(c) of the

act or approved under section 505(j) of

the act, the approval of which hasnot
- been withdrawn or suspended under
- section 505(e} (1) through (5) or (j)({5) of -
. the'act, and which has not been

withdrawn from sale for what FDA has

. determined are reasons of safety or
- effectiveness. A list of such drugs 1s

published 1n the current edition of FDA's
publication, Approved Drug Products

_with Therapeutic Equxvalence
Evaluations” (the list) and any current

supplement to the list. A drug product is
deemed to be a “listed drug” if it has
been approved for safety and
effectiveness under section 505{c) of the
act or approved under section 505(j) of

the act but has not yet been included’in .

the list. For a drug product that 1s

subject.to FDA’s DESI review, the

ll con31der the apphcable ‘

Reglster a hsted drug unnl a drug
product subject to the notice meets the

.conditions for approval of effectiveness

set forth in the notice and becomes a
listed drug.

FDA recogmzes that approved drug
products with delayed effective dates,

.see part V sections K. and L. below, will

be considered *listed” drugs to which
subsequent ANDA's can refer, The -

~-agency believes that permitting such

references will, 1n some cases, conserve

ANDA applicants. For example, there
will be drug products with delayed
effective dates for which changes in
dosage form, strength, route of
admimstration or active ingredients
were approved pursuant to ANDA
suitability petitions. Some of these
products will represent beneficial
alternatives to, ‘or improvements over,
existing drug products. Permitting
subsequent ANDA applicants to refer to
these drug products with delayed
effective dates will eliminate the burden
on the subsequent applicants to submit,

‘and FDA 1o review, duplicative ANDA

HeinOnline 54 Fed. Reg.

_.suitability petltlons However,..

consistent with the patent protection
and exclusivity provisions of the 1984
Amendments, the subsequent. :
applicant's ANDA will generally share
the same delayed effective date asthe

listed drug.

" The agency proposes to define

* *reference listed drug” to mean the. .
~-listed drug 1dentified 1n an abbreviated

new drug application or 1dentified by
FDA as the drug‘product upon which an
applicant relies o seeking approval of

its abbreviated appiicahon

The agency proposes to define “the

-list” to:mean the current edition of

FDA s publication - Approved Drug

- Products with Therapeutic' Equvalence
- Evaluations” and any current
'supplement to the publication.

B. Drug.Products for Which Abbrewated

.. Applications May Be Submitted

“The agency proposes to revoke

" existing § 314.56 and. propose a new
§ 314.92 that describes the drug products -
- for which abbreviated applications may

be submitted to the agency: As
described n proposed § 314.92(a), FDA -
proposes to accept an abbreviated

application for the followmg drug

products: ’
1. Duplicates of a ]zsted drug Section

.505(j) of the act prov1des for the .-

submission of ANDA'’s for generic
versions {duplicates) of any drug . .
product listed under séction 505())(6) of

~ the act (heremafter referred to asa,

“lxsted drug"} Thus, an a phcant may
. T }

has the same achve mgredxem[s]_
dosage form, strength, route of
admimstration, and conditions of use as.

a listed drug, so long as its submission1s . .

not.precluded by exclusivity. (See
discussion at part V. section L.1.) .

Drug products approved after .
enactment of the 1984 Amendments, but

.not marketed, or those approved and for

which marketing has been discontinued-
but for which FDA has made no .. -

. determnation that the marketing ceased
agency resources and reduce burdens on

for reasons of safety or effectiveness
will be included 1n the list, but :dentified
with a.special symbol or placed in'a:

“special appendix. In addition, some drug . -

products reviewed under DESI and.-.
approved.for safety and effectiveness

" and some post 1962 approved drug

products are not published 1n the list
because marketing was discontinued
before September 24, 1984. Although,
techmeally such drug products are listed
drugs under section 505(j}(6)(B) of the

. act, FDA does not intend:to update the’

list retrospectively to include drug

-products that no longer generate interest

with respect to marketing either by the

28877 1989
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~oneer applicant or by another

M ‘plicant. A firm wishing to submit an

“NDA for such a listed drug should
~etition the agency under § 314,122 to
relist the drug productand submit

nformation to show that its withdrawal -

from sale was not for safety or
effectiveness reasons. {Also see
discussion under part V secnon 0.1.
below.)

2. Drug Products chat d:ffer fmm a
listed drug. Section 505(j) of the act

permits the submission of an ANDA for

a drug product that differs from-the
listed drug if FDA has approved a -
petition from a prospective applicant
requesting the change. The differences
from the listed drug for which petitions
may be submitted are differences
route of admimistration, dosage form,
and strength, or, when the listed drug.
contams more than one active . .
mgredient, a change in one of its active
ingredients, To alert interested persons
to petitions that have been approved
permitting the submission of an
abbreviated application for a drug
product that differs from a.listed drug,
the agency will publish in the list all
approved petitions submitted under
section 505{j)(2)(C) of the- act and a
description of the permitted changes.
Subsequent applicants who wish™
permission to make a change permitted
an already approved petition may

P /jfer in their ANDA's to the approved

etition rather than filing a duplicative
petition. To aid potential petitioners in
preparing therr petitions, the list also
mcludes all petitions that have been
denied. Al such petitions are also on
public display 1n FDA’s Dockets
Management Branch (address above).

3. Antibrotrcs. Section 507(a) of the act
permits the submission of abbreviated
applications for duplicates of 41l
antibiotics the agency has already
approved for marketing. The agency
includes approved antibiotic drug
products in the list, even though
antibiotics are not covered 1n the 1984
Amendments, and, therefore, are not
subject to, for example, the patent
certification and exclusmty provisions
of the act.
4. DESI drug products. Under its DESI

program, the agency has accepted.

ANDA s for drug products that were the k

same as certain pre-1962 drug products
reviewed under the DESI prograri.
Under this program, each Federal
Register notice announcing that a -
particular drug has been found effective
has included, when appropriate, an FDA
finding that an ANDA 1s the suitable -
mechamsm by which manufacturers or
suppliers of the drug product may obtam
pDA approval. In addition, an ANDA

may be submilted for a drug product

. that1s similar or related to.a DESI drug

and for which FDA has made a separate
finding, in response to a petition, that an

. ANDA 15 suitable.

:A-pre-1962 approved drug product 1n
the DESI review does not qualify for
marketing exclusivity under the 1984

Amendments if the applicant seeks only -

approval of the indications in the DESI
notice. However, DESI products for

which additional new uses beyond those:

reviewed n the DESI program are
approved may qualify for periods of ..

marketing exclusivity for the new use

under certamn circumstances.
C. ANDA Suitability Petitions

Proposed § 314.93 would implement
section 505(j)(2)(C).of the act. That

-section of the act permits an applicant to

petition the agency for permission to
submit an ANDA for a drug product that

- differs from a listed drug when the

change 1s one authonized by the statute
and the agency has granted a petition
for the change. Under the proposal, an
applicant may petition FDA for
permussion to submit an ANDA for a
drug product that differs from'a listed .
drug m route of admmistration, dosage

- form, or strength. If a proposed drug

product were more bioavailable than the

. mnovator's product and the applicant
_proposed to reduce the dose to a level |

that delivered plasma levels equivalent

to the annovator's product, a petition. for

a change 1n strength would be permitted.
In addition, an applicant may seek to
change one of the active ingredients of
the listed drug when the listed drugis a
combination product. For example, the
agency may find acceptable the
substitution of one analgesic for

-another, e.g., acetaminophen for aspirm,

in a combination product. The active

.ingredient the applicant wishes to

substitute 1n its product mustbe -

approved for safety and effectivenessin’

a listed drug or must be an ingredient of
a drug product that does not meet the .
definition of “new drug” under section
201{p) of the act. The remaining active
ingredients of the combination product, -
however, must be 1dentical to the other
active mgredients of the reference listed*
drug. {See discussion at part A section
D.1.c. below))

An applicant is not permitted to
petition for any other kinds of changes
from'listed drugs. H. Répt. 98-857 Part 1,
g8th-Cong., 2d Sess. at 23 (1984). Thus,
for example, an applicant may not
petition to submit an ANDA for a
different active ingredient n a single
active mgredient drug product, for an
extra active ingredient m a combination
product, or for a new use for an already
approved drug product. The legislative

HeinOnline

story of the 1884 Amendments
supports the agency's position thata
different active mgredient may be
substituted only in a combination drug
product: Part 1 of the House Report
describes FDA's authority to grant'
petitions requesting changes from listed
drugs:.

If an applicant wishes to vary the route of -

administration, dosage form or strength of the -
generic drug from the listed drug; it must first,

petition the FDA for permigsion to file an -

* ANDA for the differing generic drug.In -~ "
-.addition, the applicant may fequest to vary -

one-of the active ingredients in the genenc

. drug from the listed drug when the listed drug . .~
.. 1s @ combmation product. The remaining

active mngredients of the genenc drug.must be

. the same as the other active mgredxents of
* the listed drug. _
These are the only changes from the listed .
drug for which an applicant may petz tion.

H. Rept. 06-857 Part1,98th Congi2d .~ .

Sess, 23 (1984) (emphasis added).

Section 314.93(e}(1)(ii) requires demal of

a petition seeking to change an active - ..

ingredient, if the drug that 18 the subject
of the petition 18 not a combmation drug,.

“'FDA considers a salt or'ester of an

- active mgredient to be a different active -
-ingredient, and will not approve -
_petitions that seek permssion to submit -
-an-ANDA for a drug product which

substitutes a different salt or ester of an
active ingredient from that of a listed
drug, unless the petition seeks a change
in.a combination product and the new

* salt or ester has been approved or 18 not:

a new drug. No petition 1s necessary for
a change 1n the nactive ingredients from
those of the listed drug.

Proposed § 314.93(d) would require a
petitioner to identify a listed drug and -

mclude 1n its petition a copy of the
- proposed labeling for the drug product-

that 18 the subject of the petitionand a
copy of the approved labeling for the
reference listed drug, A petitioner may,
under limited circumstances, 1dentify

- more than one listed drug, e.g., when the "~

petitioner seeks permission to submit an

ANDA for a drug product that
substitutes one of the active ingredients
“* m & combination listed drug and the
- substituted ingredient itself 18-a listed

drug. {(Also see discussion under
submitting an application for, ora

© suitability petition that relies on, a listed

drug that 18'no longer marketed at part
V section 0.1.)

~ Sections 505(j}(2}(A)(v) and
505[;]{3)[6] of the act require that the
labeling of generic drugs be the “same”
as the labeling approved for the listed

drug, except where a change n labeling

18 “required because of differences
approved under 8 petition filed under
section 505(j}{2)(C) of the act or because
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the drug and the listed drug are . - .
produced or distributed by different
manufacturers. FDA emphasizes that -
the exceptions to the requirement of

“same labeling” are limited. The agency.

will not approve a petition under section
505(j)(2)(C) of the act that seeks . .
permssion to submit an ANDA for a
product with significant changes in
labeling {such as new warmngs or
precautions) mtended to address newly
introduced safety or effectiveness .~
problems not presented by the listed. -
drug. Such labeling changes are not the
kind that were mtended to fall within

the limited exceptions mn sections -~ - -

505(j}(2)(A){v) and 505(j}(3}{G) of the act.

FDA does not believe that it would be - -

consistent with the purpose of section
505(j) of the act, which 1s to assure the
marketing of generic drugs that are as
safe and effective as their brand-name
counterparts, to interpret section
505(j}(2)(C) of the act as permitting the
marketing of generic. drugs with -
dimimshed safety or effectiveness and
concomitantly heightened labeled.
warnmngs. Rather than waste agency
resources by approving a petition for a
drug that cannot satisfy the ANDA
approval requirements, FDA 1s :
proposing to deny a suitability petition
for a change that would necessitate
significant new labeled warnings or
precautions. e

Under the act, the agency must
approve an appropriately submitted
petition for a change authonzed by the
statute, unless it finds (1) that

e Uantieeg ave nnsecgary to chowe the
saiety and effectiveness of the drug
product or of any of its active.
mgredients, the route of admimstration,
dosage form, or strength which differ
from the listed drug (see section
505(j}{2)(C)(i) of the act), or(2) in
reviewing a petition to substitute one of
the active ingredients in a combination
product, that the safety or effectiveness
of the drug product may notbe
adequately evaluated by the mformation
m an ANDA (see section 505(j){2){C)(ii)
oftheact). . .

The legislative history of the 1984
Amendments makes clear that section
505(3){2)(C)(ii} of the act was added to
clarify FDA's authority to reject,

petitions for new combination preducts - .

that raise safety or effectiveness 1ssues,
See H. Rept. 98-857 Part 1, 98th Cong,,
2d Sess. 23 (1984); 130 Cong. Rec. H9114
(daily edition September 6, 1984) .
(statement of Representative Waxman).
The agency anticipates that it will only
rarely approve petitions to submit
ANDA'’s for new combinations, because
data on the safety and effectiveness of
the new combinations will almost

. -always be'needed.'See hearing on S.

2748 before the Committee on Labor.and

Human Resources, 98th Cong., 2d. Sess..

31-2 (June 28, 1984) (statement of Mark

- Novitch, Acting Commissioner of Food
- and Drugs). -

Section 314.93(e)(1)(iii) specifies the
grounds for denying a petition to change
an active ingredient 1n a combination
product. Under the proposal at -

- § 314.93(e}{(1)(iii)(B), the agency would
not approye a petition to substitute.one - -

of the active ingredients m a e
combination product if the petition -
failed to contain information to show
that the different active ingredient of the

* drug product 18 of the same

pharmacological or therapeutic class as

- the'ingredient of the reference listed -
drug that 18 to be changed and that the : -
drug product could be expected to have

the same therapeutic effect as the
reference listed drug when adimuitstered
to patients for a conditionof use
1dentical to that of the reference listed
drug. Under section 505(j}(2)(A){iv} of
the act, this information 18 required to be
contained m an ANDA for a product

- with a different active mgredient than

the listed drug. (See § 314.94(a)(7) and

-discussion at Part'V ' section D.1.f) FDA
believes that this information must also :

be iricluded 1n'a petition to substitute an

-active ingredient because the ANDA -

could not be approved without this
mformation and because substitution of
an active ingredient of a '
pharmacological or therapeutic class -
c!ifferent from that of the ingredient 1n

B enfaranng Ve

changed may be presumed to result in a
product with a different degree of safety
or effectiveness. Such a product would
require investigations to show its safety
and effectiveness; thus an ANDA would
not be appropnate. o

The imformation needed to provide
scientific. support for the safety and
effectiveness of the new combnation.
drug product should consist of well-. .. -
documented evidence of the general .
acceptance that the ingredients to be
substituted for each other are
mterchangeable and have known
equipotent doses. Such information
could be 1n the form of agency findings
or conclusions in previous Federal
Regsster notices. For example, FDA has

- allowed, 1n appropnate cases,

substitution between aspinn and _
acetamnophen based on extensive

scientific data establishing their safety -
. and effectiveness and their equipotent
doses and on long-term experience with

these ingredients when used 1n v
combunation with other drugs (see 47 FR
34636 at page 34641; August 10, 1982). If

anterchangeability 15 not generally

HeinOnline

- accepted,investigations would be

required to establish the safety and
effectiveness of the new proposed . :
combination product, and the product
would properly be the subject of a new
drug:application submitted under

.- section 505(b) of the act. New climcal

data would not be an appropnate means
of establishing that a new combination
‘would have the same therapeutic effect
as the listed combination drug because-

- the need to review such data would-

require denial of the petition. :

Sections 314.93(e)(1)(iii) {C) and (D)
" similarly require demal of a petitionif - -
* the petition fails to demonstrate that the

substituted active ingredient 1s already
approved 1n a listed drug or 18 in & drig

‘satisfying the requirements of section

201(p) of the act, or that the remaning
active ingredients in the combination -
are 1dentical to those of the listed
combination drug. (See section A
505(j)(3)(C) and H. Rept. 98-857 Part 1,
supra, at 23.} In the absence of

. information that the safety and o
effectiveness of the changed ingredient -

has:already been established and that
the remaining active ingredients have”
not also been changed, the safety and
effectiveness of the new combmation
cannot be evaluated withoutnew

. investigations and thus cannot be the

subject of an ANDA.
* “Under the proposal at

- §314.93(e){1)(v), the agency would n,ol'

approve a petition that relies on a listed
drug that has been voluntarily
withdrawn from eals and that hag nod
been reierred 10 1n an approved ANDA,
unless the agency determines that the .
withdrawal of the listed drug was not

for saféty or effectiveness reasons. A
genenc applicant may obtain approval .
of a suitability petition to submit an .. "
ANDA for a change from a listed drug ..
only when the safety and effectiveness :

“of the listed drug can be relied on to

support approval of the change. To
assure that ANDA’s will not be

submitted for drug products that rely on R

a listed drug whose safety or

effectiveness 13 questionable, the agency

will refuse to approve a suitability
petition that relies on a listed drug that
has been voluntarily withdrawn from

_ sale until the agency can determme that

there are no safely or effectiveness
concerns about the listed drug.

" If the agency approves a petition for a
change from a listed drug, FDA may
require that certain information

“supporting the change be included mn the -
: ANDA. (See section 505(j)(2)(A) of the -

act.) The agency may also require
additional data concerming the-change
during its review of an application.

54 Fed. Reg. 28879 1989
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If preclinical or climcal data are
PN ieded to support safety, of if clinical
- "1ta are needed to'support the
Hectiveness of the requested change,
then an ANDA 15 not appropnate for the
proposed drug preduct, and FDA will
not approve a petition, However, under
certain circumstances, data from limited
confirmatory testing to show that the
charactenstics that make the proposed
drug product different from the listed
drug do not alter its safety and '
effectiveness may be accepted ina
petition or as additionial data to be

included in an ANDA resulting from'an

approved petition: By limited _
confirmatory testing, the agency means
smmple studies intended to rule out
-unlikely problems. For example, data
from acute ammal stidies to show the
absence of liver enzyme induction - -
properties of the substituted analgesic"
active ingredient might be required and’
be acceptable in a petition: {See 48 FR
2751 at 2753; January 21, 1983, at
paragraph 4.) A study intended to
answer basic safety or effectiveness
questions or one that would require
substantial scientific review would not
be considered limited confirmatory
testing. s ‘

A petitioner must use the procedures .
set forth m § 10.20 (21 CFR 10:20) and
the format of a petition established in

110.30 (21 CFR 10.30). However, unlike’

A7 citizen petition under § 10.30; section

' 05(j}{2)(C) requires FDA to approve or
disapprove a petition requesting
permussion to submit an ANDA for a
drug product differing from a listed drug
within 90 days of its submission to the
agency. Both proposed § 31493 and
proposed revised §.10.30 incorporate -
this statutory requirement. As 18 the
case under the DESI review in which the

hearing opportunity provided by section.

505(c) of the act does not apply to

ANDA applicants who disagree with an.

adverse agency -decision on whether
therr products may rely on DESI
conclusions, there 18 no legal nght-to an
opportunity for a hearmng on a petition.
demal under gection 505(j}(2){C) of the
act. See H. Rept. 98-857 Part 1, 98th

Cong., 2d Sess. 23 {1984). In addition, for

the purposes of 21 CFR 10.45, the agency
18 proposing, at 21 CFR 10.45(d}, that a
petition for reconsideration of a
response to an ANDA suitability
petition be submitted and acted upon
before the agency’s response will be
considered final agency action. -

The proposal retamns the current
regulations on the public availability of
data and information m a petition. The
availability of a petition for public
examination and copying 18 governed by
21 CFR Part 20. Under those provisions,

* submitted under section 505(j}{2)(C) of*
the act until FDA has eithet approved or

all data submitted in a petition, except
data incorporated by reference, are-
available for public disclosure. The
agency has on several occasions been
asked to mantam confidentiality of
petitions in which a petitioner seeksa-
determination of the suitability of an-
ANDA for a proposed drug product.
Some petitioners oppose the public
availability of such petitions on the

_ground that mformation contained in the
petition may providé commercial -

advantage to competitors by, for
example, disclosing a petitioner's
marketing plans or new dosage form.
technology. The agency considered”
revising the regulations to prowide for-
the confidentiality of any petition.

disapproved the petition, and if the -
agency disapproved a petition, to:. -

. provide confidentiality for an additional

30 days-to permit the petitioners to file a’
petition for reconsideration. The agency

.- has mitially rejected that position
.because it believes that the benefits

keeping the process a public one

- ‘outweigh potential commercial problems
to petitioners. In addition, data requirning

confidentiality would ordinarily not - .

need to be submitted n a petition under -
section 505(j){2)(C) of the act. The public-
18 specifically nvited to comment-on the -

alternative policy of nondisclosure of a
petition submitted under section :
505(3}(2)(C) of the act until final agency

*action on the petition. FDA: does not
~ anticipate that it will need to repropose

this regulation if it ultimately adopts -~~~
such a policy. Interested persons should

.- prepare therr comments accordingly. - -
~D. Content ond Format of an ANDA |

_The agency proposes to retain the
current requrement that an applicant
submit two copies of an ANDA, an
archival copy, and a réview copy. The
agency will maintain guidelines under
§ 10.90(b) (21 CFR 10.90(b}} to help
applicants comply with the content and
format requirements of an ANDA.

1. Archival copy. Section 314.94 of the

_ proposed rule describes the content and

format requrements for ANDA’s. In".
addition to the proposed requirements.

described below, the archival copy of an

ANDA would contain, as now, the
application form that contains the

nformation described m § 314.50 (a) (1),

{3), (4); and {5}, a statement whether the
submission s an abbreviated

_ application under § 314.94 or a

supplement under § 314.97 and a table

_of contents, :

The proposed content requirements
for an ANDA under §'314.94 (a)

implement section 505(j)(2){A) of the act.
" For a drug product that 1s the same as
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the reference listed drug, the ANDA

* procedures focus on the kmds of /-

nformation necessary to assure that the
duplicate product 18 the saine as the

- reference listed drug and on the ability
- of the applicant to produce a drug

product of acceptable guality. In these -

" " regulations, the term “same as” 1s used

to describe drug products that are

“identical i specific key aspects {i.e.,

indications, dosage form, strength, route
of administration, and active
ingredient(s)), but allows certan

- appropnate differerices due to different
" manufacturers (e.g., differencesin

inactive ingredients and certain labeling

- gtatements). (See discussion under’
~ - Samples and labeling at part V section

D.1.1.) A description of the proposed.
requrements for informationto be

mcluded 1 an ANDA follows.
“* " a. Basis for ANDA subnussion. The

agency proposes n § 314.94(a)(3)(i) to
require applicants to submit the name of
the reference listed drug, mcluding its
dosage form and strength, that s the
basis for the ANDA. In addition, for
ANDA's submitted pursuant to an
approved petition, propesed .

§ 314.94(a)(3)(iii) would require.
reference to the petition by FDA .
assigned docket number and a copy of

‘the agency's response to the petition -

stating that an ANDA may be submitted.’
{Section 505(j)(2}{C) of the act prohibits -
an applicant from submitting an ANDA
for a drug product that differs froma -
listed drug in one of the active
ingredients, route of admmistration;
dosage form, or strength, unless FDA

- has approved a petition for the change.}

Ordinarily both an ANDA and a petition
submitted under section 505(j}{2}(C) of -
the act must refer to a single listed drug.
However, as discussed above atpart V.
section.C., a petition may; under limited
circumstances, rely on more than one -
listed drug. The agency's response to a

. petition permitting submission of an

ANDA will idenitify the listed drug or-
drugs relied on for approval of the .
petition. The listed drug reférred tovan

~ ANDA for which a suitability petition

was approved must be the same as the
listed drug relied on n the petition:
-Currently, the agency uses one

‘product as a reference standard for

bioequivalence determinations. Usually
that reference standard1s the pioneer
drug product. Applicants will be -
required to refer and show -

" bicequivalence to the listed drug

selected by the agency ds the standard
for bioequivalence determinations.” .
Therefore, where there 1s more than one-
listed drug for the same drug preduct, -
prospective applicants are encouraged.
to consult with the Director, Division of
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Bioequivalence before selecting a
reference listed drug.

Under FDA's DESI program, each
Federal Register notice announcing the
effectiveness conclusions reached in the
DESI review about a drug product first -
approved for marketing before October
10, 1962, has included, when
appropriate, an FDA finding that an
ANDA 1s the suitable mechamsm by
which manufacturers or suppliers of
duplicate versions of the first approved
drug product could obtain FDA
approval. Similar findings may, under -
the DESI or related programs, be made
by the agency mn the future. Where the
agency has made such a finding and
there 13 no other approved NDA or
ANDA at the time of submission of an
ANDA, the listed drug referred to in the
ANDA would be the agency’s-notice
published 1n the Federal Register. If the
ANDA 1s for a duplicate of a drug
product that 1s subject to FDA’s DESI
review and there 1s a listed drug, the '
applicant would refer to the listed drug
as the basis for submission of the ANDA
unless FDA has selected a different drug
product as the standard for
bicequivalence determinations.

The applicant must also include a
statement as to whether the reference
listed drug 19 entitled to a period of

marketing exclusivity as provided under -

section 505(j}(4}(D) of the act.
Exclusivity information on listed
15 published 1n the list, If the listed drug

13 entitled to 5 years of excluswity under

section 505(j}(4){D)(ii} of the act,
ANTIA'2 that rafor 0 the —Yr—wo may not ’
ve submutted unui the exclus:vny
expires. All remaimng periods of
exclusivity accorded by sections .
505(j){4)(D)(i), {iii), (iv), and (v) of the act
do not bar an applicant from submitting
an ANDA. Such exclusivity does, .
however, require the agency to delay the
effective date of approval of an ANDA.
b. Conditrons of use. The agency
proposes to require in § 314.94{a)(4) that

the ANDA include sufficient information

to show that the conditions of use,
which include, among other thmgs,
indications and dosage mstructions for
which the applicant 1s seeking approval,
have been previously approved for the
reference listed drug. Except in
extraordinary circumstances, an
applicant would be expected to.seek
approval for all of the indications.
previously approved for the reference
listed drug except for those indications
that are protected by patent or that have
been accorded periods of exclusivity.
Consistent labeling for duplicate
versions of a drug product, insofar as
this 1s possible, will avoid differences
that might confuse health care

_ profeséionals who preécnbe and

dispense prescnption drug products or
might create omissions of significant
information. .

An applicant, however, may not seek
approval in an ANDA or through an
ANDA 'suitability petition for an
mdication that has not been previously
approved. Approval of a new indication
requires mveshgahons to demonstrate
the safety and effectiveness of the drug
product for the new indication, and thus _
may not be obtamed through an ANDA
or suitability petition.

The requirement that the apphcant i
show that its proposed conditions of use
have been previously approved for.the -
reference listed drug 18 satisfied if the .

-applicant includes 1n the ANDA:.(1) a-

statenient that the conditions of use for -
which the applicant 18 seeking approval
and for which the drug product will be
marketed have previously been
approved for the reference listed drug;
and (2) reference to the applicant’s
annotated proposed labeling and to the
currently approved labeling for the
reference listed drug contained
elsewhere i the ANDA.

¢. Active ingredients. The agency’
proposes to require in:§ 314.94(a)(5) that
the applicant provide sufficient
mxformation to show that the active
ngredients of the drug product for
whach the applicant seeks approval are
the same as those of the reference listed
drug. The agency nterprets the
requirement that the active ingredients
in the proposed drug product be the

nama g thrse Aftha Yated s tn menn

that the active ingredients must be
identical, For example, if the proposed -
drug product contamed a different salt
or ester of the active ingredient in the
listed drug, the active ingredient in the
proposed drug product would not be
1dentical to the active ingredient in the
listed drug, and could nét, therefore, be
approved mn an ANDA. Active
ingredient in this context means the
active ingredient in the fimshed drug"
product prior to its administration.

In some cases, an apphcant may
petition the agency to permit the .
applicant to vary an active wngredient n
a proposed combination drug product. If
the reference listed drug has one active
mgredient, then the active mgredient 1n

_the applicant’s drug product must be

ideritical to that of the listed drug. See
section 505(§)(2)(A}ii}(I) and (j)(S][C)(:)

. of the act. If the reference listed drug

has more than one active ingredient,
then all of the active ingredients in the
applicant’s drug product must be
identical to those in the listed drug,
except that an applicant may seek to
vary one of the active ingredients of a

HeinOnline 54 Fed. Reg. 28881

listed combmation drug product by the
ANDA suitability petition procedure. L
. Under proposed § 314.94(a)(5), the: = . =

' reqmrement that the active mgredients .

m the applicant’s dmg product be shown
to be the “same as” those of the |
reference listed drug 18 satisfied if the
applicant includes mnits ANDA: (1) A~
statement that the active ingredients n

 its product are the same as that of the.
. reference listed drug except for dny

different active ingredientina .
combination drug product that has been

" the subject of an approved petition and

{2) reference to the applicant’s :
annotated proposed labeling and to the L
currently approved labeling for the '
reference listed drug contamned . -
elsewhere in the ANDA., L

For a combination drug product with..
"an active mgredient different from. that.

- of the listed drug, the applicant would
- be required to provide information to,

show that (1) The different active
ingredient 18 an active ingredient of

- another listed drug or of a drug whlch

does not meet the definition of “new

- drug” 1n'section 201(p) of the act and (2] .

the other active ingredients of the drug .
product are the same as those of the -~
reference listed drug by refernng to the
applicant’s annotated proposed labeling
and the reference listed drug's dpproved

- 1abeling contained 1n the ANDA. The

applicant would also be requiredto . RS

- provide any other information about the’

different active ingredient that FDA mayi
requrre.
d. Route of admzmstmuon, dosage )

e, nnd oieoioth Tinder pronesad

§ 31494[3){6}, tne applicant would be

required to mnclude mn an ANDA

sufficient information to show that the .

route of administration, the dosage form

and the strength of the drug product for

which the applicant1s seeking approval. . ..
are 1dentical to those of the reference .

listed drug. An applicant may vary the

route of admimstration, dosage form or

_strength of its product from the
* reference listed drug only if the

applicant has petitioned FDA for..
permission to submit an ANDA for the.
differing drug product and the agency
has approved the petition. An applicant
satisfies the requirement to show that
the route of administration, dosage form,
and strength of its drug product are the
same as those of the reference listed -
drug except for differences that have
been the subject of an.approved petition
if the applicant includes 1n its ANDA: (l)

. a'statement that the route of

administration, dosage form, and

“strength are the same as those of the

reference listed drug and (2) reference to
the applicant's annotated proposed
labeling and to the currently approved
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labeling for the reference listed drug . .
— ntamed elsewhere in the ANDA. If the
i spplicant has obtained permssion to
; vary the route of administration, dosage

form, or strength of the proposed

product, the application must contain
any information about the change as-

FDA may require. L

e. Bioequivalence. The agency
proposes at § 314.94(a}(7}(i) to require
the applicant to include 1n an ANDA
mformation sufficient to show that the -
drug product for which the applicants.

seeking approval 1s bioequivalent to the -

reference listed drug. In addition, the -
proposed rule provides that for each 1n
vivo study, an applicant include n the
ANDA a description of the analytical
and statistical methods used and a.
statement with respect to the applicant’s
compliance with the 1nstitutional review
board regulations under 21 CFR Part 56
and the informed consent regulations
under 21 CFR Part 50.

Under this proposal, the agency would
retain, with one modification, the
current definitions of the terms
“broequivalence” and “bioavailability”
under Subpart A of 21. CFR Part 320.
These terms are smnilarly charactenzed
1n section 505(j){7){A) and (B) of the act.
The language of section 505(j)(7)(A) and
(B) of the act 1s adopted except fora
.mmor wording difference as noted
“elow. Thus, a drug product for which

#™in applicant 15 seeking approval in an
ANDA would be considered
bioequivalent to the reference listed
drug if: (1) the rate and extent of
absorption of the spplicant’s drug
product do not show a significant
difference from the rate and extent of
absorption of the reference listed drug
when admunstered at the same molar
dose of the active motety under similar
experimental conditions in either a
single dose or multiple doses or (2) the
extent of absorption of the applicant’s
drug product does not show a significant
difference from the extent of abserption
of the reference listed drug when .
admimstered at the same molar dose of
the active moiety under similar
expenmental conditions in-eithera ..
single dose or muitiple doses and the
difference from the reference listed drug
in the rate of absorption of the drug
product 1s intentional, 1s reflected in the
proposed labeling, 18 not essential to. the
attamnment of effective body drug
concentrations on chromc use, and 18
considered medically mnsignificant for
the drug product (21 CFR 320.1(e)). The
second definition of bioequivalence
existing § 320.1(e) 18 sumilar to that
proposed except that under the existing
regulation a difference in rate of
absorption must be: (1) Intentional and

) g, |

“product as a reference standard against ‘
_ which the broequivalence of the :

. Congress intended a meaning different

reflected 1n the labelmg. {2) not essential

~to the attainment of effective body drug

concentrations; or (3) considered
medically insignificant for the particular
drug. The language of section
505(j)(7)(B)(ii) of the act thus differs from
the’current regulatory definition in that
a drug must now meet all three of the
current criteria. FDA 18 proposing to -

adopt the statutory definition, (Also see
" part V1. Conforming Amendments.)

The second definition of the term.
bioequivalence may be applied, for
example, 1n considering whether two
controlled release products are

bioequivalent. Therefore, for purposes of
- approval of an ANDA, if a controlled .

release dosage form of a drug product
meets the four critena in the second
definition, it would be regarded as

“bioequavalent to the reference standard.

However, for purposes of including the
product m the list, FDA reserves the

- right to rate the product not

“therapeutically equivalent” to any

. other listed drug contaimng the same
. active ingredient.

The term “bmavmlabniity” means the.

. rate and extent to which the active

ingredient or active moiety 18 absorbed
from a drug product {21 CFR 320.1{a)).
The agency proposes to expand this

_ definition to include a reference to drugs

that are not intended to be absorbed.
Currently, the agency uses one

applicant’s product 18 compared. The
agency intends to continue that practxce
Usually that reference product s the
nnovator's product, which would also
usually be the listed drug referred to by
the applicant. However, if the listed
drug chosen by the applicant s different
from that chosen by the agericy as the

standard for bioequivalence

determinations, the agency will require
the applicant to-amend its application to
refer to the agency's bioequivalence
reference standard as its listed drug,.

This policy 15 intended to assure that all
generic products remain equivalenttoa -
common standard and thus to each

other.

The agency notes that the statutory
definitions of "hioavailability” (section
505{§)(7)(A) of the act} and
“bioequivalence' (section 505[)}(7)(8) of
the act) use the phrase “therapeutic
mgredient” rather than the phrase
“therapeutic moiety,” which1s used in
21 CFR Pert 320. FDA does not believe .

from that 1n 21 CFR Part 320 for drug
products that are the subject of ANDA's,
because the legislative history of the
1984 Amendments, m discussing the
terms "bioavailability”™ and
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“bioequivalence,” refers to 21 CFR 320.1 2

* {a) and (e). See H. Rept. 98-857 Part1,

98th Cong., 2d Sess. at 31 (1984). The .
agency, however, believes that the term
“active molety” 1s more appropriate and
proposes to substitute this term for the
term “therapeutic moiety” o

“therapeutic ingredient” m deﬁmng the
terms "bioavailability” and

. “bioequivalence.

_Both the statutory definition of
“bioequivalence” and the definition.
under § 320.1{e) describe a standard for
demonstrating in vivo bioequivalence

for systemically absorbed drug products. - ,

Some drug products are not intended fot

' systermc absorption, e.g., a topically

applied drug product, an antacid or a

~ radiopague medium. Nevertheless, the

statute imposes a bioequivalence
requirement on all drug products for

' which an applicant s seeking approval

in an ANDA, Where the usual in vivo
bioequvalence methods {blood level
measurements) are not applicable,

suitable alternative methods, such as

measurement of acute pharmacologic’ =
effect or demonstration of equivalent

_ climcal effectiveness (with appropnate

confidence mntervals), may be
established where FDA determmes that
they are capable of. demonstrating -
bioequivalence. FDA notes, however,
that where no methodology capable of

- -éstablishing bioequmvalence has been

shown to exist for a particular drug or
class of drugs, ANDA's for the drug =~
cannot be approved until adequate "
methodology becomes available. {See
section 305(j)(3}(F} of the act.}

In vitro dissolution may also be

-determined by the agency to be an

appropnate means of demonstrating .
bioequivalence, for example, where an - .
1n vitro test has been correlated with._

‘human m vivo bioavailability data. The 2

list specifies whether an m vitro.orn .

vivo bicequivalence study will be

required for ANDA's that refer to a

listed drug. One method of

demonstrating bioequvalence will .-
generally apply to all indications for - . .
which the listed drug 1s approved, unless -
there 18 more than one route of
admimstration m which case it may be

_-necessary to study bioequivalence by -

more than one route. If any person
believes that a specified method
demonstrates bioequvalence only fora
certain mndication, that.person may raise,
the 1ssue with the agency. The agency
will decide each such issue on a case-

" by-case basis.

Before enactment of the 1984 :
Amendments, the agency deferred or
waived the requirement for the
submission of evidence ot in vivo ..
bioavailability for vanous drugs for a
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number of reasons. For example, FDA
deferred the requirement if adequate
methodology were not available for in
vivo testing. However, section
505(j)(2){A)(iv) of the act requires that
the applicamt provide information to
shew that its drug productis
bioequivalent to the listed drug referred
to by the applicant. Thus, there 15 no-
statutory provision for deferral of the
requrement. Therefore, 1n those
situations where methodology forin
vive testing 18 not available, the
applicant 1s required to develop
adequate methodology for such testing,
or to carry out clinical studies to assess
therapeutic equivalence, unless the

agency determunes that in vitro methods

can be used to demonstrate
bioequivalence.

In some cases, the in vivo
bioavailability of a drug product may be
self-evident, e.g., for a drug product that
18 a solution mtended for intravenous or
oral admmstration. The regulations
under 21 CFR Part 320 set forth the
critena for waiver of evidence of in vivo
bioavailability. {Also see discussion
about proposed revisions to the waiver
criteria under part VL) The agency does
not believe Congress mtended that
unnecessary human research be
conducted 1n cases where an applicant
could demonstrate that a product 1s
mherently bioequivalent to another
product and therefore meets the
statutory standard of bioequivalence.
Therefore, the agency proposes to
continue its policy that if an applicant
can demonstrats that ite nroposed drug
PIOGGCL (&8 11 (U Caiegory, suc &
demonstration would be considered
adequate information to show
bioequivalence to the reference listed
drug, as required in proposed :
§ 314.94(a)(7)(i). Likewise, if the agency
concludes that bioequivalence can be
demonstrated by in vitro tests, the
agency proposes to require only such
tests rather than 1n vivo studies. (See
section 505(j}(6)(A)(i)(III) of the act.) The
agency mforms prospective applicants
of whether mn vivo or only 1n vitro tests
will be required through its list. In
addition, the agency may from time to
time, prepare or modify existing
gwidance documents for conducting
bioequivalence studies. To assure that
all applicants receive the most up-to-
date version of any available guidance
documents on the types of studies
recommended for establishing
bioequivalence, FDA publishes a
complete listing of the most current

available guidance documents in the list.

Many applicants now submit
bioequivalence protocols to obtain
agency review and comment before

beginning bioequivalence tests. The
agency proposes to continue to permit
the submission of these protocols. An
ANDA that contamns a bioequivalence
protocol and the chemistry,
manufacturing, and controls data
required by § 314.94(a)(9) would be

considered sufficiently complete to start

the statutory 180-day review period.
However, an applicant certifying patent
mvalidity or noninfringement must
submit completed bioequivalence
studies with the mnitial ANDA 3
submssion (see section 505{j)(2)(B) of
the act). ’

{. Therapeutic effect. Under the
petition procedure, an applicant may
seek to substitute one of the active ‘
ingredients m its proposed combination
drug product for one of the active
ngredients i the reference listed
combnation drug. If FDA approves a
petition permitting the submission of an
ANDA for such a change, the ANDA
must contain information to show that
the different active ingredient 1n the

‘proposed drug product 1s of the same

pharmacological or therapeutic class as
the ingredient n the reference listed
drug that was changed and that the
proposed drug product can be expected

_ to have the same therapeutic effect as

the reference listed drug when
adminstered to patients for the
conditions of use approved for the listed
drug and for which the applicant s
seeking approval. {See section
505(3)(2){A)(iv} of the act.)

With respect to the requirement that

tha anhstituted sntiva ymaradiont ha “of

ihe same pharinacoiogical or therapeutic’

class” as that of the listed drug, FDA
would view the different active
ingredient as being of the same
pharmacological or therapeutic class as
that of the listed drug if the applicant
can show that the different active
mngredient m its proposed drug product
has similar pharmacologic properties to
the ingredient in the listed drug that has
been changed. FDA would view a drug
product as bewng expected to have the
same therapeutic effect as the listed
drug if the applicant can demonstrate
that: {1) There 13 an adequate scientific
basis for determining that substitution of
the specific proposed dose of the
different active ingredient for the dose
of the member of the same
pharmacological or therapeutic class m
the reference listed drug will yield a
resulting drug product of the same safety
and effectiveness. This will ordinarily
require a showing that there 1s general
acceptance m the scientific community
that the specified doses of the two
mgredients are equipotent; (2) the
unchanged active ingredients in the
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applicant’s drug product are
bioequivalent to those in the reference
listed drug; and (3) the different active
ingredient in the applicant's drug
product 18 bioequivalent to an approved
dosage form of a drug product
contamnng that ingredient and approved
for the same indication(s) as the
proposed product or 13 hicequivalent to

- a drug product offered for that

indication which does not meet the
definition of “new drug” under section
201(p) of the act. This would '
demonstrate that the different active.
mgredient 1s as bioavailable from the
combination drug product as it 1s when -
separate preparations of the active
mgredient are given. Duning its review of
the ANDA, FDA may request the -
submssion of additional information to
show that the proposed drug product
can be expected to have the same

- therapeutic effect as the listed drug.

‘8. Chemustry, menufacturing, and
controls. The agency proposes at.
§ 314.84{a)(9)(i) to retamn the current
requirement of the submssion of
adequate chemistry, manufacturing, and
controls information described under
§ 314.50(d)(1). Current agency practice
permits applicants to submit this
nformation and bioequivalence
protocols before beginning
bioequivalence tests of therr drug

‘products and submitting the results of

these tests to FDA. Thus, applicants are
able to obtain agency review and '
comment on their formulation data,
bioequivalence protocols, and pilot

‘studies hefnre conducting

Lioequivaience iesis, ine agency
intends to continue this practice, except
that ANDA'’s that contain a section
505(j}{2)(A)(vii}{IV) patent certification
must submit completed bicequivalence
studies with the mitial ANDA
submussion. :

h. Inactive ingredients. The 1nactive
ingredients or composition used 1n a
genenc drug product must not raise
serious safety questions. (See discussion
in part V section M., 1nfra.) The agency
intends to place more stringent
limitations on the vanations permitted
1n the mnactive ingredients in the
formulation of parenteral, ophthalmic,
and otic drug products than on other
dosage forms. This 1s because each
parenteral, ophthalmic, and otic drug
product represents an individual
pharmaceutical system with its'own
charactenistics and requirements. In the
formulation of parenteral drug products,
certain added substances are used to
maintam solubility, stability, sterility,
and to mcrease patient comfort (i.e., by
adjusting toxicity and reducing tissue
wrritation). Added substances selectea
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for parenteral drug products must be
- known to be of the highest quality, must

™ be known to not interfere with the

therapeutic effectiveness of the product
and must be known to be nontoxic 1n
the quantities used. The sensitivity of
mactive ingredients in parenteral drug
products 1s reflected 1n regulations

under 21 CFR 201.100 which require that .

certain added substances and their
concentrations be listed on‘the label of
the product. Similarly, added substances
are used 1n the formulation of products
mtended for ophthalmic and otic use
such as buffers, antimicrobial
preservatives; chemicals to adjust
toxicity, and thickening agents.

Generally, in an ANDA, the
formulation of ingredients in parental,
ophthalmic, and otic dosage forms must
be identical to the formulation of the
reference listed drug 1dentified in the
ANDA. For the reasons:described .
above, the agency will presume any
mactive ingredientn an applicant's
proposed drug product different from
that in the reference listed drug to be
unsafe unless the applicant can rebut
the presumption by demonstrating.that
the different inactive ingredient will not
affect the safety of its proposed drug
product. Differences from the reference
listed drug in the types of added
substances described above for -

. parenteral, ophthalmie, and otic dosage
forms may be permitted if the applicant

¢ mncludes in its ANDA an identification
and charactenzation of the differences
mt added substances between the
proposed drug product and reference
listed drug and demoristrates that such
dxfferences will not affect the safety of
the proposed drug product.

For all dosage forms, the applicant
would be required to 1dentify and
charactenize any differences between
the formulation of its proposed drug
product and that of the reference listed
drug and include 1n'the ANDA
mformation to show that the mnactive
ingredient will not adversely affect the
drug product's safety. - -

\. Samples and labeling. The agency
proposes at § 314.94{a}{10) to: (1} retamn
the current requirement under
§ 314.50(e) that upon FDA's request, the
applicant submit samples of the fimshed
drug product, the drug substances used
m the manufacture of the drug product,
_and reference standards and blanks and
" (2) retain the current requirement under
§ 314.50(e} with respect to the
submuission of analytical methods and
descriptive mformation needed to.
perform the tests on the samples and to
validate the applicant's analytical
methods.

The agency also proposes at
§ 314.94(8)(8)(ii) to retain the current

reqmrement under § 314. So(e)(z)[n) for
the submission of copies of the proposed
or final printed label and labeling for the

* drug product for which the applicant1s -

seeking approval, r.e., four copies of
draft labeling or 12 copies of fmal
printed labeling. - :

The agency proposes to add a new
requirement with respect to the
submmssion of labeling. The statutory
provisions of section 505(j) of the act
require that an applicant provide
sufficient information to assure that a
generic verston of a previously approved
drug product 1s the saine as the listed
drug in dosage form, strength, and route

- of admmistration, contamns the same ;
active ingredients, except for differences

from the listed drug that have been the
subject of an approved petition, and
generally 18 recommended for -
administration under the same -
conditions of use. In addition, the act
requires that an applicantinclude in the

- ANDA mformation adequate to show -

that the proposed labellnig forits drug
productis the same as that of the i
reference listed drug except for changes
required because of differences -
approved under a petition or because -

- the drug product and the reference listed-

drug are produced or distributed by
different manufacturers. Thus, an -
applicant’s proposed labeling might
differ from that of the referénce hsted
drug because: {1) the method of:.
formulation (e.g.; mnactive mgredienls)
differs; (2) the applicant’s product and
the reference listed drug have different
strengths (in the case of petition-
approved drug producis) or with respect
to the "how supplied” section of the
labeling, the generic manufacturer does -
not supply all strengths of the drug
product; (3) the reference listed drug. -
labeling does not reflect current agency
labeling standards; for example, the
agency may require a change i the
labeling of a drug product to make
available important new wnformation
about the safe use of a drug product, but
the reference listed drug's labeling has
not yet been updated to reflect this.
change; (4} the reference listed drug
labeling mcludes conditions of use that
are protected by a patent or are
accorded a peniod of exclusive -

. marketing; (5) the name and address of

the manufacturers of the proposed and
listed drug products vary; {6} the
expiration dates for the proposed
product and the reference listed drug
differ; (7) the National Drug Code (NDC)
number for the proposed product and
the reference listed drug differ, if
displayed on the label and.in the
labeling; and (8) there are differences in
the color used in a tablet (e.g., the listed
drug contains Yellow No. 5, which must
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be declared in the label, while the
proposed product uses a different color).
FDA emphasizes that the exceptions
to the requirement that a generc drug's
labeling be the same as that of the listed
drug are limited. The agencywwill not
accept ANDA'’s for products with
significant changes in labeling (such as’
new warnings or precautions) intended .

‘to address newly introduced safety or .
- effectiveness problems not presented by

the listed drug. Such labeling changes do

~_not fall within the limited exceptions

sections 505(j)(2)(A)(v) and 505()(3)}(G)
of the act. Moreover, FDA doesnot
beheve that it would be consistent with’

*the purpose of section 505(j} of the act,

which 18 1o assure the marketing of
generic drugs that are as safe and .

. ‘effective as their brand-name

counterparts, to uiterpret section -

,505(1)(2][A)(v) of the act as permitting

the marketing of genenc drugs with

dimimshed safety or effectiveness and

concomxtantly heightened labeled
warnings. Thus, where a proposed
change m a genenc drug, e.g,, In,
packaging or 1nactive mgredlents or, for
a petition-approved drug, i the
approved change, would jeopardize the

-safe or effective use of the product so as

to necessitate the addition of significant
new labeled warnings, the proposed "
product would not satisfy the labeling -
reqimrements of sections- 505(;)(2)(A](v} :
and' 505(1)(3)(G) of the act.

To assist the agency in deterrmning if
the applicant’s proposed labeling 1s the

““same as" that of the réference listed

drug, except for the types of differences
described above, FDA proposes 1n

§ 314.94(a)(8}(iv) to require the applicant
to mclude i the ANDA a side-by-aide
comparison of the applicant’s proposed

.labeling with the currently approved .
‘labeling for the listed drug referred town

the ANDA with all differences

annotated and explamned. Current
approved labeling for any approved

drug product may be obtaned under 21
CFR Part 20 pursuant to the Freedom of
Information Act. In addition, the
proposed rule provides that an applicant
must mclude in the ANDA a statement

* that the proposed labeling 18 the same as
" that of the listed drug except for those

allowable differences specifically cited -
by the applicant. Where the agency has. '

1ssued class Jabeling or another labeling -

standard, e.g., labeling requirements set °
forth 1 a DESI notice, and tke apphcant

“believes such labeling 18 more

appropriate than the listed drug
product’s labeling, the applicant should
refer to such labeling or standard and
explain why it 18 more appropnate.

.} Patent certification. The statute
prevents an ANDA from becoming
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effective before all relevant listed
product and use patents that have been
filed for the listed drug have expired or, -
if the generic applicant asserts either
that the generic product will not infninge
the patent or that the patent 15 1nvalid,
until the patent owner and listed drug
holder have been notified and have had -
an opportunity to litigate the matter.
Sections 505 (b) and [c) of the act
requre that applicants for all newly
submitted or pending new drug
applications and holders of all
previously approved new drig, =
applications submitted urider section
505(b) of the act submit to FDA the
patent number and the expiration date
of any patent that claims the drug in the
new drug application or that claims a
method of using such drig with respect’

to which a clamm of patent infringement |

could reasonably be asserted if a person
not licensed by the owner of the patent”
engaged 1n the manufacture, sale, or use’
of the drug product. ‘

The patents covered by the statulory_
provisions for submission of patent
information are those that claim the "
drug product for which approval 1s being
sought, mcluding an active ingredient 1n
such product and use patents that claim
a particular indication or method of
using the drug product. The agency
mterprets the statutory language “any
patent which claims the drug” to mclude
formulation and composition pafents
that claim the drug product for which
approval 1s being sought, The 1984 -
Amendments do not authomze the
sl LY O RS0 :‘;.z s&/l :/J ieiiis
that clalm a method of manufacturing a
listed drug or that claim drug.products
for which the applicant 1s not seeking or
has not obtained approval. FDA 1s
required to publish the required patent
information submitted under section 505
(b) or {c) of the act. The patent._ '
information appears n the list.

1. Patents requiring a certification or
statement. Proposed § 314.94(a}(12),
which implements sections 505(j)(2}{A)
{vii} and (viii) of the act, requires
applicants to include in thesr origmal
ANDA submission a certificationor
statement as to each patent that, m the -
opmion of the applicant and to the best
of its knowledge, claims the reference
listed drug or a use of the reference

listed drug for which the applicant seeks .

approval. A certification under .

§ 314.94(a){12}(i) or statement under

§ 314.94(a)(12)(iii), as appropnate, must
be submitted whenever an applicant .
believes that the reference listed drug1s
claxmed by an ingredient patent, drug
product patent (incleding a formulation
and composition patent), or a method of
use pater:t. In some instances, an

applicant may have to make multiple

* - certifications. if there 1s more than one

relevant patent on the listed drug. For
example, if the active ingredient patent’
for the listed drug has expired but a-
valid formulation patent will not expire
for 3 years, then the applicant would be
required to certify, for example, that one

‘patent has expired and the other will
_expire 1n 3 years,

" The patent nformation submitted to
FDA, whether or not published in the .

