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Abbreviated New Drug Application
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ACTION: Final rule.

summaRy: The Food and Drug
Administration (FDA) is issuing final .
regulations for most of its requirements .
for abbreviated new drug applications
{ANDA’s). FDA published a proposed
rule for ANDA'’s in the Federal Register
of July 10, 1989 (54 FR 28872). These -
regulations implement title I of the Drug.
Price Competition and Patent Term . -
Restorution Act of 1984 (Pub. L. 98-417)
(the 1984 amendments). This final rule
covers subjects such as':ANDA content
and format, approval and nonapproval’
of an application, and suitability
petitions. This rule does not finalize the
provisions of the proposed rule.on
patent certification and market
exclusmty. FDA is still exammmg the
issues pertaining to those provisions and .
will finalize them in a future edition of
the Federal Register.

EFFECTIVE DATE: The regulanons w1ll
become effective on June 29, 1992.

FOR FURTHER INFORMATION CONTACT:
Philip L. Chao, Center for Drug
Evaluation and Research (HFD-362),
Food and Drug Administration; 5600
Fishers Lane, Rockville, MD 20857, 301~
285-80489. '

SUPPLEMENTARY INFORMATION:
1. Background '
A. New Drug Approval: 1938 to 1962

In 1938, Congress passed the Federal
Food, Drug, and Cosmetic Act {the act).
The act created a premarket approval
system for drug products that required
applicants seeking drug product
approval to submit a new drug
application (NDA) to FDA, The NDA
would contain information :
demonstrating, among other things, that
the drug product was safe. The act also
provided that an NDA would
automatically become effective (i.e.. the
product could be lawfully marketed)
within a fixed period unless the agency .
affirmatively refused to approve the
application.

In addition to drug products that had
an effective NDA, many products were

orrelated to products with effective

- NDA's. The manufacturers of these

products had concluded that their drug
products were generally recognized as
safe, or had received advisory opinions

from FDA that an NDA was not required

because the products were generally :
recognized as safe.

In 1962, Congress amended the drug
approval provisions of the act to require
affirmative approval to NDA's before
marketing, The amendmenits required
applicants to show that their products

were both safe and effective (Pub. L. 87~

781 (October 10,1962}). Thus, on or after-
October 10, 1962, a person could not

market a new drug without an approved-

NDA that contained sufficient safety
information as well as substantial
evidence establishing the drug's

- effectiveness for its intended uses.

~The 1982 amendments also deemed
NDA's that had become effective before
October10, 1962, to be approved. As
with postenactment drugs, the 1962
amendments required these "pre-1962"
drugs to be shown to be effective for
their intended uses. Consequently, FDA
began a program to evaluate the drugs
that had been deemed approved to

- determine whether there was

substantial evidence.of their
effectiveness, This systematic
evaluation and the implementation of
FDA's findings became known as the

Drug Efficacy Study Implementation
"(DESI). Under DESI, FDA contracted
with the National Academy of Sciences/

Naticnal Research Council (NAS/NRC],
which established expert panels to
review available evidence of
effectiveness and to provide
recommendations to FDA. FDA
considered the NAS/NRC panels’
recommendations about the
effectiveness of these DESI drugs, and
announced its conclusions through
Federal Register notices. These notices,

- known as DESI notices, contain the

acceptable marketing conditions for the
class of drug products covered by the

_notice,

B: The ANDA Procedure for Pre-1962
Drugs

M a munufacturer had a pre-1962 NDA

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 Tor use to those
determined to be effective in the DESI
review. Yet, as stated above, many drug
products had active ingredients and
indications that were identical or very .
similar to the drug products found to be
effective in the DESI review but lacked
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duplicate products, FDA concluded that
each such drug product was a “new
drug” that required its own approved
NDA before it could be legally marketed
{United States v. Generix Drug Corp.,
460 U.S. 453 (1983)). Addmonal}y, FDA

“issued a policy statement in the Federal

Register of May 28, 1968 (33 FR 7758)
that revoked the earlier advisory -
opinions that drugs could be marketed
without prior FDA clearance. This rule -
was codified at 21 CFR 310.100.

Shortly thereafter, FDA created the.
ANDA procedure for the approval of
duplicate products in reliance on the
DESI evaluation. In brief, after the DES}
program had found a particular drug .

