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the application within the extended
time period or to request an additional
extension to be a request by the applicant to withdraw the application.
(2) If FDA considers an applicant’s
failure to take action in accordance
with paragraph (c)(1) of this section to
be a request to withdraw the application, the agency will notify the applicant in writing. The applicant will
have 30 days from the date of the notification to explain why the application
should not be withdrawn and to request
an extension of time in which to resubmit the application. FDA will grant
any reasonable request for an extension. If the applicant does not respond
to the notification within 30 days, the
application will be deemed to be withdrawn.
[73 FR 39609, July 10, 2008]

§ 314.120

[Reserved]

§ 314.122 Submitting an abbreviated
application for, or a 505(j)(2)(C) petition that relies 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has been voluntarily withdrawn from
sale in the United States must be accompanied by a petition seeking a determination 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was withdrawn for safety or effectiveness reasons.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 contain all evidence
available to the petitioner concerning
the reasons for the withdrawal from
sale.
(b) When a petition described in paragraph (a) of this section is submitted,
the agency will consider the evidence
in the petition and any other evidence
before the agency, and determine
whether the listed drug is withdrawn
from sale for safety or effectiveness
reasons, in accordance with the procedures in § 314.161.
(c) An abbreviated new drug application described in paragraph (a) of this
section will be disapproved, under
§ 314.127(a)(11), and a 505(j)(2)(C) petition described in paragraph (a) of this
section will be disapproved, under
§ 314.93(e)(1)(iv), unless the agency de-

termines that the withdrawal of the
listed drug was not for safety or effectiveness reasons.
(d) Certain 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 to obtain marketing
approval for such a drug product under
an abbreviated new drug application
must petition FDA for a determination
whether the drug product was withdrawn from the market for safety 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 information to show that the
drug product was approved for safety
and effectiveness and all evidence
available to the petitioner concerning
the reason that marketing of the drug
product ceased.
[57 FR 17990, Apr. 28, 1992; 57 FR 29353, July
1, 1992]

§ 314.125

Refusal to approve an NDA.

(a) The Food and Drug Administration will refuse to approve the NDA
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 NDA under section
505(d) of the Federal Food, Drug, and
Cosmetic Act, if:
(1) FDA sends the applicant a complete response letter under § 314.110;
(2) The applicant requests an opportunity for hearing for a new drug on
the question of whether the NDA is approvable; and
(3) FDA finds that any of the reasons
given in paragraph (b) of this section
apply.
(b) FDA may refuse to approve an
NDA for any of the following reasons,
unless the requirement has been
waived under § 314.90:
(1) The methods to be used in, and
the facilities and controls used for, the
manufacture, processing, packing, or
holding of the drug substance or the
drug product are inadequate to preserve its identity, strength, quality,
purity, stability, and bioavailability.
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(2) The investigations required under
section 505(b) of the Federal Food,
Drug, and Cosmetic Act do not include
adequate tests by all methods reasonably applicable to show whether or not
the drug is safe for use under the conditions prescribed, recommended, or suggested in its proposed labeling.
(3) The results of the tests show that
the drug is unsafe for use under the
conditions prescribed, recommended,
or suggested in its proposed labeling or
the results do not show that the drug
product is safe for use under those conditions.
(4) There is insufficient information
about the drug to determine whether
the product is safe for use under the
conditions prescribed, recommended,
or suggested in its proposed labeling.
(5) There is a lack of substantial evidence consisting of adequate and wellcontrolled investigations, as defined in
§ 314.126, that the drug product will
have the effect it purports or is represented to have under the conditions
of use prescribed, recommended, or
suggested in its proposed labeling.
(6) The proposed labeling is false or
misleading in any particular.
(7) The NDA contains an untrue
statement of a material fact.
(8) The drug product’s proposed labeling does not comply with the requirements for labels and labeling in part
201.
(9) The NDA does not contain bioavailability or bioequivalence data required under part 320 of this chapter.
(10) A reason given in a letter refusing to file the NDA under § 314.101(d), if
the deficiency is not corrected.
(11) The drug will be manufactured in
whole or in part in an establishment
that is not registered and not exempt
from registration under section 510 of
the Federal Food, Drug, and Cosmetic
Act and part 207.
(12) The applicant does not permit a
properly authorized officer or employee
of the Department of Health and
Human Services an adequate opportunity to inspect the facilities, controls, and any records relevant to the
NDA.
(13) The methods to be used in, and
the facilities and controls used for, the
manufacture, processing, packing, or
holding of the drug substance or the