.. list, should be the basis of the ,
_ applicant’s certification. To assist the .
*applicant in determining whether

mformation on a relevant patent has - -
been submitted to FDA, the agency will -
place copies of new patent submissions

_on approved drug products and, prior fo
" its publication, a copy of the patent -

wnformation supplement to the list on

" public display n the Freedom of

. “Information Office (HFI-35), Food and
Drug Admumstration, 5600 Fishers Lane,-
Rockville, MD 20857 Once a year, FDA

. conducts a review of the patent
" information published m the list and

deletes all patents that have expired in
the course of the year. Thus, an

_ applicant should check the list for -
_ publishied patent mformation and FDA's

Freedoni of Information Office for -

" patent information submitted to FDA

~'but not yet published. FDA would also

expect that an applicant would check
the Patent Office for U.S. patents 1ssued

/ but not yet submitted to FDA. If the

applicant is aware of a U.S. patent that
clalms the dmg drug nroduct ora

,14'.‘» i i il diEld OUED

granted but not yet submltted to FDA, it
must submit a certificationunder -
section 505(j)(2){A){(vii}{T} of the act or, if
applicable, a statement under section

. 505(j)(2)(a){viii) of the act. If an

applicant becomes aware, after

‘submitting an ANDA, of a newly 1ssued

patent or if a patent 1s timely submitted
after the submission of the ANDA, an
appropniate new certification would be

~ required 1 the form of an amendment to

- the pending ANDA.

n, Patent certifications or statement.
Under section 505(j)(2)(A)(vii){I) of !he
act, an applicant must make a v

“paragraph I" certification if the-
applicant 18 aware, e.g., through a patent
search, that a patent exists that claims
the listed drug or that claims a use for
such listed drug for which the applicant
1s seeking approval and for which patent
information 13 required to be submitted,
but for which the holder of the approved

_application for the listed drug has not

submitted the information to FDA
(proposed § 314.94({a)(12)(i}{A)(2)).

Under section 505(j)(2){A)(vii)(II} of
the act, an applicant must make a

HeinOnline

"paragraph II" certification if the
applicant believes that there was a™
patent that claimed the listed drug or -
that claimed a use for such listed drog

* but that such patent has expired

(proposed § 314.94{a)(12){i)}{A)(2)). ,
Under section 505(j}{2){A)(vii}{II) of

. the act, an applicant must make a
*paragraph III” certification if the .*
_applicant believes that there 18 an

unexpired patent that claims the
reference listed drug or that claims a use.
for such listed drug and the applicant
does not want to certify. that the patent.
15 1nvalid or will not be infringed by the .
applicant’s proposed drug product, The
certification must state the date.on

.. which the patent will explre (proposed

§ 314.94(a)(12)(i){A)(3). '
Under section 505[])(2}(A)[V11)[IV) of

the-act; an applicant must make a

“paragraph IV” certification if the

.- applicant believes that there1s a.. -
‘relevantunexpired patent:that claims .
. the listed drug or that claims a use for
- .such listed drug, but also believes that

the patent 1s invalid or will not be

.infringed by the applicant’s proposed
"drug product. In addition, if the =
- proposed drug product 1s a generic copy

of a listed, patented drug:and 18 the

"subject of a patent licensing agreement

‘with the patent owner, the apphcant

would submit a paragraphIV . . C i .
certification. The agency proposes at ’ >
§ 314.94(a)(12)(i}{A)(4) that a paragraph o

IV certification be submxtted to FDA n

- the followmg form:
L2 fomerrm =~ .vr_‘,v,.v.,-,}‘-.— afY et fw }L 3 Patont
No. .__its savaiid or will not be mjringed by

the manufacture, use; or séle of) (name of
proposed drug product) for which this
application 1s submitted.

The certification must be a;_:comp_émed
by the statement required by section
505(3)(2}(B)(i) of the act that the

-applicant will give the notice required

by section 505(j)(2)(B)(ii} of the act and
proposed § 314.95(a) to the patent owner
or its representative and the holder of
the approved application for the listed
drug and by a statement that the.
applicant will comply with the
requirements under proposed § 314:95(c)
with respect to the content of the notice.

- A certification 1n any other form will not

be accepted by the agency as'a
paragraph IV certification.

1f, 1n the applicant’s opmion and to the
best of its knowledge, no relevant
patents claim the listed drug or a
method of using the listed drug, the
agency proposes at § 314.94{a)(12}(ii) to
require the applicant to include m its
ANDA the following certification:

In the opimon and to the best knowledge of
(name of applicant), there are no patents that

[
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claim the listed drug referred.to in this
Spphcauon or that claim a use of the listed
" ['ug .

This will assist the agency n assurmg
that each applicant has complied with
section 505(j}{(2)(A}{vii) of the act. If a
patent 18 removed from the list after an..
applicant hias submitted one of the
certifications described in :
§ 314.94{a)(12){i}(A), and the application
18 pending or has a delayed effective
date, the applicant should submit an
amended certification under
§ 314.94(a)(12)(ii) certifying that there
are no relevant patents. The new
certification should be submitted either.
as an amendment to a-pending
application or by letter to an approved
application.

If there 18 a patent claiming a method
of using the listed drug, and the labeling
for the applicant’s proposed drug

product.does not include any indications

that are covered by the use patent,
proposed § 314.94(a)(12)(iii} would
require the applicant to submita’
statement that the method of use patent
does not claim any of the proposed
indications. The applicant should not
submit a certification under _
§ 314.94(2)(12)(i){A) for such a patent. If,
however, the labeling of the proposed:
drug product includes anindication that,
according to the patent information
submitted to FDA under sections 505 {b)
and (c) of the act or 1n the opinion of the
applicant, 15 claxmed by the use patent,
the applicant must submit an applicable
certification under § 314.84(a)(12)({i}{A).
If patentinformation 13 submitted en a
listed drug and, if, as of the.time FDA

concludes that an ANDA that refers to

that drug 1s approvable, the ANDA
applicant has not submitted an -

appropnate certification or statement on’ )
the patent, FDA will notify the applicant

of the existence of the submitted patent
before approval. (Because the applicant
will then have to comply with any
applicable certification and notification
requirements, possibly delaying
approval, applicants should make every
effort to keep themselves mformed as to
whether patent information hasbeen
submitted while their ANDA's are
pending.} If, however, a patent on the
listed drug 18 1ssued by the Patent Office
after an ANDA 18 submitted to FDA, and

the holder of the approved apphcahqn .

for the listed drug doés not submit
patent information within 30 days of
1ssuance of the patent as required by -
section 505(c) of the act, the agency is
proposing that no recertificationbe -
required for a pending ANDA that refers
to that drug, if the ANDA applicant has
previously submitted an appropnate
certification. If the approved application

,holder ultnmately submits the

nformation late, the applicant need not
submit an amended certification. A
generic applicant whose applicationis
submitted after a late submission of

‘patent information on the listed drug or

whose application 18 pending but does
not.contamn a previously submitted
certification, must, however, certify as

“to that patent. {See proposed
§'314.94(a){12)(vi) and discussion at part"
'V section Q4. infra.)

iii. Patent Izcensmg agreements. The
agency proposes - § 314.94{a}{12)(i)(B)

~ and {v} toimplement the following

" patent certification rules where the
proposed drug product or the listed drug

. 18 a copy of a patented drug and 18 the:
subject of a patent licensing agreement

with the patent owner. If the proposed
drug product 15 a genenccopy of a

- patented drug and the applicant has
: obtamed a licensing agreement with the

patent owner, FDA proposes to require
the applicant to submit a certification’

“under section sus())(z)(A](vn)[IV) of the
‘act. In response to the notice of

certification from the generic applicant -
to the patent owner, the patent owner
may consent to an inmediate effective
date of approval of the generic
applicant's application by prowiding

"FDA with a written statement that the

patent owner and the applicant have
entered into a patent licensing
agreement and consent to an immediate
effective date. In such cases, 1.ei, when -

“‘the agency 1s informed by the patent
. owner of a licensing agreement, the

agency may, if all other requirements
are met, approve the ANDA before the

‘45-day statutory period has elapsed. The
‘written statement from the patent owner

should be in the following form:

{Name of patent owner), owner of Patent
No. . and (name of applicant) have
entered into a patent licénsing agreement that
authorizes (name of applicant) o engagein

-~ the manufacture and sale of (name of
..proposed drug product), (Name of patent

owner) does not object if FDA makes the
approval of (name of applicant’s) ANDA for
(name of proposed drug product) effective at
any time on or after the daté of this
statement.

If an ANDA refers to a listed drug that

18 itself a licensed genenc version of a
patented pioneer drug, the ANDA must
mclude a certification as to any relevant
patent on the proneer drug. Section

- 505(j}(2){A)(vii) of the act requires an

applicant to make a certification “*

with respect to each patent which
clamms the listed drug referredtom
clause (i) or which claims a use for such

listed drug for which the applicant is

seeking approval under [section 505(j}}
and for which information s required to

* be filed under subsection (b) or (¢}  *”
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(emphasis added) Because. where a
licensing agreement 18 necessary, the
patent will claim both the pioneer drug .
product and genenc coptes of that drug
product, an ANDA that refers to the .
licensed copy must include a.

. certification as to any patent on the

proneer for which information was -
required to be filed under section 505, (b}
or (c) of the act. When the agency 1s.

. aware of a patent licensing agreement -

between the applicant of a listed genenc
drug and a patent owner, it will publish

‘in the list information on the patent next. . .

to the hsting for the licensed generic
drug. .

v Amended certifications. FDA 1s.

proposing to require an applicant who

- has.made a paragraph IV certification to - -
. ‘amend its patent certification if the .~

applicant has a pending ANDA or.an
ANDA with a delayed effective date

and one of the following occurs:{1}a. .
final judgment s entered finding that the.
applicant's product infringes the patent, -
or {2) the patent 18 removed from the list
for any reason other than because the
patent has been declared invalid ina
lawsuit brought by the patent owner - -
within 45 days of the receiptof notice -
under section 505(j)(2)(B) of the act,

Once amended, the application willnot.

‘be‘considered to be one contamninga

paragraph IV certification-for purposes . .

-of section 505(j)(4)(B){iv) of the act. .-

A patent certification must also be. -
amended if the applicant learns that its

) previous certification 18 mcorrect, with-
_two exceptions. First, as described..

above mpart V section D.1.).ii., an
applicant who hias made an appropnate
certification would not be required to - .
amend the certification if, following the
first certification, the listed drug
applicant submits informationon a
patent on the listed dmg. but the

“submussion 18 untimely. .

Second, FDA 1s proposing not to
require an amended certification if after

" an ANDA 1s approved, whether or not

the approval s effective, the listed drug
applicant submits information'ona
patent on the listed drug, whether the -

'subrmssion 1s timely or not. Once an
" ANDA becomes effective, new patents -

1ssued on a listed drug are not subject to
the patent certification provisions of the
1984 Amendments; the patent holder
may enforce such a patent under the
patent provisions of Title 35 of the
United States Code, but 1s not entitled to
notice from the ANDA applicant.or toa-
peniod during which the ANDA ™ .
applicant is kept off the market while -
the patent issue 1s litigated. Any delay
in an ANDA's effective date will be
entirely unrelated to the timing’ of the
1ssuance of a new patent on the listed
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drug. Accordingly, FDA believes that
requiring an amended certification if a
patent 1s 1ssued after-approval of an
ANDA but before its effective date
would provide an unintended windfall

to the listed drug applicant, who, but for -

the fortuitous delay 1n the ANDA's
effective date, would not have reaped
the benefits of the patent certification
provisions of the 1984 Amendments.
However, FDA specifically seeks -
comment on whether an amended
certification should be required under

these circumstances, and on the policies,

if any, that would be served by requinng
such an amendment.
2. Review copy. The agency proposes

to retan the current requirement that, m.

addition to the complete archival copy,
an applicant submit a review copy of an
ANDA that contains:two separately .
bound sections. One section would be
required to contain a copy of the -
application form, the chemistry,

manufacturing, and controls information

described 1n proposed § 314.94(a)(9), the.
information described n proposed

§ 314.94{a)(3) {basis for ANDA . -
submssion), § 314.94(a) (4) through [6)
{8), and (12), and one copy:of the :
analytical methods:and descnptive: -
information needed by FDA's...- .
Jaboratories to perform tests on samples.
of the proposed drug product and to- -
validate the applicant’s analytical
methods. The other section will contain .
a copy of the application form, the
mformation described 1n § 314.94{a}(3)
(basis for ANDA submxssxon) and:{7)
(hianrmwalanan infarmatinan and & cony
of the currentiy approveu sdbeimg for
the reference Ilsted drug and of the.
applicant's annotated proposed labeling.

E. Notice of Certification of In ﬁa]idity or

Noninfringment of a Patent

Proposed § 314.95 incorporates the
requirements of section 505{j}(2)(B) of
the act with respect to notification of the
patent owner and the holder of the
approved application for the listed drug '
when an applicant certifies under
section 505(j)(2)(A)}{vii)(IV] of the act
that a patent 1s 1nvalid or will not be
infringed. In addifion, proposed § 314.95
describes the information to be mcluded
n the notice.

The act permits an appllcant who
wishes to market a genenic version of a
listed drug product to challenge a drug
or use patent that the plonéer’
application holder 1dentifies as
precluding the marketing of the generic
version. An applicant who submits an
ANDA to FDA for the genenic version of
the listed drug and wishes to 1nitiate
such a challenge must certify that the
relevant patent submitted by the pioneer
application holder to the agency 15 ‘

mvalid or will not be infringed. The
applicant must then give netice of its
certification to (1) the owner{s) of each

" relevant patent or the representative

designated by the patent owner to

- receive sich notice and (2) the holder of

the approved application under section

"+ 505(b) of the act for the reference listed

drug claimed by the patent or the
holder s representative (attorney. agent,
or other authorized official).

Under the proposal, an applicant 1s
required to provide the notice of

“certification when it receives ‘FDA's

acknowledgment of the receipt of an
ANDA that 13 acceptable for reinew.

‘Although the legislative history states
‘that Congress wntended that the notice |

‘be sent simultaneotsly with submission
to FDA of the ANDA, the statute .
requires the applicant to state m the
notice that an application “has been
submitted. Moreover, the statute
requires the notice to state that the
application contamns data from
broavailability or bxoeqmvalence
studies. Receipt of the notice by the

‘patent owner or its representative or the

approved application holder triggers the
start of the 45-day clock within which a

_ ' patent owner or application holder must
“bning suit if it wishes to challenge an -

applicant’s certification of patent..
mvalidity or noninfningement. The

statute and legislative history of Title I .

demonstrate that Congress did not.
mtend incomplete application .

- submssions to trigger legal action by a

patent owner or approved apphcabon
'I"he agency therefore proposes that
the notice be sent.only upon submission
of a “complete” application. An
applicant must first submit an ANDA

_and certify in the application that it w:ll

provide the required.notice to.the patent
owner or its representative and to the
proneer application holder. After receipt
of the application, the-agency will
determine if the application 1s
acceptable for review. An application
containing a paragraph IV certification

_ that does not contain the results of any

required completed bioavailability or
bioequivalence studies that meets an

" appropnate FDA guidance or that1s

reasonable 1n design, and that purports
to show that the proposed drizg1s
bioequivalent to the listed drug, would’
not be considered acceptable for review.
Neither a protocol nor a pilot study will

. be considered acceptable. If, however,

the ANDA 1s for a drug for whicha
bioequivalence study 1s not required, |
€.g.. a parenteral product, the -

“application may be considered

acceptable for review if it contains a
waiver of a bioequivalence study

requirement. If the application1s -
acceptable for review, FDA will notify

‘the applicant in writing and provide the

applicant with the ANDA number:.
assigned by FDA. Immediately upon

‘receipt by the applicant of FDA's

acknowledgement letter, the applicant
would be required to notify the persons:
described 1n the statute of the’ S
certification of invalidity or .
nomnfringement, and amend the ANDA

to include a statement certifying that the - .

notice has been provided and that the -

notice contans the required information, -

described at § 314.95(c). Ifan ..
ahbreviated application1s amended to

anclude’a paragraph IV certification
‘because the applicant learns of a -

relevant patent after the abbreviated
application 1s submitted and before m;

‘approval, the applicant-would be

required fo notify the appropnate
parties when the amendment s

" - submitted to FDA. If a patentona hstec_i -

drug 19 18sued after an abbreviated
application 18 approved, the generic
applicant need take no further-action.

.. The agency does not propose to
require the applicant to notify holders of
approved applications for drugs other
than the listed drug claimed by the =
product or use patent. If an ANDA refers
to a licensed generic version of a -
patented pioneer drug and the applicant

made & certification as to the patenton -

the pioneer drug, the applicant must
notify the patent owner and the holder
of the approved pioneer application of
its cernﬁcahon

Pl Ggpianacs Ay Cotaul s pEpe
and address of the patent owner or the
attorney or agent designated to
represent the patent owner 1n patent
proceedings [attorney or agentof
record) from the United States Patent’
and Trademark Office. The name and"
address of the holder of the approved "
application or the holder's attorney,
agent, or authorized-official {i.e., the
person who signed the Form FDA 356h)
may be obtaned from FDA's Center for-
Drug Evaluation and Research, Division
of Drug Information Resources [HFD-
80).

The 45-day clock would start on the'
first day after the date of receipt of the
notice by the patent owner or its '
representative or by the approved
application holder if it 18 an exclusive
patent licensee as documented by the .

_applicant under proposed § 314.95(e).
. Although an applicant is required to

provide the notice to the patent owner
and approved application holder, FDA
believes it 1s appropriate to rely solely
on the patent owner to make decisions
about bringing patent infringement

actions, unless there 18 a patent license
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_agreement and the approved application ’
+holder 13 the exclusive patent licensee. -
"In the latter situation, FDA would  °

i
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expect the exclusive licensee to bring
suit for patent mfringement. Therefore,

the date of receipt of the notice by'ati -

application holder who s notan
exclusive licensee for the patent will not
trigger the start of the 45-day clock. The
agency specifically seeks comment on
this policy.

FDA will accept as adequate
documentation of the date of receipt of
the-notice {1} a return receipt or (2} a
letter acknowledging receipt from the
patent owner and approved application
holder. I an applicant wishes to rely on
another form of documentation, the
applicant should first check with the”
agency. The applicant would be required
to amend the ANDA to includé a copy of
the return receipt or other such éenrdence

of the date the notification was received

by the patent owner and approved
application holder.

Proposed § 314.95(c} lists the
mformation to be included in the notice;
Under the proposal, the notice would
cite section 505(5){2)(B)(ii) of the act as
the relevant statutory authority for the
notice and contamn: {1} a statement that
FDA has received an ANDA submitted”
by the applicant contamning any required

. bicavailability or bivequivalence data or

mformation, (2) the ANDA number

. assigned by FDA, (3) the established

name, if any, of the drug product that1s
the subject of the ANDA, {4) the aclive
mgredzent strength, and dosage form of
the sroposed drug product, (5) the patent
number and expiration date, as ‘
submitted to the agency or as known to
the applicant, of each patent alléged to

be mmvalid or not mfringed, {6) a detailed

statement of the factual and legal bams

of the applicant’s opinion that the patent -
18 not valid-or will not be fringed, and

(7} if the applicant does not reside or
have a place of buswness in the United
States, the name and address of an
agent in the United States authorized to
accept service of process for the
applicant. With respest to the factual
and legal bas:s for the applicant’s
certification, the agency proposes that
for each claim of a patent
nomnfrngement, the notice would be
required to include an explanation of the
alleged noninfringement. In addition, for
formulation or composition patents, the
notice would be required to mnclude a
descnption of a mechamism through
which the applicant agrees to make the
formulation or composition of the
proposed drug product known to the
patent owner or to a designated
intermediary who will act as areferee.
The agency believes that only by

making the formulation or composition
available to'the patent owner or a

*_designated third party will the patent

owner have sufficient information to

-make an informed decision whether to

sue for patent infringement. For each

* claim of patent mvalidity, the notice
- would be required to mnclude an
" explanation of the grounds supporting

the allegation, nclnding all statutory
bases, affirmative defenses, reasoning,-

- - and evidence supporting the allegation,
‘citing any relevant case precedent upon

which the allegation 13 based, providing

g copy of any patent or publication

relied upen, and mdicating that portion

of each such patent ot publication that1s’

alleged tonvalidate sach'claim and the
reasons supporting such:allegation.
.- Although the proposed regulations

.-deseribe the information required by

.-statute that an applicant must include 1n
& notice, the applicant is not required to
- nclade a copy of the notice n its ANDA

as suggested by the Pharmaceutical
Manufacturers Association {(PMA)

(comments filed under Docket No. 85N~

0214). Only & statement that such notice
has been given by the applicantis -
required {21 U.8.C. 355(3)(2)(B}(i))- _
Determunations concerning the scope of -
patents are the province of the United

' States Patent and Trademark Office and -

of the courts. FDA does not hiave the
expertise, nor1s it requred to review the
notice as suggested by PMA.FDA - -
proposes only to ensure that such notice

- hag been sent and received. If the
-applicant meets the requrements under

proposed § 314.95, which FDA believes
will agsure adequate notice, the agency
will presume the notice to be complete
and sufficient. Thus, the agency does not
antend to intervene in cases where the
patent owner or exclusive patent
licensee claims that the notice was
deficient. However, in cases where the
notice was deemed madequate by the
patent owner or exclusive patent
licensee and where the ANDA applicant
subsequently amends the notice, the

. agency may, if the applicant amends its -

ANDA with a written statement that the

date of receipt of the amended

notification should be ¢onsidered the
date of recespt of notice, use the date of
the amended notification to begin the

45-day statutory period for institution of

an action for patent infringement.
F Amendments to an Unapproved

ANDA*

The agency proposes to revise its

_ regulations regarding amendments to
‘pending ANDA's.

Proposed § 314.98 would provide for
extensions to the 180-day review clock
under section 505{j){4){A) of the act only
for evaluating major amendments (i.e.,
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those requinng substantial FDA review’
time). Examples of such major
amendments would involve - -
amendments that contain data from a

‘new-bioequivalence study or stabilityor

sterility study resulting from a drug
product reformulationor change m the

- manufacturing or controls procedures,

significant updated ddta from a change
in the source of the drug substance-or-

-change in manufactunng facility, or data
- from a broequivalence study where ‘only
" a protocol was contamed in the orgmal

submussion. The agency would'conssder -

‘such an’amendment; whether subritted
_ on the applicant’s own initiative or at

the request of the-agency, {0 constitute
an agreerient by FDA and the applicant:
to an extension of the review pertod :
under section 505(j)(4)(A) of the act. Any "
extension would start with the date of
receipt by FDA of the amendment and
would be limited to the time necessary
for FDA to review the submission.

Under the proposal, an:amendment.
that contasns data and mformation to-
resolve substantial deficiencies m the
ANDA ag set forthin a not approvable

* letter under § 314.120 wonld extend the . -+~ -

review peniod for 120 days from the date
of receipt by FDA of the amendment.
Although the agency now attempls to

-review these amendments quickly, the.
_agency believes this1s a reasonable

period for review of an' amendment to

resolve substantial deficiericies and that

establishing a uniform length of time for
this review will eliminate the need to -
notify each applicant of the.amount of -
time needed to review its amendment.

G. Other Applicant Responmbxbnes

1. Generol, The agency proposesto -
retain the current requirements for: - -
applicants under 21 CFR Part:314
regarding: (1) withdrawal by an
applicant of an unapproved ANDA, (2]
submission of supplements and other-
changes to an approved ANDA, {3 )
change i ownership of an ANDA, (4)
submussion of postmarketing reports;.
other-than adverse drug expenence

-reports, and {5) request for wmver‘of

snbmnsslon requirements.

" 2. Postmarketing reports. With respect
to the requirements sét forth-under. -
§ 314,80 for reporting adverse drug

"experiences, the agency proposes in

§ 314.98 to require an applicant of an
approved ANDA to comply with those
requirements but only if the approvalis-
effective under § 314.107 The objechve
of the adverse drug expenence reporting
requirements 15 to signal Potential
serious safety problems with marketed
drugs, especially newly marketed drugs.
An applicant cannot market a drug

" product before it has an effective
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approval for its ANDA, so it 18-unlikely
that the applicant, before this effective
approval, would receive adverse drug
expenence information about other drug
products through literature reports.or

unpublished scientific papers that would.

not also be receved by the marketers-of
those drug products. .

FDA 1s also proposing in § 314.98 the
fellowing changes.in its adverse drug

experience reporting requirements for .. .

applicants of ANDA's and abbreviated
antibotic applications. First, ANDA and
abbreviated antibiotic application . .
applicants would no longer be required:
to submit duplicate copies of adverse
drug expenence reports. This change 1s
made possible by the centralization of
FDA'’s processing of drug expernence -

reports on generic versions of approved .

drug products n a single. office n the
Center for Drug Evaluation and

Research that has the responsibility for -

ensuning the proper distribution and
analyss of these reports. Ordinarily, the
Division of Generic Drugs willnot
evaluate these reports and therefore no
longer needs to receive a copy. .
Applicants should send one copy of
each adverse drug expenence report
directly to the Division of Epidemology
and Surveillance (HFD-730).

Second, the proposed regulations
would provide that an ANDA and
abbreviated antibiotic application
applicant submit to FDA peneodic .
reports of adverse drug expenences only
if (1) the applicant has recetved dunng
Lhe periodic reporting cycle adverse
reported or {2} there are labeling
changes iitiated by the applicant. ~ -

FDA 1s also proposing the following
revisions to § 314.80. First, the agency
proposes to revise the definition of the
term “adverse drug expenence” by
deleting the word “significant” in the
phrase “any significant failure of
expected pharmacological action. The
word “significant” has been a source of
confusion and ambiguity. FDA considers
any report of failure of a drug to produce
the expected pharmacological action to
be significant. This proposed revision
would unambiguously require that all
reports of a therapeutic failure (lack of
effect) be submitted to FDA. Second, the
agency proposes to add the following
new adverse drug experience reporting
requirement. Under the proposal,
applicants of both full and abbreviated
applications would be required to
review pertodically (at least as often as
the periodic reporting cycle) the
frequency of reports of failure of a drug
to produce the expected :
pharmacological action {lack of effect)

recerved by an applicant and report any

significant increase 1n frequency of

_therapeutic failure (lack of effect) to.
FDA within 15 working days of
- determining that an mcrease 1n

frequency exists. Determnations of . .

significant increases i frequency are to

be based on FDA's “Guideline for
Postmarket Reporting of Adverse Drug
Reactions. Applicants would be -
required to submit these reports - -
narrative form (including the time pentod
on which the increased frequency 1s

“based, the method of analysis, and the

nterpretation of results). These
narrative reports would be required to

be submitted under separate cover and

notn a peradic report except for
summary purposes. The intent of this
proposed revision 18 to facilitate the
identification of possible therapeutic
failures with both generic and brand-
name drug products, and to.obtamn -
evidence to confirm or refute reports of
therapeutic Inequvalence between .
generic drugs and therr brand-name
counterparts. (Also see part V1.
Conforming Amendments.) .

The agency proposes to retain the
current requirement for the submssion
of other postmarketing reports under
§ 314.81, if applicable, upon approval of .

an ANDA, whether or not the approval .

18 effective. For example, certain
manufacturing and control changes not
requuring a supplemental application
under § 314.70(b) and (c) must be
reported n an annual report, and
advertising and promotional material
must be submitted to FDA at the time of
mitial dissemmation or mitial

3. Warvers. The agency proposes to
retain the current requirement under .
§ 314.90 under which an applicant may
obtamn a waiver of requirements for the
submussion of information mnan . . -
application. The applicable sections are
those set forth under new proposed
Subpart C. FDA may not, however,
waive statutory requirements,

H. Time Frames for FDA Actions on
ANDA’s : ‘

. The agency proposes 1o revise'its

regulations regarding agency actions in

receiving, reviewing, and approving or
refusing to approve ANDA’s to
implement the provisions of section
505(j) of the act. N :
1. Recetving and reviewing ANDA's.
Under section 505{j)(4)(A) of the act,
within 180 days of the mitial receipt of
an ANDA, FDA must either approve or

_ refuse to approve the ANDA, unless

FDA and the applicant agree to an
extension. If FDA refuses to approve the
ANDA, it must give the applicanta .
notice of an opportunity for & hearing
{NOOH) on whether the ANDA 18
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approvable and will 1ssue such a notice
if the applicant elects o requesta
hearing rather than to amend or

" withdraw its application, see § 314.120,
.. Although the statute mentions “filing”

an ANDA, filing does not trigger the
statutory time penod i which FDA

must either approve or disapprove the
ANDA. For an ANDA submitted to FDA
under section 505(j).of theact, it1s the -
time between the 1nitial receipt of the
ANDA and approval or disapproval,

_ Thas differs from an application

submitted under section 505(b} of the.
act, for which, within 180 days after
filing an application, FDA must either

- approve the application or give the . .
.- applicant a notice of opportunity for a

hearing on whether the applications
approvable, unless FDA and the
applicant agree to an extension of time.
For applications submitted under
section 505(j) of the act, the agency
considers the date of initial receipt of an
ANDA to be the date FDA recerves a_ -
submussion that, on its face, 13 o
sufficiently complete to permit a

. substantive review. Such an ANDA may

contan only the chemstry, » -
manufacturng, and controls mformation

- required by § 314.94(a)(9) and a

bioequivalence protocol unless the
applicant certifies that a relevant patent

- 18 1valid or will not be mnfringed. In the'
. latter case, the ANDA muist ¢ontain also

the results of any requred
bioequivalence studies. ,

Accordingly, the agency proposes
revisions to § 314,101 to add the

s rmessenta f"*’!’ ER sl o takd ’f an “’\\m A,

ANDA’s wiil be reviewed for ;
completeness when they are submitted..
If an ANDA 15 not sufficiently complete
to permita substantive review, the -

- applicant will be notified, normally by '
telephone: The applicant may then, =~

withdraw the application, amend the
application to correct deficiencies, or .
take no-action. FDA may elect to allow
a deficiency to be corrected without a
formal withdrawal of the ANDA and
resubmssion. If the applicant does not
correct the deficiency, FDA will not
consider the ANDA “received. If an

“ANDA 15 sufficiently complete to permit
' “a 'substantive réeview, the application

will be “received” and reviewed. (See
proposed § 314.101(b).) B

"To clarify its applicability, the agency
also proposes to revise the provision,
under § 314.101(e)(1) under. which FDA
will refuse to file an application if the
drug product that 1s the subject of the
submission 1s already.covered by-an
approved application. The provision 18
mtended to. permit FDA to refuse to
review spurious applications. For
example, persons or firms whoare
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merely distributors of an already
.approved drug product do not need an
o lapproved application for the products
? : they distribute. Therefore, the agency
proposes to revise the provision to read,
“The drug product that1s the subject of
the submission 1s already covered by an
approved application-and the applicant
of the submission 18 merely a distributor.
and/or a repackager of the already
approved drug product. The agency. °
.specifically seeks comment on whether
there are appropniate exceptions or
additions to this provision that should
be expressly noted in the provision, e.g.,

for joint developers of a drug product, or’

distributors who engage in activities
beyond that of a distributor because of a
special relationship to the developer of
the drug product.

2. Approval of ANDA's. Sectxon
505(j)(3) of the act requires FDA to
approve an ANDA if it finds that none

of the statutory grounds for disapproval -

of the ANDA apply. The agency
‘proposes to revise § 314,105 to state this
requirement, Under the proposed
revision, if FDA firids that none of the
grounds 1n the statute for disapproval of
an ANDA applies, the agency would |
approve the ANDA and send the
applicant an approval letter. If only
menor deficiencies existin the
applicant's draft labeling or if the .

applicant has not submitted final pnnked :

A labelmg to FDA and the application 1s
A / otherwise approvable, FDA will send

the applicant an approvable letter. The
approvable letter will deseribe the
mformahon or material FDA requires
an:! siate a time penod withia which the
apphcant must respond. Unless the

- applicant corrects the deficiencies by
amendment or submits final printed
labeling withmn the specified time penod.
the agency would formally refuse to
approve the application. The agency
proposes to revise § 314.110 by adding a:
new paragraph (b) to state when FDA
;Ni!! send the apphcant an approvable

etter.

1 App];catmns Descnbed by Sectzon
505(b)(2) of the Act - . v

Since 1877 FDA has permitted ~
applicants who want tomarket genenc
copies of new drugs first approved after
1962 to file new drug applications that -
meet the “full reports” requirement of
section 505.of the act with published
reports 1 the medical literature
establishing the genenc ding’s safety
and effectiveness. FDA's policy of
permitting approval of generic cop:es of
approved drugs based on literature
reports 18 commonly referred to as the
“paper NDA policy, a complete
description of which appearsinthe
Federal Register of May 19, 1981 {48 FR

~ new drug application in that, in an

27398). The “paper NDA policy” applied
only to duplicate drug products of post--
1962 drugs, 1.e., drug products which
contained an active ingredient sdentical
to an already marketed drug product
first approved for marketing after 1982:
1n the same or closely related dosage
form, and offered for the same
ndications as thoge of the already

" marketed drug product,

‘A paper NDA was a new drug

‘application for a duplicate drug product
submitted under section 505(b} of the act -

that satisfied the statutory critena for a
full application-except that the full
reports of investigations required by
section 505(b) of the act to prove safety
and effectiveness consisted entirely of

< references from the medical literature. A

paper NDA differed from an abbreviated

abbrewviated application, studies of
safety and effectiveness (other than. -
bioavailability) were not required to be
aubmxtted or identified by the applicant.

" The 1984 Amendments to the act
wiclude provisions applicable to
applications submitted under section -
505{b}{1) of the act similar to those
previously denomnated paper NDA's.
These new provisions; under sections
505(b)( 2} and 505{c}{3 ) (D) of the act,
describe an application submitted under
section 505{b}{1) 1n which the -
mvestigations described n clause (A) of
section 505{b}{1) of the act and relied -

-upon by the applicant for approval of -
* the application “were not conducted by

or'for the applicant and for which the -
applicant has not obtained a nght of
reference or use from the person by or
for whom the mnvestigations were

- conducted. The requirement n clause
‘" [A) to whch this provision refers

mandates submission of **  full©
reports of investigations which have
been made to show whether or not such
driig 18 safe for use-and whether such:
drug 1s‘effective m use. Section

- 505(b)(2) of thé act1s significant because

newdrug applications-that contain full
reports of nvestigations that were not
conducted by or for the-applicant orfor

-whch the applicant has not obtamed a
* right of reference are subject to the

patent certification and exclusivity - =
provisions of the act. {(SeepartV.
sections K. and L.) :
Despite certain similarities bevtween '
section 505(b)(2) of the-act and the
“paper NDA policy,” the new statutory
provision s broader than the paper
NDA policy. Although the legmslative

i * istory of the 1984 Amendments refers

to “paper NDA's” in discussing the
applications described m sections-
505(b)(2) and 505(c)(3}(D) of the act, the
language of these provisions does not
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limit the applications described to
duplicates of already approved .

- products. Instead, sections 505(b](2) and

505{c)(3)(D) of the act, by ther terms, -
apply to any application that relies on
wnvestigations which the applicant has
not conducted, sponsored, or obtamned a
right of reference to, regardless of the

" similarity or dissimilarity of the drug

product to an already: approved dmg
product.
The agency therefore proposes, in

‘accordance with the plamn language of ;-

the statute, to interpret sections :
505(b)(2} and 505(c)(3}(D} of the act to

_cover any application tn‘which one or

more of the mvestigations without

which the application could not be -
approved, as described below, werenot . .
conducted or sponsored by the -applicant. -

" or to which the applicant does not have:

a nght of reference. Such applications . -
may be for vanations of approved drug -
products, or, rarely, for new chemcal
entities. (An application, however, fora. :
new chemical entity would not be -

subject to any patent protection or
exclusivity accorded a previously
approved drug, because, by definition,

- there will be no applicable prevxously

approved drug.) -
 Because the 1984 Amendments

-established a statutory scheme for the:
-approval of all applications that, before

the Amendments, would-have been
approved under the paper NDA policy,
the agency believes that the policy s no
longer necessary. For this reason, and to
avoid confusion caused by the -
differences between the coverage of the

- paper NDA policy and the 1984
- Amendments, FDA 18 hereby revokmg

the policy. FDA proposes to revise. - ‘
§ 314.50 to delete the term "paper NDA.
wherever it now appears.-

The agency does not, however,
propose to treat all applications -
previously covered by the paper NDA:
policy as 505{b}{2) applications.
Applications for duplicates-of listed -
drugs eligible for approval under = :

- ANDA'’s will be treated as submitted’
-~ under section 505(j) of the act rather
" than under section 505(b} of the act, -

even if such applications are supported -
by literature reports of safety-and
effectiveness. The agency mtends to
treat any application for a duplicate of a
listed drug eligible for approval under
an ANDA as an application under -

" section 505(§) of the act because it

believes that Congress mtended the
ANDA prowvisions te, among other
things, assist the agency n avoiding

" duplicative reviews of safety and - »
" effectiveness information about already -

approved drugs. It would be inconsistent
with this purpose to require ¥FDA to
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review safety and effectiveness -
information m 505(b){2) applications
when the statute also authernzes an
abbreviated review under section 505(j)
of the acl. Moreover, because the patent
certification and. exclusivity provisions

apply equally to applications described. -

under section 505(b){2) or 505(j} of the
act, an applicant willnotbe . .
disadvantaged by the review of its- -
application under section 505(j} of the
act rather than 505(b)(2) of the act.

The agency has considered -expanding
this policy to include applications for
drug products that are modified versions

of previously approved products, where .

the types of changes are those for which
a section 505(j){2)(C) petition couid be
approved permilting submission of an
ANDA. As described-above m part V.
section C., certam types of changes from
an approved product, i.e., changes m
dosage form, strength, route of -
admmstration and active ingredients,
can be reviewed n a 505(j) application,
if a petition under section 505(j}(2)(C} of
the act 18 approved permitting the - :
submission of an ANDA..Currently, an
applicant can submit a.505{b}{2)
application for-a drug product with any .
of these types of changes rather than
request persussion to submit an ANDA
through a 505(j}{2)(C} petition. Under an
expanded policy. one option would be to
treat a 505{b)(2) application for these
types of changes as a 505(3){2)(C)
petition. Another option would be to -
return the 505{b}{2} application to the
applicant and request the submssion of
a FORY2UCY petition. Thig expended
pohicy would also fwiier assisi i
agency in avoiding reviews of safety-
and effectiveness.mformationma - .
505(b)(2) application for drug products
for which the statute authonizesan
abbreviated review under section 505(j)
of the act. The agency specifically seeks
comment on whether FDA should adopt,
such an expanded policy.. .
Applications described by sections - -
505{b}{(2) and 505(c}(3)(D).of the act may
therefore currently be submitted for: (1)
drug products that could not be .
approved under section 505(j) of the act

and (2) drug products with changes from

an approved product that could be
reviewed in an ANDA submitted ..
pursuant to a 505(j)(2}{C) petition for
which the applicant chose to submit a
505(b){2) application rather thana.
petition. In practice, with respect to the
first category of drug products, thus .
means that 505{b)(2} applications will
generally be submitted for never before’
approved changes in already approved
drug products, where the change cannot
be reviewed under section 505(j). As
described above s part V section C.,

. certamn types of changes froman’

approved product, 1n dosage form,
strength, route of admimstration and
active mngredients, can be reviewed mn &
505(j) application; as longas - - :
nvestigations are not necessary to : -
evaluate the safety and effectiveness of
the changed product. If such- ; .
nvestigations are necessary, they can
be reviewed only under the procedures
applicable to 505(b) applications.

Therefore, a 505(b}{2} application wil'l‘-b"év

appropnately submitted for a drug

_.product where the safety and .

effectiveness of the change mustbe, at -
least wn part, established by .

_ mvestigations, Examples of such cases

- would be applications seekeng approval

of significantly different dosage forms or

. of new uses of already approved drugs.

If it 19 necessary for FDA to review the

. . results of investigations to approve.the
- drug;, but the applicant has not _
. conducted, sponsored, or obtained a

night of reference to one or more of the
investigations necessary for approval of

_the application, the application will be

treated as a 505(b}{2) application.

In addition to applications supported.. -

by literature reports or a combnation of

_literature reports and new climcal -

investigations, FDA 18 proposing to treat

as:a 505(b}(2) application-an-application .

for a.change 1n an already approved

_drug supported by a combination of
literature or new climcal investigations -

and the agency's finding that a ey
previously approved drug1s safe and
effective. (See part V section }., mnfra.) .
Thz sesnry nronnzag to imniornret the
piitase "nighi ui referénce ur use” as a
night of reference to, or use of; the
underlying raw data which provide the
bagis for the reports of investigations
submitted 1n a 505(b)(2) application. .
Proposed revised § 314.3(b) incorporates
this interpretation as the definition of
the term “night of reference or use. A
nght of reference or use must-be granted
by the owner of the raw data. If the raw

- data are m the public domain, e.g.,

. because they were developedma.
publicly funded study, no express nght . -

_of reference 18 necessary. FDA18 . ..
proposng, under revised § 314.50(g), to-. :
requre an applicant that has obtained a.

. nght of reference to, or.use.of, such raw

data, to include 1n its applicationa

_writien statement signed by the owner

of the data that authonzes the applicant
to use, 1 support of its submssion.to .
FDA, the raw data that provide the

basis for each report of an mvestigation

. submitted i its application. Thus, the

applicant must be able physically to
make available the raw data for FDA
audit, if necessary, or the data must be
available for review by FDA mn another
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‘application to whch the applicant has a

night of reference. . :
FDA proposes to mterpret the phrase
“investigations described in clause
and relied upon- for
approval” 1 sections 505(b}(2) and

E 505(c){3)(D} of the actto mean any :

investigations without which the
application conld not be approved.:

:Accordingly, an application 18 described

by section 505(b}(2} of the act if the

.. applicant has not conducted or
_sponsored or obtamed a nght of :

reference to every safetyor
effectiveness mvestigation without. .
which the drug could not be approved.

- An application that contamns one study -

conducted by the applicant but that -

- relies on literature:citations for the
remamnder of the safety and

effectiveness data without nights of
reference 1s thus considered an

.application described by section

505(b}(2) of the act. B L

In light of this interpretation; an s
applicant seeking to submit a so-called -
“full NDA and thereby avoidany -
exclusivity or patent nghts-attaching to
a proneer drug must conduct or sponsor
the adequate arid well-controlled -

. investigations necessary to establish the

effectiveness of the drug, or, if the -
applicant relies on literature for these -
studies, must obtain nghts of reference’
to the data. The applicant must conduct,
sponsor, or obtam rights of reference to
these studies even if the pioneer
applicant relied on literature citations.

_Similarly, the applicant must conduct, -
"goonsor, or obtaw a nght of reference to

dii (h€ Balely tesis wiliat wililil e

application could not be approved. In

" general, such tests will mclude ammal
.carcinogenicity and reproduction

studies, certain ammal toxicity studies,
and some clinical mvestigations. When

. a drug product has a U.S. marketing: -
. story, an analysis of the spontaneous

adverse reaction reporis may, in some

.cases, be substituted for some of the -
~ safety data described. Appropnate
‘reliance on an analysis of these adverse

reaction reports will not cause the -

_application to be one described by

section,sos(b](g] or 505(‘c)(3}(D}' of the

_act. -

“This interpretation 18 consistent with

. Congress’ intent fo encourage the

pharmaceutical industry. to develop and
seek approval of significant new

--.therapies by confernng penods of .
_exclustve marketing. if exclusivity could

easily be avoided by an application
contaming only mimmal data generated
or purchased by the applicant, the
incentive created by the availability of
such exclusivity would decrease
considerably. . E
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The term “applicatxon as defined in
5 314.3 means both-a full application
“bmitted under section 505(b}{1) of the

£7™ét that contains full reports of

ivestigations conducted or sponsored:
by the applicant or for which the
applicant has obtained a night of
reference or use and an application -
submitted under section 505(b){1) of the
act that meets.the descnption in'section
505(b)(2) of the act; 1.e;, one or more of
the investigations thhout which the
application could not be approved relied
on by the applicant for approval of the
application were not conducted by or for
the applicant and the applicant has not
obtamed a nght of reference or use from
the person by or for whom the
1nvestigations were conducted.

Applications that meet the descnpnon
n section 505(b)(2) of the act have been
(under the “paper NDA policy), and
will continue to be, submitted under
section 505(b){1) of the act. They are
therefore subject to the same statutory
provisions that govern full new drug
applications, except, of course, that the
applicant has not conducted, sponsored, -
or obtained a nght of reference to one or
more of the investigations necessary to
demonstrate safety and effectiveness. °
Thus, for example, 505{b)(2) applications
may be entitled to periods of exclusivity
and should submit any relevant
mformahon required under proposed -

} 314.50(j), and any relevant patent -
o, dormation required under § 314.53.
A new drug application that meets the
tatutory description in sections
505(b](2) and 505({c}{3) of the act must-
satiufy patent certification regquirements
andis subject to any exclusivity
accorded a relevant previously
approved drug. The patent and
exclusivity provisions applicable to .
505(b)(2) applications are generally the
same as those that apply to abbreviated
new drug applications.

An applicant submitting a section
505(b)(2) application must make the
same certifications with respect to
patents as an applicant submitting an
ANDA. (See part V section D.1.)., supra.y
A 505(b}{2) applicant must make
certifications with respect to each
patent which, in the opimion of the
applicant and to the best of its
knowledge, claims the drug or'drugs on
which investigations that are relled

upon by the applicant for approval of its -

application were conducted, or which
claims a use for such drug or drugs.

With respect to a use patent, if the
labeling of the applicant’s proposed drug
product includes an indication that,
according to the patent information
submitted to FDA or n the opimon of
the applicant, 1s claimed by the use

patent, the applicant must submit to

FDA an approprnate certification under -

section 505(b}(2)(A) of the act. If,
however, there 15 a patent on a metnod
of using the drug that was the subject of
an investigation relies on in the

. application and the labeling for the
- applicant’s proposed drug product does
. not include the indications that are

covered by the use patent, the applicant

. must submit a statement under section -
505{(b)(2)(B) of the act that the method of -

. use patent does not claim any of the

. proposed indications. As with ANDA’s,

if the applicant certifies that'a patent 1s

.nvalid or will not be mfringed, the

applicant 1s required to give notice to
patent owners and holders of approved
new drug applications: Applicants who
have licensing agreements with patent
owners will also be required to follow
the same rules as licensed ANDA"

- applicants. FDA proposes to revise

§ 314.50 by adding a new paragraph (i)
that would contain the regulations

"amplementing the statutory provision

regarding the certification requirements
and to add new § 314.52 to describe the
notice requirements.

‘As with ANDA’s, under proposed
revised § 314.80, an applicant of an
approved 505(b}{2) application would
comply with the requirements for
‘reporting adverse drug expernences only

""if the approval 1s effective under
- §314.107

J. Applications for Changes m Approved
Drug Products That Require the Review
of Investigations

As described 1n part V section C.,

~ supra, an applicant may petition for

permission to submit an ANDA for
certain changes in the listed drug when
the change does not require the review

of investigations. An applicant may also

wish to make a modification in an
approved drug where the modification
requires the submission‘of data that
cannot be reviewed in an ANDA. For
example, an applicant may wish to

" -obtam approval of a new indication for

a listed drug that 13 only approved for
other ndications. If the applicant has an
.approved ANDA for the approved
indications, the applicant may of course
submit a supplemental application that
contains reports of clinical
investigations needed to support
approval of the new indication. {Because
such a supplement would require the
review of ¢linical data, FDA would
pracess it as a submission under section
505(b) of the act.)

An applicant may also wish to seek
approval of, for example, a new dosage
form of a listed drug that requires the
review of mvestigations but may have
no interest in marketing the drug mn its
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approved dosage form. The 1984 -
Amendments do not directly address the
appropriate mechanism for obtaimng: |
approval of such a change, but petmit
several alternatives: The statute could
be interpreted to require such an
applicant to first obtan approval of an
ANDA for the listed drug’s approved

.dosage form, and then file & 505(b) -

supplement to the approved ANDA
contaming climical data to'obtamn_
approval of the new dosage form. If the
applicant did not first obtain an ANDA
for the approved dosage form, the -
applicant could be required to submit a
full new drug application under section
505(b) of the act for the new dosage -
form and duplicate the basic safety and
effectiveness studies conducted on the
listed drug. FDA has concluded that
such an interpretation would be
mnconsistent with the leglslatwe
purposes of the 1984 Amendments | -
because it would serve as'a disincentive

to 1nnovation and could requlre needless .

duplication of research. ,
FDA believes that a more consistent,
less burdensome interpretation of the:
1984 Amendments 1s to allow a genenic
applicant to submit a 505(b} application
for a change 1n an already approved
drug that requires the submission and. -
review of mvestigations, without first
obtaming approval of an' ANDA for a
duplicate of the listed drug. Therefore,
under proposed § 314.54, applications
will be accepted for changes requining
the review of investigations, including .
changes in dosage form, strength, route

" of administration, and active ingredients

{in a combination product), as well as

‘new indications. Like similar

supplements to approved-:ANDA'S, these
applications will rely on the approval of
the listed drug together with the data -
needed to support the change. The .
applicant will thus be relyng on the
approval of the listed drug only to the
extent that such reliance would be = ~

allowed under section 505(j) of the act: - '

to establish the safety and effectiveness
of the underlying drug. FDA notes,
however, that it will not accept such an
application for a drug that differs from
the listed drug only m that its extent of
absorption 1s significantly less than that
of the listed drug. To allow such a drug -
to'be approved under section 505(b)(2}
would thwart Congress’ clear intention
to require that a duplicate of a listed
drug be shown to be bioequivalent to
that listed drug. {See section 505(})(3)(F)
of the act.)

FDA also believes that it would be

inconsistent with the policies of the 1984
Amendments to allow these applications

to rely on the approval of a listed drug
unless they were subject to the listed
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drug applicant’s patent nghts and
exclustvity. Therefore, an application
that relies 1n part.on.the approval of a
listed drug, 1s, for this purpose,
considered an application described in
section 505(b}{2} and must make a
certification as to any relevant patents
that claim the listed drug. In addition,
the date of submussion and effective
approval of these applications may,
under section 505{c}(3), be delayed to
give effect to any patent or period of
exclusivity accorded the listed drug.
Because these subimissions will be
reviewed as applications under section.

505(b) of the act, they will be subjectto

the statutory and regulatory
requirements applicable 1o such
applications, including the patent
submussion requirements of sections 505
(b) and (c) of the act, and may be
eligible for 3 years of excluswvity under
sections 505(c)(3)(D) (iii) and (iv) of the
act. These applications should be
directed to the address specified in.

$§ 314.440(a){1). The agency proposes to
revise § 314.440(a}(1} to so state.

K. Delay in the Effective Date o
Approval of an ANDA and 505(b)(2)
Application Because of the Existence of
a Patent

The 1984 Amendments require an
important change from previous practice
for ANDA'’s and those 505(b){2) -
applications previously handled as
paper NDA'’s with respect to the
effective date of their approval. The
effective dates of approval of ANDA's
and 505[{b){2) applications are dependent
nn the extstence of any patents on the

apphcant 18 seekmg approval [secﬁons
505(j)(4)(B) and 505(c}(3) of the act) and
on any penods of exclusive marketing
accorded the reference listed drug or
other listed drug under the so-called

“exclusivity” provisions of the act .
(sections 505(j)(4){D) and 505(c)(3){D} of
the act}. Thus, an ANDA or 505(b)(2)
application may be approved with a
delayed effective date, as specified by
the agency in its approval letter. No new
drug product may be mtroduced or
delivered for introduction into interstate.
commerce under a full or abbreviated
new drug application-unless the
approval of the application 1s effective.
(section 505(a) of the act). The agency
proposes to add new § 314.107 to the
regulations to codify the statutory
requirements with respect to effective
dates of approval of ANDA's and
505(b)(2) applications.

With respect to patent status,
proposed § 314.107 provides that
approval of an ANDA or 505(b)(2)
application, if approval 18 otherwise
warranted, would be made effective in

‘accordance with the following

conditions. Firgt, if the applicant
certified that there are no relevant
patents, or the holder of the approved .
application for a drug product covered
by a relevant patent did not submit to
FDA any patent information, or that the
relevant patents submitted to FDA have
expired, approval of the ANDA or
505{b)(2} application would be made
effective 1mmediately.

Second, if the applicant certified that
any relevant patents would expire on a
certain future date, based on

. information submitted to FDA, approval

of the ANDA or 505(b}(2} application

" would become effective on that date,
. unless, that date had already passed, n
. which case the approval would be
- immediately effective.

. 'Thard, if the applicant certified that

. any relevant patent was mnvalid or

would not be ifringed, approval of the
ANDA or 505(b)(2) application could be
made effective 45 days from the date of
the receipt of the notice of certification
by the patent owner or the approved
application holder who 1s an exclusive

. patent licensee, unless the patent owner

or exclusive patent licensee filed an
action for patent infringement before the
45 days have elapsed. As discussed in
part V section D.1.). above, FDA
proposes to requre that an applicant
who has obtamned a patent license to
manufacture a generic copy of a
patented drug certify under section
505(b)(2}{A)(iv) or 505(})(2{A)(vii)(IV) of
the act that the relevant patent 1s mvalid
or w:ll not be mfrmged Although the

eftect of patent hcensmg agreements on
effective dates, FDA does not believe

that Congress intended to interfere with

such agreements between pioneer and
genenc drug manufacturers, See section
§05(b)(1) of the act (defining applicable

. patents as those “to which a claim of

patent mmfringement would reasonably.
be asserted if a person not licensed by
the owner engaged n the manufacture,
use, or sale of the drug”). Accordingly,

FDA proposes to make the approval of

an ANDA. or 505(b)(2) application
effective immediately where the
applicant submits (1) information

-establishing that the proposed drug 18

covered by a patent licensing agreement

- with the patent owner, and {2) a written

statement from the patent owner

“consenting to an immediate effective -
-date. FDA 1nvites comment on this

approach.
Even n the absence of a licensing. .