. product to be effective and suitable for

ANDA's, FDA published a Federal

Register notice announcing its

conclusions. Any manufacturer of a
duplicate drug product that did nothave
an approved NDA was then requiredto - -
submit-an ANDA to obtain approval to

‘market the duplicate version of the

approved drug. (See 3¢ FR 2673, -
February 27, 1969; 35 FR 6574, April 24,
1970; and 35 FR 11273, July 14, 1970.)
Before 1984, FDA based these ANDA
approvals on the theory that the
evidence of effectiveness necessary for
approval of an NDA had been provided,

" reviewed, and accepted during the DESI
‘process, Evidence of the drug's safety
“had been determined on the basis of
‘information contained in the pioneer

NDA and by the subsequent marketing

experience with the drug. FDA required
. ANDA applicants to submit information

that showed the applicant's ability to
manufacture a product of ‘acceptable .
quality whose safety and: effectweness
were equivalent to the drug product
whose safety and effectiveness had
been established. Thus, ANDA
applicants provided information on the
drug product's formulation, .
manufacture, quality control procedures,
and labeling. DESI notices specified
additional information, such as

. biocavailability/ bxoeqmvalence data, for

the ANDA.

C. Procedures for Duplicates of Post-
1962 Drugs (“Paper NDA* Policy)

FDA never extended its ANDA policy
for pre-1962 drugs to duplicates of drugs
first approved for marketing on or after
October10; 1982, although it did
consider the possibility of such an
extension either by regulation.or through
legislation. {(See 54 FR 28872 at 28873
and citations therein.) As patents began
to expire for many post-1962 dnigs,
including some high volume,
therapeutically important drug products,

»
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- many manufacturers became interested
in changmg the NDA system to permit .
ANDA's for post-1962 drig products.
FDA did allow some duplicate drug .
products of drugs first approved after
1962 to be marketed tnder its “paper

NDA" policy. (See 46 FR 27396, May 19, -

1981.) This policy permitted FDAto
approve NDA's for post-1962 drug

- products on the basis of safely and
effectiveness information derived B
primarily from published reports based .
on well-controlled studies. This meant
that manufacturers did not have to
conduct their own tests, but adequate .
literature, including detailed reports of
adequate and well-controlled studies, .
was available for only a fraction of the
post-1962 drugs. Moreover, the staff -
effort involved in reviewing paper-
NDA'’s ultimately proved fo be a

-substantial and mefﬁcxent use of agency -

- resources.,

D. The Drug Price Compet:t:on and
Patent Term Restoration Act of 1984

From 1978 to 1984, Congress

- gonsidered various bills that would have -

‘authorized an ANDA procedure for.
duplicate versions of post-1962: drug
products, Other bills under. - :

. consideration during this period sought

to restore patent life lost while-awaiting -

Federal marketing approval.. Congress
_.combined the ANDA procedure for post-
1962 drug products and patent term :
restoration in the Drug Price
Competition'and Patent Term .. = =
Restoration Act of 1984 {Pub. L. 98-417).
The law consisted of two different
:‘ztle‘& Title.I authorized the approval of
nnlicn ’f—&

i s v:,ynu.l_ 5 g dbt, -

under an ANDA procedure. Title If .

for approved new drug products
{including antibiotics and biological -
drug products), some medical devxces.
food additives, and color additives. -
Congress intended the two titles to
provide a careful balance between
promotlng compention among brand-
name and duphcate or “generic” drugs
and encouraging research-and '
innovation, .

Title I amended sectxon 505 of the act
by establishing a statutory ANDA
procedure for duplicate and related
versions of human drugs approved
under section 505{b} of the act. These
procedures are inapplicable to
antibiotics {which are approved under
section 507 of the act) and biological
drug products licensed under 42 U.S.C.

262. The statute adopted,. with few
modifications, the agency’s ANDA

and approval of apphcatmns 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 which the

" applicant had ot obtained a right of -
“reference or use from the person who

" conducted the investigations; -

. established rules for disclosure of safety
"and effectiveness data submitted as part -

of an NDA; and provided specific time -

" periods during which ANDA's and:

- NDA’s for certain drug products may not
-be submitted or approved. The act also
‘required FDA to promilgate new .

-. regulations 1mplementmg the statute. In-
‘the Federal Register of July 10, 1989 (54 -

FR 28872}, FDA published a proposed:

" “rule on ANDA’s. This final rule contains -
" -must of the _pro\nsmns contained it that

ptoposal.

FDA published a ﬁnal ru]e
implementing Title Il in the Federal -
Register of March 7, 1988 (53 FR 7298).

. This rule is codified-at 21 CFR Part 60. :

11. Highlights of this Final Rule
- This final rule amends 21 CFR Part 314 -

1o establish-new requirements and -

procedures for NDA and ANDA. -

-applicants under the 1984 amendments.