drug product do not comply with the
current good manufacturing practice
regulations in parts 210 and 211.
(14) The NDA does not contain an explanation of the omission of a report of
any investigation of the drug product
sponsored by the applicant, or an explanation of the omission of other information about the drug pertinent to
an evaluation of the NDA that is received or otherwise obtained by the applicant from any source.
(15) A nonclinical laboratory study
that is described in the NDA and that
is essential to show that the drug is
safe for use under the conditions prescribed, recommended, or suggested in
its proposed labeling was not conducted in compliance with the good
laboratory practice regulations in part
58 of this chapter and no reason for the
noncompliance is provided or, if it is,
the differences between the practices
used in conducting the study and the
good laboratory practice regulations do
not support the validity of the study.
(16) Any clinical investigation involving human subjects described in
the NDA, subject to the institutional
review board regulations in part 56 of
this chapter or informed consent regulations in part 50 of this chapter, was
not conducted in compliance with
those regulations such that the rights
or safety of human subjects were not
adequately protected.
(17) The applicant or contract research organization that conducted a
bioavailability or bioequivalence study
described in § 320.38 or § 320.63 of this
chapter that is contained in the NDA
refuses to permit an inspection of facilities or records relevant to the study
by a properly authorized officer or employee of the Department of Health and
Human Services or refuses to submit
reserve samples of the drug products
used in the study when requested by
FDA.
(18) For a new drug, the NDA failed
to contain the patent information required by section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act.
(19) The 505(b)(2) application failed to
contain a patent certification or statement with respect to each listed patent
for a drug product approved in an NDA
that:
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(i) Is pharmaceutically equivalent to
the drug product for which the original
505(b)(2) application is submitted; and
(ii) Was approved before the original
505(b)(2) application was submitted.
(c) For drugs intended to treat lifethreatening or severely-debilitating illnesses that are developed in accordance
with §§ 312.80 through 312.88 of this
chapter, the criteria contained in paragraphs (b) (3), (4), and (5) of this section
shall be applied according to the considerations contained in § 312.84 of this
chapter.
[50 FR 7493, Feb. 22, 1985, as amended at 53
FR 41524, Oct. 21, 1988; 57 FR 17991, Apr. 28,
1992; 58 FR 25926, Apr. 28, 1993; 64 FR 402, Jan.
5, 1999; 73 FR 39610, July 10, 2008; 74 FR 9766,
Mar. 6, 2009; 81 FR 60221, Aug. 31, 2016; 81 FR
69658, Oct. 6, 2016]

§ 314.126 Adequate and well-controlled
studies.
(a) The purpose of conducting clinical investigations of a drug is to distinguish the effect of a drug from other
influences, such as spontaneous change
in the course of the disease, placebo effect, or biased observation. The characteristics described in paragraph (b) of
this section have been developed over a
period of years and are recognized by
the scientific community as the essentials of an adequate and well-controlled clinical investigation. The Food
and Drug Administration considers
these characteristics in determining
whether an investigation is adequate
and well-controlled for purposes of section 505 of the act. Reports of adequate
and well-controlled investigations provide the primary basis for determining
whether there is ‘‘substantial evidence’’ to support the claims of effectiveness for new drugs. Therefore, the
study report should provide sufficient
details of study design, conduct, and
analysis to allow critical evaluation
and a determination of whether the
characteristics of an adequate and
well-controlled study are present.
(b) An adequate and well-controlled
study has the following characteristics:
(1) There is a clear statement of the
objectives of the investigation and a
summary of the proposed or actual
methods of analysis in the protocol for
the study and in the report of its results. In addition, the protocol should

contain a description of the proposed
methods of analysis, and the study report should contain a description of the
methods of analysis ultimately used. If
the protocol does not contain a description of the proposed methods of analysis, the study report should describe
how the methods used were selected.
(2) The study uses a design that permits a valid comparison with a control
to provide a quantitative assessment of
drug effect. The protocol for the study
and report of results should describe
the study design precisely; for example,
duration of treatment periods, whether
treatments are parallel, sequential, or
crossover, and whether the sample size
is predetermined or based upon some
interim analysis. Generally, the following types of control are recognized:
(i) Placebo concurrent control. The test
drug is compared with an inactive
preparation designed to resemble the
test drug as far as possible. A placebocontrolled study may include additional treatment groups, such as an active treatment control or a dose-comparison control, and usually includes
randomization and blinding of patients
or investigators, or both.
(ii) Dose-comparison concurrent control. At least two doses of the drug are
compared. A dose-comparison study
may include additional treatment
groups, such as placebo control or active control. Dose-comparison trials
usually include randomization and
blinding of patients or investigators, or
both.
(iii) No treatment concurrent control.
Where objective measurements of effectiveness are available and placebo effect is negligible, the test drug is compared with no treatment. No treatment
concurrent control trials usually include randomization.
(iv) Active treatment concurrent control. The test drug is compared with
known effective therapy; for example,
where the condition treated is such
that administration of placebo or no
treatment would be contrary to the interest of the patient. An active treatment study may include additional
treatment groups, however, such as a
placebo control or a dose-comparison
control. Active treatment trials usually include randomization and blinding of patients or investigators, or
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