.agreement, the patent owner or

exclusive patent licensee may waive ils
opportunity to file an action for patent
infringement provided it siibmits a valid

HeinCnline 54 Fed. Reg.

waiver to FDA before the 45 days -

elapses. Under proposed § 314. 107(fj(3i; L

if a patent owner or exclusive patent
licensee does not intend to file action for
patentnfringement agamst the genenc
applicant within the 45-day time period

.and the applicant seeks an effective

approval date before the 45-day period
has elapsed, the patent owner or
exclusive patent licensee must submit to

" FDA a waiver in the form prescribed mn
.the proposed regulation.

1. The 45-day clock. Both the PMA

.and the Generic Pharmaceutical

Industry Association {GPIA) offeréd
FDA suggested regulatory language -
designed to ensure that the reciprent-of a
notice of patent certification has the full

. 45 days in which to decide whether to

bring & patent mfringement suit. (PMA

and GPIA comments filed under Docket :

No. 85N-0214.) FDA believes its: -
proposed requirements-under § 314.52
for an application submitted under:

.gection 505(b)(2) of the act-and § 314:95
for'an ANDA under section 505(j) of the - -

act with respect to documentation of
receipt of notice of certification:and the’
proposed requirements i § 314.107.
address the concerns of the PMAand .
GPIA. Under this proposal;.the 45-day
clock would begin on the day after the

‘date of receipt by the patent owner or
" “its representative or by the approved
* application holder if the holderis an-

exclusive patent licensee of the .
applicant’s notice of certification. Thus,
the applicant’s return receipt or a letter
acknowledging receipt from the patent
owner or excluswe patent hcensee o

recelpt of the apphcanl 8 nouﬁcauon by :
the patent owner or its representative or

exclusive patent licensee.. Action-would
then have to be filed in federal court by

_the patent owner or exclusive patent.
“licensee before the end of the 45th day.

In computing the 45 days, Saturdays.
Sundays, and Federal holidays are:
mcluded. When, however, the 45th day

_ falls on Saturday, Sunday, or on a

Federal holiday, the 45th day would be
the next succeeding day that 18 not

. Saturday, Sunday, or a Federal holiday.

FDA mtends to stnctly apply the 45-day
statutory time period. Therefore, unless
FDA 15 notified in writing by the ANDA
or 505{(b}(2) applicant before the :

- expiration of the 45-day time penod or

before the completion of the.review -
period, whichever 1s later, of the

commencement of legal action for patent .

infringement within the 45-day time
period, approval of the ANDA or -
505(b)(2) application may be made
effective immediately upon expiration of’
the 45 days or upon completion of the
review process, whichever 1s later. Even
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if the commencement of legal action

occurs before the ANDA is ready for
o~ ipproval but after the 45-day period has
: 2|lapsed, the agency will approve the

Y

ANDA with an immediate effective date

when the application review 18 complete-

and satisfactory. Notification by the
genenc applicant of the filingofa -
complamt alleging patent infringement

shall include: (1) the ANDA or 505(b)(2} - -

application number, (2} the ANDA or
505(b)(2) applicant’s name, (3}
established name of the-drug, if any,
strength, and dosage form, and(4}a -
certification that action to defend the

patent, identified by number, has been- - -

filed in an appropniate court and the -
date of the filing. An ANDA applicant -
shall submit the notification to FDA's
Division of Generic Drugs (HFD-230); a
505(b)(2) applicant shall submit the -
notification to the approprnate division
mn the Center for Drug Evaluation and . .
Research reviewing the application, "
If an action for patent infringement1s -
filed before the expiration of the 45

days, FDA 18 precluded from making the -

approval of the ANDA or 505{b}{2)
application effective for a period of 30
months while the matter 1s 1n litigation
or until a date of a final decision
determined by a court, with one
exception. The exceptionisfora.
patented drug estitled to 5 years of
marketing exclusivity under section ~ :
505(c)(3}{D)(ii) or (j}(4){D){ii) of the act,

/‘"’\ here the patent holder files an action

for patent infringement durmng the 1-year
period beginning 4 years.after the date
the patented drug-was-approved (and :
within 45 dayg of recerving the notice of
patent certification). In this situation,
FDA must extend the 30-month period

by that amount of time required for 7%~

years to elapse from the date of . -
approval of the patented drug. Once the
30 months, or 7% years where
applicable, have expired, the applicant
would have an effective approval of its
drug product subject to the outcome of
the pending litigation, unless the court
itself orders otherwise.

If before the expiration of the 30-
month or 7Y2-year period the court
decides that any relevant patent1s:
mvalid or not infringed, approval of the -
ANDA or 505{b)(2) application would be
made effective on the date that final
judgment 18 entered by the court.

M before the expiration of the 30-
month or' 7 %2-year penod the court
decides that any relevant patent would
be infringed, the approval would be
made effective on the date the patent
expires or on the date the court orders.
If before the expiration of the 30-month
or 7V%-year period the court grants a
preliminary njunction prohibiling an

applicant from manufacture or
marketing of its drug product until the
court decides the 1ssues of patent - -
validity and infringement and if the
court later decides that the patent 1s
invalid or not infringed, approval would
be made effective on the date the court
enters final judgment on the merits.

For purposes of establishing the
proper effective date for aiif ANDA or
505(b)(2) application-approval in the
above situations, FDA proposes that the
applicant submit to the Division of -

" Genenc Drugs (HFD-230), within 10

working days of the entry of any
relevant judgment, a copy of the court -
order. There i3 a potential ambiguity in

" the statutory language concerning what

“court” decision triggers an effective
date. The agency has interpreted that
language as referring to the final _
decision of that court from whichno..
appeal can be or has been taken by the
aifected party. R

. FDA will 1ssve a revised approval
letter stating the effective approval date..
However, an applicant may begin
marketing its approved drug product on

. the date that final judgment 13 entered

by the court or on any other court
ordered effective date whether or not-

" the applicant has received a revised

approval letter from FDA,
2. The 180-day exclusivily period.:

~ Finally, under the proposal and the .

statute, if any subsequent ANDA's for
the same drug product as the first drug
product to be involved in a patent
mfringement action algo contamn a
certificetion of the invalidity or
nomnfringement of a patent, approval of
those subsequent ANDA’s would not

‘become effective until 180-days after the

first commercial marketing of the drug
product under the first ANDA, or until |

.. 180'days after the court has determmed:

that the patents in dispute are invalid or
not mfringed, whichever 18 earlier. (Seé
section 505(j)(4)(B)(iv) of the act.) This
provision does not apply to 505(b)(2).
applications. . . o
FDA has concluded that the 180-day
delay of subsequent ANDA's18 ~ -
available only to a previous applicant . -

“whohas been sued for patent '

nfringement following its notification to
the patent owner of the filing of a
certification of mvalidity and ‘
nonmfringement, Although section -
505(1)(4)(B)(iv) of the act can be
interpreted i several ways, FDA

- believes that the structure of the -

prowvision reflects Congress’ intention to
provide to the first generic applicant.
who spends its resources to litigate the
scope or validity of a patent a 180-day
period free from generic competition. -
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The formula provided by section
505(j}(4)(B)(iv) of the act for calculating
the date from which the 180-day period
runs, and particularly the reference to
“first commercial marketing, canbe -

- applied logically and consistently with

the statutory scheme only if Congress
intended the provision to.apply only

““when the first ANDA applicant was

actually sued for patent infringement.

- Every other exclusivity provision i the

1984 Amendments begins with date of

’ approval of the application. Congress’

decision to begin the 180-day period

- under section 505{j}{4){B){iv)(I) of the act

from “the first commercial marketing of

-the drug, - rather than from the effective

date of the ANDA, serves.a rational
policy only if Congress contemplated a

- situation 1n which an approval of an

ANDA 15 'm effect bul the applicant’s:

'decisson not to market the drug deserves. .

to be protected because a delay in

‘marketing serves the public mterest.

Such a situation occurs where, under
the terms of section 505(j)(4)(B)(iii) of -
the act, an ANDA goes into effect 30 .
months after a lawsuit 18 filed, but the
lawsuit 18 still pending, It serves the
public interest to permit a prudent
ANDA holder 1n that situation to stay
off the market until the litigation1s -

resolved, thereby minimzing potential
~.damages. '

As-drafted, sections 505{j){4}(B){iv){1}
and (I} of the act carefully avord
providing an incentive for immediate
marketing: the 180-day reward of
exclusive marketing begins when the
applicant wins the lawsuit or when the
applicant actually begins marketing,
“whichever 1s earlier. The applicant

" thus does not lose any of the 180-day
period by electing to stay off the market

until the lawsuit 18 over.
'If, on the other hand, section

505(j)(4)(B){iv} of the act 18 interpreted to .
apply even if the first applicant has not .
. been sued, dating the 180-day period

from “first commercial marketing”
rather than from the effective date of the

. ANDA: approval serves no purpose.
‘Indeed, it might pronnde 8 .

counterproductive incentive to the first
ANDA applicant to delay marketing so
as to.prolong the period during which
other ANDA’s may not be marketed. In
gontrast to the delay occasioned by a

" prudent plamtiff in a lawsuit, this delay

serves no public interest. To remove this
unproductive incentive for delay, the
agency would therefore consider it
necéssary to read into section
505(3)(4)(B)(iv)(1) of the act various
additional requirements and -
presumptions.

Section 505(j}(4){B){iv) can thus be

applied straightforwardly only when an
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applicant who seeks the 180-day pertod
of exclusive marketing has been
mvolved m a patent infringement
lawsuit. To apply the section where
there has been no lawsuit, requires
either that the agency i1gnore the plain
language of the section, essentially
reading out the phrase “first commercial

. marketing, or that the agency assume,
contrary to the goals.of the 1984 :
Amendments, that Congress mntended to
create an incentivé for delay i -

competition, without any countervailing. .«

benefit to society. Moreover, the policy-

embodied in the provision, of rewarding -

the applicant who:devotes the.
considerable time and money necessary
for patent litigation, 18 not served by
providing 180 days of exclusive

marketing to an applicant who avoids a U

lawsuit. Accordingly, proposed
§ 314.107(c) applies only when the first
applicant has been sued.?

FDA has also concluded that the 180- -

day penod of exclusivity delays
approval of all generic copies of the
same listed drug whose applications
contam paragraph IV-certifications. It
has been suggested that where a

formulation or composition patent 18 the

subject of certification and lawsuit, the
exclusivity granted under section :
505(j){4)(B){iv) should delay the effective
approval only of subsequent
applications that ra1se clamms of =
nonnfringement identical or similar to
those raised by the holder of the
exclusivity, The legislative history of
section 505(j){4)(B)(iv} 1s silent as to the
purpose of the provision and does not
Sl LU AP paica Sinly 10 subsugusnd
applicants that receive a benefit from
the first applicant’s finding of
nonnfringement. The 180-day penod
can be interpreted as a reward not only
for the benefit provided to subsequent
ANDA applicants but for the benefit to
the public of removing an obstacle to
competition. Moreover, FDA lacks the
expertise 1n patent law that would allow
it to determine whether a sibsequent
applicant raised 18sues of .
nomniringement 1n common with the
previous applicant. Therefore, the 180-
day period 18 available to the applicant
who resolves an 1ssue of patent
coverage, regardless of the judgment's
applicability to subsequent ANDA
applicants. o L

3. Other provisions. FDA proposes. to
implement other aspects of section
505(§)}{4)(B){iv) of the act as follows:

Note; Subsequent to the C: 's signing
of this d Federal di court reached
contrary conclusion. See fnwood v. Young, No. 89~
0845 (D.D.C. May 12, 1989). An appeal from that
decision is under consideration. :

a. Date of submission. The date of
submssion of a pnior application that
contained a certification of invalidity or
noninfringeinent will be considered the
date on which the applicant submitted a
substantially complete ANDA. In most
cases, to be “substantially complete, an

- ANDA must contam data from any
.. required bioavailability or

bioequivalence studies, A required
bioequivalence study 15 one that meets
any FDA-guidance document oris |
otherwise reasonable in design and .
purports to show that the drug product
for which the applicant seeks :
exclusivity 1s bioequivalent to the listed
drug. Neither a protocol nor a pilot study

.will satisfy these requirements. (An
* ANDA may be substantially complete

without such studies only if such studies
are not.required to establish '
bioequivalence, 1.e., where
bioequivalence can be established
through other information and the

. applicant has requested a waiver of the
. study requirements.) Although the

prowvision could be read to permit the
mere submission of the first certification
of invalidity or nominfringement to delay

- the effective date of subsequent
ANDA's, regardless of the completeness
-of the application, the legislative hstory

of the 1984 Amendments makes clear
that such an mterpretation would be

-inconsistent with the purposes of the _

patent certification and notification

. scheme. :
.. __The purpose of section 505(j)(4)(B)(iv) -
of the act 1s to reward the first applicant

to test the scope or validity of a patent

miringement. However, it 1s only the
gving of notice to the patent owner
under section 505(j)(2)(B)(ii) of the act,
and not the filing of a certification of
invalidity or noninfringement with FDA,

.that cannitiate a lawsuit. The notice

required by section 505(§){2)(B)(ii) of the
act must state that the applicant has

. submitted an ANDA “which contains

data from bioavailability or
biroequivalence studies. (Section
505(j)(2)(B){ii) of the act.) The purpose of
requnng a statement that the ANDA

contains data from bioavailability or

bioequivalence studies 1s to prevent
applicants from testing an innovator’s

-patent through the filing of “sham

ANDA's or ANDA'’s that are -
substantially imncomplete.  H. Rept. 98
857 Part I, 98th Cong,, 2d Sess. 24-5
(1984). . »

FDA believes that to fulfill the
purposes of the patent provistons of the
statute, the date of submission of a
previous application under section
505(j)(4)(B)(iv) of the act must therefore

‘be the date on which the previous
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applicant submitted a substantially
complete ANDA, and thus was mn a
position to notify the patent owner. As .,
described m part V section E., supra, an
ANDA that contamns a certification of .
mvalidity or noninfringement will not be
accepted for review unless it containg
the results of any required
bioequivalence studies. :
.b. Delay when first application 1s not
yet approved. If the first ANDA -
applicant for a listed drug 1s sued for

. patent infringement and a subsequent
-ANDA for the drug 18 submitted before .

the first ANDA 1s approved, FDA will .
delay the effective date.of approval of
the subsequent ANDA only as long as

_the agency remams satisfied that the

first applicant 1s actively pursung

approval of its ANDA.. L e
. G. “First commercial marketing.” ...

“First commercial marketing” 18 defined

as the first date of introduction oz - -

delivery for introduction nto interstate . . -
- commerce outside the.control of the -

manufacturer, except for investigational
use under 21 CFR Part 312, but does not

‘include transfer of a drug product for

reasons other than sale within the .
control of the manufacturer or
application holder.

d. “Court decision.” Section
314.107(c)(1)(ii) specifies as one of the
two dates from which the 180 days runs
“the date of a decision of the court
holding the patent invalid ornot
infringed. - This date will be the date of
a final decision of a court.from which no
appeal can or has been taken, or the
date of a settlement order or consent

Frowge onad by a Fedaral o , bk
enters final judgment and includes a
finding that the patent s nvalid or:not
infringed. A final adjudication on the
merits 18 not required to trigger the 180-
day period. PR

e. Amended certification after finding
of infringement. f a final judgment1s
entered in an action for patent .
infringement finding the patent tobe. .
infringed by a drug product that s the

- subject of an abbreviated new drug

application, and the application .
contains a paragraph IV certification,

-the applicant should submit an amended

certification, certifyingunder . . -
§ 314.94(a){12)(i}{A}(3) that the patent
will expire on a specific date. The new
certification should be submitted either
as an amendment to a pending
application or as a letter if the
application 1s approved..Once the
amendment or letter has been e

. submitted, the application will no longer

be considered to be one contaiming'a
paragraph IV certification.

£. Amended certification after removal
of a patent from the list. Hf, after one or

54 Fed. Reg. 28895 1989
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more applicants have made paragraph .
IV certifications on a patent, that patent

- yremoved from the list for any reason
£ ther than because that patent has been

; leclared invalid in a lawsuit brought by

that patent owner within 45 days of
receiving notice under § 314.95 any
applicant with a pending application or
delayed effective date who has made.
such a certification should submit an’

amended patent certification, certifying

under § 314.94(a)(12)(ii} if applicable,
that no relevant patents claim the drug.
If other relevant patents still claim the
drug, the applicant should instead
submit a request to withdraw the -
paragraph IV certification. Once the
amendment or letter has been

submitted, the application will no longer’

be considered to be an application
containing a paragraph IV certification.

L. Exclusivity

1. Exclusivity for certain approved
drug products. Sections 505(j)(4){D) and
505({¢)(3}(D) of the act partially protect
certain listed drugs, or certam changes
mn listed drugs, from competition m the
marketplace for specified periods by
placing a moratorium on the submission
of, or by delayng the effective date of
approval of, ANDA'’s and 505(b)(2)
applications for those listed drug

products. (The exclusivity provisions of

the act do not provide any protection
from the marketing of a genenc version
“f the same drug product if the generic
#sersion 18 the subject of a full new drug
¢ ipplication submitted under section
505(b}{1) of the acL.) These periods of
exclusive marketing are independent of
any marketing exclusivity accorded an
orphan drug pursuant to section 527 of
the act and of any protection a listed -
drug may have as a result of a patent. -
Proposed § 314.108 implements the
exclusivity provisions of sections
505(j}(4)(D) and 505(c)(3)}{D) of the act.
The holder of a new drug application or
supplemental new drug application

submitted under section 505({b) of the act :

that was approved on or after January 1,
1982, may be entitled to a period of
exclusive marketing {hereinafter =
referred to as “exclusivity”) for the drug
product subject to the approved
application or supplemental application.
Briefly, the exclusivity provisions
provide the following protection.
Sections 505(c)(3){D}{i} and
505(j)(4)(D)(i} grant a 10-year-period of
exclusivity to new chemical enlities
approved during a specified “window
period” January 1, 1982, to September
24, 1984, the date of enactment of the
1984 Amendments, Sections .
505(c}(3}(D)(ii) and 505(j}{4){B)(ii) of the
act grant a 5-year period of exclusivity
to new chemical entities approved after

September 24, 1984. Sections .
505(c)(3)(D}{v) and 505(j)(4)(D)(v) of the
act grant a 2-year period of exclusivity
for non-néw chemical entities, or for

. certamn.changes made to already
- approved products, approved dunng the

“window period. (This 2-yearpernod
expired on September 24, 1988.) There 1s
no requirement that an applicant have
conducted clinical nvestigations to
qualify a drug for exclusivity under the
above three provisions. On the other
hand, the remaining two.exclusivity
provisions, sections 505{c)(3)(D)(iii) and

~{iv) and 505(j)(4)(D)(iii) and (iv) of the -

act, which grant a 3-year penod of
exclusivity, specifically require that the
applicant have “conducted or sponsored
new climical investigations essential to
the approval” of the application, or the
supplement. S .

With the exception of the 2-year
exclusivity provision for.non-new .-
chemical entities or changes-approved
between January 1, 1982, and September
24, 1984 (sections 505(j)(4}(D)(v) and

- 505(c)(3)(D)(v) of the act), the exclusivity

provisions are limited to new chemical
entities, which by definition are
mnovative, and to those significant
changes m already approved drug
products, such as.a new use, which
require new clinical studies. Congress

. understood.that the substantial

economic rewards of exclusivity might
well encourage drug companies to make-
mnor and ummportant alterations in
therr marketed drug products orto . -
conduct additional tests which they

-could claim provide important new

information about a marketed drug
product. To avoid rewarding such
behavior, the 3-year provision includes
the special criteria intended to restrict
eligibility to significant innovations. See
Cong. Rec. H9114, 8124 (daily edition
September 8, 1984) (statement of
Representative Waxman); Cong. Rec.
510505 {daily edition August 10,1984}
{statement of Senator Hatch). -
The exclusivity provisions of section
505(j){4)(D) of the act operate to prohibit
e submission.or delay the effective
date of approval of (1) an ANDA - - .
submitted under section 505(j) of the act
for a duplicate of a listed drug that 1s
entitled to exclusivity and (2) an ANDA
submitted under section 505(j) of the act
pursuant to an approved petition under

.- section 505{j)(2}{C) of the act for a drug
:product that 1s sumilar to a listed drug

that 15 entitled to exclusivity. The. -
exclusivity provisions of section
505{c}(3}(D) of the act affect applications
described upder section 505(b)(2) of the -
act and are essentially the same as : -
those for abbreviated new drug - -
applications. The legislative history o
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the'1984 Amendments makes clear that
Congress mntended the exclusivity
provisions of section 505(c){3){D} of the
act to delay submussion or approval of
applications described by section
505(b)(2) of the act to the same extent
that section 505(j)(4)(D} of the act delays
submission or approval of ANDA's,
Section 505(c)(3)(D) of the act, however,
unlike section 505(j}{4)(D}) of the act,
could be interpreted to apply only to
those 505(b}{2) applications that are -
required to submit a patent certification.
{See section 505({c)(3) of the act.) Under
this mterpretation, applications
described by section 505[b){2) of the act
that were not requred to submit a

. patent certification because, for
- example, the pioneer drig was

unpatentable, would be exempt from the
exclusivity provisions of section

‘The agency does not believe that this-
interpretation 18 reasonable and mntends
to.apply section 505(c}(3)}{D) of the act to
all 505(b)(2) applications. Although ..
section 505(c)(3) of the act states that
the delayed effective dates specified in
section 505(c){3}{A) through (D) apply to
*an application filed under subsection
{b) which contains a certification
required by paragraph (2) of such

_subsection, patent certification 18

relevant only to section 505(c}(3}[(A).

. through (C) of the act. These paragraphs

delay-an application’s effective date on
the basis of the patent status of the

proneer drug. Section 505{c){3)}(D) of the
act, however, delays an effective date -

- on the basis of exclusivity, which 1s

entirely independent of the patent status
of the pioneer drug. Indeed, in the floor
debates preceding enactment of the 1984

.. Amendments, Congressman Waxman

specifically stated that one of the * .-
purposes served by the exclusivity .
provisions was to supply needed .
mcentives to develop new drugs where
little or no patent life remamns. Cong.
Rec. H9113 (daily edition, September 6,
1984). It would thus be illogical and
wconsistent with Congressional intent
to apply the exclusivity provisions only
to those 505(b)(2) applications required
to make a patent certification.

Exclusivity provides the holder of an
approved new drug application limited
protection from new competition 1n the
marketplace for the innovation
represented by its approved drug
product. Thus; if the mnovation relates -
to a new active moiety or mgredient,
then exclusivity protects the pioneer
drug product from other competition .
from products contaimng that mosety or
ingredient. If the mnovation 18 a new
dosage form or route of admmstration,
then exclustvity protects only that

1989
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aspect of the drug product, but not the
active mgredients, If the innovationis a
new use, then exclusivity protects only
that labeling claim and not the active
ingredients, dosage form, or route of
admnstration. '

The language of sections 505(c)(3)(D}
and 505(j){4}(D) of the act 18 ambiguous
as to which ANDA's or 505({b)(2}
applications are affected by an .
innovator's exclusivity. The statutory
language allows at least two
mterpretations: The narrower E
mterpretation of the protection offered -
by exclusivity 1s that exclusivity covers
only specific drug products and
therefore protects from generic -
competition only the first-approved
version of a drug, or change m a drug.
Under ths iiterpretation, an mnovator's
exclusivity could lose its value as soon

as FDA approved a second full new drug

appiication for a version of the drug,
because an ANDA could be approved
by reference to the second approved
version of the drug; which would not be
covereq} by exclusivity. . .
The broader wnterpretation of the
coverage of exclusivity 18 that it covers
the active moieties 1n new chemical
entities or changes n non-new chemical
entities rather than covering only :
specific drug products. Thus exclusvity
would protect the new active molety of

a new chemical entity or the innovative

change 1n a non-new chemical entity
from generic competition even after FDA
had approved subsequent full new drug -
applications for subséquent versions of

the drug. Unc!er this theory, an ANDA or

EECSS Y PR, z
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same active moiety as the mnovator’s
new chemical entity or as the
mnovator's change in a non-new.
chemical entity could not be approved
until the innovator's exclusivity expired,
even if the ANDA or505(b)(2} - -
application relied on another approved
version of the mnovator's drug.

The language of the five exclusivity
provisions (similarly worded in both

sections 505(c)(3}(D) and 505(j)(4)(D) of

the act) 1s inconsistent on this 1ssue,
tending to support the narrower i
mterpretation of the coverage of -
exclusivity for new chemical entities -
{sections 505(c)(3)(D) (i} and (ii) and
505(j}(4)(D) (i) and (ii) of the act and for -
drugs approved between January 1, 1882,
and September 24, 1984 (sections .
505(c)(3}{D)(v) and 505(j}(4)(D)(v) of the
act), and the broader interpretation for
innovative changes 1 already approved
drugs (sections 505(c)(3)(D) (iii) ard (iv)
and 505(j)(4)(D} (iii) and {iv} of the act).
Sections 505(c)(3){D} (i), {ii}, and (v} and
505{j}(4)(D) (i} (ii}, and {v) of the act
confer exclusivity by prohibiting

submission or delaying approval of-
ANDA'’s or 505(b){2) applications that
“refer to the drug for which the [first
approved) subsection (b) application

“was submitted. Depending upon the

meaning of the phrase “refer to” and the
word “drug, these provisions could be

‘interpreted to allow ANDA’s and
505{b)(2) applicants, once FDA approved

subsequent new drug applications for

_ different versions of the same drug, to

circumvent the innovator’s exclusivity -

* by “referring to” the subsequent

versions of the innovator’s-drug. _
On the other hand, the two provisions.
that confer exclusivity on'changes n
already approved drugs delay the
effective date of approval of all ANDA's
or 505{b){2) applications that have the
same “'conditions of approval™ as the
mnovator’s drug, without regard to
whether the ANDA “refers to'. the
mnovator’s drug product or to another
version of the same product for which a
subsequent new drug application was
approved. ‘ , :
FDA does not believe that Gongress
intended the exclusivity provisions to
operate mmconsistently, or that Congress

ntended the protection offered by the

exclusivity for changes in approved -
drugs to be broader than the protection.
offered by exclusivity for new chemical
entities. FDA therefore proposes to

- adopt a uniformnterpretation of the

scope of exclusivity. In addition, FDA
has concluded that adopting the
narrower interpretation:of the scope of
exclusivity for all types of exclusivity. -
would seriously undermine its value,

conpnmely nad

- annovation in the pharmaceutical .

industry. .
For example, if FDA adopted the'

- narrower interpretation that exclustvity

covers only a specific drug product and
does not prevent ANDA s from copying
subsequent versions of the innovative
product, a manufacturer of a new
chemical entity {entitled to 5 years of

-exclusivity), could not make

mmprovements in the drug, e.g., by
making a new dosage form of the drug,
without destroying the value of its
exclusivity. Approval of a new dosage
form, and certain other changes in
approved drugs, require the submssion
of a new drug application; once

. approved, the new dosage form would

become a new drug product that an
ANDA application could copy, without
being subject to the exclusivity covering
the ongmnal drug product.

For the same reasons, an nnovator =

‘whose drug was entitled to exclusivity

could not license another company to
make a copy of the pioneer drug without
losing the value of its exclusivity. Under
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the narrow theory of exclusivity, once
the licensed company's product was -

approved, ANDA applicants could copy
* the licensed product, without regard to’

the mnovator’s exclusivity. :
The agency does not believe that

" Congress intended the exclusivity

provisions to discourage innovators

from making improvements in therr drug’
“products nor from authonizing the -

marketing of competitive products.
Accordingly, FDA has concluded that

" the broader mterpretation of the scope’

of exclusivity should be applied to all
types of exclusivity conferred by

- sections 505(c}(3}(D) and 505(j){4}(D) of

the act. o
Therefore, when exclusivity attaches

to'an active motety or to an‘mnovative’ '

change in an already approved drug, the
gubmussion or effective date of approval
of ANDA's and 505({b)(2) applications
for a drug with that active moety or

innovative change will be delayed until '
the mnovator’s exclusivity has expired; .~

whether or not FDA has approved
subsequent versions of the drugs i
entitled to exclusivity, and regardless of .

the specific listed drug product to which.”

the':ANDA or 505(b){2] application

- refers. ‘

Proposed new § 314.108 implements
the exclusivity provisions with respect
to both ANDA's and 505(b)(2)

applications. . ) .
" a. Definitions. To understand how the .
agency ntends to admmster the

exclusivity provisions of the act, it1s
necessary to define s number of terms.
that are used 1n those provisions. Some

ozw 1o fnitang have aleeady heen

discussed; others are as follows:

1. New chemical entity. "New. - . -

~.chemical entity” means a drug that . |
" contains no active molety that has been

approved by the Food and Drug = .

- Admimstration in any other application

submitted under section 505(b) of the.
act. Thus, FDA interprets the statutory -
requirement that a drug (new chemical

. entity) contam “no {previously

approved] active mgredient (including

‘any ester or salt of the active
- ngredient)” to mean that the drug must

not contan any previously approved
active moiety. FDA bases this

mterpretation on the statutory language

and on the definition of a “new.
molecular entity” or “Type.1” drug n
FDA’s IND/NDA classification scheme.
(which1s used to classify new drugs by.
chemical type and therapeutic

significance), which was in effect at the

time the 1984 Amendments were under
consideration 1n Congress. FDA's
longstanding interpretation of the term
*new molecular entity” 1s thatitisa . -
compound contaimng an entirely new

54 Ped. Reg. 28897 1989
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active motety. FDA's mnterpretation of
the scope of the 5-year exclusivity .
jovision 1s also consistent with the

{"  Tvgislative history, which reveals that

~ongress was aware of FDA s

classification scheme and did not intend
to confer significant pertods of
exclusivity on mmor vanations of
previously approved cliemical ="~ :
compounds. (See, e.g., Cong. Rec. H9124
{September 6, 1984) {statement of
Representative Waxman); H. Rept. 857
Part 1, 98th Cong., 2d'Sess. 38 (1984].}

u. Active moiety. The “active morety"
1n a drug 18 the molecule or1on; 8
excluding those appended portions of

the molecule that cause the drug to be
" an ester, salt {including a salt with
hydrogen or coordination-bonds) or
other noncovalent denivative (such as a

complex, chelate, or clathrate) of the o

molecule, responsible for the ,
physiological or pharmacological action
of the drug substance. A drug product
will thus not be considered a “new
chemical entity” entitled to 5 years of
excluswvity if it contains a previously
approved active motety, ever if the °
particular ester or salt (including a salt
with hydrogen or coordination bonds) or
other noncovalent denvative has not
been previously approved. A compound -
“(other than an ester) thatrequires -
metabolic conversion to produce an
already approved active moiety 18
onsidered a “new molecular entity,

. owever, and will be considered'a new
‘hemical entity entitled to 5.years of

exclusivity. FDA will consider whether
a drug contains a previously approved
aclive mosety on a case-by-case basis.
FDA notes that a single enantiomer of a-
previously approved racemate contains

a previously approved active mozety and -

18 therefore not considered a:new
chemical entity.- - o
iii. Date of approval. An 1ssue has
ansen as to how the date of approval of

a new drug application 1s determmed.
This 18sue 13- particularly important. -
when an applicant 18 claiming that its
new drug application was approved
between January 1, 1982, and September
24, 1984, referred to 1n sections

505(c)(3)(D) (i) and {v} and 505()(4}(D) (i}

and {v) of the act of the exclusivity
provisions. The “date of approval” of
the application as used in these
provisions means the date on the
approval letter sent by FDA to the
applicant. A requirement in the approval
letter for submission (but not for
approval) of findl printed labeling or
other matenial that might delay the ~ -
actual nitiation of marketing of the
product 18 not relevant to a
determination of the date of approval, so
long as the product could be legally

marketed. Two cases have addressed

_FDA’s interpretation of “date of

approval. Mead Johnson '
Pharmaceutrcal Group v. Bowen, 838
F.2d 1332 (D.C. Cir. 1988), and Norwich

'Eaton Phormaceuticals, Inc. v. Bowen,
-808 F.2d 488 (6th Cir.), cert. denied, 108
-8, Ct. 68 {1987). In these cases, two
separate drug manufacturers challenged -

FDA’s determinations that their
products were not entitled to 10 years of
extclusivity under sections 505(c}{3)(D)(i)
and 505(j){4)(D)(i) of the act, which grant
such exclusivity to cettamn products

‘approved between January 1, 1982, and
‘September 24, 1984. FDA’s:

determinations were baséd on its -
position that the two drugs were
approved on the date the approval.

“letters were 18sued, 1n both cases prior

to January 1, 1982, The plamtiffs argued:

«that the date of approval did not occur

until the firms submitted final printed-

labeling. In both cases, the courts upheld

FDA's position that the date an approval

" letter issues 13 the date of approval of a
‘- new drug application.

b. Periods of exclusivity. Drug -
products that are the subject of the
following types of applications are

_ ~eligible for specified perods of -
excluswvity, »

1 Sections 505{c}{3)(D){i) and -
505(j}(4)(D){i) of the act provide
exclusivity for a drug product contamming
a new chemical entity that 18 the subject
of a new drug application submitied
under section 505(b) of the act and

- approved durng the period beginmng

January 1, 1982, and ending on
September 24, 1984. The approval of an
ANDA or 505{b}(2) application for a

- drug-product that contains the same

active moiety as the listed drug may not’

. become effective for 10 years after:the -
*--date of approval of the listed drug
" entitled to exclusivity. Thus, a drug

product covered by an ANDA or a

:505{b}{2) application would be subject'to

a listed drug’s-10-year exclusivity if it
contans the active mozety 1 the listed
drug. . e
A drug product is entitled to 10 years
of exclustvity only if it does not contain
an active moiety that has been part of a
drug product previously approved under

- section 505(b} of the act eitheras a
“-._single ingredient or as one ingredient of
- a combination drug product. An ‘
‘application 18 one “approved under

section 505(b}" if it was submitted under
section 505(b) of the act and approved
after the passage of the 1862

Amendments to the act or was “deemed’

approved” under section 107(c)(2) of the
1962 Amendments. Because the G

‘exclusivity conferred by this provision
“ covers the active moiety of a drug, the
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exclusivity also protects a different ester

or salt or other noncovalent derivative,

or a different dosage form, strength,
route of admimstration, or condition of
use approved in a subsequent o
application or supplemental application
for a drug product:contamning the same
active moiety, Any modification in
dosage form, strength, route'of -
admimstration, or indication of a new’
chemical entity entitled to-10 years of

exclusivity will be protected for the

period of exclusivity remaimng on the
oniginal application. Different salts,
esters, or other changes that do not -
result 11t a change 1n active moiety are
also protected. Significant changes to-

the drug product that.ococur-afteror- - -
toward the end of theinitial 10.yearsof

exclusivity and thatindependently

-qualify for exclusivity, £.g.. 8 new use
‘requiring new climcal investigations for

approval (see discussion under
provision d. below) may resuit m an

additional period of exclus:vily-',"but dnly :

for the change. S

11. Sections 505(c){3)}(D)(ii) and:
505{j)(4)(D)(ii) of the act provide
exclusivity for-a drug product containing

a new chemical-entity that 18 the subject -

of a new drug application submitted
under section 505{b) of the actand .
approved after September 24, 1984. No
ANDA or 505(b){2) application for a:
drug product that'contains-an active - -~
moiety 1n the listed drug may be

-submitted to FDA before the expiration

of 5 years after the date of approval of-

‘the application for the listed drug
. entitled to exclusivity, except that an

application challenging a patent that
claims the listed drug may be submitted

_ 4 years after approval of thelisted drug.’ -

In the latter case, because this

. exclusivity provision blocks only -

submission of the ANDA or 505(b)(2). = -
application, approval of the ANDA or
505(b){2)-application properly submitted .
after 4 years 1s not delayed by this -
provision, unless the patent owner .
mitiates a lawsuit for patent .
mfringement. Where litigation 13

“1nitiated, the ANDA or 505(b)(2)
- application may not be made effective

by FDA for a total of 7% years after the
approval of the reference listed drug,

unless the court holds the patentnvalid -

or not infringed at:an earlier-date. (See .-
discussion under part V section K.}
As with sections 505(b)(3)(D)(i) and
505(j)(4)(D)(i) of the-act, the agency - - -
mterprets the exclusivity provided by

- thig provision to cover any subsequent

approval of an application or

supplemental application for a different . N

ester, salt, or other noncovalent
dertvative, or a different dosage form,

strength, route of admimstration, or new:

54 Fed. Reg. 28898 1989
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use of a drug product with the same ...
active moiety. Any modification to the
product will be protected for the period
of exclusivity remaming on the original
application, unless the change occurs
after or toward the end of the mnitial 5.
years of exclusivity and independently .
qualifies for exclusivity under another
exclusivity provision. (See discussion
under provision b.i. above.) .

iii. Sections 505(0){3)[[)}(ui) and
505{j}(4)(D}{iii) of the act provide

exclusvity for a drug product that does :

not contain a new chemical entity, 1s the
subject of a new drug application . .

submitted under section 505(b)- of the act :

and approved after September 24, 1984,
and which contans reports-of new.
climical investigations {other than'
bioavailability studies)} essential to the
approval of the application and
conducted or sponsored by the - .
applicant. For example, a drug product.
containng a previously approved active
ingredient may be approved for a new .
indication, dosage form, strength, or
route of admmstration for which
climcal studies are essential to
approval, Exclustvity would be provided.
only if the climcal studies were “new,
“egsential to approval, and “conducted
or sponsored by the applicant. If these
requirements are met, approval of an
ANDA or of a 505(b)(2) application for a
duplicate drug product or an ANDA
submitted pursuant to an approved
petition under section 505(j)(2)(C) for a.
similar drug product that relies on the
information supporting the new
conditions of approval of the first-

L)

apneaad o k3

atien. may nat he made

eifeciive defore the expiration of o years
from the date of approval of the original
new drug application.

1v. Sections 505(c)(3)(D}{iv} and
505(j}(4)(D)(iv) of the act provide .
exclusivity for a drug product that 1s the
subject of a supplement to an approved
application under section 505(b) .
approved after September 24,1984, that
contams reports of new clinical
investigations (other than bioavailability
studies) essential to the approval of the
supplement and conducted or sponsored
by the applicant. Approval of an ANDA

submitted under section:505(j) of the act :

for a duplicate of, or submitted under
section 505(j) of the act pursuant to an
approved petition under section.
505(j){2)(C) of the act for a similar drug.
product that relies on the information
supporting the new conditions of
approval of a listed drug that s entitled
to exclusivity or a 505(b)(2) application
for a change approved in the
supplemental application may not
become effective for 3 years from the
date of approval of the supplemental

.. change may be made (21 CFR 314.70).

application. Under this provision, only

the change approved in the

. supplemental application would be

granted exclusivity and that exclusvity
would be provided only if “new climical
investigations” were "essential to -
approval” of the change and the
mvestigations were “conducted or

_ sponsored by the applicant. The three
‘requirements for exclusivity under this

provision are rdentical to those of the
third prowvision ¢ described above.

FDA expects that only those changes
in an approved drug product that affect
its active ingredient(s), strength, dosage
form, route of admmstration or

conditions of use would be granted

. exclusivity. These are the types of
_changes 1n a drug preduct that require

prior approval by FDA before the

To qualify for exclustvity under

section 505(j){4)(D) (iii) and (iv) of the

act or section 505(c)(3)(D) (iii) and (iv) ofv

. the act, an application or supplemental
-application proposing a change to an
. already approved drug product must

contain “reports of new climcal .

.investigations (other than bioavailability
- studies) essential to the approval of the .
- application and conducted or sponsored

by the applicant. All three of these
criterza must be satisfied in order to. .

_qualify a drug product or change 1n a

drug product for the exclusivity
provided by these sections of the act.

_ Congress intended the term “climcal®
to mean human studies, and
mtentionally excluded all animal
studies, regardless of the purpose for -
"”'ﬂ’,’")’\ thpe men moy vlnstad In 7{:»!"}
Laboratories, tnc, V. Heckler, No, 85—
3646 (D.N.]. May 19, 19868), Zenith
Laboratones challenged the agency's .

_nterpretation of the term “climgal,

arguing that climcal testing also includes
anmal testing. The court granted the

. government’s motion for summary

judgment, holding that FDA's
interpretation was reasonable.

-Further, Congress specifically
excluded “broavailability studies,
which also may be clinical studies, to -
limit eligibility for exclusivity ta changes
in a drug product that are significant
enough to require human safety or
effectiveness studies for approval. The
proposed regulations would, therefore,
for purposes of exclusivity, define

. climeal investigation™ to mean any

expenment, other than a bioavailability
study, in which a drug 18'admimstered or
dispensed to, or used on, human
subjects. The agency believes that most

studies qualifying for exclusivity will be -

efficacy studies. There may, however,
be occasional clinical investigations
qualifying for exclusivity that establish

HeinOnline 54 Fed. Reg.

that a product 1s safer than onginally
thought and that permit broader use of
the drug. Studies that establish new
nsks will not be eligible for exclusivity
because protection of the public health
demands that all products’ labeling
contain all relevant warnings.

The legislative history makes clear
that Congress ntended to reward with 3

. years of exclusivity only those
_-mvestigations that require a

considerable nvestment of time and

‘money, see Cong. Rec. 510505 {daily .
. ‘edition August 10, 1984} (statement of

Senator Hatch), and that are necessary
for approval of important innovations
requiring substantial study, such as
significant new therapeutic uses, see .
Cong. Rec. H 9114, 9124 (daily edition
September 6, 1984} (statements of .

- Representative Waxman). The 3-year .

exclusivity provision, therefore, could be.
mterpreted to confer exclusivity only for

. innovations requiring adeguate and
- -well-controlled tnals in human subjects -

that meet the substantial evidence.
requirement for approval. Further,
because the statutory language ‘of this .
provision uses the term “climcal
investigations™ {plural) the provision
could be interpreted to mean that more .
than one well-controlled trial s needed
to.support approval of the apphcant’
proposed change. The agency’s
interpretation of this exclusivity
provision, however, 1s ordinarily to
require only one clinical study a2nd that.
it be of the type necessary to support
approval of the proposed change.

The clinical investigations must be
“newr Tipdar thie nronosal, the egency
woulia consider a climcai invesugation
*new” if the data from such a study (1)

_have not been relied on by-the Food and

Drug Admimstration to demonstrate.. .
substantial evidence of effectiveness of
a previously approved drug for any
indication or of safety for a new patient -
population and {2} do not duplicate the.
results of another investigation that was
relied on by the agency to.demonstrate
the effectiveness or safety in a new
patent population of a previously
approved drug product. In this context, .
“new 1s intended to convey lack of
prior use of this particular study or
another similar study in-successfully
supporting the approval of the
effeciiveness of a drug product rather
than any temporal requirement. The
agency does not believe Congress
intended to preclude use of data from a
previously conducted study. if such data
provide important new mformation.in
support of the applicant's proposed
change to its drug product. The agency
would still consider to be “new data
from a clinical investigation previously

28899 1989
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submitted n a new drug application for
use only mn a comprehensive evaluation
*f the safety of a drug product but not to

m,‘zpporl the effectiveness of the drug

" “oduct or safety i a specific new
~atient population. . _

Second, the studies referred to must

also have been “conducted or sponsored
by the applicant. PMA and.GPIA
submitted their views on this1ssue to
the agency.prior to publication of this
proposal. {See Docket No. 85N-0214.)

The PMA nterpretation of “sponsored”

would have that term apply whenever
the applicant had provided financial,
techmcal, or 1n kind support to the
scientific studies, whether or not that .
support was the major funding of the

mvestigations and whether or not it was.,

received 1n advance of the performance
of the investigations. GPIA disagreed,
pointing out that the exclusivity -
provisions were mtended to reward
those who make a substantial -
investment and take the risk associated
with climeal testing of a new drug or.a
new indication for a drug. ‘

The Food and Drug Adminstration’ ‘

agrees that Congress mtended these
exclusivity provisions to reward only -
those who have made a substantial
investment m new clinical studies. The
underlying basis of exchusivity should,
under the agency’s policy, be
transferable upon transfer of ownership-
f a company or rights to a drug. By
‘aking the product of the research more
A aluable, the agency believes this policy
' ill foster and reward mnovation and

research to the full extent intended by .

Congress. However, the agency
conciudes that Congress did not intend

that applicants qualify for exclusvity by |

simply collecting and submitting to FDA..
mformation from the literature, or
buying the results of tests already done
and submitting them to FDA. {See letter
1o Dr. Frank Young from Congressman
Henry Waxman, August 5, 1685, on file
m Docket No. 85N-0214.) :
Therefore, 1 this proposal, the agency
would consider an investigation.
“conducted or sponsored” by the
applicant if, before or durmg the conduct

of the investigation (1) the applicant was
the sponsor of the IND under which the -
nvestigation was conducted, 1.e., named -

as the sponsor of the IND1n Form FDA~
1571 filed with the agency, or [2) the

applicant (or the applicant's predecessor .

i interest) provided substantial
financal support for the study (see
proposed § 314.108). For thia purpose; .
the applicant's predecessor 1n interest
may be a company the applicant
purchased or merged with or a company
that sold all nghts to the drug to the
applicant. Generally, if the applicant

fAM%{

‘was the sponsor ns_medv 1 the Form

FDA-1571 for a new clinical -
investigation that 18 essential to the
approval, the-applicant willbe . .
presumed to have conducted or

“sponsored that mvestigation. If the

applicant was not the sponsor of the
IND, e.g., because the study was 5
conducted outside the United States, the
applicant would be required to -
demonstrate sponsorship by showng
that it provided substantial support for -
the study before it was completed..
Ordinarily, to claim “substantial -

support, the applicant must have
provided 50 percent or more of the cost ..
‘of the study. In rare cases, the applicant .
‘may have provided less than 50 percent .

and still show “substantial support,” if,

" for example, the study was .
._extraordinarily expensive and the
" applicant's contribution to the total cost

was significant. Merely supplying the

. drugs or providing other m kind support
would not normally constitute .

“conducting or sponsoring” a study. -
The applicant must show that its

support for the study was provided

before the study was conducted or while
it was ongomg. The only exception to
this rule 18 'when, after completion of the

study, the applicant purchased or

merged with the company that .
sponsored or provided subsiantial -
support for the study or purchased all
righis to the drug that1s the subject of
the application. Purchasing the study .

‘itself after the study has been completed-

does not constitute conducting.or
sponsoring a study, Under proposed-

§ 314.50(}}, an applicant would be
reguired to include n its application (1}
a statement that the applicant was the
sponsor of the vestigation named.in
Form FDA~-1571 filed with the agency -

-under the IND for the investigation, or

(2) a certification with supporting

anformation that the applicant or its

predecessor i interest provided .
substantial support for the investigation.
The agency acknowledges that it does
not possess expertise and records
essential to determiming what elements
should properly be considered in
determining the cost of a study and-.,

.what constilutes 50 percent funding of - -

that study. The agency does not -
ordinarily intend to substitute its
judgment for that of the applicant with
respect to the 50 percent threshold. The
agency will only look to see if the -
investigations were condueted under an

.IND n which the applicant was the
- sponsor or that the application conltains

the certification with supporting
information. The agency specifically

. seeks comment on how to equitably
-interpret the term "sponsored by.

HeinOnline

Third, the clinical studies must be
“egsential to the approval of the
application. That s, without these new
climcal studies, FDA would not have

sufficient information to conclude that
_ the drug product or-change to a.

marketed drug product for which the
applicant 18 seeking approval 13 safe and
effective. Thus, to qualify for ,
exclusivity, there must not be published

. reports of studies other than those
.conducted or sponsored by the

applicant, or other.information available
to the agency sufficient for FDA to . .
conclude that a proposed drug product

_or change to an already approved drug..

product1s safe and effective. In
addition, there must riot be an already.

* approved drug product for which the

applicant could submit an ANDA or .
505(b}(2) application. The agency .
disagrees with the suggestion.by PMA:

. that any “new mformation that will -
_support the approvability of en. ..

application or supplement” 19 sufficient

.- to satisfy this requirement. Rather, the

studies must be truly “essential, rather .

than simply supportive, to qualify the .

application for exclusvity. A study will. .

not be considered essential to approval

merely because it was necessary for the

applicant to conduct the study to avoid

the exclusivity of the proneer and.obtamn . -

an immediate effective date of approval. - -
The PMA suggested regulatory . . .

language that it believed would help

applicants. to determine, 1n advance, the

types of climcal investigations that .

_would be considered “essential to the

approval” of an application or
supplemental-application under section
505(b} of the act. The PMA urged FDA,
upon request from a person planmng to
conduct or sponsor climcal tests on a..
propesed new drug, or upon submisston
of an IND, to exammne a proposed .

 testing protocol or general climeal

outline to deternine whether such ..
clinical tesis would be essential to. .

.approval of the new drug. PMA would

have an investigation deemed essential - .

“unless FDA notified the applicant

otherwise within 30 davs following
receipt of thrs information. GPIA
opposed this PMA proposal. L
What studies will be essential to the
approval.of an application cannotbe . -
determined, m each case, by a review of
protocols without knowing what drugs
have been approved and what 1s 1n the
published literature at the time the
application 1s approved. If published
reports of investigations, other than

those conducted or sponsored by the
.applicant, are sufficient to approve a

drug product n a literature-supported
application, no additional studies would . -
be essential to the approval of that drug
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product as of the date of approval. The .
agency encourages meetings | between
FDA and sponsors of climcal
mvestigations to facilitate drug -

development and the approval process.
However, the agency does not agree that -

it 18 possible to determmne before
approval which, if any, studies will be
essential based on such discussions.
Under proposed § 314.50(j), an
applicant would be required to include
m its application a list of all published
studies or publicly available reports of
clinical investigations known to'the
applicant through a literature search
that are relevant to the conditions for

which the applicant 1s seeking approval, ‘

* applicant’s published data.-Where that
data would be essential to the approval -

" of the competing application, the second
‘application will be deemed to refer to™

The list would be accompamiedbya - -
certification that the applicant has
thoroughly searched the scientific
literature and, to the best of the
applicant's knowledge; the list 15
complete and accurate and, m the
applicant's opmnion, the listed studies or

publicly available reports do not provide’

a sufficient basis for the approval of its
application or supplement without
reference to the new climeal
investigation{s) 1n the application: The -
agency proposes that the applicant
explain why the studxes and reports are
msufficient.

v, Sections 505(c)(3)(D)(v) and .
505(j}(4)(D){v) of the act provide
exclustvity for a drug product that does
not contain a new chemcal entity and 1s
the subject of a new drug application or
supplemental application submitted
under section 505(b) of the act and
approved between January 1 1982 and
ANDA or 505{b 1(2) apphcanon that
refers to the previously approved drug
product or which refers to a change
approved n a suppleméntal application
may not be made effective before ~
September 24, 1986. Because this date -
has passed, the proposed rule contams
no reference to this provision.

Applications described n sections
505(b)(2} and 505(c}{3)(D) of the act
present one 1ssue not encountered w1th
ANDA's. Because applications
submitted under section 505(b) of the act
may be entitled to exclusivity, there 18
an 1ssue as to the treatment of :
concurrently pending 505(b)(2})-

applications for the same conditions of -

approval where the first approved
505(b)(2) application for a drug1s
entitled to exclusivity, and the approval -
of subsequent 505(b}{2} 8pphcat|ons for
that drug may be delayed. FDA -
proposes to interpret the excluszvny
provisions with respect to competing
505(b)(2) applications in the following
manner. Section 505{c}{3)(D)(ii), states
that ** no application which refers

. submitted

to the drug for which the subsection (b) ,

application {entitled to exclusivity] was_

may be submitted
(Emphasis added.) The agency

mtends to interpret this phrase to mean

that any 505(b}(2) application submitted

to FDA before the approval of another

" new drug application that qualifies for

-exclusivity under section 505(c}{3)(D)(ii)"
is not affected by this exclusivity
provision. The agency believes, -
however; that an exception to this rule

- ‘must be made where the first applicant
to obtain approval and qualify for

exclusivity publishes-its data and-the -
competing applicant amends its -
application to include the first

the first application. FDA 13 proposing to
amend § 314.60 to ensure that the
competing applicant cannot, withouta -
night of reference, rely on the first
applicant’s data and at the same time
avoid the first applicant’s exclusivity.