The rule also revises the bioavailability
and bioequivalence requirements at 21

" CFR part 320 1o conform to the 1984 -

amendments.and current agency policy. -
Minor conforming amendments are

. .made to.21 CFR parts 2, 5, 10, 310, 314,
-and 433. Additionally, because the
-agency will issue final regulations
. governing patent certification and
markenng exclusnnty requirements at a

Ty 2

cross-reierences to those pl‘OVlSlOlls and.;

.. where possible, replaced them with
authorized the extension of patent terms

statutory citations,
The final rule’s ma]or provxsxons are

" as follows:.
T A Abbreviated Applloatlons .

‘The statitory provisions governing

h ANDA requirements and procedures are'.

at section 505(j). of the act {21 U.S.C.
355(j)).

The statute permits. ANDA 8 for:'(1) A
drug product that is the “same” as a

-drug product listed in the approved drug

product list published by FDA (the,
“listed drug”’} with respect to active -
ingredient(s}, route of administration,
dosage form, strength, and conditions of
use recommended in the Iabelmg. and
(2) a drug product with certain changes
from a listed drug if FDA has approved
a penuon from a prospective. applicant
permitting the submission of an ANDA

- for the changed drug product.
procedure for pre-1962 drugs. I required”
all applicants to provide cerfain patent. .
information; provided for the submission-

Subpart C of part 314 addresses an
ANDA" apphcant's requxrements and
responszblhtles The final rule is
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substantnally sumlar to the proposaL
" althouigh FDA has made some.minor °
changes, such as requiring apphcants to-

.-include a table of contents in the’ review
‘copies of an ANDA" (21 CFR". ~ ’

314.94()(2)), and other minor chanées L

. regarding periodic reports from ANDA

holders {21 CFR 314.98). One’ notoworthy '
change concerns the chemistry,
manufacturing, and controls section of

an ANDA. Under the proposed rule, -

. _applicants would have been. required to

_identify and characterize inactive’

"~ ingredient differences betweeén their

- products and those in the referénce

. listed drug. FDA received numerous.

- comments stating that, for many drig

~ products; applicants would be unableto

discoverwhich inactive ingredients
‘were used in the reference listed drug. -
" Consequently, the final rule requires -

" - applicants to identify and describe’such

differences regarding inactive -

- “ingredients only for topical drug -
* products, drug products intended for

parenteral use, and diug products =

' intended for ophthalmic or otic use. The .

“Inactive ingredlents for these products
are listed on the products’ labels. For

"other drug products, the final rule

requires applicants to identify and.

- characterize only the inactive

ingredients in their own products.
.FDA has also revised some policies.

. that were announced in-the'preamble to- -

the proposed rule. For example, the = -
preamble to the proposed rule indicated: °

- that FDA would accept an ANDA .
" submission that containeda - . C
. bioequivalence protocol. This pohcy had

the nnintended offcrmt nf snanureeing’

applicants (o e incomplete ANDA 8.

- Therefore, FDA is announcing that it-

will nio longer accept an ANDA that

does not contain the resuits.ofa
complete bioequivalence study if such a
study is required for approval. These '
and other changes are described in'mmore |

~ detail in the responses to comments

below.

B.ANDA Suitability Petitions

Under section 505(j)(2)(C} of the act,

- an ANDA apphcant may petition FDA' -
for permission to file an ANDA for a

drug product that has one different .

- active ingredient in a combination

product, or whose route of
administration, dosage form, or strength

‘differs from that of the listed drug. _
“These are the only types of changes "
) permxtted in an ANDA. . - :

. The final rule, at 21 CFR 314.93, .
descmbes the information that a,

- petitioner must include in its petmon. .

The mformat:on must demonstrate that
“the change from the listed drug
requested for the proposed drug product
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may be adequately evaluvated for
approval without data from
investigations to show the proposed
drug product's safety or effectiveness
and that a drnig product with a different
aclive ingredient may be adequately
evaluated for approval as safe and
effective on the basis of information
required to bé submitted in an ANDA.
In the preamble to the 1989 proposed
rule, FDA invited comments on a policy
that would provide for the -
confidentiality of any petition submxtled

under gection 505(j}(2){C) of the act until -

FDA either approved or disapproved.the
petition. At the time of the proposed
rule, FDA’s policy was to make these
petitions available-to-the public. The:
agency received an equal number of .
comments in favor of and opposed to ..
such a policy. The comments favoring
confidentiality argued that the public
availability of suitability petitions
would adversely affect the petitioner's
commercial interests. The comments .
opposing confidentiality said that the .
public availability of these petitions
would enhance the decisionmaking
process. FDA agrees with the latter.
view. By making suitability petitions -
publicly available, FDA has received
valuable comments and information
from third parties. These comments and
information have contributed to the
agency's evaluation of some suitability
petitions. Consequently, FDA will
continue its policy of making such
petitions available to the public...

An ANDA submitted under an ‘
approved. petition would generally be
requxred to contain the same.
information as an ANDA for a drug
product thal is the same as a listed. drug
except that FDA may require additional
information regarding the difference
between the proposed drug product and
the listed drug. Additionally, FDA
requires that the listed drug referred to
in-the ANDA be the one upon which the
petition was based and that the.
applicant refer to the petition in its
ANDA and include a copy of FDA's
response approving submission of an
ANDA. '

C. 505(b}(2) Appbcatzons

The 1984 amendments also amended
section 505(b) of the act (21 U.S.C,
355(b)) to create another type of
application. These applicatiofis, known
as 505(b){2} applications, are similarto
applications under the agency’s “paper
NDA” policy. Unlike the paper NDA
policy, however, section 505(b)(2) of the.
act applies to applications that contain
investigations relied upon by the
applicant to provide full reports of
safety and effectiveness'where the -
investigations were not conducted by or

for the applicant and the applicant has
not obtained a right of reference or use
from the person who conducted the:

" investigations, (See 21 U.S.C. 355{j)(2).)

Thus, section 505(b){2) of the act is not
restricted to literature-supported NDA’s
for duplicates of approved drugs; it~
covers all NDA'’s for drug products that
rely on studies not conducted by or for

- the applicant or for which the applicant

does not have aright of reference.

A 505(b)(2) application is submitted .

under section 505(b}(1) of the act.

-Consequently, these applications-are
subject to the same statutory provisions ; -
-authority to require a petition for- .-

as full NDA's, The statute, however,
gives 505(b}{2) applicants additional

~ obligations, such as patent certification,
* that are similar to those'of ANDA
- applicants. The final rule addrésses:

505(b)(2} application procedures at 21
CFR 314.50.

* The preamble to the proposed rule (54
FR 28872 at 28891) asked whether FDA

- should adopt a policy whereby a
505(b)(2) applicanon for.a drug product

with a change in dosage form, strength;
route of administration, or active
ingredient would be treated as a pemion
under section 505(j}{2)(C) of the act, -
Most comments opposed such a policy. .

- asserting that the policies and

procedures for 505(b)(2) applications are’
or should be distinct from those for

“suitability petitions, After careful
~ consideration, the agency believes that

the policy would prolong review of
505(b}(2} applications and suitability .
petitions. Consequently, FDA will not
adopt the proposed policy.

D. Withdrawal or Suspension of
Approval of an ANDA

- The statute authorizes the Secretary’
of Health and Human Services (the -
Secretary) to withdraw or suspend the -

. approval of any ANDA for a generic

drug if: (1) Grounds exist for withdrawal
under section 505(e} of the act; (2) the -
approval of the listed drug referred to by
the generic applicant is withdrawn or

“suspended; or (3) the manufacturer

voluntarily withdraws the listed drug
from sale for what the agency
determines are safety or effectiveness
reasons. The final rule contains
provisxona on withdrawal and - :
suspension at 21 CFR 314.150 to 314.153,

HI. Comments on the Proposed Rule
Section 10.30—Citizen Petition

Propased § 10.30 (e){2) and (e)(4)
would have amended FDA's citizen
petition regulations to provnde for
responses to petitions filed in
accordance with section 505(j}(2)(C} of
the act.

HeinOnline 57 Ped. Reg.

1. FDA received one comment on
proposed § 10. 30(9](2) The comment
agreed with the provision, and FDA has
finalized it without change.

Section 10.45—Court Review of Final
Administrative Action; Exhaustion of
Administrative Remedies. -

2. Two comments objected to
proposed § 10.45{d), which would make =~
FDA's response to a petition for .
reconsideration, rather than a response
to a petition under section 505(j)(2){(C) of.

~ the act, final agency action. Both

‘- ¢omments said that FDA had no.

reconsideration and would give

petitioners the right to request a hearing
" ordéclare FDA's response to the

suitability petition to be final agency

actlon ' ;
FDA dlsagrees thh the comments, .

FDA has the authority to.require

. adherence to a petition for

reconsideration procedure, and such a.
requirement is practical in this case,
From a practical standpoint, the agency
receives a large number of suitability
petitions each year. If every response: to

-a suitability petition were to be
considered as final agency action, the

agency would be-obliged to devote more
resources to each petition to create a

.~ comprehensive administrative record, -
‘This approach would prolong the review
- of all suitability petitions without any

appreciable benefit to petitioners or the
agency. In fact, requiring a petition for
reconsideration is to the petitioner's’
benefit because it ensures that senior
FDA officials review the decision on the.