Under proposed § 314.60{b), an
amendment submitted by the competing
applicant to include reports of

investigations conducted or sponsored -

by the exclusivity holder, to which'the .
competing applicant had not obtatned a
nght of reference, and which would be
essential to the approval of the
competing application, would cause the

-application to be deemed withdrawn
and resubmitted. Because an application

for a drug entitled to 5 years of

' excluslvxly cannot be submmed until the

Yoeaningy

would not be accepted unul the

‘exclusivity had expired (or until the

expiration of 4 yea¥s from the date the

first application was approved, where
. the competing applicant sought to
challenge a patent on the flrst

applicant’s drug).
The exclusivity provisions of sections

505(c}(3)(D) (iii} and (iv) of the act delay

the effective date of approval of any

" 505{b)(2) application that 15 for the

conditions of use of a previously
approved application that contamned -

“new climcal investigations essential for
"approval. Consequently, if two 505(b}(2)

applications are under review at the
same time and one 18 approved before

- the other; the effective date of approval

of the second application to be approved
will be-delayed, regardless of the date of
submission, if the first contained new
climcal investigations essential for
approval and thereby qualified for
exclusivity.

The 13sue of competing applications
under section 505(c}(3)(D}(i) of the actis
moot. No 505(b)(2) applications were
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-provision before the approval of the
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_submitted for any of the drug products

qualifying for exclusivity under this.

qualifying applications.’

2. Exclusion of DESI upgrades from .
exclusivity. Under FDA's DESI review,
if a manufacturer had an effective new
drug application for a drug product '
before 1962, FDA reaffirmed its approval -
if the manufacturer submitted a -
supplemental new drug application to
conform the product’s indications for
use to those determuned to be effective

'm the DESI review, This1s known asa

DESI upgrade.

The agency believes as a matter of
policy and statutory interprefation thata
grant of exclusivity 15 inappropriate for
any DESI upgrade. Except for the 2-year

“exclusivity provision (sections .

505(j)(4)(D})(v} and 505(c)(3)(D)(v) of the
act), Congress carefully limited the
exclusivity provisions of the statute to
new chemzcal entities, which by
definition were mnovative, and to th'ose'
changes in already marketed drug - '
products, such as a new use, which are
important innovations, A DESI upgrade
does not constitute a change m'a
marketed drug or a'major mnovation;
rather it permits the continued

‘marketing-of an already existing product

for an already existing indication. Thus, -
FDA does not believe that DESI

upgrades qualify for exclusivity.

Chariges in DESI drugs that were not

. .shown to be effective 1n the DESI review

may, however, be entitled to exclusivity.
3. Challenges to exclusivity’
detenmnatlons Drug products that

i - ! cmreite s ,nr)m. nne rl‘ ’.L

) statutory pmv:sxons discussed above
" aredentified in FDA’s list and its~
< monthly supplemerits, which state the

exprration date of the perod of
exclusivity for any listed drug that FDA
believes qualifies for exclusivity. The
authority to make final exclusivity
determinations has been delegated to
the Center for Drug Evaluation‘and
Research’s Office of Drug Standards.
(See 52 FR 10881; April 6, 1987.)
Interested persons may disagree with
the agency’s findings with respect to a
peniod of exclusvity accorded or not .
accorded a drug product. Annterested
person should first informally contact
the agency to determine that the
conclusion represented in the list 1s real
and not an error. Having established

that the entry or lack of entry n the list
represents an agency finding, the -

interested person who disagrees with
the finding should petition the agency »

* pursuant to 21 CFR 10.25 to mclude,

exclude, or revige exclusivity
information in the list if the petitioner
believes the information in the list s
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mcorrect. The agency will generally . -
nublish 1 the Federal Register a notice

f availability of any such petition it
“.eceives, Such publication 1s
sonstructive notice to all interested
persons who may be affected by the
petition. Persons who may be affected -
mclude holders of approved new drug
applications, approved ANDA's and
approved 505{b}){2) applications, .
applicants ‘with pending applications or
potential applicants. (See also 50 FR -
39177 September 27 1985.)

To resolve exclusivity 18sues as early

as possiblen the drug approval process,

FDA proposes that, if an applicant
believes its drug product or change to an
already marketed drug productis .
entitled to exclusivity under the act, the
applicant include this information in its
new drug:application. Under proposed

§ 314.50(j) for a new drug productand. -
proposed § 314.70(e) for a change to an
already marketed drug product, an
applieant would be required to include:
(1) a statement that the applicant 18
claiming exclusivity for its drug product
or change, if approved; (2) & reference to
the provision under proposed §314.108
that supports the claim; (3) if the
applicant 18 claiming exclusivity under

§ 314.108(b)(2), information to show that -

no drug product has previously been
approved under ‘section 505(b) ’
contaning any active moiety in the drug
~product for which the applicantis "~

eking approval and (4) if an applicant '
,M's claiming exclusivity under proposed

§ 314.108(b) (4) or (5), mfomxatxon to
show that the application contains “new
climcal investigations, "“essential to
app:oval, of the applicationor
supplement and “conducted or
sponsored by” the applicant. (See
discussion at part V section L.1;, supra.)

M. Refusaol to Apprové ANDA’s .

The statutory grounds for refusin
approve an ANDA m part parallel 3:
ANDA submission requirements. Thus,
under proposed § 314.127 the agency
would deny approval of an ANDA if (1).
the methods used 1, ‘or the facilities and
controls used for, the manufacture,
processmng, and packing of the drug
product are madequate to assure and
preserve its 1dentity, strength, quality,
and purity; (2) mformation ncluded in
the ANDA 18 msufficient to show that
each of the proposed conditions of use
have been previously approved for the
reference listed drug; (3} if the proposed-
drug product has one active ingredient, .
information mn the: ANDA 18 insuffictent

to show that the active ingredient 15 the =

same as that of the reference listed drug,
or, if the proposed drug productis a
combination product, (i) information in
the ANDA 1s msufficient to show that

the active mgredients are the same as
those of the reference listed drug, or {ii)
if one of the active ingredients differs,
information in the ANDA 18 insufficient
to-show that the other active ingredients
are the same as those of the reference
listed drug, or that the differing active
mgredient 1s an active mgredient of a
listed drug or a drug that does ot meet
the requirements of section 201(p) of the
act, or (iii} no petition to file an ANDA ..
for the.drug product with the different -
mgredient was approved under sectxon
505(j)(2)(C) of the act; (4) mformation m
the ANDA 15 msufficient to show that.

* the route of admmstration, dosage form,

or strength of the drug product are the
same as those of the reference listed’
drug, or, if they are not the same, no -
petition to vary the changed elements
was-approved under section 505(j)(2)(C)
of the act; (5) if the ANDA was filed
pursuant to the approval of a petition to .
file:an ANDA for a drug product with a
different active mgredient, route of
admmstration, dosage form, or strength,
the ANDA did not contamn the '
information required by FDA respecting
the different active ingredient, route of

{6) information v the ANDA 1s-
msufficient to show that the drug

. - product 1s bioequivalent to the reference
- listed drug, or, if the ANDA was filed -

pursuant to an approved petition, the
information 18 msufficient to show that

- the active mgredients of the drug
_product are of the same pharmacological

or therapeutic class as those of the -

_reference listed drug and that the drug

product can be expected to have the
same therapeutic effect as the reference
listed drug when adrmumstered to
patients for the same conditions of use;
{7} information in the ANDA1s =~~~
nsufficient to show that the labeling
proposed for the drug product 1s.the
‘same as that for the reference listed
drug except for changes required
because of differences approved under a
petition or because the drug product and -
reference listed drug are produced or

.distributed by different manufacturers.

1. Inactive mgredients. The statute .
also provides for demal of approval if
mformation m the ANDA or any other
wnformation available to FDA shows.-
that the mnactive ingredients of the drug ..
product are unsafe for ise under the
proposed conditions for use or that the
composition of the drug product 18

. unsafe under the proposed conditions of

use becausge of the type or quantity of
nactive mgredients i the drug product
or the mannern which the mactive
ingredients are imcluded.

It18 well-established that changmg the.
mactive ingredients 1» a drug can
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adversely affect the drug’s safety or |
effectiveness. Interpreting the act to
require approval of generic drugs thh

potentially unsafe nactive mgredzents R

would thwart one of the major purposes .
of the basic act, which was o prevent a

repetition of the Sulfanilamide tragedy,

i which the mactive ingredient of an
untested drug was responsible for many
deaths. The desire to avoid another such
mcident led to passage of the 1938
amendments to the act and the,
requirement that new drugs be shown to
be safe. FDA 1s.therefore proposing to -

. consider. mactive mgredlents or

composition “unsafe” if thereis a

‘reasonable basis to conclude that 115
1nactive mgred:ents or composition raise.

serious questions about the drug’s
safety.

FDA’s interpretation 1s conmstenl
with the statutory scheme and with the

purpose of the 1984 Amendments, which -

was to assure a supply of low cost
generic drugs that are assafeand .
effective as their brand name

“counterparts.

Any other mterpretation of sectmn

" 505(j)(3){H) of the act would produce
admimstration, dosage form, or strength;

-absurd results when read i conjunction
with the withdrawal provisions of
section 505(e), which permit FDA to
‘withdraw approval of an ANDA with

less evidence of the hazard posed by an'-

mdctive mgredient than would be .
required to disapprove it. Section:
505(e}(2) of the act permits FDA to

‘withdraw approval of an application if

there 1s evidence that shows that the
drug “is not shown to be safe: - FDA can
invoke this provision if there1s a
reasonable basis from which to infer
serious questions as to the safety of the
drug, even if the agency lacks proof that
the drug 18 unsafe. See Commuissioner's -
Decision on DES, 44 FR 54852, 54861
{September 21, 1979), aff’d, Rhone- .
Poulenc, Inc., Hess & Clark Div. v. FDA,

* 36 F.2d 750 {D.C. Cir. 1980),- Thus, if the-
- agency believed that a new mactive

mgredient was potentially dangerous.
but lacked proof that it was unsafe, and
if section 505(1}(3){H) of the act required:

- proof that it was unsafe before it could

disapprove the application, the agency
would be required to approve the ANDA
and then immediately initiale a
proceeding to withdraw it.

The Supreme Court has held thatn .
wterpreting the Federal Food, Drug, and

" ~Cosmetic Act, the act must be given
‘the most harmomous, comprehenstve -

meanng possible’ in light of the’
legislative policy and purpose, and
must not - ‘impute to Congress a
purpose to paralyze with one hand what
it sought to promote with the other. - It
would be inconsistent with these
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principles to interpret section
505(j}(3)(H]) of the act as requiring either
(1) a burden of proof on the agency that
would allow approval of potentially
unsafe drugs, or (2)-a greater showing of
unsafety to disapprove a drug than 1s
required to withdraw it. Therefore, FDA
proposes to harmonize section
505(j)(3)(H) of the act with other..
provisions of the act and therefore -
interprets that section as authonzing
disapproval of an ANDA on the same.
basis as withdrawal under section
505(e)(2) of the act. Thus, an ANDA may
be disapproved if there 1s a reasonable

basis to conclude that-one of its inactive

ingredients or its-composition raises
serious questions about the drug’s
safety. B e
FDA 13 proposing to implement this
interpretation in proposed § 314.127(h).
That section provides that FDA will
disapprove an ANDA if its inactive:
ingredients or composition raise serious
questions of safety and cites examples
of changes m inactive ingredients that
FDA will consider to raise such senous
questions. The examples reflect FDA’s .
experience with types of changes in
active ingredients that can adversely
affect a drug’s safety. The examples are
not intended to be exhaustive, however,
and FDA may conclude, 6n the basis of
its experience-or other information, that
other types of changes raise serious
gquestions about the safety of a drug.
FDA solicits comments.on additional -
types of changes in mactive ingredients
and composition which create a .
reasonable basis from which to mfer

“The agency lists m the regulations at
proposed § 314.127(h){2) examples of the

types of changes in'mnactive igredients

that FDA will‘consider to raise serious
guestions about the safety of a drug .
product. In addition, for drug products .
intended for parenteral, ophthalmc, or
optic use, the regulations identify the
categones of added substances in which
variations are not permitted and those. -

n which vaniations may be permitted if

the applicant demonstrates that the

vanation will not affect the safety of the

product. {See discussion at part V:
section D.1.h.) T

2. Withdrawal or suspension of listed
drug. Section 505(j} of the act:allows
approval of ANDA's that referto

previously approved drugs, 1.e., “listed

drugs” within the meaning of 505(j) -
(2)(A)(i) and (6} of the act. The policy of
allowmg approval of generic copies of =
previously approved drugs would
present significant problems if that
policy allowed approval of genenc
coptes of drugs whose approval had
been withdrawn by FDA or that had

been voluntarily withdrawn from sale ..
for safety or effectiveness reasons. The

- statute seeks to assure that that will not

happen by providing, in section

+505(j)(6)(C) of the act, that a drug will be

removed from listing, thus prohibiting-

- approval of genenc copies of that drug,
if either of the above conditions occurs.

In addition, section 505(j}{3}(1) bars the
agency from approving an ANDA, even’
if the drug it refers to1s still “listed, 'if

~ there has been published a notice of -~
~ opportunity for hearingonthe’ -~
withdrawal of approval of ‘that‘lisled‘ -

drug. Section 505(j)(5) of the act,
moreover, authonzes’FDA to remove

" from the market, by withdrawal or.

suspension of approval, any generic
copies already approved if the listed
drug 18 removed from the market by
FDA withdrawal or suspengion of -
approval or 18 voluntarily withdrawn
from sale for what the agency

_determines are safety or effectiveness

reasons. , o

To assure that the intent of section
505(j)(3)(1) of the act 13 not evaded, the
agency proposes to interpret this section
broadly. Thus, § 314.1682(a)(1) of the_

‘proposed rules is designed to deal with
the following sequence of events: Drug

A8 approved under a full new drug.
applicafion. Drug Bis approved under
an ANDA, and Drug A 1s the listed drug
upon which it relies. The agency 1ssues
a notice of opportunity for hearing on
withdrawal of approva) of Drug A.
Approval of Drug B will be withdrawn,
1n accordance with procedures

Aecnaned Y olhnr gt tha anmo Mo ng

that.of Drug A. bection 5Us{)j{3jti} oi the
act, by its terms, would prevent |
approval of an ANDA for Drug C that
refers to Drug A as its listed drug-after
the netice of opportunity for hearing
1ssues. Logically, that section should
also prohibit approval of Drug C if it
refers to Drug B as its listed drug, and
the proposed regulation interprets the
statutory language to produce that
result. o .
A notice of opportunity for hearing 1s
published only if the “listed” drug1s .-
being withdrawn under settions 505(e)
or 505(j}(5) of the act. A drug must also.
be removed from the list when the
agency determines thal it has been
voluntarily withdrawn from sale for
safety or effectiveness reasons. To fulfill
Congress’ intent that new drugs not be
approved pending the removal of a drug
from the list, the agency will also refuse

to approve an ANDA if the “listed” drug .
referred to 1n the ANDA was voluntarily -
withdrawn from sale and the agency has -
" not determined that the withdrawal was

not for safety or effectiveness reasons.

HeinOnline 54 Fed. Reg.

- ‘Where the listed drug';s approved for

(See proposed §§ 314.122.and .
314.127(k).} .

more than one indication and the notice

- of proposed withdrawal proposes
-withdrawal of less than all of the

approved indications, FDA will not
approve an ANDA ‘that includes an™ -

.mdication covered by the notice unless.

the applicant amends its ANDA with. .

- respect to labeling to- remove the

mdication. Proposed § 314.127(i) would:
not apply if the ANDA seeks approval of
the remaining indications only. ~

* 3. Other grounds for disapproval, o
Finally, FDA 1s authonzed to disapprove =~
an ANDA if the ANDA does not meet - -

- ~any other requirement of section® " .
© 505(j)(2)(A) of the act, for example, does

not.contain the certifications regarding

-patents reqred 1n section o

505(j)(2)(A}{vi) of the act, or the ANDA .
contams any untrue statement of* s

“matenal fact.

" The agency proposes to addnew -~~~ -
§ 314.127 to the regulations codifying the - - -
statutory reasons for disapproving an W
ANDA and to revise. § 314,120 to state

~the admnistrative procedure governing

this agency action, Under proposed

revised § 314.120; if the agency "

concludes that there are grounds for SRR
denying approval of the ANDA, itwill- -~~~
send the applicant a not approvable '
letter describing the deficiencies in the ,
ANDA. The applicant must then either =~ =~ N\
(1) withdraw its ANDA, (2} amend the =

ANDA mcorporating already reviewed

matenals together with new information
mntended to correct all deﬁcngr}c:es,

RS N

5 Intlar iy

a »

(3} ﬁék'fhe aglénc; to ﬁrov“)de.thle‘ .

~ applicant-an opportunity. for a heanng

on the question of whether there are . . .
grounds for denying approval of the . |
ANDA under section 505(j) of the act. .-

The regulations describing notices of - - :
opportunity for hearing on proposals to. . .
refuse lo approve applications and .
abbreviated applications are set-forth at -

§ 314.200. The agency proposes to make
editonal, but not substantive changes in _

‘these regulations. FDA will give an
- applicant written notice of opportunity:

for hearing on its refusal to approve ‘an

*ANDA if the applicant asks the agency

to-provide it an opportunity for a
hearing. The notice of opportunily for a
hearng on a refusal to approve an
ANDA would generally provide, as such

notices now do, a detailed description

and analysis of the specific facts

- resulting in the agency s refusal to

approve the ANDA and would refer to
specific requirements in the actand - <=7

‘regulations under which the agency -
. refused to approve the ANDA. An .

applicant would have, as it now does -
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under § 314.200, 30 days to respond to
~wch notice. if the applicant requests a
iring, the hearing must begm not later
£ #™.n 90 days after the expiration of the
: -day penod, unless both the agency
and the applicant agree to a later date,

N. Withdrawal or Suspension of
Approval of ANDA's o
ANDA's may be withdrawn or
suspended under two separate sections
of the act. An ANDA maybe withdrawn
under section 505{e) of the act, on the
same grounds that a full new drug
application {NDA) may be withdrawn,
or an ANDA may be withdrawn or -

suspended under section 505(j)(5) of the -

act, if a listed drug.on which the
approval of the ANDA dependsis
withdrawn or suspended by FDA or
voluntarily withdrawn from sale for-
safety or effectiveness reasons. The
agency proposes to retamn its current
regulations under § 314.150 stating the .
grounds for the withdrawal of approval
of applications and abbreviated .
applications for new drugs under section
505(e) of the act, The agency proposes to
add §§ 314.151 and 314.153, however, to
describe the additional circumstances
under which the agency will suspend or.

withdraw ANDA approval under section .

505(j)(5) of the act. R

The procedures to be followed when
NDA'’s and ANDA's are withdrawn
~nder section 505{e) of the act are

“cified by statute, Congress: was

£ ent, however, about the procedural
' quirements for the withdrawal or

suspension of ANDA’s under section
505(j}(5) of the act. The agency therefore
propnaes o establish precedures that
will satisfy the requirements of due
process. R

Section 505(¢) of the act requires the
Secretary to provide “due notice and
opportunity for hearing” when the
agency proposes to withdraw approval
of an NDA or an ANDA forgrounds .
enumerated in that section. To satisfy
this requirement, the agency currently
affords an opportunity for a formal
evidentiary hearing under 21 CFR Part’
i2 when it proposes to withdraw an-.
NDA or an ANDA under section 505(e}
of the act. FDA has tentatively
concluded that different procedural
safeguards are due an ANDA holder
under section 505(j}(5) of the'act than
are due an NDA holder under section
505(e) of the act, for the reasons
described below, R

An ANDA for-a generic drug exists
legally and factually only by virtue of
duplicating a previously approved listed
drug. The investment in gainmg
approval of an ANDA 1s generally
substantially less'than the investment in
gaining approval of an NDA, Unlike a

,/’M

full new drug application, an ANDA 18
not required to contawi evidence of the
safety and effectiveness of the drug
entity for its intended use. Rather, the
ANDA applicant relies on a prior agency
finding of safety and effectiveness for
approval. That prior agency finding1s
dependent on the evidence presented in.
a previously approved new.drug -
application. The property rnights and
privileges that attach to-an ANDA are"
therefore dependent and contingent

upon the validity of the nnovator drug

manufacturer’s NDA. Under the )
statutory scheme, an ANDA holder has
no expectation of the continued e
marketing of its approved drug if
approval of the underlying application
for the reference drug 18 withdrawn or
suspended. Accordingly, the agency
concludes that the constitutionally
protécted interest of an ANDA holder1s
different than that.of an NDA holder,

The agency recogmzes, however, that

ANDA holders may be entitled to more
extensive procedural protections when

- the agency proposes to withdraw

approval of their applications under
sections 505{e) of the act rather than-
under 505(j)(5) of the act. This result 18
procedurally fair because of the
different types of 1ssues. to be resolved -

under-the two sections of the act. When

the agency proposes to withdraw an
ANDA under section 505(e) of the act,
rather than section 505(j)(5) of the act,
the bagis for withdrawal will directly

_concern aspects of safety and

effectiveness, labeling, or manufachiring

- that are specific to the ANDA holder’s

product; the basis for such a withdrawal
will not be the safety and effectiveness
of the underlying drug substance.Ina
505{e) proceeding that concerns only a
specific ANDA and not the underlying
drug substance, therefore, the ANDA
holder will be n the best position to

" present relevant evidence and to

represent its mterests. In many .
mstances, an ANDA holder alone will
possess the information essential to
resolving factual 1ssues necessary for
the agency to make an mformed 5
judgment about whether or not approval

_of the application should be withdrawn
-or suspended for grounds specified

under section 505(¢) of the act. ,
In 505(j}{5) proceedings, on the other

hand, the basis for the agency's decision.

to withdraw a reference listed drug will
generally only indirectly concern the
ANDA holder’s product. Rather, the
withdrawal will be based on the safety
and effectiveness of the listed drugon
which the ANDA approval depends. The

. 1ssues in such a proceeding will usually .

involve the underlying safety and
effectiveness data that supported the
approval of the onginal full new drug

HeinOnline

application. For this reason, 1 505(j}(5)
withdrawal proceedings, an ANDA

‘holder will not be umquely able to -

present relevant evidence.

FDA notes that Congress did not
amend section 505(e) of the act to
require that ANDA holders be given an
opportunity for hearing when the agency

_proposes to withdraw the listed drug to_ -
“which the ANDA referred. Instead, o
" ‘Congress added new section 505(j)(5) of

the act, which provides for the ‘
withdrawal or suspension of an ANDA
when the approval of the listed drug on
which the ANDA depends, 1s withdrawn
or suspended. The agency believes this
adds weight to its interpretation that
ANDA'’s approved under section.505(j)

- of the act have different nghts with

respect to withdrawal proceedings.
Section 505(j}(5) of the act does not

‘require an opportunity for hearing.

1. Type of hearing to be provided. The
agency has concluded that for
withdrawals of ANDA approvals under
section 505{j)(5), an opportunity for an
oral hearing 1s not required. Where no
hearing of any kind 1s:required by

* statute, the agency believes procedural

fairness requires adequate notice of the.. -

‘agency's position and an opportunity to

respond to the agency’s contentions,

* before a final determination. Aeron-

Marine Shipping Co. v. United States,
525 F ‘Supp. 527 535 (D.D.C. 1981), aff’d,
895 F.2d 587 (D.C. Cir. 1982). Many
courts, applying the Supreme Court's
balancing test in Mathews v. Eldridge,
424 U.S. 319, 334-35 (1976), have held
“paper hearing” procedures adeguate
where, 1 the total context of the
process, they are deemed to ensure
adequate notice and a genuine

“opportunity to explain one s case. See,

e.g., Carson Products v. Califano, 594
F.2d 453, 459 (5th Cir. 1979); Basciano v.

- Herk:mer, 605 F.2d 605 (2nd:Cir. 1978),.

cert. denred, 442 U.S. 929 (1979); Zolos
Internat ], Inc. v. Kennedy, 460 F -Supp.
268, 279 {D.D.C. 1978), following remand
to agency, No. 821480 {D.D.C. August
14,1986), aff's Magis. Op. (filed August
21, 1985) (upholding FDA’s written.
procedures.for contesting agency -
determinations of trade secret status of

“gertan ingredients). (See also Geneva
"Towers Tenants Org. v. Federated

Mortgage Investors, 504 F.2d 483 (9th
Cir. 1973).) S
The agency has concluded that an
oral hearing 1s not necessary to satisfy

the requrements of due process for
withdrawal or suspension of ANDA s
under section 505(j}(5) of the act. As
discussed above, the interests at stake
and the nature of the 1ssues to be
resolved do not demand tnal-type
proceedings. Accordingly, the agency
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mtends to provide written due process
safeguards that asstire adequate notice,
accurate fact-finding, and an
opportunity to respond to agency
findings.

Nevertheless, if the agency finds that -

there are dispositive factual 1ssues

about the reasons for the withdrawal of

the listed drug that it cannot resolve on
the basis of the written submxssxons '
alone, it will provide for a limited,

informal oral hearing. The discretion to

hold thus hearing lies exclusively with
the agency. The agency generally will

not provide for an oral hearing unless it

cannot make an mmformed determination
without assessing the credibility and
veracity of the witnesses.

The specific procedures afforded an’
ANDA holder under section 505(j)(5) of
the act will depend on whetherthe -

ANDA 1s being withdrawn or suspended

because (1) the listed drug referred to in
the ANDA 1s being withdrawn or -
suspended by the agency for grounds -
described 1n the first sentence of section
505{e) of the act or under section
505(j)(5) of the act'or {2) the
manufacturer of the listed drug has
voluntarily withdrawn its drug from sale
for safety or effectiveness reasons.
Section N.3. and 4. below discusses the
procedures prmnded in each case.

2. ANDA's subject to withdrawal or -
suspension. Section 505(j){5) of the act
requires that the agency withdraw or
suspend a drug approved under section
505(j) of the act that “refers m its
application” to a listed drug that has
been withdrawn or suspended by the
agency or vohmtanly w:thdrawn by its

effecuveness reasons. Thus. the statute
might be read to permit a withdrawal or
suspension under section 505(j)(5}) of the
act only of genenc drug A, which -
referred in its application to the listed
drug, but not of generic drug B, which
referred in its application to generic
drug A. If this reading were correct,
section 505(j}(5) would requre the
agency, following the withdrawal or

suspension of generic drug A, to conduct-

a subsequent proceeding to withdraw or
suspend generic drug B. :

To avord a seres of repetitive..
proceedings, the agency proposes to
include 1n a single proceeding under
section 505(j}{5} of the act all
applications for drug products that refer
to any drug that would be withdrawn or
suspended under section 505(j)(5) of the
act, either immediately or sequentially,
as a result of the withdrawal or
suspension of the listed drug. Thus, if
generic drug A refers in its application
to the listed drug, generic drug B refers
to drug A, and genenc drug C refers to
generic drug B, FDA will notify the

.-manufacturers of drugs A, B, and C that

it 1 proposing to withdraw or suspend
their approvals‘and give each the
opportunity to participate in a smgle
proceeding, 1n accordance with the
terms of either § 314.151 or § 314.153.
(See section N.3. and 4. below.) It should
e noted, however, that cases of generic
drugs sequentially referring to different

_listed drugs are unlikely, because in
" most cases.the agency would require all

genenc applicants to refer to a single
listed drug to assure uniform labeling
and bioequivalence continuity.

If, as a result of this policy, a large
number of manufacturers electto .
participate as nonparty participants in
any hearing held under 21 CFR Part 12,

" the presiding officer 13 authorzed to

exclude repetitive submissions. (See 21
CFR 1294

“The agency notes that prospectxve

ANDA applicants, 1.e., persons without

approved ANDA's, have no .
constitutionally protected interest in
whether the proneer drug remans on the
list of approved drugs and thus are not

" entitled to participate 1n the

decisionmaking process concernming
withdrawal or removal of a drug from

“listed"” status.

3. Withdrawal of approval of an
ANDA when the listed drug is
withdrawn for grounds described in

section 505(e)(1) through (5} of the-act. If -

the agency proposes to withdraw a
listed drug for grounds enumerated m -
the first sentence of section 505(¢) of the
act, the listed drug’s manufacturer has a
night to notice and an opportunity for a
formal gwrdentize: hanmnn on the
withdrawai of approvai of e listed
drug. Except for persons subjecl to
notice and an opportunity for a hearing
under 21 CFR 310.6, the holder of an
abbreviated application thatis -

_dependent on the approval of the listed
.. drug does not have an independent right

to hearing. Such an ANDA holder may,

 however, submit written comments on
the notice of opportunity for hearing

1ssued on the proposed withdrawal of
the listed drug. The agency recognizes
that there may be rare cases in which
the reason for the withdrawal of the
listed drug product 18 not applicable to
the ANDA holder's drug prodhict. For ~
example, a withdrawal caused by a
problem related toa particular dosage.
form might not be relevant to the safety
and effectiveness of a genenc version of
the drug which was marketed in a
different dosage form, pursuant to an
approved petition under section "
505(j)(2)(C} of the act. In such a case, the

burden'would be on the ANDA holder to .

submit information establishing to the
agency's satisfaction the mapplicability

HeinOnline 54 Fed. Reg. 28905

to the generic drug product of the
-grounds for withdrawal. .

If @ hearing 1s granted, any ANDA
holder that submitted comments on the
notice of opportunity for hearing may -
participate in the hearing as a nonparty .
participant as provided for in 21 CFR

12.89. (See proposed § 314.151.) If the - -

Jisted drug 18 withdrawn withouta -
hearing, any ANDA’s whose holders did
not- submit'.comments will be withdrawn-
-at the same time as._the listed drug. If a:

- hearing 18 requested but demed, each

ANDA listed m the notice of opportunity
for hearing will be withdrawn at the
same time as the listed drug, unless the
agency determunes, pursuant to
proposed § 314.151(d), that the grounds
for withdrawal are not apphcable to'a
specxf’ c ANDA.

-If an affected ANDA holder that has
commented on the notice.of opportunity

for hearing does not have an opportunity .

to participate in a 21 CFR Part 12
hearing because a hearing is nol
requested, or 1s settled, the ANDA :.
holder will be provided the “paper
heanng” procedures set forth in: -+
proposed § 314.151. If the drug has been
suspended pursuant to § 314.153 [see
discussion at section N.4: below), a
hearing will be provided after the drug

has been removed from the market. The -

published notice of opportunity for -
hearing on the withdrawal of the listed
drug will serve as the written notice
detailing the reasons for the proposed
withdrawal of approval of affected

‘ANDA’s and providing a summiary of the
evidence that the agency considers most

relavant,
AINUA noicers will lave nud an

.. opportunity, as described above, to

comment on the agency's proposed
withdrawal of the drug from “listed"”
status. An ANDA holder should submit
evidence that directly challenges the

accuracy of the inférmation considered

by the agency as well as the correctness
of the agency's conclusions. =~ :
.Any comments received will be
considered by the agency. Where no 21
CFR Part 12 hearing 1s held, an 1nitial
decision on the withdrawal of the listed
drug and related ANDA’s, which
responds to significant comments, will
be sent to each ANDA holder that
submitted comments. These ANDA
holders will then have 30 days in which
to object to the agency’snitial =
determination, m the form of a written
rebuttal. If necessary to resolve
dispositive factual i1ssues, the agency
may, at its discretion, hold a limited
informal oral hearng, If there are no

objections to the mitial dectsion, it will
" 'become final at the expiration of 30 days :

from the date of its 1ssuance. If there are
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objections to the nitial decision, the
written rebuttals will be reviewed and
sponded to in the final decision.

. /The Director will publish a notice

‘nnouncing the availability of the final
decision 1n the Federal Regster. If the

final decision withdraws approval of the

listed drug, the published notice will
also [1) remove the reference drug from
the list and (2) withdraw approval of
and remove from the list all ANDA’s
1dentified in the notice of opportunity for
hearmg. See proposed §§ 314.152 and
314.162. . S ’ i
4. Suspenston of approval of an ANDA
when the “listed” drug is voluntarily
withdrawn from sale for safety or
effectiveness reasons. When the agency
proposes to suspend an ANDA because
it determines that the listed drug on
which the ANDA'’s approval depends
was voluntarily withdrawn from sale by
the manufacturer for safety or.
effectiveness reasons, the ANDA holder
will have an opportunity to show that . -
the withdrawal was not for safety or
effectiveness reasons or that the reasons
for the withdrawal are not applicable to
the genenc drug. By “voluntary
withdrawal, the agency means any
withdrawal from sale other than a
withdrawal ordered under section 505(e)
or 505(j}(5) of the act. A “paper hearing”
procedure will be afforded affected -
ANDA holders for this purpose. (See.
_proposed § 314.153.) If the drug has been
1spended pursuant to § 314.153, a

A 2armg will be provided after the drug.

as been removed from the market.

If a listed drug 1s voluntarily . ;
withdrawn from sale and the agency
Jdetarmines that the withdrawsl from
sale was for safety or effectiveness
reasons, each affected ANDA holder
will be sent a copy of the agency’s mnitial
decision setting forth the reasons for its
determination and its intention to. ‘
remove the listed drug from the list and
suspend approval of the 1dentified '
ANDA's. For a discusston of the factors
the agency will consider 1n making this
determination, see section O., infra.

ANDA holders will have 30 days. from
the date the initial decision 18 18sued to.
present, in writing, comments-on the
agency'’s proposed decision. An ANDA -
holder may also submit evidence
demonstrating that the reasons for the
withdrawal of the listed drug are not
applicable to the drug subject to the
ANDA. The agency may, atits® =~
discretion; hold a limited mnformal oral
hearing to resolve dispositive factual
1881€s. .

If no significant comments on the
proposed decision are received, the:
iitial decision will become final‘at the -
expiration of 30 days from the date the
witial decision was 1ssued. If significant

- suspended

comments are received, a final decision

responding to them will be 1ssued. The
final decision will be 1n writing and will
be sent t0‘ANDA holders who submitted
comments, If the final decision affirms-
the agency's initial decision, it will be

‘published n the Federal Register and

will remove the listed drug from the list
and suspend approval of, and remove:
from the list, all ANDA’s whose holders

- were notified of the proposed agency

action. {See proposed § 314.153(b).} For

. a discussion of removal of dnigs from

the list, see section P-infra. ‘

- The agency 1s using the term
“suspended” rather than “withdrawn™ =
to describe the status of ANDA's
approved by reference to alisted drug
that the agency determunes has been
voluntarily withdrawn from sale for
safety or effectiveness reasons. Section
505(j){5) of the act provades that an

ANDA approval “shall be withdrawn or -
for the period of fthe = -

listed drug's] withdrawal from sale, or, if
earlier, the period ending on the date the

. Secretary determimes that the

withdrawal from sale 18 not for safety
and effectiveness reasons;  The agency
believes that Congress intended that
ANDA approval be remstated

immediately when either of these two - *

conditions 1s met. The agency therefore
mtends to suspend rather than withdraw

_approval of ANDA's because once -

withdrawn, ANDA approval cannot be

- automatically remstated. Instead, to -

regain approval of a withdrawn
application, the ANDA applicant would
have to obtan a new approval.
Therefore, to permit remnstatement of
ANDA's, the agency proposes to
suspend ANDA approval rather than

-withdraw it when the listed drug 18

determined to have been voluntarily
withdrawn for safety or effectiveness

" redsons. Accordingly, if the approval of
“an ANDA depends on the approval of a

drug that the agency determines 1s
voluntarily withdrawn for safety or
effectiveness reasons, the ANDA's
approval will be suspended, 1.e., the - °
approval will cease to be i effect, for

.'the penod specified in section _

- 505(3)(5)(B) of the act. The agency notes

- that the “immment hazard” procedures
m section 505(e) of the act'do not apply -

to suspensions under section’505(j) of - -
the act. The authority for “imminent

* . hazard’* suspensions cannot be

delegated beyond the level of the

“‘Secretary-of Health and Human

Services, while no such statutory -
limitation-applies to section 505(j)
suspensions, Accordingly, the agency
believes that Congress mtended section
505(j) suspenstons to be accomplished '

" 'more expeditiously than section 505(e}

suspensions. ' ’

HeinOnline

. ANDA approval will be remstated if

‘the agency has evidence or evidence 13

presented 1n a citizen petition
demonstrating that the listed drug was
not withdrawn for safety or
effectiveness reasons and the agency
therefore relists the withdrawn drug, or
if eidence 1s presented in a citizen

“ petition establishing that the basis for

the‘withdrawal of the reference diug
does not apply to the generic drug-
{proposed § 314.161(e}).

5. Immnent public health hazards. If
the agency determines that a drug ‘
approved under section 505 of the act
presents an unacceptable hazard to the
public health, approval of its new drug

“application may be suspended pursuant f

to the “imminent hazard” provision of -

“gection 505(e) of the act. The holder of

an abbreviated new drug application
drug whose approval rests on a listed
drug that 1s the subject of an “imminent
hazard” proceeding will be permitted to

participate in the proceeding, If approval -

of the listed drug 18 suspended as an’
tmminent hazard, the approval of
ANDA'’s whose approval rests on the
listed drug will be suspended

» mmediately {proposed § 314.1,5,3[a){1]).“ '

To assure that ANDA’s for all drug
products affected by an immnent
hazard proceeding are suspended
mmmediately, proposed § 314.153{a)(1)
provides for the suspension of any.
ANDA that refers in its application to a..
listed drug suspended under authority of
section 505(e) of the act or under

_ authority of § 314.153(a)(1). Thus, if Drug

B refers.to Drug A and Drug A refers to -
a listed drug that 18 suspended m an
umminent hazard proceeding under

. 505(e) of the act, Drug ‘A will be
_suspended under § 314:153(a)(1) because -
. its reference listed drug was suspended

under authority of section 505(e) and
Drug B will be suspended because its
reference listed drug {Drug A) was
suspended under authority of

§ 314.153(a)(1). :

The holder of an ANDA suspended .
because a listed drug 18 found to be an
“imminent hazard” will also be
permitted to participate as a nonparty
participant 1n any subsequent heanng
on withdrawa} of approval of the listed
drug, as described above m:section N.3.

1f a listed drug 1s voluntarily
withdrawn from sale for safetyor’
effectiveness reasons and the agency

concludes that the drug presents an
“unacceptable nisk to the public, the

proposed regulations alsa provide for

- the immediate suspension of ANDA

approval of any drug whose approval
rests on the approval of thie withdrawn
drug (proposed § 314.153(a)(2)). As
discussed m section N.4, @bove, the
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agency does not believe that the
immnent hazard provisions of section
505(e) of the act apply to suspensions
under section 505(j} of the act.

O. Determination That a Listed Drug
Was Withdrawn for Safety or
Effectiveness Reasons -

The 1984 Amendments do not specify

procedures to be followed 1n
determining whether a drug that1s
voluntarily withdrawn from sale by its

manufacturer 18 withdrawn for safety or '

effectiveness reasons. The statute does
not require that the agency make this
determmation for every drug that 1s
voluntarily withdrawn from sale, nor
does it specify at what pomt after a
voluntary withdrawal sucha
determination can or must be made.
Many drugs are withdrawn from the:

market every year, and it wouldbea '

needless expenditure of resources for
the agency to determne the reason for
each such withdrawal. The agency 18
therefore interpreting section 505(j)(5) of
the act to permit it to determine whether
a drug 18 withdrawn for safety or
effectiveness reasons at any time after it
has ceased to be marketed.

The agency anticipates that a
determination of the reasons for
withdrawal of a listed drug will -
generally be made either when there are
existing approved ANDA’s that depend-
upon the approval of the listed drug, see

- § 314.153(b), when an ANDA applicant
seeks to refer to a listed drug that has
been voluntarily withdrawn from sale,
see proposed § 314.122, or when an -

B T e B a8

determination under §§ 10.25 and 10.30.
The agency may, however, also make
the determination at any other time on
its own itiative. {See proposed.

§ 314.161.) :

The agency may determine whether a
listed drug was withdrawn from sale for-
safety or effectiveness reasons, as. .
required by section 505(j)(5) of the act,
by attempting to focus on theintent of *
its manufacturer. Often, however, there
will be more than one reason for the
withdrawal of a drug from market by the
manufacturer. Withdrawals are often .
accompanied by statements from the
drug s manufacturer that the firm
continues to have confidence 1n the ‘
safety and effectiveness of the product
but is acting for business purposes. Drug
manufacturers have also sometimes
stated that the product was withdrawn
from the market due to unwarranted
product liability. ) L

Because Congress did not provide the
agency with subpoena power to call as
witnesses the persons who made the .
decision to withdraw a product from .
sale, Congress cannot have expected the

2 Froa o
2ITT 8

agency to discern the actual intent of the
decisionmakers by direct evidence: The
legislative history of this provision does

_ make clear, however, Congress’ mntent

that the agency examne whether the.
manufacturer had safety or
effectiveness concerns about the
withdrawn drug independent of the .
reasons given by the manufacturer for
the withdrawal. (H. Rept..857 Part], at
30.} Congress, therefore, must-have

.expected the agency to rely upon
circumstantial evidence and logical

inference to determine the actual mtent
of those who decided to withdraw the

‘product from the market. The agency’s - -

imnquiry, therefore, will focus on whether.
there were sufficient concerns about
safety and effectiveness to make a
withdrawal from sale likely and
reasonable, )

A determination on this 18sue by the -
agency will be based 1 part on the
assumption that a pharmaceutical
manufacturer would not cease
distribution of a profitable drug if safety
or effectiveness concerns had not arisen.

" 1f the withdrawn drug accounted for

significant sales of the company
withdrawing it, in the absence of
convincing evidence to the contrary,
that would be persuasive evidence that :
safety or'effectiveness concerns .

- prompted the manufacturer to withdraw
the drug from sale. As a means of

mmplementing the statute, the agency
may establish the following rebuttable
presumption. If a drug manufacturer
withdraws a drug from the market
v'y}nch’ accounted for significant sales to
evidence to the contrary, it will be
presumed that the withdrawal was for
safety or effectiveness reasons. FDA
seeks comments on a sales figure or
other methodology that would be
appropriate to establish this
presumption. o

The agency will also consider other
factors 1n deterrumng whether a market
withdrawal was for safety and

effectiveness reasons, such as increases .
wn'the number of adverse drug reactions -

reported on the drug and published or

unpublished studies of the drug .

questioning its safety or effectiveness.
If the agency makes a final decision,

‘pursuant to § 314.153(b) or § 314.161,

determining that a listed drug1s
withdrawn for safety or effectiveness
reasons, the agency will publish a notice
of the determmnation 1n the Federal
Register (proposed § 314.161). The notice
will also serve to remove the drug from-
the list (proposed § 314.182).

- At any time after a drug 18 removed
from the list under proposed =

§ 314.162(a)(2), the drug may be relisted
if the agency determines that the drug

HeinOnline 54 Fed. Reg. 28907

was not withdrawn for safety or
effectiveness reasons. The agency may
make this determination on its own
initiative or mn response to a petition .

. submitted under §§ 10.25(a) and 10.30. If
the. agency decides on the basis of.
evidence before it that the drug was not
withdrawn for safety or effectiveness
reasons, it will publish a notice.n the -
Federal Register announcing its
determination. (See proposed ‘
§ 314.161{e).} The notice will announce
that the drug 1s relisted and serve to

- reinstate approval of ANDA's that were
suspended when the agency published -
its final decision removing the listed
drug from the list. T :

‘1.:Submitting an application or a

- suitability petition that refer to a listed -

drug that 1s no longer marketed.

. Because-there are many instances each

yearn which a drug company decides
not to continue selling-a drug, FDA
normally will not determine whether the
drug was withdrawn for safety-or
‘effectiveness reasons simply because it
learns that the product was voluntarily:
withdrawn from sale. To assure that
genenc versions of unsafe or mneffective
drugs do not remain on the market, the
agency will, however, promptly’
determine the reasons for the
withdrawa! of a listed drug if the agency
has approved ANDA's that referred to
the listed drug. The agency will require

persons who wish to submit ANDA’s for

“those listed drugs that have been
withdrawn from sale and for which no
ANDA’s have been approved.or who -
wish to submit suitability petitions that

ey tEg srmester Lieiiafl devaaes Lre e fioeag Lt
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the withdrawals from sale were not for

safety or effectiveness reasons. For
purposes of sections 505(j){5) and .
505(j)(6)(C} of the act, a drug shall be
considered to have been “withdrawn -

* from sale” if the applicant has ceased its_
own distribution of the drug, whether or

not it has ordered recall of previously
distributed lots of the drug. A routine,
temporary interruption in the supply of a
drug product would not be considered a

withdrawal from sale, however, unless

triggered by safety or effectiveness -
concerns. 4 _‘
Persons who wish to submit an ANDA
or a suitability petition that relies on a_
listed drug that has been voluntarily

. withdrawn from the market must. .

petition the agency with supporting

. documentation that the withdrawal from
sale was not for safety or effectiveness
reasons (proposed § 314.122). If the
agency receives an ANDA ora -
suitability petition for such a.drug
unaccompanied by a petition with
supporting documentation, it will refuse
to approve the ANDA or suitability

1989

‘ ”28'907_-



28908

- Federal Register / Vol. 54, No. 130 / Monday. July 10, 1989 / Proposed Rules

petition until it can determne that the’
listed drug 18 not withdrawn for safety -

m 1 effectiveness reasons (proposed
§

o~

§ 314.93(e})(v) and 314.127(k)).

2, Informng FDA of withdrawals. The
agency proposes to requre holders of
approved applications to notify FDA n
writing when commercial distribution of
a drug has been discontinued. Section
510(j)(2){B) of the act requires the
reporting of this information to FDA
semi-annually as part of updating drug
listing information. However, section -
505(j}(6){C).of the act requires FDA to
remove a drug from the list immediately
if the drug has been:withdrawn from
sale for safety or effectiveness reasons.
Under current regulations, a:
manufacturer that has voluntarily
withdrawn a drug from sale may; at its
discretion, report the information when
the discontinuance occurs {§ 207.30}.

To permit FDA to satisfy its
obligations under 505(j)(6)(C) of the act
and to assure that ANDA’s will not be
approved for generic copies of listed
drugs that have been voluntarily
withdrawn from sale for safety or
effectiveness reasons, the agency 18
proposmng to revise § 314.81 to require
the applicant to tell the agency as soon
as commercial distribution of a listed
drug ceases, other than for temporary
interruptions in the supply of the drug.”
The proposed revision would require an

‘Epplican! to submit ta FDA on Form °

"DA-2857 {Drug Product Listing} a
‘report whenever the applicant -
discontinues commercal marketing of

temporary mterruptions m the supply of
the drug not caused by safety or
effectiveness concerns. The report
would have to be submitted withn 15
working days of the discontinuance and
mclude the following information: {1} the
National Drug Code (NDC) number; (2)
the identity of the drug product by: = -
established name and any proprietary
name; (3) the new drug application
{NDA) or abbrewiated new drug

application (ANDA).number; and {4} the

date of discontinuance. The.applicant
may state the reason for its decision to
withdraw the drug from sale. The
proposed regulation would require the
report to be submitted to the Drug
Listing Branch {HFD-315}, Center for
Drug Evaluation and Research, Food
and Drug Admumstration, 5800 Fishers
Lane, Rockville, MD 20857 .

P Removing Drugs from the List

Section 505(j}(6}{C) of the act requires

that FDA remove from the list any drug
that was withdrawn.or suspended for
grounds described 1n the first sentence
of section 505{e) or in section 505(j}(5) of
the act, or that the agency determines

was voluntarily withdrawn for safety or

- effectiveness reasons, The statute -
* requires that removal occur immediately

after the agency orders suspension or
withdrawal or upon the agency’s
determination that the drug was -
voluntarily withdrawn for safety or
effectiveness reasons. The only
procedural reqmrement imposed by the’
statute 1s that the agesicy publish a

* notice m the Federal Register

announcing the removal..

The agency 1s proposing to. combine
the procedures for removal of drugs
from the list with the procedures already
m place for the withdrawal and
suspenston of listed drugs, and for a
determimation of the reasons fora
voluntary withdrawal, The publication .
m the Federal Register of the' agency‘s
final decision withdrawing or
suspendmg a listed drug, orof the
agency's decision determmitng that the
drug was voluntarily withidrawn for
safety or effectiveness reasons will also
announce the removal of the drug from
the list (proposed §§ 314.152,

- 314.153(b)(5), and 314.161).
Q Patent Information in Full New Drug :

Applications and Supplements

1. Introduction. Sections.;sos[b][l] and
505{c})(2) of the act require that an NDA
applicant “file with its application the

. patent number and the expiration date

of any patent which claims the drug for -
which the applicant submitted the
application or which claims a method of

an approved drug, other than for routine, = USIng such drug and withrespect to

which a claim of patent infringement
could reasonably be asserted if a person
not licensed by the owner engagedn
the manufacture, use, or sale of the. .
drug.. This provision requires that an ..
applicant submit mformation about any.

~ patent that meets the statutory .

description whether or not the. apphcant

owns or 18 licensed under such a patent.

Required patent information must be

submitted with all 6nginal applications

submitted under section 505(b) of the
act, mcluding applications degcribed in
section 505(b)(2] of the act and with

_ certain supplemental apphcations Upon

approval of the application, the statute
requires that FDA publish patent
information submitted under section
505(b) of the act. Patent information on
unapproved products or on patents .
beyond the scope of the act (i.e., proceas
patents) will not be published. Proposed
new § 314.53 would contain the
regulations implementing the statutory
provision requiring the submssion of .

. patent information. FDA also proposes

to revise § 314.50 by designating
paragraph (h) as paragraph (k) and
adding a new paragraph (h) that would .
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refer to the requirements of proposed
new § 314.53.

2. Patents for which information must

be submitted, The patents that FDA
regards as covered by this statutory -
provision are those that claum the drug

{active ingredient or ingredients) or drug "
- product, and use patents fora particnlar .

indication or method of usmg the

- product. The agency has concluded that

formulation and composition patents are

drug product patents within the meaning .
of this statutory provision about which -~ -

information must be submitted to and

_published by FDA. Process patents.

{patents that claim a method of

- .. manufacturing) are not covered by. the

statute and information on these pdtents
are not to be submitted and will not be
published by FDA.,

The agency will not acoept patent
information that pre-dates an official
notice by the United States Palent and

©Trademark Office that a patent has been

granted. Thus, an applicant should not.

: anlic:pate the granting of a patent. The

applicant may informally notify the
agency of an impending patent, but no:

official action will be taken in response

to such notice.

. -3. Reporting requféments. The agency‘ ]
. proposes 1 § 314.53(c) that each ol

required submission of patent

mformation contamn the patent number, .
- the date on which the patent will expiwre, -
a statement as to whether the patentis a
drug patent, drug product patent, or use

patent, and the name of the patent.
owner. Identifymng the type of patent
will assist the agency n-assuring that
thcse types of patents that require a

_certification by a generic'applicant have

such certification and that use patents.
are clearly 1dentified for pubhshmg n
the list, Under this proposal, if the

. patent owner or applicant does not .

. reside or have a place of busmess m the -
United States, the application would be .~
.required to include the name of an agent

{representative) of the patent owrier or

" applicant who resides or mamtamns a
. place of busmess withn the United
States authonzed to receive notice of
_ patent certification under sections’

505(b)(3} and 505{}){2)(B) of the act.
As noted above, mformation will be

published m the list only on patents that

claim approved drug products or that
clamm approved indications or other
conditions of use. Therefore, to assist
the agency 1 ensurmg that only
appropniate patents are published for
patents that claim a drug, drug product,

. ormethod of use an applicant would

submit information only on those
patents that claim an-approved drug
product or approved method of using .
such drug product, or drug product or a
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method of using such drug or drug
product for which the applicant has
submitted an application to obtam FDA
approval. The patent information for -
each formulation or composition (drug
product) patent would be required to
include the following certification:

The undersigned certifies that the drug and
the formulation or composition of (rame of
drug product} 18 claimed by Patent No.
———— . This product 1s (currently
approved under section 505 of the Federal
Food, Drug, and Cosmetic Act) {or} (the
subject of this applwatmn for whlch approva)‘
1s being sought}.

Under the proposal, an applicant
would, before approval of the’
application, submit a certification for
each formulation or compeosition patent
that claimed the drug product for which
the applicant was seeking approval.,
Because formulations are often changed
duning the approval process, within 30°
days after the date of approval of the
application, if the original application
submussion mcluded a certification
about a formulation or composition
patent, the applicant would be required
to submit an amended certification.
identifying the patents that claim the
approved formulation or composition of
the drug produict. i an approved
formulation 1s changed by an applicant
through the submssion and approval of
a supplemental application and an :
existing formulation patent no longer.
claims the new approved formulation, -
the new drug application holder must
notify FDA so that the patent can be
removed from the hst Similarly, FDA

ghantd b o #8428 g moknmt Wntdan o

longer wntends o enum:e a patent, for
example, because thé patent1s no longer
valid. This will assist the agency in.
mamtaining accurate patent information
n its list and genenc applicants in
complymg with the patent certification
requirements under sections 505(h)(2)
and 505(j) of the act. .

With respect to' a use patent, the
agency proposes to require an applicant
to submit a certification that 1dentifies
each patent that claims indications or
conditions of use that are approved or
are the subject of the application for
which the applicant 1s seeking approval.
Because all indications or conditions of
use for which an applicant sought
approval may not be approved, within
30 days after the date of approval of the
application; if the ongmnal application
submussion mcluded a certification
about a method of use patent, the
applicant would be required to submit
an amended certification identifying the
approved mndications or conditions of
use and the patents that claim those
uses. The purpose of thts requirement 1s
to provide some guidance to applicants

reqmred to subrmt either a patent

__certification under section 505(b}[2][A]v
.OF 505(1)(2)(A](vn) or a statement under

section 505(b}(2)(B) or 505(j){2)(A)(viii}
of the act [proposed § 314.94{a)(12)). -
When & generic applicant concludes. that
a use patent does not claim the use for

‘which the applicant seeks approval, the |

applicant 1s required only to submit a

. statement under section 505{b})(2)(B).or’
" .505(j)(2)(A)(viii} so stating to FDA. The

applicant 1 not required to notify the

‘patent.owner of the applicant’s mntent to
.market a copy of the patented drug. Iff -
the patent owner does not specify which

approved ndications or conditions of -
use are covered by its patent, the

“genertc applicant may interpret the

scope of the patent more narrowly than
would the patent owner, thereby
avoiding the certification and
notification provisions of the statute.

" FDA’s experience msplementing the
patent certification provisions suggests
that where the patent owner and generic
applicant disagree as to the applicability
of a use patent, the patent owner may
.seek to have FDA intervene, by alleging
that the genenc applicant has not
complied with the patent certification
and notification provisions of the act.
Because FDA has no expertise mn the
field of patents, the agency has no bas:s
for determiming whether a use patent
covers the use sought by the generic
applicant. Nor does FDA believe that
Congress mntended the patent provisions
of Title I of the 1984 Amendments to
require the agency to make such -
deternunations. On the contrary, the
1092 Amendeonta gre oty atenetured
iv ailow any patent dispuies to be
litigated n federal court: To ensure that

- FDA 18 not required to determine the

scope of a use patent; the agency can

‘either require the applicant to make a’

certification as to the covered approved
mdications and require generic ~
applicants to file patent certifications as
to those indications, or the agency'can
allow the generic applicant complete
discretion to interpret the scope of any

" relevant use patent. The agency believes

that the first approach more fairly
mmplements Congress' intent that patent
owners receive preapproval notice of -
potentially infringing products. -

FDA therefore proposes that after
approval of an application submitted
under section 505 of the act that
contamed a certification that a method
of uge patent covered an wmdication for
which the applicant sought approval; the

“applicant would be required to amend

‘its certification to 1dentify the spetific
- "indications or conditions of use that -

"have been approved-and the patents

that clarm those uses. If the applicant1s
not the patent owner, the applicant’

HeinOnline 54 PFed. Reg.

should obtam this amended certification ,

from the patent owner, because the
applicant has the responsibility for

providing FDA with the required.patent

information. Upon approval of an

application, the agency will publishin . .

the list all use patents that claim an . -
approved indication and for each patent
1dentify the approved indications or
conditions of use covered by.the patent.
The proposal also would require that.
|f an applicant believes that there are no
patents that claim the drug or drug
product, nor that claim an approved.
method of using the drug product and:
with respect to which a claim of patent:
wnfringement could reasonably be .
asserted if a person not licensed by the
owner of the patent engaged in the

. manufacture, use, or sale of the drug

product, the applicant would include n

its application a certification slatmg this .

belief.
Finally, under proposed § 314.53, a

certification required urider the sectwh s

must be signed by the applicant or-
patent.owner, or the applicant’s or

. patent owner’s attorney, agent

(representative), or other aulhonzed
offical.

4. When and where to submit patent

.anformation, If a patent s 1ssued on a

drug or drug produict or on a method of
using a drug product before an
application 1s filed with FDA,
mformation on the patent must be
submitted with the application. Ifa "
patent 18 1ssued after an application ts
filed with FDA but before the
am)hcatmn 13 approved. the applicant
Galesd Buiedal W38 FUyULG RN
information 1n an amendment to the
application under § 314.60. If a patent 1s.
1ssued after the application has been
approved, the applicant must.submit the
required patent information by letter
within 30 days of the date of 1ssuance of
the patent.

The act and proposed regulatlons
contemplate amendmerit of an
application when a patent s 1ssued after

submission, and before approval, of a

full application. If a patent has notbeen

- submitted to FDA by the time FDA

determmnes that an abbreviated new
drug application or:a 505(b)(2)
application can be approved, and the
generic applicant certifies that it 1s

‘unaware of any relevant patents, the

agency will not delay approval of the
application. If the holder of a new drug
application submits patent information
after the application for the genenc drug
has already been approved, FDA will
not attempt to rescmd or wnhdraw
approval.

Holders of or applicants for ANDA s
or 505(b)(2) applications who are
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licensed under a patent are encouraged -
\ submit formation ¢oncermng the
==, itent license so that information on the
! atent can be listed-with their products
as well as with the patent owner's
product, thus assuring that the patent -
pratection features of the aclare
preserved for that patent. Licensees are
also required to submit information
concerning a patent licensing agreement
if they wish to avoid a delayed effective
date. (See proposed §:314.107(b)(1).}

In general, supplements are subject to

the same patent submission
requirements as original applications,
Many supplements, however, are for
changes that could not be patented. -
Rather than require patent submlssxons
for every supplement, the agency
proposes to require that patent
mformation be submitted only foi the
following types of changes for which
applicants must submit supplements: {1}
changes i formulation; {2) new
mdications or other conditions of use,
including a change 1n route of
admimstration; (3) changes mn strength;
or {4) any other patented changes. FDA
recognizes that there are formulation - -
changes that are unpatentable and could
be specifically excluded from the
requirement of submitting patent
information. However, FDA does not -
have the expertise to 1dentify such
unpatentable formulation changes, FDA
?hcxts comments on thig policy of
equiring patent mformation only-for

sertain supplements, and on the types’ of

supplements for which patent
mformanon should be required.

Jnder the proposal, if new patents or
exxstmg patents cover the changes for
which approval 18 sought na
supplement, the applicant would be
required to submit the required patent
mformation with the supplement. If
existing patents-for which information
has already been submitted claim the
change, the applicant would be required
to submit a certification with the o
supplement 1dentifying the patents that
claim the change, If the applicant

. submits a supplement for one of the -
changes listed above and no patents; -
mcluding previously submitted patents;
claim the change, the applicant would
be required to so certify. The patent. -
mformation and certifications would be
required to be submitted by letter
separate from, but at the same tlme as,

_the supplement.

The agency proposes to reqmre an
applicant to submit two copies‘of each
submssion of patent mformation; an’
archival copy and a copy for the
chemstry, manufacturing and controls
section of the review copy of an
application or supplement. The

regulations would require the applicant
to submit patent information to

-Central Document Room, Center for

Drug Evaluation and Research, Food
and Drug Admumstration, Park Bldg.,

Rm. 214, 12420 Parklawn Dr., Rockville, ~

MD 20857 Each submussion of patent

" information, except mmformation

submitted with an onginal application;-
and its mailing cover would be required -
to bear promunent 1dentification as to its
contents, i.e,, “Patenit Information' or, if -
submitted after approval of the
application, “Time Sensihve Patent
Information.

5. Untimely submzsszon. PMA

-“suggested regulatory language desngned

to allow a proneer holder to update, at -

" any time, its patent information. FDA

does not believe that specific regulatory

-language 1s.necessary. If patent

mformation on a patent igsued afler
approvel of én application’1s not timely

submitted, 1.e., is submitted more than -

30 days after 1ssuance of the patent, the

‘agency could refuse to publish in the list .-

the untimely mformation, or could

‘withdraw approval of the new drug

application if its applicant failed to

‘respond within 30 days to a notice from™”

the agency (21 U.S.C. 355(e)(4)). FDA has
concluded, however, that while
Congress clearly intended to enforce

- timely submission, a less severe penalty
- for late submission would effectuate
- 'Congress’ intent without eliminating all

statutory patent protection or .
withdrawing approval of the new drug

" application itself. Therefore, if a new

drug application applicant submits
required patent information on an
approved drug product more than 30
days after i8suance of the patent, FDA
will publish the untimely information
but will not require ANDA and 505{b)(2)
applicants with pending applications
who have previously submitted a
certification, 1.e., those applicants who
would be prejudiced by the late
submission, to recertify as to the new
patent. Only applicants who initiaily
submit ANDA's or 505(b)(2) applications
after the submission of the patent
information-or whose pending

- applications do not contain.a. valid

certification at the time of the:

-submigsion ' would be required to submit
-a certification as to-that patent. (See
* proposed §§ 314.50(i)(4) and

314.94(a)(12)(vi).)

The date thal the patent mfox'matlon .
18 received by the Central Document
Room will generally be considered the
date the information was submitted. -~
Determining the date on which patent .
information 1s submitted 15 important

- because ANDA and 505(b)(2) applicants

are required to notify a patent owner of
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‘the submussion of an application for a

potentially mfringing drug product only.
if mnformation on the patent has been
submitted to FDA before approval of the
ANDA or 505(b})(2) application. If
questions arse as to whether patent
nformation has been submitted, FDA
‘will review the archival records in'the
Central Document Room. If there 18 no
evidence then that patent mformation
has been submitted, no patent .
" information will be considered to have
‘been submitted.

8, Submussion errors. In decding -
whether a clamm of patent infringement
could reasonably be asserted if a'person
- not licensed by the owner engaged n
the: manufacture, use, orsale of the drug,
the-agenicy will defer to the information
submitted by the NDA applicant. If any
interested person disputes the accuracy -
or relevance of patent information '

* submitted by an NDA applicant and

published by FDA 1n the list, or believes .
that an applicant has failed to submit
required patent information, that person
should first notify the agency nformally,
stating the grounds for the disagreement
by writing to the Director, Office of Drug

"Standard (HFD-~200), 5600 Fishers Lane,

Rockville, MD 20857 The agency will
éontact the new drug application holder

-requesting that the correctness of the

submission or omssion be confirmed.

_Unless the new drug application holder

withdraws or changes the patent’
submission, the agency will not change

' the patent information n the list. If there

18 no change to the patent information in
the list, a section 505(b}(2) or 505(j)
application submitted for the drug must,
despite any disagreement, contain a .
certification for each listed patent and -

.any patent challenge must then be

pursued through private legal action -
under the patent laws.

The agency proposes to revise ‘
§/314.125 to add an additional reason for. '
refusing to approve a new drug

. application. Under section 505(d](8) of _
the act, the agency 15 obligated to refuse

to approve an application if the
application failed to contamn the
required patent information.

. 'The agency proposes to revise

§ 314.150 to add an additional ground
for the withdrawal of approval of a new
drug application. As noted above, the
statute provides that the agency1s
obligated to withdraw approval of an
-application if the application fails to
contan the required patentinformation .
within 30 days after receipt of a written
notice from FDA specifying the. failure to’

. provide suchinformation. Although

ordinarily the agency intends to invoke
a less severe penalty for late
submissions (see discussion under
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section 0.5., FDA has the authority to
withdraw approval of an application if
an applicant has been notified of its
failure to provide required patent

mformation and the applicant does not .

respond within 30 days.

R. Public Disclosure of Safety and
Effectiveness Data

Section 505(1) of the act specifies
when safety and effectiveness data
submitted as part of‘a new drug
application are publicly disclosable.
Those provisions were mmplemented by
the agency’s final rule published in the
Federal Regster of February 22, 1985 (50
FR 7452) that revised 21 CFR Part 314
governmng the approval for marketing of
new drugs and antibiotic drugs for
human use. No changes to those -
provisions are being made by this
proposed rule.

VL. Conforming Amendments

21 CFR 310.305 requires adverse drug

experience reporting for marketed
prescription drugs not the subject of

approved new drug or abbreviated new - '

drug applications. Those rules were
patterned after the adverse drug -
expenence reporting provistons under 21
CFR 314.80. To ensure consistency
between these two sets of rules, the
agency 18 proposing to revise § 310.305
to adopt changes :dentical to those -
proposed in this document for § 314.80
concerning the definition of the term

“adverse drug experience” and reporis
on increased frequency of therapeutic
failure (lack of affect).

The prownmnns of the 1084
Advildniiis wilds icspect o
bioequivalence, FDA's followup to the
Bioequivalence Hearing held September
29 through October 1; 1988, and current
agency policy necessitate changes m the
regulations i 21 CFR Part 320.

In 21 CFR Part 320, FDA proposes to

revise the table of contents to reflect the -

changes described below.

In § 320.1, FDA propeses to{1) revise
the definition of “bioavailability” to add
a reference to drugs that are not

mtended to be absorbed, (2) restate the

definition of “bioequivalence, and {3)

remove the definition of "bxoequwalence :

requirement.

In § 320.21, FDA: proposes to restate
the requirements for submission of
bioavailability and bioequivalence data.

In § 320.22, FDA proposes to revise
paragraph (b){1) to restate the waiver
provision and to remove the automatic:
wayver of evidence of in vivo
bioavailability for topically applied
preparations (§ 320.22{b}(2}} and oral
dosage forms not mtended to be :
absorbed (§ 320.22{b}{3)} because the:
agency believes the in vivo

- bioavailability of such products should

not be considered self-evident in every-
case. Vanations m the manufacturing
process-(including a change m product
formulation) used by each individual
manufacturer may result in differences.
m the bioavailability of these drug

- products. Therefore, the agency mntends

to review-each product on a case-by- -

case basis to determine if an 1 vivo

bioavailability study 18 necessary.. . .-
It should be emphasized, however,

.- that although the automatic-warwver

provisions under § 320.22 would no

longer apply to topical drug products

and oral dosage forms not mtended to

be absorbed, the agency may, in '

appropnate cases, waive the 1n vivo

requirement. . '
In § 320.22(b){4)(i) (proposed

' § 320.22(b)(2)), FDA proposes to delete

the words “or vapor. These words have
been maccurately interpreted by
applicants to apply to aerosol drug
products.

In § 320.22(b)(5)(ii) (proposed

'§ 320.22(b)(3}), FDA proposes to require

that the active drug mgredient be 1n the

" same concentration and dosage form.
This change conforms to current agency

policy. .

Current § 320.22{c}(1} states that FDA
shall waive the requirement of 1 vivo
bioavailability testing for a solid oral
dosage form (other than an entenc-

" coated or controlled release dosage

form) of a drug product determined to be
effective for at least one indication 1n a

DESI notice, if the drug is not on the list -
“of so-called “bioproblem drugs" codified

- R ann "'\’7!,—-\!1! "m-sn mravver O”\hhdic’d

il iius provasion resuiied rum e UESE

" review, During the review, becausé of -
“the need to evaluate large numbers of

products'in a short time and in light of

'FDA's long experience with these drugs,
" FDA developed criteria for determiinng

whether products approvead before 1962
could be'found bloeqmvalent on the
basis of in vitro rather than in vivo data.
(These critena are codified in current

§ 320.52, proposed § 320.32,) If, after
applying the criteria, FDA determuned
that a drug presented an actual or
potential bioequivalence problem, it was
placed on the list of bioproblem drugs,
and 1n vivo data were required for - -
approval. Those drugs that did not
present such a problem could satisfy the
bmavmlabxhty}J bioequivalence
requirements by meetmg an appropnate
1n vitro standard.

There 15 no evxdence that the pohcy of
warver of 1n vivo bioavailability for
those DESI oral dosage forms that do
not present an actual or potential
bioequivalence problem has resulted in
the approval of products that are not
biocequivalent. FDA has therefore
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concluded that there 18 no reason to

- change.the policy at this time. Propoged

§ 320.22(d) will thus continue to provide
for a warver of m vivo studies for DESI.

.. oral dosage forms that do-not present an

actual or potential bicequavalence '

. -problem. The list of bioproblem drugs

currently codified n the regulation,
however, 15 no longer necessary. The

-1984 Amendments provide that FDA

shall publish m the list of approved.

drugs a statement of whether, for each
drug, 1 vitro or in vivo studies are .
required to show bioequivalence. (See
section 505(j)(6)(IlI) of the act) FDA.
satisfies this requirement through the
use.of therapeutic eqmvalence codes in
the list. Thus, for each DESI product (as
well as for each post-1982 product), the.
list provides notice of FDA's

determination whether the drug presents

an actual or potential bioequivalence
problem, requining.an i vivo study.
Consequently, FDA'’s implementation of
the requirement 1n section 5050](6)[111)
of the act makes the codified list of
bioproblem drugs mn § 320.22(c)(2)

. superfluous,

In addition, the list of bxoproblem

- drugs, which has not been amended

since 1981, does not mclyde all pre-1962
products that FDA currently believes
present an actual or potential

. bicequivalence problem. For example, a
. complete list of bioproblem drugs would -

also include products that are-*'identical,

. related, or similar” to those products on. .

the list.(See current § 320.22(c)(1)}. In
addition, since 1981, the agency has. .
pubhcly ldentrfied eg. through Federal

products covered by lhe DESI revxew
that the agency has determined present. .
actual or potential bioequivalence .
problems, and that therefore require in
vivo studies.

FDA 15 therefore proposmg to remove

: the list of bioproblem drugs fro 3
- existing § 320.22(c)(1), and'to: provrde !

notice of in vitro or in vivo study
requirements for particular DESI diugs

the list. As proposed, § 320.22(d).
{formerly § 320.22(c)(1)} will continue to
require FDA to waive m vivo studies for .
those DESI oral dosage forms that FDA
determines do not present an actual of -,
potential broequivalence problem, but -
those determinations will appearin the .
list rather than 1n the regulation. K FDA... -
determines that a DESI product L
previously considered a nonbioproblem
drug should be reclassified as a o
bioproblem drug, FDA will provide.

notice of its tentative conclusionm a
monthly supplement to the list and

solicit comment. After considering any.
comments received, FDA will make a

final determination, which will be

28911 1989




M

28912

Federal Regxster | Vol. 54 No. 130 / Monday Iuly 10, 1989 / Proposed Rules

reflected in a subsequent monthly
supplement

: In § 320.22, FDA proposes to remove
saragraphs (c)(3) and (d)(1) because
they are no longer relevant. FDAno
longer mtends to establish separate
bioequivalence requrements for
bioproblem drug products.

In proposed § 320.22{e) (formerly .
§ 320.22(d)}, FDA proposes to revise
paragraph (4) to clarify that the
differences n color, flavor,or . . .
preservative could not affect the .
broavailability of the reformulated
product. :

In proposed § 320.22(e) (formerly
§ 320.22(d)), FDA proposes to remove
paragraph (d)(5). The agency has no
evidence to show that 1n vitro data
alone are regularly sufficient to assure
bioequivalence. In vitro testing can be
used for drugs where there'1s a known in
vivofin vitro correlation, and has been -
used for pre-1962 drugs not. suspected of
having, or not likely to have, a
bioavailability problem. For all other

drug products, anin vivo bioequivalence-

study on the product 1s required to
support at least one strength of the
product. Notice of FDA's determnation
whether 1n vivo or 1n vitro studies are:
required to show bioequvalence 1s
published 1n the list.

In proposed § 320.22(f}, FDA proposes

_to modify the provision to clarify that

“Jleferral of a requrement for the

Méubmxssxon of evidence of m vivo

broavailability 1s applicable only to full
new drug applications. Under the 1984
Amendments. there 18 no authority to
delar a showing of ioequivalence for
abbrev:ated new drug applications.

In § 320.22, FDA proposes to add new .

paragraph (g) to state that FDA, for good
cause, may require.-evidence of i vivo
broavailability for any drug product if
the agency determines that any
difference between a proposed drug .

product and-a listed drug may affect the

bioavailabiity of the proposed drug
product. For example, the genenc
applicant may use a manufacturing
process (including a formulation change}
different from that used by the
manufacturer of the listed drug, a

difference that may affect the proposed

product’s broavailability.

In § 320.23, FDA proposes.to revise
the provision to refer to the statutory
standard for biocequivalence. ,

In § 320.24, FDA proposes to state the
methods that may be used to meet ann
VIVO Or 1n vitro testing requirement.

In § 320.30, FDA proposes to revise
the provisions to apply both to mnquirtes

about b:oavanlabxhty and
bioeguivalence requirenients.

In § 320.31, FDA proposes to clarify
when an "Inveshgatwnal New Drug
Application” 18 required for an n vivo
bioavailability or bioequivalence study.

Because the 1984 Amendments impoge
a bioequivalence requirement on all
drug products that are the subject of
ANDA'’s, FDA no longer intends to
establish separate bioequivalence
requirements for hoproblem drug
products. Therefore, FDA proposes to
amend its regulations in 21 CFR Part 320
under Subpart C by removing the
subpart heading and those regulations
that apply to establishing a
bloequ)valence requirement, and'to
revise the remaimng regulations to
delete any reference to establishing a
bioequvalence requirement. The agency
proposes to retam, move to Subpart B,
and redesignate § 320.52 {proposed
§ 320.32) Critera and evidence to'assess
actual or potential bioequivalence
problems, § 320.55 (proposed § 320.33)
Requirements for batch testing ond

. certification by the Food and Drug .

Admmmstration, § 320,56 [proposed
§ 320.34) Requirements for n vitro- .
testing of each batch, and § 320.62
(proposed § 320.35) Requirements for

... mamtenance of records of.

broequivalence testing, In’ addmon.
elsewhere n ths 155ue of the Federal
Remster, FDA 18 withdrawing 11
proposed rules that would have
established bioequivalence
requirements for certain drug products ‘

- listed under existing § 320.22{c). -

Vil Economic Assessment

The agency has considered the
economic impact of this rule; and the
relationship of the requirements in this
rule with Pub. L. 98-417 The provisions

. mTitle1 of Pub. L. 98-417 that

eliminated unnecessary regulatory

.barners for duplicate products have
-demonstrated a capacity to achieve their

intended economic consequences,
Generic competition has already
commenced ‘on many umportant post-
1962 drugs. Recent public reports of
generic drug sales estimate their market
share-at nearly 25 percent of total”
prescription drug sales. At least half of
these genenc sales may be post-1962
drugs that would not have benefited
from the price savings of multisource
competition without enactment 6f Pub,
L. 98-417 Thus, this increased
competition 18 already saving consumers
hundreds of millions of dollars per year,
The agency concludes that these -
impacts are directly attributable to the
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statme “This rule wdl not affect the pace
or magnitude of these already evident
economic impacts, The procedures and
interpretations prowided by the rule will
clarify and facilitate implementation of
Title I, but the rule by itself does not
create a significant economic ampact.
Thus, the agency concludes that this
rule 18 not a “major rule” as defined by
Executive Order 12291 and does not
require a regulatory impact analysis,
Stmilarly, the agency certifies that this
rule will not have a significant economie

_impact on a substantial number of small

entities, and therefore, does not require
a regulatory flexibility analysis under
the Regulatory Flexibility Act of 1980
{Pub. L. 98-354).

VIIL Epvironmental Impact .
The agency has determined under 21

- CFR:25.24(a)({8) that this proposed action

18 of a type that does not individually or
cumiilatively have a significant effect-on

* the human environment. Therefore,

neither an environmental assessment .
nor an environmental |mpac! s!atement
18 reqmred .

IX. Paperwork Redunhon Act of 1980

This proposed rule contamns

. mnformation collections which are

subject to:review by the Office of
Management and Budget (OMB) under

" the Paperwork Reduction Act of 1980,

The title, description, and respondent
description of the mnformation collection
are shown below with an estimate of the
annual reporting and recordkeeping
burden. Included in the estimate s the
tirne for reviewing instructions,
searching existing data sources,

- gathering and maintainng the data.

needed, and completing and reviewing. -
the collection of information.
Title: Abbreviated New Drug
Application Regulations,. =
Description: The information

requirements contained n the propbsed '

rule would collect information from . .
persons who must obtain FDA approval
prior to marketing generic copres of
previously approved drugs. These
persons must submit information in the

- form of applications, notices, and

certifications. FDA will use the
information submitted to determine
whether the proposed generic drug 1s
eligible for consideration, under what
provisions an application would be
consmdered, and whether the proposed
drug 15 1dentical to the proneéer drug it
purports to copy.

Description of Respondents:
Businesses.
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ESTIMATED ANNUAL REPORTING AND RECORDKEEPING BURDEN
‘ Annua) ' | Annuat
i : Annual Average burden. -
sk ot | ey | " | G
314.50(g) 1 1} 1 hour.... 1.
314.50()) 8 1|2 hours... 16
314.50(j). ‘50 1 | 2hours... 100
314.52 .30 1 {8 hours... 240
314.53 200 1 }1hour.... 200
314.54 10} . 1180 hours. 800
314.80, 310,305 40| 1|8 hours... 320
314.81 700 1 | 10 minutes 119
B14.93...cuuuurmerressesesiseesuresssessssesssssssmissiosiessassosesseneessissesiossesmsmssssnioss 2o orsmnestares s nssrseteastssssasasssomsnens 3000, - 82| 1 | 10 hours. 820
314.94 ; 850 1 | 160 hours 136,000
314.95 30 1 } 16 hours. 480
314.107 10} 1 | 8 hours..... 80
314.110 10 1 { 40 hours. 400°
314.122, 314.161 1 1 | 10 hours 10
Total 139,586

The agency has submitted a copy-of
this proposed rule to OMB for its review
of these mformation collections. :
Interested persons dre requested to send
comments regarding this burden
estimate or any other aspect of this
collection of information, ncluding
suggestions for reducing this burden to,
FDA's Dockets Managenmient Branch
(address above], and to the Office of
Information and Regulatory Affairs,
OMB, Rm. 3208, New Executive Office
Bldg., Washington, DC 20503, Attn: Desk
Officer for FDA.

X. Request for Comments

Interested persons may;- enor before
October 10, 1989, submit to-the Dockets
Man=a=ament Branch (address above)
Wil Connaeals fegaidiug dus
proposal. Two copies of any comments
are to be submitted, except that
individuals may:siibmit one copy.
Comments are to be 1dentified with-the :
docket number found n brackets in the
_ heading of this document. Received
comments may be seen n the office
above between 9 a.m, and 4 p.m.,
Monday through Friday. -

List of Subjects
21 CFR Part 10

Admnistrative practice and
procedure, News media. -

21 CFR Part 310

Admimistrative practice and
procedure, Drugs, Medical devxces.
Reporting and recordkeepmg
requirements,

21 CFR Part 314

Admnistrative practice and
procedure, Drugs, Reporting and
recordkeeping requirements.

21 GFR Part 320 4
Drugs, Reporting.and recordkeeping

'requlrements

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under
authority delegated to the '
Commuissioner, it 18 proposed that Parts
10; 310,-314, and 320 be amended as
follows:

PART 10—ADMINISTRATIVE
PRACTICES AND PROCEDURES

1, The authority citation for 21 CFR

Part 10 1s revised to read as follows:

- Authority: Sec. 201 et seq., Pub. L. 717 52
Stat. 1040 as amended {21 U.S.C. 321 ef seq.);.

-gec. 1 et seq., Pub, L. 410, 58 Stat. 682 as

amended (42 us. C 201 et seq) sec. 4, Pub L

et seq. Pub. L. 81-513, 84 Stat. 1253 (ziﬁ S. c.

821 et seq.); sec. 409(b), Pub. L. 242, 81 Stat.
600 (21 U.8.C. 679(b)); sec. 24(b), Pub. L. 85—

' 172, 82 Stat. 807 {21 U.S.C. 4671[b)); sec. 2 ¢
seq., Pub. L. 91-597 84 Stat. 1620 (21 U.S.C.

1031 et seq.); secs. 1-9, Pub. L. 625, 44 Stat.
1101-1103 as amended (21 U.S.C. 141~149);

secs. 1-10, Ch. 358, 29 Stat, 604-607 as

amended (21 U.S.C. 41-50); sec. 2 et seq., Pub.
1. 783, 44 Stat. 1406 as amended {15 U.S.C.

401 et seq.); sec. 1 et seq., Pub. L. 89-755, 80
Stat. 1296 as amended {15 U.S.C. 1451 et seq.);
sec. 101, Pub. L. 98-417 98 Stat. 1585 (21
‘U:S.C. 355),

2, Section 10.30 13 amended by
revising the introductory text of
paragraph {e)(2} and by adding a new
paragraph (e)(4) to read as follows:

v§ 10.30 - Citizen petition.

() _
. {2) Except as provided 1n paragraph

.- {e}{4) of this section, the Commissioner

shall furmsh a response to each
petitioner within 180 days of receipt of
the petition. The response will either:
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' {4) The Commissioner shall furmish a
response to each petitioner withm 90
days of receipt of a petition filed under
section 505(j)(2)(C) of the act. The ~
response will either approve or
disapprove the petition. Agency action
on a petition shall be governed by.

§ 314.93 of this chapter.

3. Section 10 4518 aménded by'
" revisinig the mtroductory text-of - -
_ paragraph {d) to read as follows

§ 10.45 - court review of final
.. administrative action; exhaustion of -
admlnlstratlve remedles.

{d) The Commussioner’s final decision
constitutes final agency action
fremnawmable in the conrts inder 5 U, SC.
7L et 884, 4G, Wiiele appropriaie, L&

-U.8.C. 2201) on a petition submitted’

" under §10.25(a}, on a petition for
reconsideration submitted under’§10.33,
on a:petition for stay of action submitted
under § 10.35, on an advisory opiiion

1ssued under § 10.85, on a gmdehne S

1ssued under § 10.90, on a matter .

involving admmstrative action whlch 18

the subject of an opportunity fora
hearing under § 16.1{b) of this:chapter,
or on the tssuance of a final regulation. -
published 1n accordance with § 10.40;
except that the agency's response to 4
petition filed under section 505(§)(2)(C)-
of the act and § 314.93 of this chapter

- will not constitute final agency action

until any-petition for reconsideration
submitted by the petitioner 13 acted on
by the Commussioner.

PART 310~NEW DRUGS
. 4.The authomy citation for 21 CFR
Part 310 continues to read as follows:

Authority: Secs. 501, 502, 503, 505, 701, 704,
705, 52 Stat. 2049-1053 as amended, 52 Stat.
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1055-1056 as amended, 67 Stat, 477 as

amended, 52 Stat. 1057-1058 {21 U.S.C. 351,

352, 358, 355, 371, 374, 375); 5 U.S.C. 558; 21
/™. CFR 5.10 and 5.11.

5. Section 310.305 1s amended by
revising paragraph (a), by removing the
word “significant” n paragraph (b}(2),
by revising the first sentence in
paragraph (c)(4) and by removing the
words "(Drug Expenence Report)” and

replacing them with “{Adverse Reaction

Report)” in paragraph {d){1), to read as
follows:

§ 310.305 Records and reports concem!ng
adverse drug experiences on marketed
prescription drugs for human use without
approved new drug applications. . :

(a) Scope. FDA 15 requirning
manufacturers, packers, and distributors
of marketed prescription drug products
that are not the subject of an approved
new drug or abbreviated new drug
application to establish anid mamtain
records and make reports to FDA of:

{1) All senious, unexpected adverse
drug experiences associated with the -
use of their drug products,

(2) Any significant increase in-the
frequency of a serious, expected adverse
drug expenence, and

(3) Any significant increase i the
frequency of therapeuhc l‘aﬂure (lack of
effect).

_ These reports will enable FDA to
‘protect the public health by helpng to
A7 monitor the safety of marketed drug-
products and to assure that these drug
products are not adulterated or-
misbranded.

(c)

{4) Each persondentified in
paragraph {c}{1) of this section shall
review periodically (at least once each
year) the freqiiency of reports of adverse
drug experiences that are both serious
and expected and reports of therapeutic
failure {lack of effect), received or
otherwise obtained, and report any
significant increase m frequency as soon
as possible but in any case within 15.
warking days of determining thata
significant increase m frequency exists.

PART 314—APPLICATIONS FOR FDA
APPROVAL TO MARKET A NEW DRUG
OR AN ANTIBIOTIC DRUG ‘

8. Part 314 18 amended by
redesignating existing Subparts C, D, E,
and F as Subparts D, E, F and G,
respectively, by adding new Subpart C,
consisting of §§ 314.92 through 314.99,
and by revising the table of contents
and the authority citation to read as
follows:

Subpart A-General Provigions

Sec.

314.1 = Scope of this part.
314.2 Purpose.

914.3 Definitions.

Subpart | B—-Appﬁcations

31450 Content and format of an application.

314,52 Notice of certification of invalidity or
nomnfnngement of a patent.

314,53  Submission of patent nformation.

'314.54 Procedure for submssion of an

application requinng investigations for:
approval of a new indication for; orother
change from, a listed drug. :

314.60 Amendmentsto an unapproved
application.

*314.65. Withdrawal by the applicant of an

unapproved application.

314.70 Supplements and other changes to an
approved application, .

314.71  Procedures for submission of a
supplement to an'approved application.

314,72 Change n ownershlp of an
application.

314.80 - Postmarketing repomng of. adverse
drug experiences.

314.81. Other postmarketing reports.

-.314.80  Waivers.

Subpart C~-Abbreviated Appllcaﬁons :

31492 Drug products for which abbreviated
applications may be submitted.

314.93 Petition to request a change from a
listed drug. .

314.84 Content and format of an

. abbrewviated application.

314.95 ~Notice of certification of mnvalidity or
nomninngement of a patent.

314.96  Amendments to an vnapproved
abbreviated application.

31487 Supplements and other changes to an
approved sbbrewiated application.

314.98 Postmarketing reports. = -

314.89 Other responsibilities of an applicant
of an abbrevmted application.

Subpart D—-FDA Action on Applicaﬁons~
and Abbreviated Applications

314.100 Time frames for reviewing

applications and abbreviated
applications.

'314.101. Filingan application end an

" abbreviated antibiotic application and
receiving an abbreviated new drug ’
application,

314.102 Communications between FDA and
applicants.
314.103 Dispute resolution.

314104 Drugs with potential for abuse.

314.105 - Approval of an application and an
abhreviated application.

314.108 Foreign data.

314.107 . Effective date of approval of a
505(b)(2) application or abbreviaied new
drug application under section 505(j) of

.- the act. .

314.108 - New drug product exclusivity.

314,110 Approvable letter to the applicant.

314.120 - Not approvable letter to the
applicant.

314.122 Submitting an application for,or a -
505(3}{2)(C) petition that relies on, a listed
drug that 1s no longer marketed. -

314.125 Refusal to approve an‘application or-.

abbreviated antibiotic application.

HeinOnline

Sec.

314.126 ' Adeguate and well-controned
studies.

314127 Refusal to approve an abbrevmted

new drug application.

314,150 Withdrawal of approval of an -
application or abbreviated applicﬂuom

314,151 ~ Withdrawal of approval of an

- abbreviated new drug application - -

pursuant to section 505(j}(5) of the act. :

-314.152  Notice of withdrawal of approval of

an application or abbreviated applicalion
~for a.new drug. .
314.153  Suspension of approval ofan
abbreviated new drug application..
314.160 = Approval of an application or
abbreviated application for which
" approval was previously refused,
- suspended, or withdrawn.
314161 Determination of reasons for
voluntary:withdrawsl of a listed drug.
314. 1152 Removal of a drug product from the
ist.
314.170  Adulteration and mlsbrsnding of an
. approved drug.
Subpart E—~Hearing Procedures for New
Drugs
314,200 -~ Notice of opportunity for. heanng:
_notice of participation and request for
hearng; grant or demal of hearing. -

. 314.201 Procedure for hearings.

314.235 . Judiciat review.

Subpart F—Admimstrative Procedures for,
Antibiotics

314.300 - Procedure for:the :ssuance.
amendment, or repeal of regulations,

Subpart G—Miscellaneous Provls)ons

314410 Imports and exports of new dmgs
* and antibotics. -

. 314420 Drug master files. -

314430 Availability for public disclosure of
data and information mn an application or
" abbrewviated application.
314.440 Addresses for applications and
abbrewiated applications.

. 314.445 Guidelines. -

"Authority: Secs. 501, 502, 503. 505, 506. 507

" 701, 52 Stal. 1049-1053 as amended, 10551056 .

as amended, 98 Stat. 1585, 65 Stat. 851, 59
Stal: 463 as amended (21 U.S.C. 351, 352, 353,
355, 356, 357 371), 21 CFR 510,511, .
§314.1 [Amended]

7 Section 314.1 Scope of this part 18
amended in paragraphs (a}{1) and (2} by

-adding the phrase “or abbrevxated :

application™ after the word
“application”™ . :
8. Seclion 314.3 13 amended by

‘ _revisig paragraph {b)to read as

follows:
§314.3 Definitions.

{b] The following definitions of terms.
apply to this part:

Abbreviated application” means ‘the’
application described under § 314.94,
including all amendments and
supplements to the application.

Abbreviated application” applies to

‘both an abbreviated new drug
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application and an abbreviated
antibiotic application.

Act” means the Federal Food, Drug,
and Cosmetic Act (sections 201-901, 52
Stat. 1040 et seq., as amended (21 U.S.C,
301~392)). )

Applicant” means any person who
submits an application or abbreviated
application or an amendment or
supplement to them under this part to
obtain FDA approval of a new drug or
an antibiotic drug and any person who
owns an approved application or
abbreviated application. -

Application” means the application
described under § 314.50, including alt
amendments and supplements to the .
application. . . :

Approvable letter” means a written
communication to an applicant from
FDA stating that the agency will
approve the application or abbreviated
application if specific additional
mformation or materal 18 submitted or
specific conditions are met. An
approvable letter does not constitute -

approval of any part of an application or -

abbreviated application and does not -
permit marketing of the drug that s the
subject of the application or abbreviated
application.

Approval letter” means a written
commumecation to an applicant-from
FDA approving an application or an
abbreviated application.

“Drug product” means a fimshed
dosage form, for example, tablet,
capsule, or solution, that contans a drug
substance, generally, but not
necessa’rﬂy. n association with one or

“Drug substance™ means an achive
ingredient that 1s mntended to furmsh:
pharmacolog:cal activity or other ditect
effect n the diagnosis; cure, mitigation,
treatment, or prevention of disease or to
affect the structure or any function of
the human body, but does not mclide
mtermediates used mn the synthesis of
such ingredient.

"FDA means the Food and Drug
Admmstration,’

“Lasted drug” means a new drug
product that has been approved for .
safety and effectiveness under section
505(c) or approved.under section 505(j)
of the act, the approval of which has not
been withdrawn or suspended under
section 505(e) {1) through (5) or [j}{5) of .
the act, and which has not been
withdrawn from sale for what FDA has
determined are reasons of safety or
effectiveness. Listed drug status s
evidenced by the drug product's’
mclusionin the current edition of FDA's

- Approved Drug Products with -
Therapeutic Equvalence Evaluations”
(the list) or any current supplement to
the list. A drug product 13 deemed to be

mcluded n the list on the date of -
approval of the application or
abbreviated application for that drug
product. For a drug product that1s
subject to FDA's Drug Efficacy Study
Implementation (DESI) program, FDA
will consider the applicable DESI notice
published in the Federal Register a
listed drug until a drug product subject
to the notice meets the conditions for
approval of effectiveness set forth i the
notice and becomes a listed drug.

"Not approvable letter” means a
written communication to-an applicant
from FDA stating that the agency does
not consider the application or
abbreviated application approvable
because one or more deficiencies in the
application or abbreviated application
preclude the agency from approving it. .

"Reference listed drug” means the . ..

- listed drug 1dentified 1n-an abbreviated

new drug application or 1dentified by
FDA -as the drug product upon which an
applicant relies 1n seeking approval of -
its abbreviated application.

“Right of reference or use” means the
authority to rely upon, and otherwise
use an mvestigation for the purpose of
obtaiming approval of an application,
mcluding the ability to make available
the underlyng raw data from the
nvestigation for FDA audit, if
necessary.

-“The list” means the current edition of

FDA's publication Approved Drug
Products with Therapeutic Equivalence
Evaluations” and any current
supplement to the publication:

“505(b}(2} application” means an
505(b)(1) of the act for a drug for which
the investigations described n section
505(b)(1}{A) and relied upon by the ' -
applicant for approval of the application
were not conducted by or for the '
applicant and for which the applicant
has not obtained a right of reference or
use from the person by or for whom the
mvestigations were conducted.

9. Section 314.50.1s amended by
revising the first and fifth sentences in_
the introductory paragraph, paragraph
{a)(2), the second sentence in paragraph

{c)(1), by adding new paragraph (g){3}), .-
by redesignating existing paragraph (h)

as paragraph (k), and by adding new
paragraphs (h), (i}, and (j} to read as
follows:. '

§314.50 Content and formst of an
application. o ’
Applications and suppleménts to
approved applications are required to be
submitted in the form and contam the
information, as appropnate for the
particular submisston, required under
this section. These include an
application of the type described in
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section 505(b)(2) of the act, an
amendment, and a supplement.

(a)-

(2) A statement whether the. .
submission 18 an original submission, a
505(b)(2) application, a resubmussion, or. -
a supplement to an application under ' -

. § 314.70.
" (c)Summary. (1) - . The summary .
18 not required for supplements under ..
- § 314.70.
(8

{3).H an applicant who submits a new
drug application under section 505(b} of

the act obtains a “nght of reference or . . -

use, as defined under § 314.3(b),to an
nvestigation described mn clause {A) of

* section 505{b)(1) of the act, the applicant
* shall include 1n its application a written. - -

statement signed by the owner of the
data from each such mnvestigation, that
the applicant may rely on in support of .
the approval of its application, and
provide FDA access to, the underlying
raw data that provide the basis for the
report of the mvestigation submitted m
its application.

-(h) Patent information. The e
application 1s required to contam the

_ patent information described under -

§ 314.53. ] )
" (i) Patent certification—{1) Contents.

A 505(b)(2) application 1s required to..

contain the followmg:
(i) Patents claiming drug, drug
product, or method of use. (a) _E;cept as

section, a certification with respect to

" each patent 1ssued by the United States
" Office of Patent and Trademark that,

the opinion of the applicant and to the
best of its knowledge, claims the drug or
drugs on which investigations that are -
relied upon by the applicant for
approval of its application were

.conducted or that claims an approved - . )
use for such drug or drugs and for which
- information 18 required to be filed under

section 505 {b) and (c} of the act and
§ 314.53. For each such patent, the .
applicant shall provide the patent
number and certify, 1n its opimion and to
the best of its knowledge, one of the -~ .
following circumstances: :

{7) That the patent information has,
not been submitted to FDA. The
applicant shall entitle such a o
certification “Paragraph 1 Certification’™

(2) That the patent has expired. The
applicant shall entitle such a o
certification “Paragraph Il :
Certification™

(3) The date on which the patent will
expire. The applicant shall entitle such a
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certification “Paragraph Il -
“ortification”-or
1) That the patent 15 invalid or will
£ "benfringed by the manufacture,
2 or-sale of the drug product for -

which the application 1s submitted. The -

applicant shall entitle such a
certification “ParagraphIV - - -
Certification. This certification shall be
submitted in the following form:

1, (name of applicant), certify that Patent
No. (1s invalid or will not be infringed by the
manufacture; use, or sale of) (name of
proposed drug product)for which this -
application 18 submitted. - -

The certification shall be accompamed
by a statement that-the applicant will
comply with the requrements under
§ 314.52(a) with respect to providing a
notice to each owner of the patent or----
their represeniatives and to the holder
of the approved application for the drug
product which 1s claimed by the patent -
or a use of which 1s claimed by the - -
patent and with the requirements under
§ 314.52(c) with respect to the content.of
the notice, .

{b} If the drug on which investigations
that are relied upon by the applicant
-were conducted 18 itself a licensed
generic drug of a patented drug first. -
approved under section 505(b) of the act;

the appropnate patent certification

under this section with respect to each

natent that claims the first-approved
‘tented drug or that claims an

A proved use for such drug. :

: i) No relevant patents. If, in the
upmon of the applicant and to the best
of its knowledge, there are no patents
described w paragraph (i){13{) of thus

i.<§echm'x. a certification in the following

orm; -

In the opimion and to the best knowledge of

(name of applicant), there are no patents that.

claim the drug or drugs on which
mvestigations that are relied upon in this
application were conducted or that claim a
use of such drug or drugs. :

{iii) Method of use patent. (o) 1If
information that 13 submitted under
section 505 (b) or (c) of the act and |
§ 314.53 15 for a method of use patent,
and the labeling for the drug product for
which the applicant 18 seeking approval
does not include any indications that
are covered by the use patent, a
statement explamning that the method of
use patent does not claim any of the
proposed indications. '

{5} If the labeling of the drug product
for which the applicant 18 seeking
approval includes an indication that,
according to the patéent information .
submitted under section 505 {b) or (c} of
the act and § 314.53 or in the opinon of
the applicant, 1s claimed by a use
patent, the applicant shall submit an

applicable certification under paragraph

(i){1)(i) of this section. o
(2) Method of manufacturing patent.

An applicant 1s not required to make a

* certification with respect to any patent

that claims only a method of ~
manufacturing the drug product for
which the applicant 1s seeking approval.

{3) Licensing agreements. If a 505(b}{2)-

application 1s for a drug or method of

usmng a drug claimed by a patent and the”

applicant has a licensing agreement
with the patent owner, the applicant
shall submit & certification under
paragraph {i){1)(i}(a)(4) of this section

. (“Paragraph IV Certification”) as to that. -
patent and a statement that it has been
granted a patent license. If the patent’

owner consents to an immediate
effective date upon approval of the-
505({b)(2) application, the application

shall contamn a written statement from
‘the patent owner that it has a licensing

agreemént with the applicant and that it
consents to an immediate éffective date,
'{4) Late submission of patent
information. If a patent described 1
paragraph {i)(1){i}{a) of this section1s
18sued and the holder of the approved
application for the patented drug does
not submit the required information on

the patent within 30 days of 13suance of °
the patent, an applicant who submitted -
- a 505{b}{2) application that before the -

submission of the patent mformation
contaned an approprate patent _
certification 1s not required to submit an

- -amended certification. An applicant

whose 505(b)(2) application 1s filed after
a late submission of patent information
or whose 505(b}(2) application was
previously filed but did not contain an
appropriate patent certification at the

.time of the patent submission shall

submit a certification under paragraph
()(1)(i) or (i) or a statement under
paragraph (i){1)(iii) of this section as to
that patent. E

" 8) Disputed patent information. If an

applicant disputes the accuracy or
relevance of patent information
submitted to FDA, the applicant may

seek a confirmation oFthe correctness of:

the’'patent information 1 accordance
with the procedures under § 314.53(f).
Unless the patent information 1s '

withdrawn or changed, the applicant

- ‘must submit an appropnate certification

for each relevant patent.

(6} Amended certifications. A
certification submitted under .
paragraphs (i)(1)(i) through (iii) of this
section may be amended at any time

" before the effective date of the approval

of the application. An applicant shall
submit an amended certification as an
amendment to a pending application or

. by letter to an approved application.

Once an amendment or letter for the
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change m certification has been i
submitted, the application will ino longer
be considered to be one contaming the
prior certification. ‘ e

) After finding of infringement. An
applicant who has submitted'a S
certification under paragraph .
(i)(1){i)(a}(4) of this section and 1s sued -
for patent infringeritent within 45 days'of
the receipt of notice sent under § 314.52, '

‘shall amend the certification if a final .
" judgment in the action 1s entered finding  * -

the patent to be mnfringed. In the
amended-certification, the applicant

shall certify under paragraph . -
(i}(1){D){a}(3) of this section that the

patent will expire on a specific date, .
" (i1) After removal of a patent from the ~
list. If a patent 18 removed from the list

for any reason other than because the

‘patent has been declared invalidmma
* " lawsuit brought within 45 daysofa -

notice 1ssued under § 314.52, after one or -
more applicants-have made - .

‘certifications under paragraph

{(1)(1)(i)(a){4) of this section on that . . .
patent, any applicant with a pending .
application or delayed effective date
who has made such a certification shall
amend the certification. In the amended
certification, the applicant shall certify .
under paragraph {i)(1)(ii) of this section,
if applicable, that no patents described

m paragraph (i)(1)(i) of this section

.claim the drug. If other relevant patents

claim the drug; the applicant shall

- mstead submit a request to withdraw

the certification under paragraph
fi)(1)(i}{a)(4) of ths section: .~ Lo

(iii) Other amendments. (o) Except as
provided m paragraphs {i)(4) and
{i)(8)(iii){P) of this section, an applicant
shall amend a submitted certification if,
at any time before the effective date of -
the approval of the application, the
applicant learns that the submitted
certification 18 no longer accurate.

(b) An applicant s not required to
amend a submitted certification.when:

anformation on an otherwise applicable

patent1s submitted after the 505(b)(2). . .
application 18 approved, whether or not."
the approval of the abbreviated . ..
application 1s effective. SRR

- (§) Claimed exclus:vity. A new drug:
product, upon approval, may be entitled
to a period of marketing exclusiity:
under the provisions of § 314.108. If an
applicant believes its drug product 18

“entitled to a period of excluswvity, it

shall submit to the new drug application
prior to approval the following
information:

(1) A statement that the applicant 1s
claiming exclusivity,

{2) A reference to the appropnate
paragraph under § 314,108 that supports
its claim. : o :
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(3} If the applicant claims exclusmty
under § 314.108(b}(2}, information to
show that no drug has-previously been
approved under section 505(b) of the act
contaimng any active moety in the drug
for which the applicant 1s seeking
approval.

(4) If the applicant claims exc!uslvny
under § 314.108(b}(4) or (5), the following
mformation to show. that the climcal
mvesngatxons mits apphcatwn are

“new clinical mvestigations, “essential
to approval of the application or
supplement, and were “conducted or
sponsored by the applicant™

(i) “New clinical Investigations. A
certification that to the best of the
applicant’s knowledge the climical -
mvestigations included 1n the
apphcauon meet the definitions of .

“new” and “climcal mvestlgatlons" set
forth in § 314.108(a)..

(ii} “Essential to appmval ” A list of
all published studies or publicly
available reports of climcal
investigations known to the apphcant
through a literature search that are
relevant to the conditions for which the
applicant 1s seeking approval, a
certification that the applicant has
thoroughly searched the scientific
literature and, to-the best of the
applicant’s knowledge, the listis
complete and accurate and, 1n the -
applicant’s opimon, such published
studies or publicly available reports do
not provide a sufficient bass for the
approval of the conditions for which the
applicant 1 seeking approval without
reference to the new clinical
mvestxgatlon(s) in the apphcatlon, and

LD AT O

reports are msufﬁcxent :
(iii) “Conducted or sponsored by. lf

the applicant was the sponsor named 1n -

the Form FDA-1571 for an
mvestigational new drug (IND} under
which the new clinical mvestigation{s)
that 1s essential to the approva1 of its
application was conducted;.
adentification of the IND by number., If
the applicant was not the sponsor of the
IND under which the climcal
mvestigation(s) was conducted, a
certification that the applicant or its
predecessor in interest provided
substantial support for the clinmcal
investigation(s) that 1s essential to the
approval of its application, and
mformation supporting the certification.

10, New §§ 314.52, 314.53, and 314.54
are added to Subpart B to read as
follows:

§314,52 Notice of certification of -

invalidity or noninfringement of a patent.
(a) For each patent which claims the

drug or drugs on which investigations

that are rehed upon by the applicant for
approval of its application were

conducted or which clarms a use for
such drug or drugs and winch the

_applicant certifies under

§ 314.50(i){1)(i)(a)(<) that a patent1s
mnvalid or will not be infringed, the
applicant shall send notice of siach
certification by registered or certified

‘mail, return receipt requested to each of
- the following persons:

{1) Each owner of the patent that 18
the subject of the certification or the
representative designated by the owner
to receive the notice. The name and
address of the patent owner or its

representative may be obtained from the

United States Patent and Trademark
Office; and .

(2) The holder of the appmved
application under section 505(b) of the
act for each drug product which 1s

" claimed by 'the patent or 4 use of which

18.clammed by the patent and for which

 the applicant 18 seeking approval,-or, if

the application holder does not reside or
maintain a place of busmess within the

* United States, the application holder's.

attorney,; dgent, or other authorized
official. The name and address of the

-application holder or.its attorney, agent,

or authorized officral may be obtaned -

- from the Division of Drug Information
' Resources (HFD-80), Center for Drug.

Evaluation and Research, Food and
Drug Admmstration, 5600 Fishers Lane,

- Rotkville, MD 20857

{3) This paragraph does not apply toa
use patent that claims no uses for which
the applicant 1s seeking approval. .

(b) The apphcant shall send the notlce

when it receives from FDA an
acknowledgment letter stating that its
application has been filed. At the same

“time, the applicant shall amend its

application to mnclude a statement
certifying that the notice has been

-provided to each person 1dentified under
- paragraph (a) of this section and that the

notice met.the content requirement

under paragraph (c) of this section.