_ suitability petition: As for the authority

to require a petition for reconsideration, - -
the agency does not agree that it lacks
authority to establish by regulation what
constitutes final agency actlon ona '
petmon

Section 310.305—Records and Reports
Concerning Adverse Drug Experiences
on-Marketed Prescription Drugs for .
Human Use Without Appmved New

. Drug Applications

3. FDA received one comment on

'proposed § 310.305 (a)(3) and {c)(4).

which, in part, would require persons to
report or review reports of therapeutic .

failure. The proposed rule would amend

the existing regulation, which required
manufacturers, packers, and distributors

.of marketed prescription diug products -

that are not the subject of an approved
NDA or ANDA to maintain records and
report to FDA (1) all serious, -
unexpected adverse drug experiences
associated with the use-of their drug

' products and (2) any significant increase

in the frequency of a serfous, expected

»
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adverse drug experience.” The comment:
suggested that FDA delete “therapeutic
failure” and replace it with “significant
failure of expected pharmacolog:ca!
action.”

The agency declines to adopt the
comment’s suggestion. Section 310, 305
uses the term “therapeutic failure” t
correspond to similar language for
adverse drug experience reporting for
drugs subject to premarket approval. .
(See § 314.80; 54 FR 28872 at 28911.) In
the preamble to the proposed rule, FDA
explained that it was deleting the word
“significant" from the phrase “any
significant failure of expected ’
pharmacological action” because the -
word “significant” had been a source of
confusion and ambiguity. (See 54 FR
28872 at 28889.) Thus, FDA proposed o
amend §§ 314.80 and 310.305 to require
reports of “therapeutic failure” o'
eliminate this confusion and require all
reports of therapeutic fallure (54 FR
28872 at 28889). ,

Section 314.1—Scope

4. FDA received no comments on the .
proposed changes to 21 CFR 314.1, but-
did receive two general comments
regarding the proposed rule's scope. One
comment asked FDA to permit ANDA's
for duplicates of "drug substances for

which the specifications are very tlghﬂy :

drawn for both potency.and purity,”
such as insulin preparations, and for-
copies of biotechnology-derived drug -
products. The second:comment
recommpnded thai FDA accept ANDA's

VWi e Y

“¢,~ Wi ysv\..u.r.s(v Si5 ajA uu\_u 244
to those on the reference listed drug’s
label, provided that such information
was not indicative of diminished safety
or effectiveness of the generic-drug .
product.

Section 505(j) of the act permits .
ANDA's only for duplicate and related
versions of previously approved drug
products. The ANDA applicant relies on
a prior agency finding of safety and-
elfectiveness based on the evidence
presented in a previously approved new
drug application. If investigations on'a
drug's safely or effectiveness are
necessary for approval, an ANDA is not .
permitted. Thus, under the statute, an
ANDA would only be permitted for a
drug product with "tight specifications”
ora blotechnology-denved drug product
only if such a product is the same asa
product previously approved under
section 505 of the act or if FDA has
approved submission of an ANDA under’
a petition filed under section 505(])(2)((3)
of the act.

As for accepting ANDA's with
additional warnings or precautions.
section 505 (j}{2){(A}{v) and (}}{3)(G) of
the act requires that the applicant’s.

proposed labelmg be the same as that of
the reference listed drug unless: {1) The
labeling differences are due to an
approved petition under section
505(j)(2)(C) of the act (otherwise referred

- to as a “suitability petition”); or (2) the
- drug product and the reference listed

drug are produced or distributed by

-~ different mapufacturers. (See 21 U.S.C.

355 (j)(2)(A)(v} and (j)(3)(G).) Thus, the

exceptions in section 505 (})(2)(A)(v) and
(3KG) of the act are limited. In
_ addition, under the patent and

exclusivity provisions of the act, the

" . ANDA labeling may be required to carry

fewer indicationg than the referénce
listed product’s labeling or to have other
labeling differences. In the preamble to

_the: proposed rule, the agency described

various types of labeling differences that

_might fall within the permitted

exceptions. An ANDA applicant is

_ required to include in'its ANDA a snde-

by-side comparison of the applicant’s
proposed labeling with the currently
approved labeling for the reference
listed drug. The agéncy will carefully

-review all differences annotated by the

applicant in determining if such;
differences fall within the hmxted
exceptxons permitted by the act.

- Section 314.3—Definitions .

FDA received 14 comments.
concerning the definitions of “listed
drug” and “reference listed drug" under

proposed § 314.3. The proposed rule had -

defined a "hsted drug,” in part, as:

.. . RN v
A ST P g i hes hoer

approved for safety and effectiveness undet

“section 505{c) or approved under section

505(j) of the act, the approval of which has
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 is
evidenced by the drug product’s inclusion in

.the current edition of FDA’s *Approved Drug

Products with Therapeutic Equivalence
Evaluations” (the list) or any current

_supplement 1o the list.