(c) Content of a notice. In the notice,

-.the applicant shall cite section

505(b}(3)(B) of the act and shall mc!ude,
but not be limited to, the following
mformatlon -

- {1) A statement that a 505[b)(2)
application submitted by the applicant

.- has been filed by FDA.

{2) The application number.

{3) The established name, if any, as
defined 1n section 502(e)(3]} of the act, of
the proposed drug product. -

(4) The active ingredient, strength, and
dosage form of the proposed drug
product.

(5) The patent number and expiration

-date, as submitted to the agency or as
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known to the applicant, of each patent

alleged to be invalid or not infringed.

{6) A detailed stalement of the factual
and legal basis of the applicant's
opmion that the patent 1s not valid or .
will not be infringed. The applicant shall
mclude n the detailed statement: . .

(i) For each claim of a patent alleged .
not to be infringed, an-explanation of . -
why the claim s not infringed.

(ii) For each claim of a patent alleged-
to be invalid, an explanation of the

- grounds supporting the allegation, .

mcluding all statutory bases, affirmative
defenses, reasoning, and evidence
supporting the allegation, citing any :
relevant case precedent upon which the

allegation 13 based, providing a copy of - o

any patent or publication whichas” .
alleged to invalidate such claim and the
reasons supporting such allegation.

(iii} For formulation or composition’
patents, a description.of a mechamsm
through which the applicant agrees to

~ make the formulation or composition of -

the proposed drug product known to the:
patent owner or to a designated
mtermediary who will act as a referee. ;-

{7) If the applicant does not reside or
have a place of business 1 the United
States, the name and address of an -’
agent m the United Statesanthonzed to
accept service of process for the -
applicant.

'(d) Amendment to an applzcatmn If
an application s amended to include the
certification described 1n § 314.50(i), the
applicant shall send the notice required
by paragraph (a} of this section at the
sama Hme that the ampndmen! to the
uyl}.&l\.&lll‘ltﬂ i suviniiied o oA

{€) Documentation of receipt of notice.
The applicant shall amend its
application to document recerpt of the

notice requxred under paragraph (a) of

this section by each person provided the
notice. The applicant shall include a

- copy of the return receipt or other

sumilar evidence of the date the
notification was recetved. FDA will
accept as adequate documentation of =
the date of receipt a return receipt or a
letter acknowledging receipt by the '
person provided the notice. An- ’
applicant may rely on another form of
documentation only if FDA has agreed
to such documentation in advance. A
‘copy of the notice itself need not be
submitted to the agency.

. {f) If the above requirements are met, .
the agency will presume the notice to be
complete and sufficient, and it will
count the day following the date.of
receipt of the notice by the patent owner
or its representative or by the approved
application holder if the holdér s an
exclusive patent licensee as the first day
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of the 45-day penod provxded for m
section 505(c){3}(C) of the act.

14,53 Submission of patent -

f’ «ormation.

i

{a) Who must submit paten!
information. This section applies to-any
applicant who submits to FDA a new

drug application or an amendment to it - -

under section 505(b} of the actand- - _
§ 314.50 or a supplement to an approved
application under § 314.70, except as
provided in paragraph. (d)(z) of this
section.
{b) Patents for w]uc.h Jnfmmatmn .
must be submutted. An applicant
described in paragraph (a) of this

section shall submit mformation oneach

patent that claims the drig or 8 method
of using the drug that 1s the subject of
the new drug application or amendment
or supplement to it and-with respect to
which a claim of patent infringement
coyld reasonably be asserted if a person

not licensed by the'owner of the patent -
engaged in the manufacture, use, or sale.-

of the drug product, For purposes of thig
part, such patents consist of drug. .
(ingredient) patents, drug product =~
(formulation and composition) patents,
and method of use patents. Process. .
patents are not covered by this section

and information on procesg patents may -

not be submitted to FDA. For patents
that claim a drug or drug product, the
applicant shall submit mformation only

those patents that claim an approved
A7 ug product or a drug product for which

ie applicant has submitted an. - -
application to obtamn FDA approval. For
patents that claim a method of use, the
applicant shall submit mnformation only
on those patents that claim approved
indications or other conditions of use or
that claim indications or other -
conditions of use for which the applicant
18 seeking approval i an application. -

{c) Reporting requiremients, {1)
General requirements; An apphcant
described 1n paragraph{a) of this -
section shall submit the following : =«
mformation for each patent described n
paragraph {b} of this section:

(i) Patent number and the date on
which the patent will expire.

{ii) Type of patent, 1.e., drug, drug
product, or method of use.

(iii) Name of the patent owner.

{iv) If the patent owner or applicant
does not reside or have a place of
business within the United States, the
name of an agent {representative) of the
patent owner or applicant who tesides
or mamtans a place of business within
the United States authorzed to receive
notice of patent certification under -~
sections 505{b)(3) and 505{j}{2){B) of the
act and §§ 314.52 and 314:85.

- applicant believes that there are no -
patents which claim the drug or the drug
.. product or which claim a method of

(2} Farmu]abon oraomposmon
patents. (i) Original certification. For
each formulation or composition patent,
in addition to the patent information’
described mn paragraph (c)(1) of this

~ section the applicant shall submit the

following certification:

The undersigned certifies tha! the drug. and
the formulation or composition of fnams of
drug p.roduct] 18 claimed by Patent No.

This product is (currently
approved under section 505 of the Federal

v . Food, Drug, ond Cosmetic Act} for] (the
* subject of this apphcauon for which-approval
i3 being sought).

(if) Amendment of patent mformatmn

- upon approval. Within' 30"days after the
date of approval of its application, if the

application contamned a certification

-required under paragraph {c}(2){i} of this

section, the applicant shall by letter -

- amend the certification to :dentify each - .
- 18sued for a drug, drug product, or

" method of use after an applications =
approved, the applicant shall submit to

patent thaf claims the formulation and

composition that has been, approved.. -
(3) Method of usg potents.—{i). .

Original certification. For.a patent that

- claims a method of using the drug

product, the patent anformation -
described n paragraph {c)(1) of ths
section shall be accompamed by-the
following certification that identifies-
each relevant patent that claims
mdications or other conditions of use
that are approved or are the subject.of
the application for whch approval 18

- being sought:

‘The undersigned certifies that Patent No, -
— o COVers the use of fname af
drug product) that1s {approved) [or] (the .

-subject of thie application for which approval

18 being sought):

(ii) Amendment of patent information -
upon approval, Within 30 days after the
date of approval of its application, if the.
application contained a certification

" required under paragraph {c){3}{i) of this

section, the applicant shall by:letter :

“amend the certification to 1dentify the

specific indications or other conditions

of use that have been approved and

each patent that claims the approved

indications or other conditions of use.
{4) No relevant patents. if the

using the drug product and with respect
to which a claim of patent infringement:
could reasonably be asserted if a person

.not licensed by the owner of the patent

engaged m the manufacture, use, or sale
of the drug product, it shall so certify.
{5) Authorized signature. The
certifications required by this section
shall be signed by the applicantor
patent owner, or the applicant’s or

-patent owner’s attorney, agent

HeinOnline

(representatwe}. or ether authonzed
official.

(dY When and where to submit patent o

mformatzon.—-—[l) Original application.
An applicant shall submit with ifs-

ongnal application submitted under this:

part, including an application described

‘tn section 505(b)(2) of the act, the

mformation described in paragraph' (c)

of this'section on each drug {ingredient), Ll

drug product {formulation and

' composition), and method of use patent i

1ssued before the application 1s filed
with FDA and for which patent

“mformation 1s required to be submitted

under this séction. If a patent 15 issued -
after the application 1s filed with FDA

“but before the application 18 approved,

the applicant shail submit the required .
patent information 1n an amendment to
the application under § 314.60.

(2) Supplements. (i) If a patent s

FDA the required patent information

withmn 30days of the date.of 1ssuance of

the ppatent.
(ii)- An applicant shall submit patent -

- information required under paragraph

(c)-of this section for a patent that
claims the product or method of using

the product for which approval 1s sought .

n any of the following supplements:
'(A) To change the formulation; .. -

(B) To add a new indication or other -
condition of use, including a cha.nge in -
route of admimstration;

{C) To change the strength;.

(D) To make any. other patented
change,

(iti} if the applicant submits a
supplement for one of the changes listed
under paragraph [d)(2)(ii) of this section
and existing patents for which

mformation has already been submitted. .
to FDA claim the changed product, the -

applicant shall submit a certification. -
with the supplement 1dentifying the

* patents that claim the changed product.

{iv] If the applicant submits a
supplement for one of the changes listed
under paragraph {d)[2)(ii) of this:section
and no patents, including previously -

' - submilted patents, claim the.changed

product; it shall so certify.
{v) The applicant shall comply with
the requirements for amendment of

‘formulation or composition-and method -

of use patent information under .
paragraphs (c){2)(ii} and [3){xi] of this
section. -

(3) The applicant shall submit two

-copies of each submission of patent

nformation, an arcinval copy and a
copy for the chemistry, manufacturing
and conirols section of the review copy,
to the Central Document Room, Center
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for Drug Evaluation and Research, Food
and Drug Admimstration, Park Bldg. .
(Rm. 214), 12420 Parklawn Dr., Rockvnlle.
MD 20857 The applicant shall submit

the patent information by letter separate

from, but at the same time as,
submission of the supplement.

{4) Patent information shall be
considered to be submitted to FDA as of
the date the information 1s recerved by
the Central Document Room.

(5) Each submssion of patent
information, except information -
submitted with an oniginal appllcahon,
and its mailing cover shall bear
promnent 1dentification as to its -
contents, 1.e., “Patent Information, or, |f

submitted after approval of an
application, “Time Sensmve Patent
Information.

(e) Public disclosure of patent :
wmnformation. FDA will publish mn the list
the patent number and expiration date
of each patent that 1s required to be, and
18, submitted to FDA by an applicant,
and for each use patent, the approved
andications or other conditions of use
covered by a patent and any
unapproved indications or condition of
use to which the applicant certified.
FDA will publish such patent °
information upon approval of the
application, or, if the patent information
1s submitted by the applicant after
approval of an application as provided
under paragraph (d)(2) of this section, as
soon as possible after the submission to
the agency of the patent information.

Patent information submitted by the last: -

workmg day of a month will be
nnhhshs‘d m that month’s supplement to
il sl Faldal usdGrua toa u.,t.bsh;u LY
lhe agency between monthly publication
of supplements to the list will be placed
on public display in FDA'’s Freedom of
Information Staff. A request for copres
of the file shall be sent in writing to the
Freedom of Information Staff (HF1-35),
Food and Drug Admmstration; Rm.
12A~16, 5600 Fishers Lane. Rockvnlle,
MD 20857

(f) Correction of patent mfomvahon -

errors. If any person disputes the
accuracy or relevance of patent....
information submitted to the.agency: -
under this section and published by
FDA 1 the list, or believes that an
applicant has failed to submit required
patent information, that person must
first notify the agency in writing stating
the grounds for the disagreement. Such
notification should be directed to the .
Office of Drug Standards (HFD-200),
Center for Drug Evaluation. and.
Research, Food and Drug -
Administration, 5600 Fishers Lane,
Rockville, MD 20857. The agency will. .
then request of the applicable new drug
application holder that the correctriess

- submit a 505(b}(2) application. This

of the patent mformation or omssion of
_ patent information be confirmed. Unless

the application holder withdraws or
amends its patent information in ‘
résponse to FDA’s request, the agency

‘will not chiange the patent information in -
“the list. If the new drug application

holder does not change the patent
information submitted to FDA, a
505(b)(2) application or an abbreviated-
new drug application under section
505(j) of the act submitted for a drug that
15 claimed by a patent for which :
wformation has been submitted must,
despité any disagreement as to the.
correctness of the patent mformation,

contan an approprniate certification for -

each listed patent. ,
§314.54 Procedure for submission ofan

- application requiring investigations for:

approval of a new Indication for, or other
change from, a listed drug.

(a) The act does not permit approvnl
of an abbreviated new drug application
for a new indication, nor does it permit
approval of other changes 1n a listed
drug if nvestigations, other.than
broavailability or bioequivalence -

studies, are essential to-the approval of .

the change. Any person seeking
approval of a drug product that
represents a modification of a listed
drug (e.g., @a new indication or new

-dosage form) and for which:

nvestigations, other than bioavailability
or bioequivalence studies, are essential
to the approval of the change may,
except as provided in paragraph (b},

application need rnrxtmn anly that
finda duhu Aodenidlod v o) f““ Laiw
modlfncahon(s] of the hsted drug.

(1) The applicant shall submit a
complete archival copy of the
application that contains the followmg.

(i) The information required under

¥y 314,50(a), (b, (). (d)(1) and (3), (e},

and {g).

(ii) The mformation reqmred under
§ 314.50(d)(2), (4) (if an anti-infective: .
drug), {5); and (6), and (f) as needed to.
support the safety and effectiveness of
the drug product.

(iii) Identification of the listed drug for

. whtch FDA has made a finding of safety

and effectiveness and on which finding
the applicant relies 1n seeking approval
of its proposed drug product by

established name,.if any, proprnetary .- .

name, dosage form, strength, route of
admiustration, name of listed drug’s
application holder, and listed drug's
approved application number.

(iv) If the applicant 1s seeking

4 approval only for a new indication and

not for the indications approved for the

listed drug on which the applicant relies,

a certification so stating.
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(v) Any patent information required
under § 314.53 with respect to any
patent which claims the drug for which
approval 18 sought or a method of using

. such drug and to which a claim of patent

mfringement could reasonably be.
asserted if a person not licensed by the
owner of the patent engaged in the
manufacture, use, or sale of the dmg
product.

(vi) Any patent ceruficatnon or -
statement required under § 314.50(i)
with respect to any relevant patents that

"'claim the listed drug or that claim any

otlier drugs on which investigations

" relied on by the applicant for approval

of the application were conducted, or
that claim a use for the listed or other

:(vii] If the applicant. believes the
change for which it1s seeking approval

-18-entitled to a period of excluswvity, the

information required under § 314.50(j).:
(2} The applicant shall submit a -

review copy that contains the technical

sections described 1n § 314.50{d){1} and

- (3), and the techmcal sections described
1 § 314.50(d)(2), (4}, (5), and (6), and N

when needed to support the
modification. Each'of the technical

‘gections 1n the review copy 18 reqmred

to be separately bound with a copy of
the information required under,

§ 314.50(a), (b}, and (c) and a copy of the
proposed labeling. :

.- (3) The information required by

L8 314.50(d){2), (4} {if an anti-infective

drug). (5), {8), and (f) for the lxsted dmrz

sat;s;ﬁéa by referé;;gs; t<; ;h; h;téd ciruug
under paragraph (a){1){iii) of thxs

-gection.

(b} An application may not be
submitted under this section for a drug. -
product whose only difference from the
reference listed drug 1s that the extent to
which its active ingredient(s)1s =
absorbed or 1s otherwise made available
to the site of action 1s less than that of

_:the reference listed drug.

§31455 [Removed] -

11. Section 314.55 Abbreviated
application 1s removed.

§314.56 [Removed]

12. Section 314.56 Drug products for
which abbreviated applications are
suitable 1s removed.

12a. Section 314.60 18 amended by .

_ redesignating the existing paragraph as.

paragraph {a} and by revising the first
sentence, and by adding a new
paragraph [b) to read as follows:
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§314.60 Amendments toan unapproved
application,

W‘\ {a) Except as provided 1n paragraph
} of this section, the applicant may
4bmit an amendment {o an application
that 1s filed under § 314.100, but not yet
approved.
{b)(1) An unapproved application may
not be amended if all of the following
conditions apply:

(i) The unapproved application 1s Ior a’

drug for which a previous application
has been approved and granted a period
of exclusivity under § 314: 108[1)][2] that
has not expired;

(ii) The applicant seeks to amend the

unapproved application to include a
published report of an mvestigation that
was conducted or sponsored by the
applicant entitled to exclusxvxty for the
drug;

(iii) The applicant has not obtamed &
nght of reference to the mnvestigation
described 1n paragraph {b}[l](n] of this
section; and

{iv) The report of the 1nvestigation
described an paragraph (b}{2){ii) of tis
section would be essential to the
approval of the unapproved application.

(2) The submission of an amendment
described in paragraph (b){1) will canse
the unapproved application to be
deemed to be withdrawn by the
applicant under § 312.65 on the date of
receipt by FDA of the amendment. The

‘;nendment will be considered a

™asubmission of the application, which

1ay not be accepted except as pmmded
under § 314.108{b){2).

13 Section 314.70 1s amended by

ling new paragraphs 18) and {f) to
read as follows: :

§314.70 Supplements and otherchanges
to an approved application.

(e} Claimed exclusivity. If an -
applicant claxms exclusivity under
§ 314.108 upon approval of a ‘
supplemental application for a change-to
its previously approved diug product,
the applicant shallinclude with its
supplemental application the
mformation requu'ed under § 314.50(j).

{f) Potent information. The applicant
shall comply with the patent mformation -
requirements under § 314.53[d)(2). -

14. Section 314.711s amended m’
paragraph (b} by revising the first
sentence to read‘as follows.

§314.71 Procedures fovsubmlssion of £
supplement to an approved application.

(b) All procedures and actions that
apply to:an application under § 314.50
also apply to supplements, except that
the information required in the

Mz

supplement 18 hrmted to that needed to
support the change.

15. Section 314.80 Lsam‘ended by
removing the word "sxgnificant" under
‘Adverse drug experience” in paragraph
(a), by revising paragraph{b), the first
sentence in paragraph (c)(1){ii), and the

‘last sentence m paragraph [d)(l] to read

as follows:

§314.80 Postmavketlng reporting o
adverse drug experiences. -

(b) Review of adverse drug
experiences. Each applicant having an -
approved application under § 814.50 or

. m the case of a 505(b}(2) application, an

effective approved application under

§ 314.107 shall promptly review all
adverse drug expenence information
obtained or otherwise received by the
applicant from any source, forexignor -
domestic, including imnformation derived
from commercial marketing expenence,
postmarketing climcal investigations,

. postmarketing eprdemuologrcal/
surveillance studies, reports in the

scientific literature, and unpublished
scientific papers. -
(c) '

{ii) The applicant shall review
penodically (at least as often as the
pernodic reporting cycle) the frequency
of reports of adverse drug experiences
that are both senous and expected and .
reports of therapeutic failure (lack of

effect), regardless of source, and report

any significant merease mi frequency as
soon as possible hut m any case within
15 working days of determirung that a

- significant increase n frequency -

exists,

-(d}Scientific Literature, (1),
15-day reporting requirements in
paragraph (c)(1)(ii) of this section (i.e., a
significant mcrease mn frequency of a
sertous, expected adverse-drug .
experience or of a therapeutic failure)
apply only to reports found m scientific

-“and medical journals either as the result

of .a formal climcal trial, or from

~epidermological studies or analyses of

experience 1n a monitored series of
patients;

16. Section 314.81 18 amended 1n

paragraph [8) by mmOvmg “5050)" and

replacing it with “505(k)"" and by adding

- new paragraph {b}{3)(iii} to read. as
_ follows:

§314.81 Other postmarketing reports.

The

(iii) Withdrawal of approved drug
product from sale.

(o) The applicant shall submiton -
Form FDA 2657 (Drug Product Llstmg).
within 15 working days of the :
withdrawal from sale of a drug product
the following mformation:

{1) The National Drug Code [NDC)
number,

{2} The 1dentity of the drug product by
established name and by proprletary
name. .

(3) The new drug apphcanon or
abbreviated application number.

{4) The date of withdrawal from sale,
It 15 requested but not required that the.
reason for withdrawal of the drug =~ .

_product from sale be mcluded with ﬂxe
-mformation.

(b) The applicant shall submll each

. Form FDA-2857 to the Drug Tasting

Branch (HFD-315), Center for Drug.
Evaluation and Research, Food and
Drug Admimstration, 5600 Fxshers Lane,.

' ‘Rockville, MD 20857

(¢) Reporting under paragraph -
{b}(3){iii)-of thus section constitutes”
compliance with the requirements under
§ 207.30(a) to report “at the discretion of :
the registrant when the change occurs.” -

17 New Subpart C-consisting of :
§8 314.92 to 314.991s added to readas-

follows:

Subpart C-—Abbreviated Appncations

§314.92° Drug produels forwhich
8bbtevla!ed applications may be: su"bmitted.
{a) Abbreviated app_lic.aﬁons are
snitable for the following drug products
within the limits set forth under § 314.93:
{1) Drug products that are the same as
a listed drug. A “listed drug" 15 defined
n § 314.3. For determining the suitability
of an abbreviated new drug application,
the term “'same as” means 1dentical n
active ingredient(s), dosage form, .
strength, route of admimstration, and .
conditions of use, except that conditions

‘of use for which approval cannot be

granted because of exclusvity oran .
existing patent may be omitted. Iffa
listed drug has been voluntarily
withdrawn from or not offered for sale
by its manufacturer, a person who
wishes to submit an abbreviated new
drug application for the drug shall
comply with § 314.122.

(2) Drug products that meet the
monograph for an antibiotic drug for
which FDA has approved an
application.

{3) Prug products for which FDA .
made a finding that an abbrewated new.
drug application was suitable and such

(b) finding was announced by notice in the
() Federal Regster.
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{4) Drug products that have been
declared suitable for an abbreviated
new drug application submission by
FDA through the petition procedures set
forth under § 10.30 of this chapter and
§ 314.93.

(b) FDA will pubhsh 1n the list listed
drugs for which abbreviated
applications may be submitted. The list
18 available from the Superintendent of
Documents, U.S. Government Pninting
Office, Washington, DC 20402, 202-783~
3238.

§314.93 Petition to request a change from
a listed drug.

(a) The only changes from a listed
drug for which the agency will accepta
petition under this section are those
changes described m paragraph (b).
Petitions to submit abbreviated new
drug applications for other changes from
a listed drug will not be approved.

{b) A person who wants to submit an -

abbreviated new drug application fora’
drug product which 18 not1dentical to a
listed drug 1n route of admimstration,
dosage form, and sirength, ‘or in which -
one active mgredient 18 substituted for
one of the active mgredients n a listed
combination drug, must first obtain
permssion from FDA to submit such an
abbreviated application.

(c) To obtamn permssion to.submit an-
abbrewviated new drug application for a
change described n paragraph (b} of
ths section, a person must submit and
obtain approval of a petition requesting
the change. A person secking permission
to request such a change from a
reference listed drug shall submlt a

this chapter and m the foxmat speclfled
1n § 10.30 of this chapter. The petition
shall contain the information specnfied
in § 10.30 of this chapter and any
additional mformation required by this’
section. If any provision’of § 10.20 of
this chapter or § 10.30 of this chapter 1s
mconsistent with any provision of this
section, the provisions of this section
apply.

(d) The petitioner shall ldennfy a
listed drug and include a copy of the
proposed labeling for the drug product -
that 1s the subject of the petition and a
copy of the approved labeling for the
listed drug. The petitioner may, under
limited circumstances, 1dentify more

than one listed drug, for example, when -

the proposed drug productis a
combination product with one different
active ingredient than the combmation
reference listed drug and the different

active ingredient itself 18 a listed drug:

The petitioner shall alsomnclude
mformation to show that: -

(1) The active mgredients of its
proposed drug product are of the same

H

pharmacological or therapeutic class as
those of the reference listed drug.

{2) The drug product can be expected
to have the same therapeutic effect as
the reference listed drug when
admimstered to patients for each
condition of use i the reference listed
drug's labeling for which the applicant
seeks approval.

(3) If the proposed drug product 18 a
combination product with one different
active ingredient, including-a different
ester or salt, from the reference listed
drug, that the different active ingredient

- has previously been approved 1n a listed

drug or 18 a drug that does not meet the
definition of “new drug” m section
201(p) of the act.

(e} No later than 90 days after the date
a petition that 1s permitted under '
paragraph {a) of this section 18

. subinitted, FDA will approve or

disapprove the petition. :
" {1) FDA wiil approve a:petition

" properly submitted under this section

unless it finds that:

(i) Investigations must be conducted
to show the safety and effectiveness of
the drug product or - of any of its active
ingredients, its route of admimstration,
dosage form, or strength which differs '

from the reference listed drug;: or

(ii) For a petition that seeks to change
an active mgredient, the drug product
thatis the subject of the petition s not &

combination drug; or

{iii} For a combination drug preduct
that 18 the subject of the petition and has
an active ingredient dxiferent from the .
reference listed

(A) 'I‘he dmg product may not be

information requxred to be submitted
under § 314.94; or

. {B) The petition does not contain
mformation to show that the different
active ingredient of the drug product s

" of the same pharmacological or

therapeutic class as the mngredient of the
reference listed drug that 1s to be
changed and that the drug product can

- be expected to have the same

therapeutic effect as the reference hsted

‘ drug when admtnistered to patients for

each condition of use in the listed drug’s

- labeling for which the applicant seeks

approval; or
(C) The different active ingredient is

“not an active ingredient an-a listed drug
or a‘drug that meets the requirements of
_ section 201{p) of the act; or

‘(D) The remaining active ingredients
are not identical to those of the listed
combination drug; or

(iv) Any of the proposed changes from
the listed drug would jeopardize the safe
or effective use of the product so as to
necessitate significant new labeling

HeinOnline 54 Fed. Reg.

changes to address the newly
mntroduced safety or effecuveness
problem; or .
(v) FDA has determimned that the:
reference listed drug has been

. (»\

- withdrawn from sale for safety or

effectiveness reasons under § 314.161, or
the reference listed drug has been
voluntarily withdrawn from sale and the .
agency has not determuned whether the: .-
withdrawal 1s for safety or effectiveness
reasons. .
(2) For purposes of this paragraph

“investigations must be conducted"
mieans that information derived from
anmmal or climical studies 1s necessary to - :

“show that the drug product 1s sale or.

effective. Such information may be

“contamned in pubhshed or unpubhshed
~ reports. .

(3) If FDA approves a petmon
submitted under this section, the -
agency's response may describe what'
additional information, if any, will be -
required to support an abbreviated new
drug application for the drug product.
FDA may, at any time dunng the course.
of its review of an abbrewiated new drug
application, request additional.
information requred to evaluate the
change approved under the petition.

.§314.94 Content and format oi an
" abbreviated application.

Abbreviated applications are required )
to be submitted 1n the form and contam e
the information required under this
section. Two copies of the application
are required, an archival copy and a
revnew copy. FDA will maintain

~ny ths faeman? pnd mentont AF

-apphcahons to assist applicants i their
preparation.

(a) Adbbreviated new drug
applications. Except as provided mn
paragraph {b) of this section, the
applicant shall submit a complete
archival copy of the abbreviated new
drug application that includes the .
following:

(1) Application form. The apphcant
shall submit a completed and signed
.application form that contamns the
mformation described under § 314.50(a).
(). (3). (4), and (5). The applicant ghall
state whether the submission s an
abbreviated application under § 314.94
or a supplement to an abbreviated
application under § 314.97

{2) Table of contents. The archival

-copy of the abbreviated new drug

application 1s required to contain-a table
of contents that shows the volume -
number and page number of the
contents of the submission.

(3) Basis for abbrieviated new drug
application submussion. An abbreviated
new drug application must refer lo a
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listed drug. Ordinarily that listed drug

1} be the drug product selécted by the -

ey as the reference standard for
£ ™iducting bioequivalence testing. The
plication shall contain:

{i) The name of the reference listed
drug, including its dosage form and
strength. For an abbreviated new drug
application based on an approved
petition pursuant to § 10.30 of this
chapter or § 314.93, the reference listed

drug must be the same as the listed drig’

referred to in the petition. If the '
abbreviated new drug application1s
submitted on the basis of an FDA
finding published by notice in the
Federal Register that an abbreviated
new drug application 1s suitable for the
product that 18 the subject of the -

abbrewiated application, and there 1s nio -
listed drug, the Federal Register notice
will be considered the listed drug, and
the application must contain a reference

to the Federal Register citation.

{ii} A statement as to whether
according to the information published
1n the list, the reference listed drugis
entitled to a period of marketing
exclusivity under section 505(j)(4)(D) of
the act.

(iii} For an abbrewia ted new. drug
application based on an approved
petition pursuant to § 10.30 of this-
chapter or § 314.93, a reference to FDA-
agsigned docket number for the petition

Sl a copy of FDA's correspondence

#=.proving the petition.

'4) Conditions of use. (i) A. statement ‘

.sat the conditions of use prescribed;
recommended, or suggested 1n the
leheling proposad for the drug product
have been previously approved for the
reference listed drug. '
(ii} A reference to the applicant's
annotated proposed labeling and to the
currently approved labeling for the
reference listed drug provided under
paragraph {a)(8) of this section. .

(6} Active ingredients. (i) For a smgle-

active-mgredient drug product,
information to show that the active =
mgredient 1s the same as that of the -

reference single- act1ve~mgredxent Ixsted '

drug, as follows:

(A) A statement that the active
ingredient of the proposed drug product
1s the same as that of the reference
listed drug.

(B) A reference to the applicant’s
annotated proposed labeling and to the"
currently approved labeling for the
reference listed drug provided under -
paragraph (a){8) of this:section.

(ii) For & combination drug product,
information to show that the active
mngredients are the same as those of the
reference listed drug except for any
different active ingredient that has been

the subject of an approved petition, as
follows: ‘
(AJA statement that the active
ingredients of the proposed drug product
are the same as those of theé reference
listed drug, or if one of the active

ingredients differs from one of the active:
_ingredients of the reference listed drug

-and the abbreviated application 15

- submitted pursuant to the approval of a’

petition under § 314.93to vary such

“active mgredient, information to show
* that the other active ingredients of the

drug product are the same as the other
active ingredients of the reference listed’
drug, infarmation to show that the:
different active ingredient 15-an active
ingredient of another listed drug or of a
drug which does not nieet the definition

- of “new drug" 1n section 201(p) of the -

act, and such other information about
the different active mgredlent that FDA
may require.

{B) A reference to the applicant's
annotated proposed labeling and to the
currently approved labeling for the
reference listed drug provided nnder
paragraph (a}(8) of this section. :

(8) Route of admunistration, dosage
form, and strength. (i} Information to
show that the route of admmstration,

~ 'dosage form, and strength of the drug -
- product are the same as'those of the
‘ reference listed drug except for any

differences that have been the subject of
an approved petition, as follows:

{A) A statement that the route of
administration, dosage form, and

-strength of the proposed drug product

are the same as those of the reference
listed drug.
{B} A reference to the applicant’s

-.annotated proposed labeling and to the

currently approved labeling for the :
reference listed drug provided under

- ‘paragraph (a)(8) of thissection.

(i) If the route of admmstration;

: dosage form, or strength of the drug
- . product-differs from the reference listed
~~drug and the abbreviated application 13

submitted pursuant to an approved
petition under § 314.93, such information
about the different route of

~ admnstration, dosage form, or strength
_.that FDA may requre.

(7) Biveguvalence. (i) Information
which shows that the drug product 1s
bioequivalent to the reference listed
drug upon which the applicant relies or
to the standard 1dentified in an
applicable Federal Register notice
permitting the submission of an
abbreviated new drug application for

- the drug product, or

(ii) If the abbrewiated new diug

" application 1s submitted pursuant to a

petition to vary an active imgredient,
approved under § 314,93, the results of
any bioavailability or bioequivalence
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testing required by the agency, and any
other information required by the
agency to show that the different active
mgredient 1s of the same
pharmacological or therapeutic class as
that of the changed ingredient inthe
reference listed drug, and that the
proposed drug product can be expected -
to have the same therapeutic effect as
the reference listed drug. FDA will
consider a proposed drug product to
have the same therapeutic effect as'the
reference listed drug if the applicant
provides information demonstrating
that:

(A) There 1s an adequate scientific

‘basts for determimng that substitution of

the specific proposed dose of the .
different active ngredient for the dose

of the member of the same
pharmacological or therapeutic class in .

.the reference listed drug will yreld a

resulting drug product of the same safety
and effectiveness.’

{B) The unchanged active mgredxenta
in the proposed drug product are
bioequivalent to those in the reference
listed drug.

(C) The different active mgredient in
the proposed drug product is
bicequivalent to an approved dosage

- form contamning that ingredient and

approved for the same 1ndication as the
proposed drug productoris
bioequivalent to a drug product offered
for that indication which does not meet
the definition of *new drug” under
section 201(p) of the act.

{iii) For each m vivo bioequivalence
study contained 1n the abbreviated new
drug application, a description of the
analytical and statistical methods used
i each study and a statement with
respect to each study that:it either was
conducted 1n compliance with the
mstitutional review board regulations 1n
Part 58 of this chapter, or was not
subject to the regulations under § 56.104
or 56.105 of this chapter and that each
study was conducted in compliance with
the informed consent regulations 1n Part :
50 of this chapter. :

{8) Labeling~(i} Listed dmg ]abelmg
A copy of the currently approved

~labeling for the listed drug referred to

the abbreviated niew drug application, if
the abbreviated new drug apphcahon
relies on a reference listed drug.

(ii) Proposed labeling. Copies of the
label and all labeling for the drug
product {4 copies of draft labeling or 12
copies of final pninted labeling].

(iii) A statement that the applicant's
proposed labeling 1s the same as the -

-labeling of the reference listed drug

except for differences annotated and .
explamed under paragraph (a)(8){iv) of

" this section.
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(iv} A side-by-side comparison of the
applicant’s proposed labeling with the
approved labeling for the reference
listed drug with all differences
annotated and explained. Labeling
(including the contamer label and
package mnsert) proposed for the drug
product must be the same as the
labeling approved for the reference’
listed drug, except for changes required
because of differences approved under a
petition filed under § 314.93 or because -
the drug product and the reference listed
drug are produced or distributed by _
different manufacturers. Such ‘
differences between the applicant's
proposed labeling and labeling
approved for the reference listed drug
may mclude differences in expn'ation
date, formulation, bioavailability, or
pharmacokinetics, labeling revisions
made to comply with current FDA
labeling gudelines or other guidance, or
omission of an indication protected by
patent or accorded excluswity under
section 505(j)(4)(D) of the act.

(9) Chemustry, menufacturing, and
controls. (i) The information required
under § 314.50(d)(1).

(ii) Znactive ingredients. If an
applicant seeks approval of a drug
product which differs froin the reference
listed drug in one or more mactive
mgredients or composition, the -

applicant shall identify and charactenze

these differences and provide
information demonstrating that the
differences do not affect the safety of
the proposed drug product.

{iii) Inactive ingredient changes
permztted n dmg products mtended for

product intended for parenteral use shall
contain the same nactive mgredlents
and n the same concentration as the
reference listed drug 1dentified by the
applicant under§314.94{a){3}). However,
an applicant may seek approval of a
“ drug product that differs from the
reference listed drug 1n preservative,
buffer, or antioxidant provided that the
applicant identifies and charactenzes

the differences and provides imnformation .

demonstrating that the differences do
not affect the safety of the proposed.
drug product.

(iv) Inactive ingredient changes
permitted mn drug products intended for
ophthalmic or ot1c use. Generally, a drug
product intended for ophthalmic or otic
use shall contain the same inactive
mgredients and mn the same
concentration as the reference listed
drug identified by the applicant under
§ 314.94(a}(3). However, an.applicant
may seek approval of a drug product
that differs from the reference listed
drug n preservative, buffer, substance
to adjust tomcity, or thickening agent

provided that the applicant :dentifies
and charactenzes the differences and
provides information demonstrating that
the differences do not affect the safety
of the proposed drug product, except
that mn_a product ntended for
ophthalmic use, an applicant may not

‘change a buffer or substance to adjust

tonucity for the purpose of claiming a
therapeutic advantage over or difference
from the listed drug, e.g., by using a
balanced salt solution as a diluent as
opposed to an 1sotonic saline solution, -
or by making a significant change mn the
pH or other change that may raise
questions of uritability,

(20) Samples. The information .
requred under § 314.50{e} (1) and {2})(i).
Samples need not be submitted until

requested by FDA.,

{(11) Other The information required
under § 314.50(g).
(12) Patent certification—ii) Patents

‘clarming drug, drug product, or method

of use. {A) Except as provided 1n
paragraphs (a){12)(iv} of this section, a
certification with respect to each patent
13sued by the United States Patent and

‘ Trademark Office that, in the opmion of

the applicant and to the best of its

“knowledge, clauns the reference listed

drug or that claims a use of such listed
drug for which the applicant 1s seeking
approval under section 505(j} of the act
and for which mformation 18 required to
be filed under section 505 (b} and (c) of

* the act and § 314.53. For each such

patent, the applicant shall prownide the
patent number and certify, in its opimon
and to the best of its knowledge, one of
f‘\n fn“ovﬁno mremeioneooat

1-\1 ihat wie ol MUUGh& UL B8
not been submitted to FDA: The
applicant shall entitle such a

certification “Paragraph I Certification;”

{2) That the patent has expired. The
applicant shall entitle such'a
certification “Paragraph H o
Certification;”

{3} The date on which the patent will
expire. The applicant shall entitle such a
certification “Paragraph Il
Certification;”" or

(4) That the patent 18 invalid or will

_not be infringed by the manufacture,

use, or sale of the drug product for
which the abbreviated application1s
submitted. The applicant shall entitle
such a centification "Paragraph IV
Certification. This certification shall be
submitted mn the followmg form:

1 (name of applicant), certify that Patent
No. (7s tvalid or will not be

infringed by the manufacture, use, or sale of)

{name of proposed drug product) for which
this application 18 submitted.

The certification shall be accompamed
by a-statement that the applicant will
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comply with the requxrements under L

§ 314.95(a) with respect to providing a
notice to each owner of the patent or
their representatives and to the holder
of the approved application for the
listed drug, and with the requirements
under § 314.95{c) with respect to the
content of the notice.

(B} If the abbreviated new drug

. application refers to a listed drug that1s

itself a licensed generic product of a

- patented drug first approved under

section 505(b) of the act, the appropnate
patent certification under paragraph
{a){12)(i) of this section with respect to
each patent that claims the first-

approved patented drug or that claims a.

use for such drug. N
{ii} No relevant patents. H, m the .
opinion of the applicant and to the best.

- of its knowledge, there are no patents ..
described 1n paragraph (a)(12)(i) of this- .

section, a certification 1n the following
form:

In the opinion and to the best knowledge of
(name of applicant), there are no patents that
claim the listed drug referred to m ts .
application or that claim a use of the listed

. (iii) Method of use patent. [A) If
patent mformation 13 submitted under
section 505 {b) or (c) of the actand

§ 314.53 for a patent claiming a method

of using the listed drug, and the labeling

for the drug product for which the
applicant 18 seeking approval does not
include any indications that are covered
by the use patent, a statement .

explaimnng that the method of use patent '

does not r;lmm any of the proposed -
(B} If the labelmg ‘of the drug product
for which the applicant 18 seeking
approval includes anndication that,
accordingto the patent information "~ -

- submitted under section 505 (b) or (c) of
the act and § 314.53 or in the opimon of

the applicant, 1s claimed by & use-

patent, an applicable certification under

paragraph (a)(12)(i) of this section.
" (iv} Method of manufacturing patent.

_ An applicant 18 not required to make a

certification with respect to any patent

-that claims only a method of

manufacturing the listed drug.

(v) Licensing agreements, If the
abbrewviated new drug application 1s for
a drug or method of using a drug -
claimed by a patent and the applicant
has a licensing agreement with the
patent owner, a certification under .
parasraph (a)(12)(i)(A)(4) ("Paragraph

IV Certification™) as to that patent and a

_ statement that it has been granted a

patent license. If the patent owner

consents to an immediate effective date

upon approval of the abbreviated
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application, the abbrewa:ed apphcaxmn
shall comtain a written statement from
“we patent.owner that it has a licensing

, reernent with the applicant and that it

“nsents o an immediate effective date.

(vi) Late submission of patent
nformodion. If a patent on the listed
drug 15 1ssued and the holder of the .-
approved application Tor the listed drug
does not submit the required
mformation on the patent within 30-days
of 1ssuance of the patent, an applicant
who submitted an abbrewviated new

an appropniate patent certification .~
before the submmission of the patent

nformation 15 not required to submit an

amended certification. An applicant .
whose abbreviated new dru;
application 1s submitted after-a late
submission of patent information, or
whose pending abbrewvated applica‘tmn
was previously submitted but did not
contaimn ‘an approprate patent
certification at the time of the patent
submussien, shall submit a certification
under parsgraph (63){12)(i) or a staternent
under paragraph {a)(12)iii} of this
section as to that patent.

(vii) Disputed patent information. f
an applicant disputes the accuracy or
relevance of patent information ,
submitted to FDA, the applicant may
seek a-confirmation of the correctness of
the patent information sn.accordance
with the prooedures under § 314.58(f). -

“Tnless the patent information 18
A~ ithdrawn or changad, the applicant
1all submit an appropriate certification
-or each relevant patent, - :

(viii) Amended certifications. A
certification submitted under
paruagraphs {a}(12) {i) through (iii) of thus
section may be amended at any time

before the effective date of the approval

of the application. An applicant shall
submit an‘amended certificationas an
amendment to a pending application or
by Jetter to an approved application.
Once an amendment or letter1s
submitted, the application will no lon,ger
be considered to contam the prwr
certification.

(A} After finding of mﬁ'mgen'em. An
applicant who has submitted a .
certification underpamgmph =
{a)(22){i)(A)(4) of this section and 18
sued for patent mfnngement within 45
days of the receipt of rotice sent under
§ 314 95, shall.amend the pertification ﬁ
a final judgmentn the action dgamst
that applicant ¢s eniered finding the -
patent to be infringed. In the amended
certification, the applicant 'shall certify
under paragraph {af12)i)(A)5) of this
section that the patent will expire on'a
specific date. Once an amendment or

letter for the change has beea submitied,

the application will no longer be

»{M\

- certification shall amend the

considered to be one contammg a
certification under paragraph
{a)(12}{i}{A}«) of this section.

(B) After removal of o patent from the”

list. 1f a patent 1s removed from the list,

- for any reason other than because the

patent has been declared nvalidina -
lawsuit brought pursuant to a notice
under § 314.95, after one or more

applicants have submitted cestifications -
.under paragraph (a}{12){i}{A}{4) of this
.section on that patent, ary applicant
dryg - with a pending application or with-an -
application for that drug that contamned

approved application with a delayed °
effective date who has made such a

certification. The applicant shall cerufy
under paragraph (a}(12)(ii) of this
section, if applicable, that no patents .
deseribed in paragraph (a){12)(i)-of this

section claum the drug. If other relevant application. {1) The applicant shall

patents claxm the drug, the applicant -

shall instead submit a request to
withdraw the certification ander

- paragraph (a)(12}{i){A}(4) of ﬂns‘sactioﬁ.

Once an amendment or letter for the
change has been submitted; the

application will no! longer he considered
tobe ore conta, acertification

~ under paragraph [a;l[:lz){ﬂ(A)[ﬂ of ﬂns
section. ‘

(C) Other amendments, 1) Except as
provided 1n paragraphs [a}(12){iv) and
(vii){C)(2) of this section, an applicant.

“shall amend a submitted cerhﬁcaﬁon if, -

at any time before the effective date of

-the approval of the application the

applicant learns that the submitted

‘certification 18 no longer accurate.

{2) An applicant 1s not required o
amend a submitted certification when
nformation on a patent on the listed
drug 18 submitted after the abbreviated
application 1s approved, whether or not
the approval of the abbreviated

- application1s effective.

{b} Drug products subject to the Drug
Efficacy Study Fnplementation {DESI)
review. (1) If the abbreviated new drug

-application 18 for a duplicate of a dmg

product that 18 subject to FDA’s Drug
Efficacy Study lmplementation (DESL)

. review (a review of drug products

approved as safe between1938and -
1962) or other DESI-like review and the

_ .drug product evaluated n the review 18

a listed drug, the applicant shall comply -
with the provisions of paragraph {8} of

“this section.

(2) If the abbreviated new drug
application 18 for a duplicate of a dmug

_product that 1 subject to FDA"s DESI -
.. review or other DESI-like review and

the drug produoct evaluated an the review
is nota listed drag at the time of

- submission of the abbreviated

application, the applicant shall t:omply

“ with the conditions set forth inthe
* . applicable LES] notice ur other notice
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with respem to vonditions of use and
labeling and with the provisions of
paragraph () of thus saction. However,
if @ drug product has been approved
pursuant to a DESI netice and later
withdrawn from:sale, the applicant shall
follow the procedures m § 314.122.

(c) Abbreviated antibiotic app]zr_:at;an. .

-For applications submitted under

section 507 of the act, the applicant shall
submit a complete archival copy of the
abbrewiated application that contamns -

the information described under
. §314.5008) {1, (3). £
- and (3); {e), and {g). The applicant shail
-state whether the submissionisan -
abbreviated application under § 314.94

{4), and {5), b}, (@) {1)

or asupplement o an-abbreviated
application under §'314.97 '
(d) Format of an abhrevinted

submit a complete archival copy of the '

. abbreviated-application as regnired
- under paragraphs {a} #nd (c) of this -

section. FDA will mamtain the archival
copy during the review of the

_ application to permit individual

reviewers o referto information ﬂmt 15
not contained in their particular
technical sections of the application, to
gve other agency personnel access to
the application for official busmness, and
to maintain 1n one place a complete '
copy of the application. An applican?
may submit all or portions of the ™
archival copy of the abbreviated - :
application 1n any form {e.g., microfiche)
that the applicant and FDA agree 18
acceptable.

(2) For abbreviated new drug
apphcatxons, the applicant-ghall aubz.mt
areview copy of the abbrewviated
applicatien that contains two .
separately-bound sections. One section

- shall.contmn the information described

under paragraphs (a) (3) through (6), (8}, .
(9), and {12) of $hus section &nd 1 copy of-
the analytical methods and deac_;nphve

- mformation needed by FDA's

" laboratories o perform tests-on samples

. of the proposed
-validate the applicant’s analytical’

drug product and to
methods. The other section shall cozitam

-the informatien described under

paragraphs [a) {3}, {7}, and (8)of th:s

- section. Each of the sections in the

review COpy 1s required {o contain a
copy of the application form described

- under.§ 314.50(a}.

~{3) For abbrewviated antibwtic
applications, the applicant shall submit -
a review copy that contains the '
techmcal sections described 1n

- § 314.50(d) {1) and 3). Each of the

technical sections 1n the review copy 18
required to be.separately bound with:a -
copy of the application form reguired
under §:314.50{a}.
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{4) The applicant may obtamn from
FDA sufficient folders to bind the - -
archival and the review copies of the
abbreviated application.

§314.95 Notice of certification of
invalidity or noninfringement of a patent.

(a) For each patent that claims the
listed drug or that clanns a use for such
listed drug for which the applicant 1s

seeking approval and that the applicant

certifies under § 314.94(a)(12) 15 invalid
or will not be infringed, the applicant
shall send notice of such certification by
registered or certified mail, return
recept requested to each of the
following persons: '
(1) Each owner of the patent which 1s
the subject of the certification or the
representative designated by the owner
to recerve the notice. The name and
address of the patent owner or its.

representative may be obtaned from the i
United States Patent and Trademark =~ '~

Office; and
{2) The holder of the approved

- application under section 505(b) of the
act for the listed drug that 18 claimed by
the patent and for which the applicant.is
seeking approval,.or, i the application.
holder does not reside or maintain a
place of busmess within the United
States, the application kolder’s attorney,
agent, or ather authonzed official. The
name and address of the application-
holder or its attorney, agent, or .
authonzed official may be obtained
from the Division of Drug Information
Resources (HFD-80), Center for Drug
Evaluatxon and Researc Food and

Rockvxi!e, MD 20857

(3) Thus paragraph does not apply toa
use patent that claims no uses for which
the applicant 18 seeking approval, .

(b) The applicant shall send the notice

required by paragraph (a) of this section
when it receives from FDA an .. . s
acknowledgment letter stating that its
abbreviated new drug application 18
sufficiently complete to.permit a
substantive review. At the same time,
the applicant shall amend its :
abbreviated new drug application to
include a statement certifying that the
notice has been prowvided to each person
wdentified under paragraph (a) of this
section and that the notice met the
content requirements under paragraph
(c) of this section.

{c) Content of a notice. In. the notice,
the applicant shall cite section
§05(j)(2)(B)(ii) of the act and shall
mnclude, but not be limited to, the
following information:

(1) A statement that FDA has recetved
an abbreviated new drug application
submitted by the applicant contamng

any required broavailability or
bioequivalence data or information.
(2) The abbreviated application
number. .
(3) The estabhshed name, if any, as

. defined m section 502{e)(3} of the act, of
the proposed drug product.

(4) The active ingredient, strength, and
dosage form of the proposed drug

product.

(5) The patent number and expiration
date, as submitted to the agency or as
known to the applicant, of each patent
alleged to be invalid or not nfringed.

(8) A detailed statement of the factual’
and legal'basis of the applicant’s
opimion thét the patent 1s not valid or

“will not be infringed. The applicant shall

mclude 1 the detailed statement:
(i) For each claim of a patent alleged
not to be infringed, an explanation of

" why the claim 1s not mfrnnged.

{1i) For each claim of a patent alleged

‘to be mvalid, an explanation of the

grounds supporting the allegation,
mcluding all statutory bases, affirmative
defenses, reasonmg, and evidence
supporting the allegation, citing any
relevant case precedent upon which the
allegation 1s based, providing a copy of
any patent or publication relied upon,
and indicating that portion of each such

patent or publication which 1 alleged to

invalidate such claim and the reasons
supportmg such allegation. ,
< (iif) For formulation or composition
patents, a description of a mechamsm
through ‘which the applicant agrees to
make the formulation or composition of

- the proposed drug product known to the .

natent owner nr !ﬂ 2 ﬁouxmﬂ*pd

daic u.n..(‘_wu J Trabid W ek LG G -.,,\... LU,
{(7) 1 the app]xcant does not reside or

have a place of business i the United

- States, the name and address of an
-agent i the United States authonzed to
- accept service of process for the

applicant..
(d) Amendment to abbreviated

application. If an abbreviated
- application 18 amended to include the
- certification described mn

$ 314.94(a)(12){i)(A)(4), the applicant
shall send the notice required by
paragraph (a) of this section at the same
time that the amendment to the
abl:\revnated application 1s submitted to

(e) Documentation of receipt of notrce,

“The applicant shall amend its

abbreviated application to document
receipt of the notice required under
paragraph {a) of this section by each
person provided the notice. The

" applicant shall include a-copy of the
- return receipt or other similar evidence..

of the date the notification was

recewved. FDA will accept as adequate -

documentation of the date of receipt a

HeinOnline 54 Fed. Reg.

return receipt or a letter acknowledgmg
receipt by the person provided.the
notice. An applicant may rely on
another form of documentation only if
FDA has agreed to such documentation
1n advance. A copy of the notice itself
need not be submitted to the agency,

" -(f)} If the above requirements are met, -
FDA will presume the notice to be
complete and sufficient, and it will

‘count the day following the'date of -,
* receipt of the notice by the patent owner.

or its representative or by the approved
application holder if the holder1s an

_ exclusive patent licensee as the. ﬁrst day.

of the 45-day pertod provided forwn ' -
section 505(j)(a)(B}{iii) of the act. FDA

‘may; if the applicant amends its ANDA

with a written statement that a later
date should be used, count from snch

. later date, "

§314.96 - Amendments to an unapproved .
abbreviated application.

(a) Abbreviated new drug appl;catlon. '
(1) An applicant may amend an . . '
abbreviated new drug application that 1s
submitted under § 314.94, but not yet
approved, to revise existing iformation '
or provide additional information, -

{2} Ordinarily, an amendment -
submitted before the end of the 180»day
review period will not extend the review.
peniod: If, however, the agency

concludes that an smendment contans. - ‘

significant new data requiring additional . .
time for-agency review, FDA will extend
the yeview peried, but only for the

Iength of time needed to review the .

r:q‘ yra

znd for an mare than 180
days. ihe agency will notify ine

.. applicant of the length of the extension.

(3) Submission of an amendment to’
resolve substantial deficiencies in the
application as set forth'in a not

“approvable letter 1ssued under § 314. 120 '

will extend the review penod for 120
days from the date of receipt by FDA of '
the amendment. The submssion of such :
an amendment constitutes an agreement
by FDA and the applicant under section

- 505{;](4}(A) of the act to extend the date

by which the agency 18 required to reach
a decision on the abbreviated new drug - .
application.

(b) Abbreviated anubzotlc
application. The applicant shall comply
with the provisions of § .314.80,

§314.97 Supplements and other changes
to an approved abbreviated appllcatlon.

" The applicant shall comply with the

" requirements of §§ 314.70 and 314.71

regarding the submmssion of = .
supplemental applications and other
changes to an approved abbrewviated
application.
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§3 1498 Postmarketing reports.

- {a] Except s provided an paragraphs - ..

and ( ¢) of this 'sectinn, each
#~™oplicant having an approved

>hreviated antibrotic application mnder‘

§ 314:84 «or approved abbreviated mew.
drug application ander § 91494 that1s
effective under §.314.107 shall comply
with the reguirements of §.314.80

regarding the reporting of advérse drug o

experiences.