““The proposed rule defined a
. “reference listed drug" as “the listed
* drug identified in an abbreviated new

.drug application or identified by FDA as
. the drug product upon which an

" applicant relies in seeking approval of

. its abbreviated application.”

5. With respect to the “listed drug”

-definition, one comment objected to the

exclusion of drugs marketed in
compliance with an over-the-counter
(OTC) monograph and products with
OTC and prescription indications. A
second comment said that FDA must list
DESI products and post-1962 approved

- drug products even if the drug products

were no longer marketed by September

HeinOnline 57 Fed. Reg.

24 1984, because section 505(])(6](1\)(1)

. of the act requires those products be
- listed. Four comments objected to listing .
drugs that have delayed effective dates

of approval, while one comment favored
listing such drugs.

FDA agrees in part and dlsagrees in-
part with the comments. As defined in

; .sechon 505(j){8) of the act, a listed drug .

is.one that was approved for safety and

effectiveness under section 505(c) of the -

act or approved under section 505(j). of -

_ the act. Drug products marketed in - .
- compliance with an OTC monograph
“rather than pursuant to an approval’ .

under section 505(c) or {j) of the act are4
not listed drugs under the statiite..
With respect to DESI products and-

.post-1962 approved drug products that

are no longer marketed. FDA stated its'

position in the preamble o the proposed

rule. In brief, FDA declines to allocate
its scarce resources to publish and
maintain lists of drug products that no
longer generate interest with respect to:

" marketing (54 FR 28877 through 28878). -

FDA does; however, maintain a list of
discontinued products as an appendix to
the list, and has created a procedure to
retuin these products. and other
discontinued products to the list where
appropriate. If a drug firm wishes to-
submit an ANDA for a generic version’

- of one of these drug products, it may -
. petition FDA 1o relist the drug product

and provide information to show that -
the drug product was not withdrawn .

) from sale due to safety or effectiveness

' th respect to drug products with
delayed effective dates of approvai, .

- FDA has determined that such products

should not be listed. An approval with a
delayed effective date istentative and
does not become final yntil the effective
date. FDA has concluded that only drug
products with final, effective approvals

are to be listed under section 505(j)(6) of -

the act. FDA has amended the

definitions of “listed drug” and "the list”

to clarify that only drugs with an -

“effective approval are listed drugs.

'Similarly, with respect to drug
products that are subject to the DESI
program and do not meet the conditions
for approval of effectiveness as set forth
in a DESI notice, FDA has reexamined
its policy and no longer regards the
DESI netice published in the Federal
Register as 2 “listed drug.” Section
$05(j)(6) of the act describes a “listed
drug” @s a drug that has been approved

- for safety and effectiveness. A drug
. ‘product that must satisfy the conditions

for approval of effectiveness as set forth

in .a DESI notice, therefore, does not fall |

within section 505(j}(6) of the act and =

- cannot be a listed drug. Therefore, the
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agency has revised the definition of
listed drug so that a DESI notice will not
suffice as a “listed drug.”

6. Five comments addressed the - °
definition of "“reference listed drug.”
Three comments suggested that the -
oldest or first:NDA product be the
reference listed drug while one comment
suggested that any FDA-approved drug -
be a “referenced listed drug.” Another
comment recommended deslgnating
“reference listed: dmgs" inthe . .
publication titled, “Approved Drug -

Products with Therapeutic Equivalence.

Evaluations,” commenly known as the
“Orange Book.” ... -

As noted in the prearnble to the ;
proposed rule, FDA intends the . -
reference listed drug to be.the same.drug:
product selected by the agency as the

reference standard for bicequivalence -

determinations. Therefore, FDA has
revised the definition of 'reference .
listed drug” to make clear that a
“reference listed drug” is a listed drug_
identified by FDA as the drug product
upon which an applicant relies in .
seeking approval of its abbrevxated _
application. In some instances, such as
the submission of an ANDA fora
product with multiple strengths, there
may be more than one reference listed
drug. In these instances, FDA considers
each strength to represent a different
drug product and will require an ANDA
applicant to demonsirate that each
proposed drug product is bieequivalent
to its corresponding reference listed
drug, FDA will identify in future editions
of the Orange Book those approved
drugs that FDA regards as reference -
listed drugs. In the interim, FDA will*
maintain a list of reference listed drugs
at the Dockets Management Branch
(HFA-305), Food and Drug :
Administration, room 3-23, 12420