{b) Except as prov:ded an pamgraph :
{c) of this section, the applicant shall -
submil one copy of each repart required
under § 31480 to the Division of -
Epidemiology and Surveillance (HFD-
730), Centter Tor Drug Evaluationand
Research, Food and Drug:
Admmstration, 5800 Fishers Lane..
Rockville, MD) 20857 :

(c) Penodic reporting of adverse:drug
experiences under § 314.80(c)(2) 18 not
reqaured if no adverse drug expenience
reports have been recerved and-no - -
labeling changes have been initiated by
the applicant.during the reporting
mterval,

{d}Each applicant shall make the
reports required under § 314.81 and
sections 505k} ‘and 507]g) of the act Tor
each of its approved abbrewaled ‘
applications. o

§314.99 GMm&ponﬁlﬁmiesmm
applicant of an-abbreviated application, -
- \[a;}.An applicant shall comply with the
ments of §31465 regarding
A sithdrawal by the applicant of an
1approved abbrevmted application
and § 310.72 regarding:a changean
ownershp of an abbreweted
appiication. -

{(b) An amahmnt may ask FDA to
waive under tlus section any -
requresnent that applies to the applicant
under §§ 314.92 through 314.99, The
applicant shall.comply with the
requirements for.a wawer under
§ 32490,

18, Part 314 15.amended by rewasing
the heading for Sibpart D, §§ 314,200,
314.101, and 314.102 to read as Iollowsf

Subpart'D-FDA Acfion on
Applications and A’bbravlated
Applications

§314.100 Tlme'lramasimmiewlng
applications:and abbreviated.applications. .
(a) Within 180 days.of vecerpt of am
application for a new drug under section
505753 of the act, ‘'or of an abbremated
application for a new drug under section
505(j) 'of the act, orofan application or
abbrevrated applitation for an antietic
drug under section 567 of the act, FDA
will review it and :send tthre applizant
either anapprovel letder nnder § 514205,

an approvable letter under § 314.916, or

o~

. means that FDA has made a threshold

a not approvable letter under § 314:120.
This 180-day period 1s called the

. “review clock.”

(b) During the review period an,

;apphcam may withdraw an:application

under § 314.65 or an.abbreviated
application under §:312:99.and later
resubmit it. FDA will treat the
resuibmission as a new applicationor

‘abbreviated application.

'{c) The:review clock may be extended

-by mutual agreement between FDA and
an apploant oras provided m§§ 81260

and 314.98, as the result of a8 major
amendment

§314.901 Filing an appiication and an
abbreviated antibiotic application-and =
recelving an abbrevlated new drug

- application.

(a}{1) Withn 60 days after FDA
receives an application or abbreviated
antibiotic application, the agency will
determine whether the application or:

. abbrewviated antibiotic application may

be filed. The filing of an application or
abbreviated sntibiotic application. .

determmation that the applicationor
abbrewiated antibiotic application 1s
sufficiently cnmp]ete do'permit a
substantive review..

- {2) i FBA finds that noneiof the

reasons an paragraphs {d) and fe) af thns

. section for refusing 4o file the

application or abbreviated antibrofic:
application apply, the agency will file

" the application or dbbrevrated untibiotic

applioamm and netify the spplicant m
. The date of fiting will be the -

date 60 days after thedate¥DA = -

recerved the applicaon orabbreviated

antibiotic spplication. The date of filing -

begns the 180-day perod:described in
section 505{c) of the ant. This 180-day
pemod 15 vafled the “filing clock:™

(3) If FDA wefases tofilethe . » . -

-application or abbreviated antituotic
- applicatian, the agency
-applicant in wiiting and state the reason

under paragraph (d) or {e) of s section .
“for the refusal. If FDA refnses to file ’ﬂxe
* applicationar abbrewated antihotic.:

will notify the -

application under paragraph {d) of thrs
sectian, the applicant may requestin -
wntmg withm 30 days of the date of .the
agency's notification .sn informal

- conference with the agency about

whether the agency should file the
application or abbrevzated antibotic
application, f following the:mformal -
conference the applicant requests that
FDA file the application orabbreviated
antibiotic application {(with or without"

amendments to vorrect the dsficiencies), -

the agency will file the .wpplication or
abbreviated sntibastic application over

‘protest under paragraph (a)(2) of thas.

section, notify the applicant anwriting,
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and review itasfiled. If the applica‘tmn
‘'or abbreviated antibotic application s
filed over protest, the date of Hiling will
be the date 80 days after the date the
applicant requested the mnformal -
conference. The applicant need not
resubmit a copy of.an application or
abbreviated antibiotic application that

* 18 filed overprotest, W FDA refuses to

file the application or abbreviated

-antibiotic application under paragraph
" {e)-of this section, the applicant may

amend ‘theapplication or abbreviated -

- _antibiotic application and r‘esn’bin’it’il

and the agency will make a
determmnation underthis: sectwn

» whether it may be filed.

b](1) An gbbreviated new ﬂmg
application will be remewed afteritas -

- submitted to determmne whether ’th_e '

abbreviated applivation may be

" received. Recept of anabbreviated hew L
.- drug application means that FDA hés o
' made-a threshold determmation thatthe

abbreviated application 18 sufficiently
complete ‘to permit a‘substantive review.
(2} FDA finds that none of the

- reasonsmparagmphs td):and () of this

section for consdering the abbreviated

new drug application not to have been

recerved apply, the agency will Teerve.

the abbremated new drug application

andnotify the-applicant mwriting.. -
{3} 1f FDA considers the -abbreviated

- new drug-application notto have been.

received under-paragraphs 1) orf{e) of
this section, FDA will notify the .
applicant, ordinarily by telephone. The

-~ - applicant may them:

-{i} Withdraw the ebbreviated new. .
drug aoplication pursuant ‘to §314:99, or

{ii) Amend the abbreviated new drug
application to-correst the &eﬁmenmes. -

- OF -,

(iii) Take noaction, mw!nch case

.. FDA will refuse totecerve the

abbreviated new drug app]rcatmn

. {c} {Reserved]

(d) FDA may refuse to filean .
application or abbreviated antxbmttc
applicationor may not consider an
abbrevrated new drug applicationto be:

" recewved if anyof the following applies.

(1) The application or dbbreviated
application does not contam a
completed application form.

(2) The application-or abbrewated
applicationts not sutbmitted m the form
requred under § 31450 or § 31493, -

(3) The application or abbrewiated -

& apphca‘ﬁvms mcomplete because it

does not onits Tace contam information

- required under section 505(b), section -

505{j), or section 507 of the actend’
§ 314.50 or § 314.94,

-~ %3) The applicant fails to submit a

complete environmental assessment
which addresses each of the items
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specified mn the applicable format under .

§ 25.32 of this chapter or fails te provide
sufficient information to establish that -
the requested action 1s subject to
categoncal exclusion under § 25.24 of
this chapter.

{5) The application or abbrevmted :
application does not contain an accurate
and complete English translation:of each
part of the application that s notn
English.

(8) The applxcauon does not contmna
statement for each nonclimcal
laberatory study that it was conducted
n complianece with the requirements set
forth in Part 58, or, for each study not
conducted in compliance with Part 58, a
brief statement of the reason for the
noncemplianee.

(7) The application does net contam a
statement for each climeal study that it
was conducted m compliance with the °
nstitutional review board regulations m
Part 56 of this chapter, or was not .
subject to those regulations, and that it -
was conducted 1 compliance with the
mnformed consent regulations m Part 56;
or, if the study was subject to but was.
not conducted wr compliance with those
regulations, the application does not
contam a bmef statement of the reasen
for the nancomplisuce.

(8) The abbrevisted new drug
application contams a éertification
under § 314.94(a)(12)(i}(A}{4), but does
not contam the results of any requned
and compieted broequrvalence or
bicavailability study. or, if sppropnate,
a request for waiver of such stedy
reqwirernent,

{e) The agency wﬂl refuse to ﬁIe an

apphcauon or wle consldez an
abbreviated new drug application ot to
have been received if any of the
followmg applies: -

{1) The drug product that is the
subject of the submission 1s already
covered by an approved. application or
abbreviated application and the. .
applicant of the submission 1s merely a
distributor and/or a repackager of the -
already approved drug product.

(2) The drug product 18 subject to
licensing by FDA under the Public
Health Service Act [58 Stat-632as
amended (42 U.S.C. 201 ef seg.]) and
Subchapter F of Chapter I of Title 21 of
the Code of Federal Regulations.

{f}(1) Withm 180 days after the date of
filing, plus the period of time the review
period was extended (if any). FDA will
either (i) approve the application or -
abbreviated antibiotic application or (ii}
15sue a notice of opportunity for heanng

if the applicant asked FDA to provide it .

an opportunity for a bearing on an
application or abbreviated antibiotic
application 1 response fo an

approvable letter or a not approvable
letter. :

-(2) Within 180 days after the date of
receipt, plus the period of time the
review clock was extended. {if any),
FDA will either approve or disapprove

" the abbreviated new drug application. If -

FBA disapproves the abbreviated new

-drug application, FDA will1ssue a notice
--of opportunity for heanng if the

applicant asked FDA to prowide it an
opportunity for a heanng onan
abbreviated new drug application m

_response. to.a not approvable letter.

(3) Thus paragraph does not apply to
applications or abbreviated applications
that have been withdrawn from FDA -

. review by the applicant. |

§ 314,402 cbumunk:atlons between FDA
and applicants..

{a) General pmrczp]es Durmg the

" course of reviewing an application or an

abbreviated application, FDA shall
communicate with applicants about

“scientifie, medieal, and proeedural

1ssues that anse during the renew
process. Such communication may take
the form of tefephone conversations,
letters, or meetings, whichever 1s most

-appropmate to discuss the particular

1ssue.at hand. Communications shall be
appropnately documented in the
application m accordance with §10.65.
Further defails on the procedures.for -
communication between FDA and

- applicanits are contained in a staff

manual gmde that 1s publicly available.
(b) Notification of easily correctable

deficiencies. FDA reviewets shall make -

every reasonab!’e effort to commumcate

correctaoie d‘encxenmes toxmd i an .
application or an abbreviated ,
application when those deficiencies are
discovered, particularly deficiencies
concermng chemusiry, manufacturmg,
and controls issues. The agency wilk

- also mform applicants promptly of its

need for more data or mformation or for
technical changes i the appleation'or . -
the abbrewmated apphcanon needed to

- -facilitate the agency’s review. This early

communication 1s intended to permit
applicants to correct such readily: .- ..
wdentified deficencies relatively early m

.the review process and to submitan -
- amendment before the review pertod

has elapsed. Such early communication
would not ordinarily apply to major
scientific 1ssues, which-require

. consideration of the entire pending -

application or abbreviated appheatmn
by agency managers.as. well as
reviewing stafl. Instead. major seientific:
issues will ordinarily be addressed i an.
action letter.

(c) Ninety-day confetence
Approxamately 90 days. after the agency
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recesves the application, FDA will
provide applicants with an opportunity -
to meet with agency reviewing officrals.
The purpose of the meeting will be to
inform applicants of the general :
progress and status of their applications,
and 1o advise applicants of deficiencies
which have been 1dentified by that time |
and which have not already been
communeated. This meeting will be
‘available on applications for all new
chemcalentities and major new
indications of marketed drugs. Such )
meetings wilt be held at the applicant's”

_option, and may be held by telepbone i

mutually agreed upon. Such meetings-

" would not ordinarily be held on.

abbreviated applications because they |
are not submitted for new chemcal -
entities or new mdications.

{d} End of review conference. At the

" conclusion of FDA's review of an

application or an abbreviated
application as designated by the -
1ssuance of an approvable ornot -
approvable letter, FDA will provide
applicants with an opportunity to meet =
: with agency reviewinig officials. The
purpose of the meeting will be to discuss
what further steps need to be taken by
‘the applicant before the application ox

- abbrewiated application.can be

appreved. This meeting will be. available

-~ on all applications or abbrewiated

applications, with priority given to-
applicaticns for new chemical entities
and major new indications for-marketed -

- drugs and for the first duplicates for .

such dmos Requests for such meetmgs

Goriid LSS e L0 e Gives VAUJI

.. division responsxbfe for reviewing the .
application or abbreviated application. -

‘(e) Other meetings. Other meetings =~

. between FDA and applicants may be

held, with advance notice, to discuss.
scientific, medical, and other rssues that

anse during the review process.. ,
Requests for meetings shall be directed ©

_to the director of the division

responsible for reviewing the

application or abbreviated application.
FDA will make every attemnpt to grant.
requests for meetings that involve i
important 1ssues and that can be

+ scheduled at mutrsally convenient’ trmes

However, “drep-mn™ visits (i.e., an

" unannounced and urscheduled wls:t_by

a company representative} are
discouraged except for urgent matters,
such as to diseuss am important new

) safely 18su€.

19, Section 314.103 1s amended by

~“revising paragraph (a), the first sentence
in paragraph (b}, and the fourth sentence .

in paragraph (c}(2), to read as follows:
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§ 314.103 Dispute resolutlon. -

q] General. FDA 18 committed to
. Mlving differences between
Slicants and FDA reviewing dxvxslons
«th respect to technical requirements
for applications or abbreviated
applications as quickly and amicably as
possible through the cooperative
exchange of information and views. -
{b) Administrative and proceduml
1ssues, When admimistrative-or

procedural disputes anse, the- applicant, :

should first attempt to resolve the
matter with the division responsible for.
reviewing the application or abbreviated
application, beginning with the,

consumer safety officer assigned to the

application or abbre\nated apphcanon

[c)

(2) Requests for such meetings *

shall be directed to the director of the -

division responsible for reviewing the :
application or abbreviated
application.

20. Part 314 1s amended by revising
§§ 314.104 and 314,105 to read as
follows:

§314.104 Drugs with potential for abuse.
The Food and Drug Admimstration

will inform the Drug Enforcement .

Adminustration under section 201{f)-of

the Controlled Substances Act (21 U:S.C.’

1) when an application or abbreviated
}hcamm 18 submitted for a drug that
pears to have an abuse potential

§314.105 Approval of an applicatlon and
an abbreviated application.

iz} The Food and Drug Admumstration
will approve an applicationoran =~
abbrewated antibiotic application and.
send the applicant an approval letter if
none of the reasons in § 314.125for. " .
refusing to approve the application or,
abbreviated antibiotic apphcatlon apply.

The date of the agency’s approval letter
18 the date of approval of the application

or abbreviated antibhotic application.
‘When FDA sends an applicant an
approval letter for an antibiotic, it will

promulgate a regulation under§ 314. 300
providing for certification of the drug, if

necessary. A new drug.product or
antibiotic approved under thig

approval letter 18 1ssued, except that a -
new drug product subject to a 505(b){2)
application may not be marketed until~
approval of the application 1s effective
under § 314.107 Marketingof an - i
antibiotic need not await the
promulgation of a regulatlon under o
§ 314.300. o
(b} FDA will approve an apphcahon
or abbreviated antibiotic application .
and 1ssue the applicant an approval-

letter (rather than an approvable letter

““under'§ 314.110).on the'basis of draft

labeling if the only deficiencies in the
application or abbreviated antibiotic
application concern editorial or similar
minor deficiencies in the draft labeling.
Such approval will be conditioned upon
the applicant incorporating the specified

rlabehng changes exactly as directed,

and upon the applicant submitting to

'FDA a copy of the final prmted labeling
-prior to marketing,

{c) FDA will approve an:application
after it determines that the drug meets -

_the statutory standards for safety and

effectiveness, manufacturing and

‘cogitrols, and labeling, and an -
~ abbreviated antibiotic application after
it determmes that the drug meets'the * ~
. statutory standards for manufacturing

and controls, and'labeling. While the -

“statutory standards apply to all drugs,

the many kmds of dtugs that are subject
to the statutory standards and the wide
range of uses for those drugs demand
flexibility i applying the standards.

~ Thus FDA 18 required to exercise its

scientific judgment to determme the
kind and guantity of data and

* information an applicant 18 required to

provide for a particular drug to meet the
statutory standards. FDA makes its )
views on drug products and classes of

"“drugs available through guidelines,
‘recommendations, and other statemenls N

of policy.
{d) FDA will approve an abbreviated

"new drug application and send the

applicant an approval letter if none of
the reasons n § 314.127 for refusing to -
approve the abbreviated new drug
applxcatum apply. The date of the

- agency's approval letter 13 the date of
. approval of the abbreviated new drug
* application, A new drug product

approved under this paragraph may‘not
be introduced or delivered for

“mtroduction nto.interstate commerce;
- until-approval of the ‘abbreviated new

drugapplication 1s effective under

©$314107 Ordinarily, the effective date
- of approval will be stated in the.

approval letter,
21, Part 314 18 amended by addmg

- $§ 314.107 and 314.108 toread as
e follows" .

paragraph may not be marketed until : an ’

§. 314.107 Eﬂecuve date ot approval ofa’

" 505(b}(2) ‘application or abbreviated new

drug application under section 5050) ol lhe

" act.

(a} General. A drug product may be

introduced:or delivered for mtroduction -

nto interstate commerce when approval

“of the application or abbreviated

application for the drug product
becomes effective. Except as provided
nthis gection, approval of an -
application or abbreviated application

for a drug product becomes effechve on

the date FDA 1ssues an approval letter
under § 314.105 for the application or = -
abbreviated application. -

(b) Effect of patent on the listed drug.”
If approval of an abbreviated new drug
application submitted under section
505(j) of the act or of a 505(b}(2}

application 1s granted, that approval will

become effective 1n accordance with the

following:

{1} Date of approval letter. Except as.
provided m paragraph {c) of this section,
approval will become effective on the
date FDA 1ssues an approval letter °

* under § 314.105 if the applicant’ certlfles

under § 314.50(i) or § 314.94(a)(12) that:
(i) There are no relevant patents, or
(ii) The applicant 18 aware of a
relevant patent but the patent ., = .
wnformation requred under section 505
(b} or (c) of the act has not been
submitted to FDA, or

_{(iii) The relevant patent has explred o
or o
(iv) The relevant patent 1s mvahd or.

will not be nfringed..

(A) The patent owner or its
representative or the exclusive patent .,
licensee has not brought suit for patent
mirngement within 45 days of the
receipt of the-applicant’s notice of
certification reqmred under § 314.52 or
§ 314.95, or )

(B} The drug product 18 covered by a
patent licensing agreement and the -
abbreviated new drug application or.

:505(b](z) application mcludes: -

(1) A statement that the applicant has
been granted a patent license;

{2} A statement from the patent owner
that it has a licensing agreement-with -

.the applicant covering the proposed .

drug product and consents to an
immediate effective date; and

(3) The patent owner’sname and
address: - .

-{2) Upon patent exp:mtwn If the
applicant certifies under § 314.50(i) or
§ 314.93(a}(12) that the relevant patent

" will.expire on a‘specified date, approval-

will become effecnve on the spec]fied

.date. ©

3y Upan‘ disposition of patent .
litigation. {i}{A) Except as provxded n

. paragraphs (b){3) (ii), (iii}, and (iv) of

this section, if the applicant.certifies
under § 314.50{i) or § 314.94(a)(12) that

- the relevant patent 18 invalid or will not ..

be mnfringed, and the patent owner or its
representative or the exclusive patent-
licensee brings suit for patent

- nfringement within 45 days of receipt of ‘

the notice of certification from the:
applicant under § 314.52 or-§ 314.95,
approval will be made effective 30
months after the date of the receipt of
the notice of certification by the patent
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owner or by the exclusivelicensee {or
their representatives) unless the court
has extended or reduced the.period

because of a failure of either the plamtiff.
or defendant to cooperate reasonably 1n .

expediting the action, or

(B) If the patented drug product
qualifies for 5 years of exclusive
marketing under § 314 108{6]{2] and the
patent owner or its representative or the.

exclusive patent licensee brings suit for :

patent infnngement during the 1-year
penod beginmng 4 years after the date
the patented drug was approved and
within 45 days of recerpt of the notice of
certification, the 30-month period will be
extended by an amoumt of time, if any,
that 1s required for 7% years to have

elapsed from the date of approval of the ~

application for the patented drug
product and approval will be made
effective at the exprration of the 7%
years. ' ’

(ii} i before the expiration of the 30-
month pertod, or 7% years where
applicable, the court 1ssues a final order
that the patent s invalid or not
infringed, approval will be made
effective on. the date the court enters -
judgment,

(m) M before the expiration of the 30-
month perrod, or 7% years where
applicable, the court issies a final order
that the patent bas been minnged,
approval will be made effective on the-
date the court determines that the patent
will expire or otherwise orders; oz

(iv) K before the expiration of thie 30-

month period, or 7% years where
applicable, the court grants a
prelminary mponction proinbxtmg the
apn‘v'ﬂnt o 2 )

TRELYF ) u‘di s dadd

"e.- f sase of .ﬂc;

drug product until the eowt demdes the -

1ssues of patent validity and .
mfringement, and if the court later
decides that the patent 1s 1nvatid or not
mfringed, approval will be made
effective on the date the court enters
final judgment.

4) Multuple certrf:cnt;ons. It the
applicant has submitted certifications
under § 314.50(i} or § 314.94(a){12} for
more than one patent, the date of .
approval will be caleulated for each
certification, and the approval will
gecome effective on the Iast applicable.

ate.

(c) Subsequent abbrevmted new drug
application submission. (1} If an
abbreviated new drug application
contains a certification that a relevant
patent 1s invalid or will:not be infringed -

and the application 1s fora generic copy -

of the same listed drug for which an
abbreviated new drug application was
previously submitted confainng a
certification that the same patent was.
nvalid or would not be infringed and

* the same- certification. A “substantially

-

“the previous applicant has been sued for

pdtent infringement within 45 days of
the patent owner s receipt of notice

submitted under § 314.95, approval of
the subsequent abbreviated new drug

_.application will be made effective no .
sooner than 180 days from whichever of

the following dates 1s earlier:

{i) The date the first of thecprevums
applicants to submit a substantially
complete abbreviated new drng .
application containing a certification
that a patent on the listed drug was
mvalid or not infringed and to be sued
within 45 days of the patent owner's

‘receipt of notice submitted under

§ 314.95 first commences commermalv
marketitg of its drug product, or
{ii} The date of a decision of the court

“holding the relevant patent mvalid or
not imirnnged.

(2) For purposes of paragraph (c][l) of
this section, an abbrewated new drug
apphcahon will be considered to have
been *'préviously submitted” with

‘respect to anether application for the
same listed drug if the date on which the

first application was beth substantially -
complete and contained & certification

* that the patent was wnvalid or net

infringed 15 eaclier than the date on
which the second application was both
substantially complete and contamied -

compléte” application must confamn the
results of any required bioequivalence
studies, or, if applicable, a request for a
wawer of such studies.

(3) For purposes of paragraph {c)(1} of *.
this-section, if the “first applicant™

-described 1n paragraph (c){1){i) of this

sertinn hag paf vel reroyved rxnnrnvot r\('

i Gubievesid uew g ayp)u.uu(m.

FDA will make the approval of

- subsequent abbreviated applications
- immediately effective it FDA conclhides

.- that the first applicant 1s not actively

‘pursung approval of its abba‘evmted.

application.

{4} For purposes of paragraph {c){1)(i)
of thus section, the first applicant that
makes a cestification that one or more °

- patenfs.on a drug 1s' invalid or will not

be infringed and that has been sued for
patent infringement shall notify FDA of
the datethat it commences commercial
marketing of its drug product.
Commercial marketing commences with
the first date of introduction or delivery
for mnfroduction into mnterstate :
commerce oufside the control of the -
manufacturer of a drug product, except
for investigational use under 21 CFR
Part 312, but does not include transfer of

.the drug product for reasons other than
sale within the control of the

manufacturer or application holder. If an
applicant does not premptly notify FDA
of such date, the effective date of
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approval shall be deemed to be the date’

of the commencement of first
‘commercial marketing. :
{d) Delay due te exc]us:vzty ’l‘he

agency will also delay the effective da_fe .
_of the approvsl of an abbreviated new .

drug application under section 505(j} of
the act or a 505(b){2) applicatien if delay

1s required by the excluswvity provisions
.1n § 314.108. When the effective date of

an application 1s delayed under both -
this sectionr and § 314.108, the effective

.date will be the later of the 2 days

specified under thxs secuon and
§ 314:108. ;

fe)y Referem:es to actions of “the
court” m paragraphs (b} and (c} of this
séction are to the
judgment from which rio eppeal can be
or has been takesn.

(2} For purpeses of establishing the
effective date of approval based on a
court judgment, the applicant shal}

* submit to the Division 6f Generre Drugs

(HFN-230), within. 16 worlang days of a

final judgment, a copy of the entry of
judgment.

(f} Computation of 45-day trme clock. ,

(1) The 45-day clock described m

- paragraph (b}{3) of this section begins

on the day after the date of recerpt of .

. the applicant’s notice of certification by ,
the patenf owner or its representative,
“or by the approved application bolder if - -

the holder 1s an exclusive patent -
licensee. When the 45th day falls on
Saturday, Sunday, or on a Federal -
holiday, the 45th day will be the next
day that 1s not a Saturday, Sunday, ora_

Federal hol’fday

(Y TFhn ae Moniy of B T

new drug apphcdhon or 505[[))(2] ;
application does not notify FDA ™ =
writing before the expiration of the 45-

day time penod or the completion of the

agency's review of the apphication,

- whichever occurs later, that a legal”’.
action for patent infningement was filed =
withm 45 days of receipt of the notice of

. certification, approval of the = - .

abbreviated new drug application or -
505(b}(2) application will be made
effective ymmediately upon expiration of
the 45 days or upon completion of the
agency's review and approval of the’
application, whichever s later. The

_505(b}{2} applicant or abbreviated new

drug applicant shall notify FDA of the
filing of any such legal action and shall
mclude 1 such notification:

(i} The abbreviated new drug

.application or 505{b}(2} app-Iic-ation S

number.

(ii} The name of the abbreviated new .

drug application or 505{b)(2) applicant.
(iii) The established name of the drug;
if any, strength, and dosage form. -

1989
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(iv} A certification that action to

defend the patent, identified by number,
f been filed n an approprate court on

/™, specified date. The applicant of an
: bbreviated new drug application shall
send the notification to FDA’s Division
of Genenc Drugs {(HFD-230). A 505(b)(2)
applicant shall send the notification to
the appropniate division 1n the Center
for Drug Research and Evaluation
reviewmg the application, .

(3) If the patent owner or approved o

application holder who is an exclusive -
patent licensee watves its opportunity t
file a legal action for patent St
infringement within 45 days of receipt o
the notice of certification and the patent
owner or approved application holder
who 18 an exclusive patent licensee
submits to FDA a valid waiver before

the 45 days elapses, approval of the: -

abbreviated new drug application or -
505(b)(2) application will be-made
effective upon completion of the
agency's review and approval of the,
application. FDA will only accept a
waiver in the following form: ‘
{Name of patent owner or exclusive patent.

licensee) has received notice from (name of
applicant) under (section 505{b)({3) or

505(j)(2)(B) of the act) and does notntend to

file an action for patent infringement against
(name of applicant} concerning the drug -

{rame of drug) before {date on*which 45 Hoyé: i
elapses). (Name of patent owner or exclusive -

. patent licensee) warves the opportunity
“yovided by (section 505(c}(3)(C}or
)6[}'}{4}{8}{1‘1‘17 of the act} and does not-object
{name of applicant)'s (505(b)(2) or
.bbreviated new drug application) for (name
of drug) 18 approved with an immediate
effective date on or after the date of this

[T
HA42 o8

§314.108 New drug product exclusivity.
(a) The following definitions of terms
apply to this section:

Active moety” means the molecule
or 10n, excluding those appended
portions of the molecule that cause the .
drug to be an ester; salt (including a salt
with hydrogen or coordination bonds).or
other noncovalent derivative (such as a
complex, chelate, or clathrate) of the ..
molecule, responsible for the .
physiological or pharmacological action
of the drug substance. e

Approved under section 505(b)"
means an application submitted under
section 505{b) and approved on or after
October 10, 1962, or an application that .
was "deemed approved” under section
107(c)(2) of Pub. L. 87-781. . s

“Climcal investigation” means any
expertment other than a bioavailability.
study in which a drug 18 admmstered or
dispensed to, or used on human
subjects. e

“Conducted or sponsored by the
applicant” with regard to an

investigation means that before or
dunng the investigation, the applicant

- 'was named n Form FDA 1571 filed with

FDA as the sponsor of the ,
nvestigational new drug application
under which the investigation was

* conducted, or the applicant or the

applicant's predecessor 1n interest,
provided substantial support for the -

- investigation. Ordinarily, substantial

support will mean providing 50 percent
or more of the cost of conducting the
study. A predecessor wn.interest 1s an -
entity, e.g., a corporation, that the
applicant has taken over, merged with,
or purchased, or from which the

. applicant has purchased all rights to the

drug. Purchase of a clinical mnvestigation
itself or the rights to an mvestigation..
after it 15.completed 1s not:sufficient to
satisfy this definition. L
“Date of approval” means the date on
the letter from the Food and Drug
Adminmstration (FDA) stating that the .

" new 'drug application 18 approved, .

whether or not final printed labeling or
other materals must yet be submitted as
long as approval of such labeling or
materals 18 not expressly required. .
“Esgeiitial to approval” with regard to
an investigation means that the
application'could not be approved by -
FDA without that investigation, even

‘with a delayed effective date..

“New chemical entity” means a drug
that contawns no active moiety that has

" been approved by FDA 1n any other

application submitted under section

" 505(b) of the act. .

“New clinical investigation” means an-

investigation in humans the results of

which have not been relied on by FDA
to demonstrate substantial evidence of
effectiveriess of a previously approved

- drug product for any indication or of

safety for a new patient population and

-do not duplicate the resuits of another. .

mvestigation that was relied on by the

-agenay to demonstrate the effectiveness
or safety 1n a new patient population of
-a previously approved dtug product. For

purposes of this section, data from a
clinical investigation previously .
submitted for use in the comprehensive
evaluation of the safety of a drug
product but not to support the

_effectiveness of the drug product would

be considered new. .

{b} Subnussion of and effective date
of approval of an abbreviated new drug
application submitted under section. -
505(]) of the act or a 505(b)(2)... - . .

.. application. (1) If a drug product that ..

contains a new chemacal entity was
approved between January 1, 1982, and

- September 24, 1984, m an-application -

submitted under section 505(b) of the.

-.act, the agency will not make effective

for a-pertod of 10 years from the date of
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approval of the first approved new drug
application the approval of a 505(b)(2)
application or an abbreviated new drug
application submitted under section .
505(j) of the act for a drug product that
contains the same active molety 1n the
new chemical entity i the first.
approved application.

(2) 1f a drug product that contains a

. new chemical entity was approved after
September 24, 1884, 1 an application
. submitted under section 505(b) of the

act, no person may submit a 505(b)(2)
application.or abbreviated new drug
application under section 505(j) of the
act for a drug product that contains the

- same.active molety as in the new

chemical entity for a pertod of 5 years:

- from the date of approval of the first:
-approved new drug application; except

that the 505(b){(2) application .or
abbreviated application may:be
submitted after 4 years if it contans a
certification of patent invalidity or

. noninfringement described m

§ 314.50(i){1}{i){(a){4) or
§ 314.94{a}{(12)(I)(A)4).
{8) The approval of a 505{(b}{2)

~application or abbreviated application

described in paragraph (b)(2) of this

. section will become effective as’

providedn § 314.107(b) {1) or (2), unless
the owner of a patent that claims the:
drug or the patent owner’s’ '

“representative, or exclusive licensee
- brings suit for patent infringement

agamst the applicant during the 1-year
period beginming 48 months after the
date of approval of the new drug .
application for the new chemical entity.
and within 45 days after receipt of the
notice described at § 314.52 or § 314.95,
m which case, approval of the 505(b}(2}

- application or abbreviated application

will be made effective as providéd in*

§ 314.107(b)(9). 4 R
(4) if an application: .

" (i) Was submitted under section

505(b) of the act;

“(ii) Was approved after Se'p!ga‘mhef 24,
1088

{ii1) Whas for a drug product that
contamns an active moiety that has been -

" previously approved mn another.

application under section 505(b} of the

“ act; and ;
.- {iv) Contamed reports of new climcal

mvestigations (other than bioavailability
studies) conducted or sponsored by the
applicant that were essential to
approval of the application, the agency

- will not make effective for a penod of 3 .
" years after the date of approval of the .
application the approval of: a 505(b}{2} ... .

application or an abbreviated new drug
application fur the conditions of
approval of the original application, or
an abbreviated new drug applicalion
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submitted pursuant to an approved
petition under section 505(j){2)(C) of the
act that relies on the information

supporting the conditions of approval of '

an origmal new drug application.

(5) If a supplemental application:

(i) Was approved after September 24,
1984, and _

{ii) Contained reports of new clinical
investigations (other than bioavailability
studies) that were conducted or
sponsored by the applicant that were
essential to approval of the :
supplemental application, the agency' -

will not make effective for a penod of 3 -

years after the date of approval of the
supplemental application the approva'l
of a 505(b)(2) application oran"
abbreviated new drug applxcatwn fora

change, or an abbreviated new drug =% -

application submitted pursuant to-an
approved petition under section

mformation supporting a change

approved i the supplemental new-drug

application.

22, Part 314 13 amended by revising
§§ 314.110 and 314.120 toread as .
follows: ;

§314.110 Approvable letter to the
applicant. -

(a) In selected clrcumstances lt 15
useful at the end of the review period for
the Food and Drug Admmstrationto
indicate to the applicant that the
application or abbreviated application1s
basically approvable providing certain
18sues are resolved. An approvable
letter may be1ssued in such
c;rcumstances FDA w1ll send the
apphcatxon or abbrevtated applmanon
substantially meets the requirements of
this part and the agency believes that it
can approve the application or
abbreviated application if specific
additional information or matenal 1s
submitted or specific conditions (for
example, certain changes n labeling)
are agreed to by the applicant. The
approvable letter will describe the
information or matenal FDA requires or
the conditions the applicant 15 asked to
meet. As a practical matter, the
approvable letter will serve in most
mstances as a mechamsm for resolving
outstanding 1ssues on drugs that are -
about to be approved and marketed. For
an application or an abbreviated
antibiotic application, the applicant

shall, within 10 days after the dale of the

approvable letter: :

(1) Amend the application or-
abbreviated antibiotic application or
notify FDA of anntent to file an-
amendment. The filing of an amendment
or notice of intent to file an amendment
conslitutes an agreement by the

épphcant to extend the review period
for 45 days after the date FDA receives

‘the amendment. The extension 1s to

permit the agency to review the
amendment; ‘
(2) Withdraw the appllcatlon or

abbreviated antibiotic application. FDA

will consider the applicant's failure to

respond within 10 days to an approvable
letter to be a request by the applicant to
withdraw the application under § 314.65
or thé abbrewviated antibiotic application

under § 314.99. A decision to withdraw"
an application or abbreviated antibiotic

apphcatlon 18 without pre)ud:ce to a
refiling; :
{38) For a new drug application, ask the

- .- agency to provide the applicantan

opportunity for a hearing on'the

_question-of whether there are grounds

~. for:denying approval of the application
-..;;under section 505{(d) of the act. The '
505(3)(2)(C) of the act that relies on the: - .

applicant shall submit the request to the:

- Division of Regulatory Affairs (HFD-

360); Center for Drug Evaliiation and - "~
Research, Food and Drug

- Adminmstration, 5600 Fishers Lane,

Rockville; MD 20857 Within' 80 days of

-the date of the approvable letter, or

within'a different time period to which

FDA and the applicant agree, the agency

will either-approve the application

under § 314.105 or refuse to approve the *
. application under § 314.125 and give the
- applicant-written notice of an
- opportunity for a hearing under
§ 314.200 and section 505(c)(2) of the act
.on-the question of whether there are
grounds for denying approval of the

application under section 505{d) of the~
act

VUG, B B JE Ll J-LA

notlfy FDA of an mtenl to file a petition

_proposing the 1ssuance, amendment, or

repeal of a regulation under § 314.300

- and section 507(F} of the act; or’

(5) Notify FDA that the applicant

‘agrees to an extension of the review
. ‘peniod under section 505(c) of the act, so
that the.applicant can'determme

whether to respond further under

. paragraphs (a) (1), (2}, (3), or'(4) of tfxxs

section. The applicant's notice 18

required to'state the length of the '
“extension, FDA will honor any

reasonable request for such an

‘extension. FDA will consider the

‘applicant's failure to respond further-

" within the extended review penod 1o be
- arequest to withdraw the application

under § 314.65 or the abbreviated
antibiotic application under § 314.99. A

decision to withdraw an application or

abbreviated antibiotic application 1s
without prejudiceé to a refiling:

{b) FDA will send the applicant of an

abbreviated new drug application an
approvable letter only if the application
substantially meets the requirements of

HeinOnline

‘this part-and the agency believes that it
can approve the abbreviated application
if mnor deficiencies in the draft labeling”

are corrected and final printed labeling'
1s submitted. The approvable letter will

_describe the labeling deficiencies and

state a time period within which the
applicant must respond. Uriless the
applicant corrects the deficiencies by

* amendment or submits final printed

labeling within the specified time period,
FDA will refuse to approve the

abbrevxated application under § 314. 127 '

§ 314 120 Not approvable lener to. the
applicant.

{a) The Food and Drug Admimslratmn :
‘will send-the applicant'a not-approvable *
“letter if the agency believes that the -

application or abbreviated antibiotic’

application may not be approved for one

of the reasons given n § 314.125-or:thie
abbreviated new drug application may

not be approved for one of the reasons’
- given 1n § 314:127 The not approvable’

letter will describe the defi iciencies m ‘
the application or abbreviated: '
application, Except as provxded meo
paragraph (b}, within 10 days after- the

* date of the not approvable. letter, the

applicant shalk
(1) Amend the apphcatlon or

.abbreviated application or:nétify FDA

of an intent to file.an amendment. The.
filing of an amendment or a notice of -
mtent. to file.an amendment constitutes
an agreement by the applicant to extend -
the review period under § 314.60 or

: ,§314se

[2) Wlthdraw the apphcahon or

) s «

prov1ded n pardgrapn (b) PDA wm
consider the applicant’s failure to-
respond:within 10 days to a:not:;
approvable letter to be a request by the
applicant to withdraw the application
under § 314.65 or abbrewated -

application under § 314.99. A: decision to R

withdraw the application or abbrevxated
application 15 w:thou( pre;udxce to

. refiling;

(3) For a new drug apphcatlon. ask the

-agency ‘to provide the applicant an -

opportunity for a hearing on the

* - question of whether there are grounds

for denying approval of the application
under section 505(d} or section 505(j)(3)

- of thé act. The applicant shall submit the

request to the Division of Regulatory
Affairs (HFD-360}; Center for Drug
Evaluation and Research, Food and
Drug Admimstration, 5600 Fishers Lane,
Rockville, MD 20857 - Within 60 days of -

‘the date of the not approvable letier; or

within a different time pertod to which
FDA and the applicant agree, the agency
‘will either approve the application or
abbreviated application under § 314.105
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or refuse to approve the apphcahon or

abbreviated antibiotic application under

-§ 314.125 or abbreviated new drug"
mépphcatlon under § 314.127 and give the

applicant written notice of an

opportunity for a hearing under

§ 314.200 and section 505(c){1)(B} or

505(;)[4)[0) of the act on the question of

whether there are grounds for denying

approval of the application under

section 505(d) or 505(j}(3) of the act; . =
{4) For an antibiotic apphcahon. filea
petition or notify FDA of an mtent to. file

a petition proposing the 18snance, .
amendment, orrépeal of a‘regulation.
under § 314.300 and section 507(F} of the
act; or

(5} Notify FDA that the-applicant
agrees to an extension of the review
penod under section 505{cj(1} or -
505(j}(4)(A) of the act; so that the -
applicant can determine whether to
respond further under paragraphs (a) (1),
(2}, (3), or (4) of this section. The
applicant’s notice 1s required to state the
length of the extension. FDA will honor
any reasonable request for such an
extension. FDA will consider the
applicant's failure to-respond further.
within the extended review period to be
a request to withdraw the apphcatmn
under § 314.65 or abbreviated

application under § 314.99. A decision to

withdraw an application or abbreviated
application 1s thhout pre)ndlce toa
refiling.
\ {b} The 10—day time: penod n this
M section for responding to-a not
approvable letter does not apply to
abbreviated new drug applications. FDA
may consider the applicant’s failure to
zspond within 180 days to a not
approvable letter to be a request by the
applicant to withdraw the abbreviated
new drug application under § 314.99.
23. New § 314.12218 added to Subpart
D to read as follows: .

§314.122 Submitting an application for, or
a 505(1}(2)(C) petition that relles on, a listed
drug that is no longer marketed. '

{a) An abbreviated new drug
application that refers to, or a petition
under section 505(j)(2)(C) of the act and

§ 314.93 that relies on; a listed drug that .

has been voluntarily withdrawni from -
sale in the United States ' must be
accompanied by a petition seeking a
determmation whether the listed drug
was withdrawn for- safety or
effectiveness reasons, The petition must
be submitted under §§ 10.25(a} and 10.30
of this chapter and must contam all
evidence available t6 the petitioner
concerming the reasons for the
withdrawal from sale. _'

(b} When a petition described m
paragraph (a) of this section 18-
submitted, the agency will consider the

Egﬂhq

evxdence n the pemmn and any other

evidence before the agency, and
determine whether the listed drugis
withdrawn from sale for safety or
effectiveness reasons, 1n accordance
with the procedures in § 314.161.

{c) An abbreviated new drug
application described in paragraph (a) of
this section will be disapproved,
pursuant to § 314.127(k}, and a. .
505{j}{2}{C} petition described in-
paragraph (a) of this section will be..
disapproved, pursuant to

- § 314.93(e}{1)(iv), unless the agendy

determines that the withdrawal'of the -
listed drug was not for safety or -
effectiveness reasons. :

(d) Certan drug products approved for
safety and effectiveness that were no.
longer marketed on September 24, 1984;
are not included in the list. Any person
who wishes o obtain marketing -~~~
approval for such a drug prodict under

" an-abbreviated new drug application
- must petition FDA for a determination.
. whether the drug product was =~

withdrawn from the market for safely or’
effectiveness reasons and request that
the list be amended to include the drug
product. A person seeking such a-
determination shall use the petition

-procedures established in §10.30 of this

chapter. The petitioner shall include in-

the petition nformation to show that the’

drug product was approved for safety =
and effectiveness and all evidence .
available to the petitioner coticerning
the reason that marketing of the drug
product ceased,

'24. Section 314. 125 1S amended by
revising the section heading, the
mtroductory text of paragraph (a), the
mtroductory text of paragraph (b),
paragraphs (b} (7)..(9), (20}, (12), (34); . -
(15), (16}, and by adding new paragraph

- (b}{17) to read as follows:
. §314.125 Refusalto approve an

application or abbrevlaled anubiotlc

) appllcation.

{a) The Food and Drug Adm:mstratlon

‘will refuse to approve the application or,

abbreviated antibiotic application and’

- for a new drug give the applicant written

notice of an opportunity for a hearing

-under § 314.200 on the question of

whether there are grounds for denying
approval of the application under

section 505(d} of the act, or foran
antibiotic publish a proposed regulation
based on an acceptable petition under

§ 314. 300, if:

(b} FDA may refuse to approve an -

* application or abbreviated antibiotic _

application for any of the followmg
reasons:
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{7) The apphcatlon or abbreviated
antibiotic application contams an umrue
‘statement of a matenal fact.

(9) The application or abbreviated
antibrotic application does not contamn
bioavailability or bioequivalence data
required under Part 320.- >-

{10) A reason given n a letter refusmg
tofile the application or abbreviated
antibiotic application under § 314 101[d}.
if the deficiency 18 not corrected.

(i2) The applicant.does not permit a:
properly authonzed officer or employee:

" of the Department of Health and Human
_Services an adequate opportunily to” -

mspect the facilities, conirols; and any -
records relevant to the application or-

abbrevxated antibiotic apphcahon

{14) The application or abbrevmted
antibotic application does not contam

: an.explanation of the onmssion of a

report of any investigation of the drug -
product sponsored by the applicant, or .~

--an explanation of the omission of other -
" nformation about the drug pertinent'to

an evaluation of the application or

- abbreviated antibiotic application that
-18 received or otherwise obtained by the

applicant from any source.
-(15) A nonclimeal laboratory study

" that 18 described in the application or’

abbreviated antibiotic application and
that 1s essential to show that the drugis
safe for use under the conditions
prescribed, recommended, or suggested
1 its proposed labeling was not
conducted in compliance with the good

- laboratory practice regulations n Part:’

58 of this chapter andno reason for the :.
noncompliance 1s provided or, if it1s; the
differences between the practices:used

. conducting the study and the good =

Iaboratory practice regulations do not
support the validity of the study.

(16) Any clinical investigation
mvolving human subjects described m- -
the application or abbreviated'antibiotic-
application, subject to the mstitutional

" review board regulations in Part 56 or
* informed consent regulatlons in Part 50

of this chapter, was not conducted in
compliance with those regulations such

‘that the rights or safety of human

sub]ects were not adequately protected.
‘{17)-For a new drug, the application
failed to contain the patent information
required by section 505{(b}(1)-of the act
and §.314.53. '
24a. New § 314.127 18 added 10
Subpart D to read as follows:
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§314.127 Refusalto apprave an:
abbreviated new drug appilcation. *

FDA will refuse to approve an
abbreviated application for a new drug
under section 505(j) of the act for any of
the following reasons:. = -

(a) The methods used n, or the
facilities and controls.used for, the
manufacture, processing, and packing of
the drug product are inadequate to
agsure and preserve its dentity,
strength, quality, and purity;

{b) Information submitted with the
abbreviated new drug application 1s.
msuifficient to show thateach of the-
proposed conditians of use have been
previously approved for the listed drug-
referred to mn the application; . .

{c){1} If the reference listed drng has :
only one active mgredient, mformation
submitted with the abbreviated nrew
drug application 1s msufficient to show
that the active ingredient s the same as
that of the reference listed drug:

(2) I the reference listed drug has
more than one active mgredient,
mformation submitted with the. -
abbreviated new drug: agpheaﬁon 19
mnsufficient to.show that the aetive
ingredients are-the sameé as the active
’ mgred‘xents of the reference listed drug,

(3) ¥ the :efexence hsted drughas .-
more than ene active mgredient and if’.
the abbrewiated new drug. applicahen 3
for a drug product which has an active
ingredient different fmm the reﬁerence
listed drug;

(i) Idormation: sdnnmtedw;ﬂx the:
abbrevxatedneg drug: app!maimn 13

msufficrant tn shoner

v wowl g Fadive AAWVUC&@

are lhe'same as thean!memgrenhants af
the reference listed drug, or

(B} That the different actrve mgredlemv

1s an active mgredient of a listed drug or
a drug which does not.meet the

requirements of section’ zm(p} of the ac:t. -

or

(ii} No petition tosubxmt an o
abbreviated application for the drug:
product with the different active

ingredient was, appraved under § 514.93; .

(d)(1) If the abbreviated new drug,” &
application 1s for a drug product whose”
route of admimistration, dosage form. or
strength purparts to. be. the same'as that’
of the listed drug referred to1n the
abbreviated new drug applwahom
information submitted m the
abbreviated new drug application s
msufficient to show that the route of -
adrumstration, desage form, or strength
15 the same as that of the-reference.
listed drug, or

(2) If the abbreviated new drug
application.1s for a drug pmductwhose
route of admumstration, dosage form,.or
strength 1s different from that of the

" listed drug referred ta 1n the application,

no-petition to submit an abbreviated
new drug application for the drug,
product with the different route of
admimstration, dosage form, or strength

was approved under § 314.93.

{e} If the abbreviated new drug -
application was submitted pnrsnami to

the approval of a petition under § 31493,
. the abbreviated new drig application *-
- did not contain the information reqmred:
by FDA with respect to the active -~ - (-

mgredient, route of admumstration,
dosage fosm, er strength that s not the

same.as that of the reference liated drug; -

{)(1) Information submitted i the

_abbreviated new drug applicatiom1s -

msufficient to show that the-drug -

- product 18 bioequivalent to the listed:
. drug referred to n the abbreviated new.

drug application or, (2) if the .- .
abbreviated new drug a;;phc&tron was
submitted pursuant to a petition.

approved under § 314.93, information '

submitted in.the abbeeviated new drug -
application 1s insufficient ta show that
the-active ingredients of the drug
product-are of the. sam&phatm&cnlogscal
or therapeutic class as those.of the
refierence listed drug and that th&dmg

‘product can. be expected tahave the
same therapeutic effect as the-reference
listedt drug when admitustered &

. patients for each condition of use;

appreved for the reference listed drugs
(g} Information submitted mn the

abbreviated new drug application1s

msufficrent ta-show that the }abehng

“proposed for the drug 15 the same as the

labeling approved fer the listed drug:

" reforrnd ta in tho ahhrowmotard new dhzg

apyuta(ﬂiu CALEPL MO Claighs Lc:\]dh&&.
because of differences. approved-in a

. petition under § 314.93. oz because the

driig product and the refezence listed
drug are produced or dastnxbui’ed by
different manufacturers; i

(h)(1) Information: submitted: i thk

. -abbreviated new drug application. or any
. other nfermation: available: t&FDA

shows that
(i} The..nactive ingredients of the drug
product are unsafe for use, as described

mn paragraph {h)(2} of this. section; \mder :

the conditions prescribed,
recommended, or suggested i the:

labeling proposed oz the dmgpm@ct

(1i) The. compesition of the dmg

'product 15 unsafe, as described

paragsaph (h){2) of this section, under
the.conditions prescribed, -
recommended, or suggested 1 the-
proposed labeling because of the type ar

- quantity of nactive ingredients wneluded.
.. or the. manner m. which the-1pactive

" ingredients or composition that may -

" adversely affect a drug product’s.safety.
“The:mactive mgredients or compesition-
‘of a preposed drug product will be
‘considered to-raise serous questions of

" product unsafe and refuse to.approve an
abbreviated new diug application under
paragraph (h)(1) of this section if, on the.

basis of mformation available to the
agency, there 1s a reasonable basis to,
conclude that one or more of the
nactive ingredients of the proposed
drug or its composition rase-serious.
questions of safety. From its. experierice

with reviewang mactive mgredients, and -

from other mformation available-to it,
FDA may 1dentify changes mnactive .

safety if the product incorporates one or.
more of these changes. Examples of the.

--changes that raise serious. questions of -
-safety mnclude:

{A) change 1n an mactxve mgredient .
so-that the product does not compl’y
with an official compendiom.. . .. .

.(B) A change m composition to .
include an nactive ingredient that has

‘not been previously approved 1 a_drug

product for human use by the same

= route of admmstration...

(C) A change i the composition ofa
parental drug product to include an
mactiveangredient that hasnat been. -

- . previously approvedin a parenfal drug

product. .
(D} A change v composihon ofa drug
product for ophthalmc use to mnclude an.
nactive ingredient that has.not been .
previously approved in a drug for -

_oph‘thahmc use.

(E) ‘I’he use ofa controHedrelease

EPRRRTEAIG I+ 5% WOVRNIE G
thedrug

FIA change m composnion to- mclude :

a significantly igher concentration of"

_one ormore mactive ingredients than. .

previously used m the drug product: .

(GY ¥ the drug product 18 intended for

topical-administration, a change i the.”
properties of the vehicle or basé that
might increase absorption of certain
potentially toxic active ingredierits.
thereby affecting the safety of the drug -
product, or a change 1n the lipophilie
properties of a vehicle or base, e.g..a

 .change from an oleaginous'to awater

soluble veliele ar base. N
‘(1] FDA will consider an mactive.
ngredient 1n, or the composition of, 8

drug produet mtended for parenteraluse .

to be unsafe and wilh refuse to approve

the abibreviated news drug application

unless it contams the same wactive
ingredients,. other thamn pxeservatwes. '
buffers, and antioxidants, oy the same:

" concentration as. the listed drug; andi i .

ngredients are eluded; . it differs from: the listed:drugmn a
(2)(i) FDA will consider the inactive: preservative, buffer; or antwmd&m:. the
ingredients. ox composition.of & drug, applicatior eontasms sufficrent
HeinOnline 54 Fed. Reg. 28933 1989
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information to demonstrate that the -
%fference does not:affect the safety of
} drug product.
(m) FDA will consider an mactive
.igredient in, or the composition of, a

drug product intended for ophthalm:c or

otic use unsafe and will refuseto -
approve the abbreviated new drug
application unless it contams the same -
mactive ingredients, other than

preservatives, buffers; substancés to+- =

adjust toxicity or thickening agents; 1n
the same concentration as the listed -

drug, and if it differs from the listed-drug.

In a preservative, buffer, substance to:
adjust toxicity or thickemng agent, the -
application contains sufficient
information to demonstrate that the: .
difference does not affect the safety of:
the drug product and the labeling does
not claim any therapeutic advantage -
over or difference from the listed drug:
(i) Approval of the listed drug: referred
to 1n the abbreviated new drug - - .-
application has been withdrawn or
suspended for grounds described in
§ 314.150(a) or FDA has published a . .-
notice of opportunity for hearing to:
withdraw approval of the reference. . .
listed drug under § 314.150{a); . .-
(i} Approval of the reference listed -

drug has been withdrawn under
§ 314.151 or FDA has proposed to
withdraw approval of the reference
hsted drug under § 314.151(g); -

* [k} FDA has determined that the

=, /ference listed drug has been :

rithdrawn from sale for safety-or
<ffectiveness reasons under § 314.161, or
the reference listed dnig has'been
valuntarily withdrawn from sale and the
agency has not determmed whether the
withdrawal 1s for safety or effectiveness
reasons, or approval of the reference
listed drug has been suspended under
§ 314,153, or the agency has 1ssued an

witial decision proposing to suspend the

reference listed drug under -
§ 314.153(a)(1);

(1) The abbreviated new drug ._
application does not meet any other

requirement under sectxon 505()(2)(A) of ,

the act; or

{m) The abbreviated new drug
application contains anuntrue
statement of matenal fact.

25. Section 314,150 1s revised to read”
as follows:

§ 314.150 Withdrawal of approval of an
application or abbreviated application..

(a) The Food and Drug Admimstration
will notify the applicant, and, if
appropriate, all other persons who
manufacture or distribute1dentical, -
related, or similar drug products as
defined in §§ 310.8 and 314.151{a) and
for a new drug afford an opportunity for
a heanng on a proposal to withdraw

' _approval of the application or
- abbreviated new drug application under

'section 505{e) of the act and under the

- procedure in § 314.200, or, for an

antibiotic, rescind a certification or
release, or amend or repeal a regnlanon

providing for certification under section
" 507 of the-act and under the procedure
“n § 314.300, if any of the following

applies:
(1) The Secretary of Health and

- Human Services has suspended the
" approval of the application or
- abbreviated application for @ new drug

on a finding that there 18 an1mminent

-hazard to the public health. FDA will
- promptly afford the applicant an
-expedited hearmng following: summary

suspension on a finding of umminent -
hazard to health,
- {2) FDA finds:

(i) That climcal or other experience, -
tests, or other scientific data show that
the drug1s unsafe for use under the
conditions of use upon the basis of
which the.application or abbreviated:
application was approved; or

{ii) That new ewvrdence of climcal

. expenience, not contamned 1n the
_application or not available to FDA until

after the application or abbreviated

. apphcatxon was approved, or tests by .
~ new methods, or tests by methods not

deemed reasonably applicable when the

_ application or abbreviated application -
was approved, evaluated together thh

the evidernice available when the

. applicatxon or abbreviated application

was approved, reveal that the drugis.

" not shown to be safe foruse under the

conditions of use upon the basis of

‘which the application or abbreviated

application was approved; or

(1ii) Upon the basis of new-
information before FDA with respect to
the drug, evaluated together with the
evidence available when the application

or abbreviated application was

approved, that there 18 a lack of
substantial evidence from adequate and.
well-controlled investigations as defined

" 1n:§.314:128, that the drug will have the
~effect it 18 purported or is represented to
-have under the conditions of use ‘

prescribed, recommended, or suggesled
m its labeling; or

(iv) That the application or
abbreviated application containg any

untrue statement of a'matenal fact; or

tv) That the patent information
prescribed by section 505(c) of the act:
was not submitted within 30 days after

the receipt of written notice from FDA

specifying the failure to submit such

- information.

(b) FDA may notify the applicant, and,
if appropnate, all other persons who: -
manufacture or distribute 1dentical,
related, or similar drug products-as

HeinOnline 54 Fed. Reg.

defined mn § 310.6, and for a new drug
afford an opportunity for a hearing on a
proposal to withdraw approval of the’
application or abbreviated new drug
application under section 505(¢) of the
act and under the procedure in

§ 314.200; or, for an antibiotic, rescind a

- certification or release, or amend or
" repeal a regulation providing for

certification under section 507 of the act
and the procedure n § 314,300, if the

“agency finds:

(1) That the applicant has failed to
establish a system for mamtaining

" required Tecords, or has repeatedly or

deliberately failed to maintain required: ;

‘records or to make requred reports -
* under section 505(k) or 507(g) of the' act

and §8 314.80, 314. 81, or'314.98, or lhat
the applicant has refused to permit ‘
access to, or- copymg or verification of
ita records.

{2) That on the basis of new
information before FDA, evaluated -
together with the evidence available
when the application or abbreviated
application was approved, the methods
usedan, or the facilities and controls
used for, the manufacture, processing, .
and packing of the drug are madequate

“to assure and preserve its identity,.
‘strength, qnality, and purity and were

- not made adequate within a redsonable, =
time after receipt of written notice from

e ageney. ,

(3] That on the bass of new
mformation before FDA, evaluated
together with the avidence available
when the application or abbreviated
application was approved, the labeling
of the drug, based on a fair evaluation of
all matenal facts, 15 false or misleading
m‘any particular; and the labeling was

not corrected by the applicant within a
reasonable time after receipt of written
notice-from the agency. -

{4) That the applicant has: failed to-
comply-with the notice requirements of
section 510(j}(2} of the act.

{5) That the applicant has failed to

" submit bioavailability or bioequivalence ..

data required under Part 320 of this .
chapter. -

(6} The apphcahon or abbrevxated
application does not contain an .
explanation of the omssion of a report
of any mvestigation of the drug product
sponsored by the applicant, oran
explanation of the omssion: of other
information about the drug pertinent to
an evaluation of the application or
abbreviated application that 15 recerved
or otherwise obtamed by the apphcant

“from any source.

(7) That any nonchmcal laboratory
stidy that 1s described n the application
or abbreviated application‘and thatis -
essential to show that the drug s safe
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for use undes the conditions prescribed;
recommended, or suggested in its
labeling was not conducted 1n .
comphance with the good laboratory
practice regulations n Part 58 of this
chapter and no reason for the .
noncempliance was provided or, if #t
was, the differences between the-
practices used m conducting the study
and the good lahoratory practice
regulations do oot support the vahchty of
the study.

{8) Any clintcal investigation .
mnvolviag haman subjects deseribed m
the application oz abhreviated
application, subject ta the nstitutional '
review board regilations in Part 56 of
this chapter or mformed consent
regulations m Part 50 of this chapter-was
not conducted 1 compliance with those
regulations such that the rights or safety
of human subjects were not adequately

protected.

(c) FDA will withdraw approval of an
application or abbrewiated application if
the applicant requesta its withdrawat
becanse the dmg subject to the :
application or abbreviated application is
no longer beang markeéted, prowvided
nore of the conditions listedm
paragraphs (a) and {b} of this section
apply to the drug, FDA will consider's
written request for withdrawal under
this paragraph: ta be & warver of an
opportunity for h‘eamng:athermse
provided for in this section. Withdrawal
of approval of amw applicationor
abbrewiated applicationr under this,
paragraph is without prejudicerte
refiling. o

(TR e ot

it belicses.a potential pmblem “
associated with & drug.is sufficiently

serious that the drug should be removed. . .

from the market and may ask the
applicant to waive the opportunity for
hearing otherwise provided for under

this section, ta permit FDA to withdraw

approval of the application o~
abbreviated application for the product,

from the market. If the applicant agrees,
the ageney will not make a finding under
paragraph (b} of thiz section, but will
withdraw approval of the application or
abbreviated application 1n'a notice
published in the Federal Register that
containg a bnef summary of the
agency's and the applicant's wiews.of -
the reasons for withdrawal.

26. New § 31415118 ad'ded to Snbpart '

D to read as folIows

§ 314.15¢ Mthdrawa[ o' appmvafof ar
abbreviated new drug application: pursuant
to seclian: S05()5) of the ack.

(a) Approvat of an abbrewviated new
drug applicasier approved wader...
§ 314.105{d} max be withdrawn when

-withdrawal of the listed drug will serve -
-as notice to halders of 1dentified - :

-proposed withdrawal of the listed drug,

the agency m&draws apprwal under
§ 314,150(a) or under this section, of the
approved drug referred ton the

abbreviated new drug application, If the E

agency proposes to withdraw approval

.of a listed drug under § 314150(a), the

holder of an appraved. application for

. the listed drug has a right to notice and
opportunity fer heanng, The published ™
. notice of opportunity for heanng will

1dentify all drug products approved
under § 314.105(d) whase applications.
are subject to withdrawal under this .,

section if the listed drug rs withdrawn, .

and will propose to withdraw: such
drugs. Holders of approved applications -

{b)(2) The published notice of - . -~
opportunity for hearing on.the: .

abbreviated new drug applicattons of -

the grounds for the proposed

withdrawal..

~ (2) Holders of applu:atxans fon dmg :
products identified mn the noticeof - © '~

- opportunity for heanng may submit.

. .written comments on the notice of

opportunity for hearmg issued on the

If an abbreviated new drig application
holder submits commeénts.on the notice

. of opportunity for hearing afid a heanng

18 granted, the abbreviated new* drug

application holder may participate in the ’

heanng asa nonnarty parhcrpant as

(3) E)ccept as provmied i paragraphs

{c) and (d) of this section, the approval

of an abbreviated new drug application
for-a drug productidentified in the
notice of opportunity for hearng on the
withdrawal of a listed drug will be '
withdrawn when the agency has

_completed: the wuhdrawal oi appmval

and to remove veluntarily the product - - [of the listed drug. -

{c)(1), 1 the halder of an, apphcanon
for a drug 1dentified m the notice of
oppertunity for hearng hds submitted
timely comments but does not have an
opportunity ta participate-in a hearing.
because a-hearing 13 not requested or 13

.. _settled, the submitted cominents; wxll be
.. considered by the agency, which will

1ssue an tnitial decision. The mitial
deciston: will respondto the comments,
and contain the agency’s decision

whether there are grounds to withdraw .
o _lor a new drug.

approvat.of the listed' drug and of the
abbrewviated new drug. applications on

-.which timely comments were subnritted.
‘The mitia¥ deciston will be sent to each

abbreviated new drug application holder.
that has submitted comments.

HeinOnline

. office.

(2) Abbrevxated new drug apphcatxen

" holders to whom the initial decision was

sent, may, within 30 days of the
1ssuance of the: mitial decision subrmt
written’ objections.

(3) The agency may, atits. ‘hSm'Etlon, =8 :

hold a limited oral heanng to resolve:
dispositive factual 1ssues that cannot be ;
resolved on the basis of writterr. '
submissions.

(4) If there are na hmely ob)ﬂations to.
the 1nitial decxsion, it will becorse final.

at the expiration of 30 days.
{5} If timely objections are submmeds

_they will be reviewed and respmda& to. -

. ' a-final decision.
for the dentified drug products. will be. ©

. prowided notice and an opportunity to

_respond bo the proposed withdrawal of
thex applieations as described 1n

. paragraphs (b} armd fc} of this section.

{8) The written commennts :ecewcd.

: -':'the nitiat decisien, the evidence: relied

onm the comments aind 1 the mitial . -
decision, the objections to the imitial

:* decrston; and, if a Bmited oral hearmg
" hag-been held, the transenpt of that .

“ hearmgand any documents submxtted
theremn; shall form the:recordupon '~ o«
‘which the ageney shall make.a final
g decxswm '

“{7) Except as ppovxdec} m pamgmph

‘ (d) of this section, any abbreviated new

drug-application whose holder
submitted comments om the notice:6f "

" opportunity for hearing'shall be™ -« ™
- withdrawn upen the issuance of a final
" - decision concluding that the listed drug’
- should he withdrawn forgrounds &s.
~described i § 314:150{a). The final:-

decision shall be 1 writing and shaﬂ
constitute final agency actien, =+ 3
reviewable mr @ judicral proceeding:
(8) Documents mn the record: will be
m'hhc!y avaable mn accordanee wfth

3 auh "“UJ (RN R L‘.Lul LeoCuiligingg

available for examination oz copymg

will be placed on public display in-the '

office of the Duckets Management -
Branch promptly upon recexptm that

(@) lftlié agency ‘determines, based :
upon mformation submitted by the"
holder of an abbreviated new drug.

-application, that the grounds for -

withdrawal of the listed drug are not :

_applicable to a drug 1dentified m the
. notice of opportunity for hearing, the »

final decision will staté that the

approval of the abbreviated new drug.
. application for such drugsnot™

withdrawn.
27 Section 314152 mrevmed to nead

as fallnwa.
§ 314.152 Notice of withdrawal of approvat

of an application or abbreviated application

1f the Food: and Drug Administration

withdraws approval of am applicatiomr or -

abbreviated applfcationfora new dmg; -
FDA will publisir a notice i the Federal
Register-announcing tire withdrawal of

54 Fed. Reg. 28935 1989
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approval. If the application or
abbrewviated application was withdrawn
“+r grounds described in § 314.150(a) or

314.151, the notice will announce the

emoval of the drug from the listof -

ipproved drugs published pursuant to
section 505(j}{6) of the act and ghall
satisfy the requirement of § 314.162(b).

28. New § 314.153 18 added to Subpart
D to read as follows:

§314.153 Suspension of approval of an
abbreviated new drug application.

(a) The approval of an abbrevxaied e

new drug application approved pursuant
to § 314.105(d) shall be suspended for:- -
the period stated when:

(1) The Secretary, pursuant to the
imminent hazard authority of section -
505(e) of the act or the authority of this
paragraph, suspends approval of a listed

drug referred.to m the abbreviated new.

drug application, for the peniod of the. ..
suspension;
{2) The agency, in the notice descnbed

mn paragraph (b of this section, or in any-

subsequent written notice given an

abbreviated new drug application holder

by the agency, concludes that the nisk of
continued marketing and use of the drig
18 mappropnate, pending completion of
proceedings to withdraw or suspend
approval under § 314,151 or paragraph
(b) of this section; or. . - :
(3) The agency, pursuant to the
procedures set forth in paragraph (b} of -
“lis section, 13sues a final decision
ating his deternmination that the'
A7 pbreviated application s suspended
! ecause the listed drug on which the:
approval of the abbreviated new drug
application depends has been
witidrawn from sale for reasons of
safety or effectiveness or has been
suspended under paragraph (b) of this

section. The suspension will take effect -

on the date stated in the decision and
will remam in effect until the agency”
determines that the marketing of the
drug has resumed or that the w1thdrawal
18 not for safety or effectiveness -~ =~
reasons.

(b} Procedures for suspension of
abbreviated new drug applications
when a listed drug 1s voluntarily
withdrawn for safety or effectiveness *
reasons. (1) If a listed drug 15 voluntarily
withdrawn from sale, and the agency
determines that the withdrawal from:
sale was for reasons of safety or -

effectiveness, the agency will send each -

holder of an approved abbreviated new
drug application that 18 subject to
suspension as a result of the
determtnation a copy of the agercy's
mitial decision setting forth the reasons
for the determination, The 1nitial -
decision will also be placed on file with °
the Dockets Management Branch (HFA~

- 305) Food and Drug Admlmslralion, Rm.

4-82, Rockville, MD 20857

(2) Each abbreviated new drug
application holder will have 30 days
from the 18suance of the initial decision

" to present, in writing, comments and
nformation bearing on the initial -
" 'dectsion. If no comments or information

are recetved, the witial decision will
become final at the expiration of 30
days.

{3) Commnients and information
recerved within 30 days of the 1ssuance
of the mitial decision will be considered
by the agency and responded tomna

- final decision.

(4) The agency may, in its discretion,
hold a limited oral hearing to resolve

‘dispositive factual 1ssues that cannot be
‘resolved on the basis of written

submxssxons
_{5) If the final decision affirms the .

_agency’s initial decision that the listed

drug was withdrawn for reasons of

.safety or-effectiveness, the decision will

be published m the Federal Register in
compliance with § 314,152, and will,
except as provided in paragraph (b)(6}
of this section, suspend approval of all
abbreviated new drnig applications

" 1dentified pursuant to paragraph (b)(1)
~.of this section and remove from the list-

the listed drug and any drug whose

.- approval was suspended pursuant to
- this paragraph. The notice will satisfy

the reqmrement of § 314.162(b). The
agency's final decision and copies of
matertals on which it relies will also be

- filed with the Dockets Management

Branch (address in paragraph {b)(1) of
this section),

() If the agency determines m its final
decision that the listed drug was
withdrawn for reasons of safety or

" effectiveness but, based upon

information submitted by the holder of
an abbreviated new drug application, -
also determines that the reasons for the
withdrawal of the listéed drug are not
relevant to the safety and effectiveriess

- of the drug subject to such abbreviated

new drug application, the final decision -
will state that the approval of such

“abbreviated new drug application 1s not

suspended.

'(7) Documents mn the record will be
publicly available in accordance with
§10.20(j) of this chapter. Documents
available for examination or copying

~ will be placed on public display in the -

Dockets Management Branch (address -

1n paragraph (b){1) of this section)

promptly upon receipt n that office.

-20. Section 314.160 18 revised to read
a8 follows:

HeinOnline 54 Fed. Reg.

§314.160 Approval of an application or
abbreviated application for which approval
was previousiy refused, suspended, or:
withdrawn.

Upon the Food and Drug

-~ Admimstration's own initiative or upon

request-of an applicant, FDA may, on
the basis of new data, approve an

.- application or abbreviated application
~ which it had previously refused, :

suspended, or withdrawn approval. FDA
will publish a notice in the Federal
Register announcing the approval.

30. New §§ 314.161 and 314.162 are.
added to Subpart D to read as follows:

§ 314.161 “Determination ot reasons for

- voluntary withdrawal of a listed drug.

{a) A determination whether a listed
drug that has been voluntarily
withdrawn from sale was withdrawn for
safety or effectiveness reasons may be
made by the agency at any time'after
the drug has been voluntarily wnthdrawn
from sale, but must be made:"

(1) Prior to approving an: abbrev:ated
new drug application that refers to the
listed drug;

(2) Whenever a listed drug s’ o
voluntarily withdrawn from sale and ~ ~

-abbreviated new drug applications that

referred o the listed drug have been
approved; and ‘
{(3) When a person pemions for sucha

determination under §§ 10. zsta) and

10.30 of this chapter.  ~ -
(b} Any person may petition under

'§§ 10.25{a)-and 10.30 of this. chapter for ,

a determunation whether a listed drug
has beeh voluntarily withdrawn for
safety or effectiveness reasons. Any -
such petition must contain all evidence

" available to the petitioner concerning

the reason that the drug 1s withdrawn
from sale.

(c) If the agency determmes that a
listed drug 18 withdrawn from sale for
safety or effectiveness reasons, the
agency will, except as provxdect m .
paragraph {d) of this section, publisha
notice of the determnation n the
Federal Register.

- (d) If the agency deterrmnes under
paragraph (a) of this section that a listed
drug 1 withdrawn from sale for safety

~ or effectiveness reasons and there are .

approved abbreviated new drug
applications that are subject to
suspension under section 505(j}(5) of the’
act, FDA will initiate a proceeding in "
accordance with § 314.153(b).

(e) A drug that the agericy detérmines
is withdrawn for safety or effectiveness
reasons will be removed from the list,
pursuant to'§ 314.162. The drugmay be
relisted if the agency has evidence that' -
marketing of the drug has resumed or

that the withdrawal 18 not for safety.or
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effectiveness reasons. A determmatlon

that the drug is not withdrawn for safety
or effectiveness reasons may be made at
any time after its removal from the.list,
upon the agency’s itiative or upon the
submission of a pelition pursnant to .
§§ 10.25(a) and 10.30 of this chapter. If -

the agency determines that the drugis ;-

not withdrawn for safety or - -
effectiveness reasons, the agency shall
publish a notice of this determination 1n
the Federal Regtster. The notice will -
also announce that the drug 1s relisted,
pursuant to § 314.162(c). The notice will
also serve to remstate approval of all
suspended abbreviated new drug
applications that referred to the hsted
drug.

§314.162 Removalofa drug product from
the list.

{a) FDA will remove a prekusly .
approved new drug product from the list
for the period stated when:

(1) The agency withdraws or suspendsz

approval of a new drug application or an
abbreviated new drug application
pursuant to § 314.150(a) or § 314.151 or
pursuant to the imminent hazard
authority of section 505(e) of the act, for
the same period as the withdrawal or -
suspension of the application; or

(2) The agency, 1n accordance with the
procedures in § 314.153(b) or § 314161,
issues a final decision stating that the

listed drug was withdrawn from sale _for _

safety or effectiveness reasons, or”

suspended pursuant to § 314.153(b), until

the agency, determines that the
wuhdrawal from the market has ceased

ooy e

reasons.

(b) FDA will publish a notice .
announcing the removal of a drug from
the list in the Federal Register.

n paragraph (a) (1) or (2} of this section,
FDA will relist a drug that has been *
removed from the list. The agency will
publish a notice announcing the relisting
of the drug m the Federal Regster. '

31. Section 314.200 1s amended by
revising the introductory text of -
paragraph (a), paragraphs (b) (1) and (2),

the last sentence in paragraph (c)(1), and

paragraph (c)(3), and the first sentence
n paragraph (g){1} to read as follows

§314.200 Notice of oppoftunity for :
hearing; notice of participation and request
for hearing; grant or denial of hearing.

(a) Notice of opportunity for. bearmg
The Director of the Center for Drug
Evalnation and Research, Food and
Drug Administration, will.give the -
applicant, and all other persons who
manufacture or distribute 1dentical,
related, or similar drug products as
defined 1n § 310.8 of this chapter, notice

‘and an opportunity for a hearing on the

Center's proposal to refuse to approve
an application or abbreviated
application or to withdraw the approval

- of an:application or abbreviated’
‘application pursuant to section 505(e) of
.the act. The:notice will state the reasons

for the action and the proposed grounds

i for the order.

(b) Do

(1) To.any person who has: submxtted
én application or abbreviated :
application, by delivering the notice in
person or by sending it by registered or
certified mail to the last address shown

an the application or abbreviated |
, apphca tion.

:{2) To any person ‘who has not . .
submitted an application or abbreviated
application but who 18 subject to the
notice under § 310.8 of this chapter, by

-publication of the nonce n the Federal

Register.
{c)(1) Notice of paracxpauon and

.request for a hearing, and submission af

studies and comments. The
applicant, or other person, may
incorporate by reference the raw data™’
underlying a study if the data were

‘previously submitted to FDA as part of
an application, abbreviated apphcatxon :

or. other report.

'(3) Any other interested person who 1s
not subject to the notice of opportunity
for a heanng may also submit commenits.

) on the proposal to w1thdraw approval of .

. apphcatwn lne commenis are

requested to be submitted within the
time 'and under the condmons specxﬁed

in thls section.
{c) At the end of the period specified * ¢

(sl
(1) Where a specnl“ ic not:ce of
opportunity for hearing {as defined in

. paragraph (a)(1) of this section) 1s used,

the‘Commussioner will enter summary
yudgment against a person who requests

.-a hearing, making findings and

conclusions, denying a hearng, if it
conclusively appears from the face of
the data, mnformation, and factual -
analyses.n the request for the hearing
that there 18 no genuine and substantial
1ssue of fact which precludes the refusal
to approve the application or
abbreviated application or the -
withdrawal of approval of the
application or abbreviated apphcahon.
for example, no adequate and well-- .
controlled clinical mvestigations .

meeting each of the precise elements of

§ 314.128 and, for a combination drug
product, § 300.50 of this chapter,

HeinOnline 54 Fed. Reg.

~existence of an application or.
;abbreviated apphcatmn before an

“showmg effectiveness have been -

1dentified. , G/""\\
32. Section 314.430 1s'amended by -

revising the section heading, paragraphs

(a). (b), (c), and (d), the introductory text

of paragraph {e), paragraphs (f} (5) and -

(8}, and the introductory text of :

_ paragraph (g}, to read as follows:

§314.430 - Avallabliity for pubiic disclosure
0t dala and Information in an appﬁcaﬂon or
abbreviated. application. -

(a) The Food and Drug Administration’
will determine the public availability of -
any-part of an application or
abbreviated application under this -

. section and-Part 20 of thi§ chapter, For

purposes of this section, the application
or abbreviated application mcludes all
data and information submitted with or
mcorporated by reférence in‘the :
application or abbreviated apphcanon, ,
including investigational new drug =~

“applications, drug master files tinder

§ 314.420, supplements submitted under
§'314.70 or § 314.97 reports under
§ 314.80°or § 314.98, and other .

“submussions. For purposes of this .
. section, safety and effectiveness data’
- mclude all studies and tests of a drug on

ammals and humans and all studies and .

tests of the drug for identity, stability,’
» purity; potency, and loavailability.

(b} FDA will not publicly disclose the ...

approvable letter 18 sent to the applicant

- under § 314:110, unless the existence of

the anphcation or abbrevrated

dxsclosed .or acknowledged The Center;
for Drug Evaluation and Research will

““maintain ‘and make available for public
disclosure a list of applications or

abbreviated applications for which the:

agency has sent an approvable letter to

the applicant. _
(c) If the existence of an unapproved

~ application or abbreviated application
. has not been publicly disclosed or .
acknowledged, no data or.anformationm .

the application or abbreviated

~ application1s available for.public

disclosure. "
(d) I the exastence of an apphcatwn
or abbreviated application has been

*‘publicly disclosed or acknowledged
-before the agency sends an approval
- letter to the applicant, no data or

nformation contamed in the application
or abbreviated application 1s-available
for public disclosure before the agency
sends an approval Jetter, but'the. -

. Commssioner may, in his or her

discretion, disclose a summary of
selected portions of the safety and
effectiveness data that are appropnate
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for public consnderanon of a specxﬁc
_pending 1ssue, for example; for
consxderatlon of an open session of an
‘FDA advisory committee.

{e) After FDA sends an‘approval letter
to the applicant, the folowing data and
information n the application or: :

abbrewviated application are lmmediately-

available for public disclosure, unless.
the applicant shows:that extraordinary.
circumstances exist. A list of approved
applications and-abbreviated :
applications, entitled “Approved Drug . -
Products with Therapeutic. Eqmvalence
Evaluations, 18 available from the -
Government Printing Office,
Washington DC 20402. The hst 18
updated monthly

{5) For applications submitted under
section 505({b) of the act, the effective -
date of the approval of the first
abbreviated application submitted -
under section 505(j) of the act which
refers to such drug, or the date on which
the approval of an abbreviated
application under section 505(j) winch
refers to such drug could be made
effective if such an abbreviated
application had 'been submitted.

(6) For applications or abbrevated
applications submitted under sections
505(j}, 506, and 507 of the act, when FDA
sends an approval letler to the
-applicant.

(g) The followmg data and
information 1 an-application or
abbreviated application are not
available for public disclosure unless
they have been previously disclosed to
the public es set forth in § 20.81 of this
chapter or they relate to a product or

mgredient that has been abandoned and -

they do not represent a trade secret or
confidential commercial or financial
information under § 20.61 of this
chapter:

33. Section 314.440 1 amended by
revising the section heading and
paragraph (a), introductory text, and
paragraphs {a} (1) and (2) to read as "'
follows:

§314.440 Addresses for applications and
abbreviated applications.

{a) Applicants shal! send applications,

abbreviated applications, and other
correspondence relating to.matters
covered by this part, except.for products

listed in paragraph (b) of this section; to

the Center for Drug Evaluahon and
Research, Foad and Drug ..
Administration, 5600 Plshers Lane,
Rockville, MD 20857 and directed o the
appropnate office 1dentified below:

(1) An application under 8 314.50 or
§ 314.54 submitted for filing should be

duected to the Central Document Room,
Center for Drug Evaluation and

~Research, Park Bldg., Rm. 214, 12420

Parklawn Dr., Rockville, MD 20852.
Applicants may obtain folders for
binding applications from that office.
After ¥FDA has filed the application, the -

agency will inform the applicant wluch :
:division 18 responsible for the ’

application. Amendments, supplements, -
resubmussions, requests for waivers, and

- other correspondence about an:

application that has been filed should be
directed to the appropnate dmslon.

* {2) An abbreviated apphcahon under

’§ 314.94, and amendments, supplements,
“resubmussions, and other: ...
~ correspondence about an abbrevxated

‘application should be directed to the -

", Divnision of Genenc Drugs (HFD-230).

‘Applicants may obtam folders for
bmding abbreviated apphcanons from

" that office.

- PART 320~BIOAVAILABILITY AND

BIOEQUIVALENCE REQUIREMENTS
34. Part 320 is amended by revising the

. table of contents, by adding'an authority -

citation-to follow the table of contents,

- and by removing the authority citations-

following § 320.1 and the authority
citations following the headings for
Subparts B and C to read as follows'

" PART 320—BIOAVAILABILITY AND

BIOEQUIVALENCE REGUIBEMENTS

- Subpart A—General Provlslons

Sec.

3201 Definitions.

Subpart B—Procedures for Determining mé
Bloavallability or Bloequlvalence ot Drug
Products

320,21 * Requirements for submission of m
X H:vo bioavailability and bweqmvalence
ata.

320.22. Critena for waver of evuience of m-
_ % vivo bioavailability-or bwequwalence
320.23 Basis for demonsirating .

bioavailability or bioequivalence.
320.24 - Types of evidence to establish
‘bioavailability or bicequivalence.

; 320.25 Guidelines for the conduct of an m

vivo bioavailability study.
320.26' Guidelines on the design-of a smgle-
.+ dose m vivo bioavailasbility study.
320.27  Gudelines onthe designof a .
_ multiple-dose 1. vivo b)oavax]abzhty
" study.

320.28 Correlation of blosvallshlhty wnth an
acute pharmacological effect or chmcal
evidence.

320 29 ' Analytical methods for an 1n vxvo
bioavailability study. - - -

320.30. Inquines regarding bioavailability
and bioequivalenice requrements and
review of protocols by the Food and Drug
Administration.
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» 320.31 Apphcab:hty oI reqmremenls

regarding an "lnveshgational New Dmg
Application” '

320.32 Critena and evidence to assesa
actual or potential bxoequnvalence
problems.

320.33 Reqmrements for batch lestmg and

.- certification by the Food and Drug
Admmstration, -

320 34 Requirements for in vxtro teshng of

each batch.

320. 35 Requirements for mamtenance of
“records of bioequivalence testing. )

Anthonty Secs. 201(p), 501, 502, 505, 701[8]

(21 U.S.C. 321(p), 351, 352, 355, 371(a)).

§320.1 [Amended]

-35. Section 320.11s amended by
revising paragraphs {a) and (e), and by
removing paragraph {f) to read ag’ -
follows:

329§320.1 Definitions.

(a) “Bioavailability” means the rate.
and extent to which the active
mgredient or active morety 13 absorbed:
from a drug product and becomes.

available at the site of action. For drug: - .

products that are not intended to be -
absorbed mto the bloodstream,. - :
bioavailability may be assessed by
measurements intended to reflect the -
rate and extent to which the active
ingredient or active mozety becomes
available at the site of action.

' “(e)* Bloequlvaleﬁce medns the :

absence of a significant difference n the . _

rate and extent to which the active
mgredient or active molety in
pharmaceutical equivalents or
pharmaceutxcal alternatives becomes

available at the site of drug action when .

admmstered at the same molar dose.

under similar conditions in an
appropriately designed study, Where PR
there 1s an ntentional difference inrate. . ..
(e.g., in certam controlled release dosage B

forms}, certain pharmaceuncal
eqmvalents or alternatives may be
considered broequvalent if there 1s no
significant difference m the extent to .
which the active mgredient or mozety.
frem each preduct becomes available at
the site of drug action. This applies only

" if the difference 1n the rate at which the

active mgredient or méiety becomes

- available at the site of drug actionis
reflected 1 the proposed labeling, 1s niot

essential to the attainment of effective
body drug concentrations on chromc

_ use, and 1s considered medrcally
_ insignificant for the drug.

36. Part 320 1s amended by revnsmg

: . the heading for Subpart B, §§320.21,
. -820.22, 320.23, 320.24, 320.30, and 320.31,

and by removing the heading for
Subpart C to read as follows:
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Subpart B~Procedures fof
Determining the Bioavailability or
Bioequivalence of Drug Products -

§ 320.21 Requ[rements for submission of
in vivo bioavallability . and bioequlvalence
data.

(a) Any person subxmttmg a full new  +;

drug application to the Food and Drug -
Admmistration (FDA) shall mclude mn
the application eithers ’

(1) Evidence demonstrating the i vivo
bioavailability of the drug product that
15 the subject of the application; or

(2) Information to permit FDA to
warve the submssion of evidence
demonstrating 1n vive bioavailability.

(b) Any person submitting an
abbreviated new drug application to..
FDA shall mclude mn the application
either:

(1) Evidence demonstrating that the
drug product thatas the subject of the.
abbreviated new drug application 1s:
bioequivalent to the reference listed
drug (defined in § 314.3(b}); or, .

(2) Information to show that the drug
product 1s bioequivalent to.the reference
listed drug which would permit FDA to
waive the submisston of evidence
demonstrating bioequivalence as
provided in paragraph {f) of this-section.

(c) Any person submittinga . -
supplemental application to FDA shall
include 1n the supplemental application
the evidence or information set forth m
paragraph (a) and (b) of this section if
the supplemental application proposes
any of the following changes:

{1} A changse  1n the manufactinna
Pproiesgs, i Gl @ Daunléb s produsd
formulation or dosage strength, beyond
the vanations provided for m the
approved application.

(2} A change in the labeling to provide’
for a new indication for use of the drug
product, if clinical studies dre required
to support the new indication for use.

(3) A change 1n the labeling to provide
for a new dosage regimen or for an
additional dosage regimen for a special
patient population; e.g., infants, if
clinical studies are required to support
the new or additional dosage regimen.”

(d) FDA may approve a full new drug
application, or'a supplemental
application proposing any of the
changes set forth m paragraph (c} of this
section, that does net contain evidence
of in vivo bioavailability or information .
to permit waiver of the requirement for
m vivo bioavailability data,’if all of the
following conditions are met:

{1) The application' was under review
by FDA on July 7 1977~

(2) The applicationis otherw:se
approvable. i

(3) The applicant agrees to submlt :
withmn the time specified by FDA, either:

- wave demonstration of mvivo -~
~ broadvailability. '

fimshed dosage formulation. -

(l) Evidence demonslratmg the invivo.
bloavaxlablhty of the drug product that .

- 18 the subject of the applicatlon. or, .

 (ii) Information to permit FDA to

(¢) Evidence. demdnslratmg the 1n vivo

bioavailability and bioéquivalence of a
drug product shall be obtamned using.one..

of the approaches for determining

bioavailability set forth in § 320.24.

{f) Information te permit FDA fo_
waive the submission of evidence. .

- demonstrating i vivo bloavmlabxhty or
broequivalence shall meet the critena e

set forth in § 320.22:
- {g) Any person holdmg an approved

full or abbreviated new drug application -

shall submit to FDA a supplemental:
application contarming-new evidence

.demonstrating the m vivo bioavailability

or bioequivalence of the drug product
that 1s the subject of the application if
notified by FDA that:

(1) There are data demonstrating that

‘the dosage regimen n the labeling1s -

based on mcorréct assumptions or facts
regarding the pharmacoknetics of the .
drug product and that following this ..

‘dosage regimen could potentially result :

in subtherapeutic or toxic levels; o,
*{2} There are data demonsirating
signiificant intra-batch and batch-to-
batch vanability, e.g., plus or minus 25
percent, m the bloavaxlablhty of the
drug product. "~ :
(b} The reqmrements of th)s sechon
regarding the submnssion of evidence

demonstrating n vive bioavailability
apd b pmameiatames anaty anla b g B
Uil aLDIEVidiEd DeW WUg spplicaton of
a supplemental application for a

§ 320.22 Criteria for walver of evldence of

“invivo bloavailability or bioequivalence.

" {a) Any person submitting a full or .
abbreviated new drug application, or a

-supplemental application proposing any

of the.changes set forth m § 320 21(:;)
may request the Food and Drug -

- Admmistration (FDA) to waive the” o

requirement for the submission of
evidence demonstrating the mvive
bioavailability or bioequivalence of the

“drug product that s the.subject of the
-application. An applicant shall submit a.

request for watver with the:application.
Except as provided n paragraph {g) of -
this section, FDA shall waive the

- requirement for the submission of

evidence of i vivo bioavailability or

bioequivalence if the drug product meels

any of the provisions of paragrephs (b},

(e}, (d); or (e) of this section,

-(b) For certain drug products.the in -
vive bioavailability or bicequivalence of
the drug product may be self-evident.
FDA shall waive the requirement for the

HeinOnline 54 Fed. Reg.

" approved full new drug apphcah

submission of evidence obtamedmn vivo. |

demonstrating the bioavailability.or
bioequivalence of these drug products.
A drug product’s m vivo. bioavailability -

. or-broequivalence 13 considered self- .

evident if the product meels one-of the

. followmg critena:.

(1) The drug product° g iy
{i) Is a solution ntended solely for

. mu'avenous admmstration; and: .

(i) Contains the same active-and:

_-inactive ingredients:mn the same.
_concentration as a drug product that is 3
the subject of an approved full new drug HE

apphcatlon
(2} The drug prodnct
* (i} Is administered by imhalation ds s

_gas, e.g., a medicmal or an mhalation

anesthetic, and

‘(i) Contains an active: drug mgredmm
m; the same dosage form as a.drug -
product that s the subject of an

{3) The drug product:
{i) Is an oral solution, elixir, syrup, -

tincture, or smular other salubilized. -

form,
(ii) Contams an active drug mgredlent

"1 the same concentration and dosage

form as a drug product that1s the .

-subject of an approved full new dmg o

application, and
(it} Contams no mactwe mgredlent o
that may significantly affect absorption

. of the active drug ingredient or active
.. moiety.”

{c) FDA shall waive the requxrement
for the submssion of evidenice

demonst atmg the 10 ¥ivo bloavarlaﬁxhty 3

determmed to be effectwe for at Ieast

. -one indication in 8 Drug Effxcacv Smdy
. Implementation notice or that, upon
submission of évidence, 18 shown to be- ..

identical in both active and inactive - a

... ingredient formulation to that drug as

currently approved 1n a new drug

~application, if the drug product s not.

one of the followng:
(1) A drug in suspension form.
- (2) Phenytotn sodium powder for

“injection.

(d} FDA shall waive the reqmre'nent

for the submission-of evidence - wl
- demonstrating the n vivo bloavaxlabxhty

of a solid oral dosage forin (ather than
an entenc coated or confrolled release
dosage form) of a drug produtt

‘determined to be effective for at Jeast - .
one ndication n a Drug Efficacy Study -

Implementation notice or‘which is

Qdentical, related, or similar to such a

drug product under § 310.6 of this
chapter unless FDA has evaluated the

drug product under the criteria set forth

mr-§ 320.32, included the drug pmduct m
the Approved Drug Products with "
Therapeutic Equivalence Evaluations
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List, and rated the drug product as
‘aving a known or potential
: Jo rated reflects a determination.by
FDA that an in vivo bioequivalence
study 1s required.

(e} For certain drug products - .
bioavailability or bloeqnivalence may-
be demonstrated by evidence obtained .
n vitro 1n lieu of in-vivo.data. FDA shall
warve the requirement for the .
submusston of evidence obtaned 1 vivo
demonstrating the bioavailability of the
drug produet if the drug product meets
one of the following critena:

(1) [Reserved]

(2} The drug product 18 1n the same
dosage form, but 1n a different strength,
and is proportionally similarn its active
and mnactive mgredients to another dmg
product for which the same
manufacturer has obtained approval

and the following conditions are met:.. .

{i) The bioavailability of this other
drug product has been demonstrated,

(i) Both drug products meet an
appropnate n vitro test approved by
FDA, and

(iii) The applicant submits evldence
showing that both drug products are
proportionally similar in their acﬁve and
mactive ingredients.

{3) The drug product 1s, on the bas:s of .

scientific evidence submitted in the
\ppllcation, shown to meet an in vitro
™ sest that has been correlated with
! vivo data.

(4) The drug product 15 a reformulated
product that 18 1denhcal except for a
diferent color, Ravor, or preservative
that could not affect the bioavailability -
of the reformulated product, to another
drug product for which the same
manufacturer has obtained approval -
and the following conditions are met:

(i) The bioavailability of the other
product has been demonstrated, and

(ii) Both drug products meetan ..
appropnate 1 vitro test approved by
FDA.

{f) FDA, for good cause, may walve a
requirement for the submission of .
evidence of 1n vivo bioavailability if . :
warver is compatible with the protection
of the public nealth. For full new drug
applications, FDA may defer a
requirement for the submission of
evidence of in vivo bioavailability if
deferral 1s compatible with the
protection of the public health.

{g) FDA, for good cause, may require
evidence of in vivo bicavailability or
bicequivalence for any drug product if
the agency determines that any

difference between the drug product and'

a listed drug may affect the
bioavailability or bioequivalence of the
drug product.

4. ioequivalence problem. A drug product o

§320.23 Basis fm' demonstrating in vtvo
bioavailablility or bloequivalence.

-(a){(1) The in vivo bioavailability of a’

. sdrug product 13 demonstrated if the

product’s rate and extent of absorption,
as determned by companson of

. measured 338 parameters, e.g.,

concentration of the-active drug
mgredient 1n the blood, urinary

_excretionrates, or phariacological

effects, do not indicate & significant - -
difference from the reference material's
rate and extent of absorption. For drug
products that are not mtended to be

- absorbed into the bloodstream,

< bioavailability may be assessed by -

- measurements mntended to reflect the
“-rate and extent to. which the active

ingredient or active moiety: become‘s
available at the site of action.:

{2) Statistical techniques used: shall be

of sufficient sensitivity to detect
différences in rate and extent of :
absorption that are not attributable to

- sub;ect vanability.

(3) A drug product that differs from
the reference materal 1n its rate of
absorption, but not 1n its extent of

- abserption, may be considered to be

bioavailable if the difference in the rate
of absorption 18 intentionial, 18

. appropnately reflected in the labeling, 18

not essential to the attainment of . -
effective body drug concentrations on-
chronic use, and 1s.considered medically

" insignificant for the drug product.

{b} Two drug products will be
considered bioequivalent drug products
if they are pharmaceutical equivalents
or pharmaceutical alternatives whose
rate and extent of absorption do not
show a significant difference when . .
administered at the same molar dose of
the active moiety under similar
expermmental conditions, either single -

. dose or multiple dose. Sonie

pharmaceutical equivalents or
pharmaceutical alternatives may be
equivalent in the extent of thewr
absorption but not in their rate of
absorption and yet may be considered =
broequivalent because such differences

.. in the rate of absorption are intentional
- . and are reflected in the labeling, are not

essential to the attainment of effective
body ‘drug concentrations on chromc
use, and are considered medically
msignificant for the particular drug
product studied.

§320.24 Types of evidence o establish
bioavallablility or bioequlvaience. :

(a) Bioavailability or bioequivalence
may be determined by several in vivo
and i vitro methods. FDA may require
1 vivo or m vitro testing, or both, to

~ establish the bioavailability of a drug:

product or the bioequivalence of specific
drug products. Information on

HeinOnline 54 Fed. Reg. 283940

bioequivalence requirements for specific
products 18 included in the current
edition of FDA's publication. -Approved
Drug Products with Therapeutic -
Equivalence Evaluations andany

* current supplement to the publication. *

The selection of the method used to
meet an 1n vivo or in vitro testing

" requirement depends upon the purpose o

of the study, the analytical methods
available, and the nature of the drug
product. Applicants-shall conduct
bioavailability and bicequivalence-
testing using the most accurate, -
sensitive, and reproducible approach
available among those set forth in

" paragraph (b) of this section: The -
- method used must be capableof. '

demonstrating bioavailability or
bioequivalence, as appropnate, for the .
product being tested.

(b) The following in vive and n vitro .
approaches, 1n descending order of
accuracy, sensitivity, and: :
reproducibility are acceptable for.
determining the bioavailability or.|
bioequivalence of a drug product.

{1)fi) An iz vivo test n humans:n
which the concentration of the active: -
ingredient or active moety and its

*active metabolites, in whole blood;
. plasma, serum, or other appropnate

brological fluid 18 measured as a-
function of time. This approach 18
particularly applicable to dosage forms
intended to deliver the active moiety to
the bloodstream for systemic: -
distribution within the body; or
" (i1} An mn.vitro test that has been
cosrrelated with and 18 predictive of
human in vivo bioavailability data; or
-{iii) An 1 vivo test in animalsthat has-
been correlated with and 1s predictive of
human bioavailability data: "
(2)-An in vivo test in humansn wh:ch :
the unnary excretion'of the active
molety and its active metabolites are.
measured as a function-of time, The
intervals at which measurements are
taken should ordinarily be as short as. .
possible so that the measure of the rate
of elimination 18 as accurateas possible.
Depending on the nature of the drug
product, this approach may be
-applicable to the category of dosage -
forms described in paragraph (b][l](ﬂ of
this section. This method 1s not
appropriate where urinary excretion 1s

_ not a sigaificant mechamsm of
- elimmation.

{3) An 1n vivo test in humans in which
an appropriate acute pharmacological
effect of the active moiety and its-active

‘metabolites are measured as a function
- of time if such effect can be measured-

with sufficient accuracy, sensitivity, and
reproducibility. This approach s
applicable to the category of dosage
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forms described 1n paragraph {b}{1)(i} of -

this section only when appropnate -
methods are not available for

measurement of the concentration of- Lhe
active motety and its active metabolites = .
m biological fluids or excretory products,

but a method 1s available for the
measurement of an appropnate acute
pharmacological effect. This-approach

may be particularly applicable to.dosage.

forms that are notintended to deliver
the active mosety to the blobdstream' for
systemuc distribution. -

(4) Well-controlled climcal lnals m
humans that establish the salety-and .
effectiveness of the drug:product, for -
purposes of establishing bioavailability -
or, appropniately designed comparative -
clinical tnials, for purposes-of: -
demonstrating bioequivalence. This
approach 1s the least accurate, sensltlve,
and reproducible of the general .
approaches for determining
bioavailability or bioequivalence. For
dosage forms intended to-deliver the -
active moiety to the bloodstream for

systemic distribution, this approach may -

be considered acceptable.only when- . :
analytical methods:cannot be developed
to permit use of one of the approaches
outlined 1n paragraphs (b){1){i} and (2} of
this section, when the approaches
described 1n paragraphs {b){1) (i} and.
(iti) and (b)(3) are not available. This
approach may also be considered - -
sufficiently accurate for determimng the
broavailability or bioequivalence of .
dosage forms intended to deliver the
acnve mmety Iocally, €. g toptcal
mucous membranes. oral dosage forms
not intended to be:absorbed, e.g., an
antacid or radiopague medium; and
bronchodilators admimstered by -
mhalation if the onset and duration of
pharmacological activity are.defined.

{5) Any other approach deemed -
adequate to establish bioavailability or
bioequvalence by the Food and Drug
Admimstration (FDA). :

(c) FDA may, notwithstanding prior
requirements-for establishing
bicavailability or bioeguivalence, .
require 1n vivo testing in humans of a
product at any time if the agency has
evidence that the product:

(1) May not produce therapeutic
effects comparable to a pharmaceutical
equivalent or alternative with which it 1s
mtended to be used interchangeably:

(2) May not be bioequivalentto a
pharmaceutical equivalent or alternative
with which it 1s intended to be used
mnterchangeably; or . . p

{8) Has greater than anticipa ted .
potential toxicity related to
pharmacokinetic or other _ -
charactenstics.

+§ 820,30 - Inquiries regarding bloavailability. -

and bioequivalence requirements and
review of protocols by !he Food and Drug
Administration. .

:{a) The Commisstoner of Food and
Drugs strongly recommends that, to
avoud the conduct of an improper study
and unnecessary human research, any
person planning to conduct a

broavailability or bxoequwa}encé study _

submit the proposed protocol for the
study to the Food and Drug.

Admmstration (FDA) for rewew pnor to .
. the iitiation of the study.. :

{b] FDA may review a proposed

. ,protocol for a bioavailability or-
" ‘bigequivalence study and will offer
-advice with respect to whether the.-

following conditions are:met: -
(1), The design of the proposed -

_bioavailability or bmequxva!ence study

13 appropnate.
(2) The reference matenal to be used
in the bicavailability or bioequivalence

" _study 18 appropriate.

{3) The proposed chemical and
stanshcal analytical methods are-
adequate, :

{c){1) General inquirtes relatmg to mn
vivo bioavailability requirements and
methodology shall be submitted to the

Food and Drug Admmstration,. Center -

for Diig Evaluation and Research;
Division of Biopharmaceutics [HFD—
420), 5600 Fishers Lane, Rockvn]le. MD-

. -20857

{2} General mqumes relalmg to
bicequivalence requirements and -
methodology shall be submitted to the
Fond and Nrpa Administration, Center

FIVEE VR Uy wvusud it FYitH x'\eac.au,u,

Division of Bioequvalence {HFD-250),

,5600 Flshers Lane, Rockville, MD: 20857

§ 320 31 Applicability of requlrements

‘regarding an “lavestigational New Drug

Application.

(a) Any person plannmg to.conduct an
1 vivo bioavailability or bioequivalence

- study mn humans shall submitan

{IND] if:
(1) The test pmduct contamns a new
chemcal entity as defineéd m

: _ § 314.108{a} of this chapter; or

:{2} The study involves a radnod(,twely
labeled drug product; or

{3) The study mvolves a cytotoxic
drug product.

(b) Any person planning to conduct a

‘broavailability study-in humans using a

drug product that contans-an already
approved non-new chemical entity shall
submit an IND if the study 1s one of the
following:

(11A smg!e—dose study 1n normal
subjects or patients where either the
single or total daily dose exceeds that
specified n the labeling of the drug
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product-that s the sub;ect o£ an:
approved new.drug applicationor:
abbreviated new drug application. .
(2} A multiple-dose study in normal .
‘subjects-or patients where either the

-+gingle or total daily dose exceeds that
- specified in the labeling of the dmg

product that 1s:the subject of an -
‘approved new drug applicationor
sbbreviated new drug apphcahcm

(3} A multiple-dose study'on a
controlled release product on which'no

) smgle-dose study ‘has been completed,

_(c) The provisions of Part 312 of thrs

_chapter are applicable to any
- bioavailability or bwequivalence study
- conducted under an “lnvesugahonal

NewDrug Application,
- (d) {Reserved]
(e] [Reserved]

() Ann vivo bloavaxlabxhty or

bioequivalence study'in humans shall be
conducted 1n compliance with the

this chapter, regardless of whether lhe
study1s conducted under an-

- "lnvestngatmnal New Drug Apphcatlon
: §320.50 {Removed]

37 Section 320. 50Purpose 18 removed _

§ 32051 [Removed] -

38. Section 320.51 Procedures for
establishing or amending a

bioequivalence reqmrement 18 removed

RN I R

39: P&rt 32013 amended by

‘redesignating §'320.52 as § 320 d2m
.. Subpart B, and by revising the section
~heading and the mtroductory paragraph

to read as follows: -

§320.32 Criterla and evnde nce to assess
actual or potential hloequwalence :
probléms. g

"The Commusstoner shall consider lhe :
followmg factors, when supported by ~

well:documented evidence, to identify -
specific pharmaceéutical equivalents and -

pharmaceutical alternatives that are not
or may not be bioeqinvalent drug
products

§326,53 [Removed] -
40. Section 320.53 Types of .

“brosquivalence requirements 15

removed.

I’Removed_) _
41. Section 320.54 Contents of @, .

petition to establish a bioequivalence.- - .

requireinent 1s removed.
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. requirements fornstitutional review set” - -
-forth in Part 56 of this chapter; and.
. informed consent set forth in Pait 50 of
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£§ 320.55 and 320.56 [Redesignated as
20.33 and 320.34)

A7.42, Part 320 1s amended by

: «designating § 320.55 Requirements for
batch testing and certification by the
Food and Drug Administration end
§ 320.56 Requirements for in vitro
testing of each batch as §§ 320.33 and
320.34 1n Subpart B, respectively.

§320.57 [Removed] :

43. Section 320.57 Requirements for
the conduct of 1n vive bioeguivelence
testing 1 humans 1s removed. )

§ 320.58 - {Removed]
44. Section 320.58 Requirements for

marketing a drug product subject to a
bioequivalence requirement is removed.

§320.59 [Removed)

45, Section 320.59 Bioequivalence
requirements based on data voluntarily
submitted 1s removed.

§320.60 [Removed]

46, Section 320.680 Biosguivalence
requirements for a drug product subject
to an old drug monograph 1s removed.

§320.61 [Removed]

47 Section 320.61 Requirements for in
vivo testing of a drug product not

HeinOnline

meeting an 1n vitro bioequivalence
standard 18 removed.

§ 320.62 [Redesignated)

48. Part 32018 amended by
redesignating § 320.62 Requirements for
maintenance of records of
broequivalance testing as § 320.35 m
Subpart B.

Dated: March 2, 1989.
Commusstoner of Food and Drugs.
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