Parklawn Dr.; Rockville, MD 20857, until
the Orange Book can be revised. FDA
hopes that designating a single reference
listed drug against which sll generic
versions must be shown to be
bioequivalent will avoid possible
significant variations among generic
drugs and their brand name

counterparts. Such variation could resultv

if generic drugs established
bioequivalence to different reference
listed drugs. _

7. One comment recommended
defining "appropriate reliance” for
purposes of section 505(b}(2}
applications. The comment noted that
the preamble to the proposed rule had
stated “Appropriate reliance on an
analysis of (spontaneous) adverse
reaction reports will not cause
application to be one described by
section 505(b}{2) or-505{c}(3)(D)( of the

" act.” (54 FR 28872 al 28891). The

comment said it did not believe that an

- application containing an analysis of
.adverse reaction reports in place of

safety studies “should be considered a
full application for the purpose of
‘breakmg exclusivity' granled to another
sponsor’s drug.”

FDA believes that the commem has

.misinterpreted the agency’s position.

The preamble to the proposed rule-
stated that, for drug products with a U.S.
marketing history, an analysis of the
apontaneous adverse reaction reports
‘“may, in some cases, be substituted for

. -some of the safety data” in a full NDA
~. (54 FR 28872 at 28891). The agency
_believes that an‘analysis of spontaneous .

"adverse reaction can provide some.

" safety information when; (1) The drug

product has a U.S. marketing history; .
and (2) there.is a substantial amount of
‘adverse drug reaction experfence for.
that drug product. For example,.an

* applicant could submit such an analysis

to substitute for certain animal studies
that would otherwise be required to
sliow the kinds of risks.that migh! be

- expected when the drug is tested in
‘humans, or to show which certain, ,
- infrequent side effects occur rather than:

conduct large; Phase 3 clinical studies to
prove:the same result. Thus, FDA does .

not contemplate that an applicant under

section 505(b){1) of the act will . .
substitute an analysis of adverse

reaction reports for all’ sa{ety

Information. -
Section 314.50—Content and Formatof
an Application

The proposed rule contained several-
revisions and additions lo the existing
requirements at 21 CFR 314.50. The .

- proposed revisions were minor. For .

example, under proposed § 314.50(a}(2),

-an applicant would be required to

provide a statement whether the

-submission is an original application, a

505({b)(2) application, a resubmission, or
a supplement 1o an application. The
proposed additions focused on patent.
information and certifications and

- claimed exclusivity, and are not

included in this final rule.

8. Proposed § 314.50(g)(3} would
require an applicant who is submitting
an application under section 505{b}-of
the act and who has a "'right of reference
or use” as defined in § 314.4(b) to
include a “written statement signed by

-the owner of the data from each such

investigation that the applicant may rely
on in support of the approval of its

_ application, and provide FDA access lo,

the underlying raw data that provide the
basis for the report of the investigation
submitted in its application.” One
comment wonld provide FDA access to

HeinOnline 57 Fed. Reg.

the underlying raw data “only if FDA
would not otherwise liave access.to the - -

- information that is needed for an.
“adequate review of the application.”

Section 314.50(g)(3) simplifies.the
process in which FDA can have acceas:
to raw data if such data are needed to- .
review an application. Without this

- provision, if FDA determined that it

needed to examine the raw data, it

-would be cbligated to suspend the -

-review process, request that the

" applicant obtain a written statement:
‘from the owrier of the data to give FDA

access lo the data, and'wait forthe © - .
written statement to arrive before”

"continuing its review, The provision, -

therefore, streamiines the review

‘process by eliminating'the need for -
“requests and correspondence -belween - :

FDA, applicants, and owners of data
referenced by applicants after FDA had
begun ils review. The agency will tmlxze
this authority when it believes that _
access to the raw data is necessary. for
reviewing the application.

Section 314. M-Pmcedum for S
Submission of on Application Reguiring . .-
Investigations for Approval of a New
Indication for, or Other Change from.

Llsted Drug ,

" FDA received two comments’on ‘
proposed § 314.54, This provision would . .
permit any pérson seeking approval ofa .
drug product that represents a
modification of a listed drug and for

‘which investigations other than

" bioequivalence or bioavailability studies
are sagential to the-approval of the
change to submit a 505(b}(2} application.’
9. One comment said FDA should . -
‘revise proposed § 314. 54(&] to state that’
a 505(b)(2) application is appropriafe for
changing a drug from prescription to
OTC status.
FDA declines to adopt the comment. v
'I‘he regulation, as written, does not
preclude submission of a 505(b){2}
application to change a drug from

‘prescription to OTC status, so the

suggested revision is unnecessary. ..
10, A second comment objected to
proposed § 314.54(b) because it would
prevent applicants from submitling . -
applications reqmring mvestigahons for
approval.of a change from a listed drug.
for drugs whose only difference from the -

_reference listed drug is that the extent to -

which the listed ingredients are
absorbed or otherwise made avai]able
-to the site of action to a lesser degree -
compared to the reference listed drug. ..
The comment said FDA should judge
drug products individuaily.

FDA declines to accept the commenl.
Differences in the extent to which a drug: =
is absorbed will affect the drugs .
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therapeutic eﬁectweness For example.
a drug whose extent of absorption is
less than that of the reference listed
drug may be less effective or even
ineffective: Consequently, FDA will.-not
accept applications for products under.
-§ 314.54(b) whose extent of absorption is.
less than that for the reference hsted
drug.
FDA has, however. amended o
§ 314.54(b) to state that it also wili not.

accept an application under § 314.54 for -

a product whose only-difference from .
the reference listed drugisan. . . -
unintentional, lesser rate .of absorpnon
FDA is making-this change because a
drug whose rate of absorption.is .
unintentionally less. than-that.of the
reference listed dnig may be less e
effective. .

Section 314. 55——-Abbrev:ated
Application; Section 314. 56~Drug
Products for Which Abbreviated
Applications are Suitable

FDA received no comments on its
proposal to remove these provisions, °
and, therefore; has. removed them from
21 CFR part 314

Section 314. 80-—Amendmenls toan
Unapproved Application

11. FDA received two comments on
proposed § 314.60. In general, proposed
§ 314.60 stated when an applicant could
submit an amendment to an application’
filed under § 314.100 but not yet '
approved, and also stated when an

nnernenred aneloation sould rot ha
amenaed, Uae coinmnent asked FUA 0
explain how exclusivity would be

affected if a section 505(b)(2) application

is amended before another section °
505(b)(2) apphcat_zon, which had been
filed earlier, is approved. The second

comment claimed that § 314.60(d) would .
permit section 505(b)(2) applications to

become effective regardless of new drug
. exc]usnvny This comment said FDA
should revise the rule to declare that a-

section 505(b)(2) application “that would -

not be approvable but for d@ previously
approved application * * * be made”
subject to the exclusivity of that
previously approvéd application.”

The preamble to the proposed rule.
explained that, for concutrently pending
505(b}(2) applications, any 505(b)(2) -
application submitted to FDA before the
approval of another NDA that qualifies
for exclusivity under section®
505{c)(3)(D)(ii} of the act (granting 5
years. of exclusivity) is “not affected by

this excluswlty provision:” (54 FR 28872 -

at 28901.) This is because section
505(c){3}(D)(ii) of the act prohibits only
the “submission,” and not the approval,
of a 505({b)(2) application that refers to a
previously approved application. The

... approval of the competing application,

. preserving an applicant's'incentive to
. publish the studies on which approval

. However, the agéncy wishes to rémind

on!y excephon o the pohcy on -
concurrently pending 505(b){2)
applications is where “the first applicant

- to-obtain approval and o qualify for

exclusivity publishes its data and the -
competing applicant amends its -
application to include the first

_applicant’s published-data * * *. Wﬁhere‘

that data would be essential.to the:

the second application will be-deemed
to refer to the first application” and not

_permltted to-avoid exclusivity: Id: This -

policy is covered-under § 314, BO(b)(l)(n).
so the comment's Suggesnon is ;
unnecessary,

‘FDA dlsagrees thh the second
comment's agsertion that the rule

. permits section 505{b})(2) apphcah_on_s to - on adverse drug expetience reporting.

become effective regardless of
exclusivity. The statute clearly states
that the Secretary may not approve, er,
in one case, that:applicants cannot’
submit, an application before'an -
exclusivity period expires. (See 21
U.S.C, 355(c}(3)(D)(i) through -
{c)(3)(D)(v).) The rule ebserves these

- restrictions and pertains only to: - -

amendments to unapproved.. - -
applications; it.does not address -
approvals. Section 314.60(b) is; in fact,
designed to protect an-applicant’s . * - -
exclusivity under section 505[0)(3](!))(11) ‘
of the act while simultanecusly:

was based. Thus, FDA does not adopt:

. the comment's suggested language. -

SECLIGH wi S e ._LH‘;J wateas God Other

Changes to an Approved Application . .
FDA received no comments on this

. provision, but has emended the '~
" provision to adopt references to

statutory, rather than regulatory,
provisions or to explain what '
information should be'provided;

ANDA dpplicants that, as noted in

paragraph 4 above, the labeling for an
ANDA product must, with few
exceptions, correspond to that for the

* . reference listed drug. -
~Section 314.71—Procedures for . -

Submission of a Supplement toan .
Approve