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not licensed by the owner of the patent
engaged in the manufacture, use, or
sale of the drug product.

(vi) Any patent certification or state-
ment required under section 505(b)(2) of
the Federal Food, Drug, and Cosmetic
Act with respect to any relevant pat-
ents that claim the listed drug(s) on
which investigations relied on by the
applicant for approval of the applica-
tion were conducted, or that claim a
use for the listed drug(s). A 505(b)(2) ap-
plicant seeking approval of a drug that
is pharmaceutically equivalent to a
listed drug approved in an NDA implic-
itly relies upon one such pharmaceuti-
cally equivalent listed drug.

(vii) If the applicant believes the
change for which it is seeking approval
is entitled to a period of exclusivity,
the information required under
§314.50(j).

(2) The applicant must submit a re-
view copy that contains the technical
sections described in §314.50(d)(1), ex-
cept that the section described in
§314.50(d)(1)(ii)(c) must contain the pro-
posed or actual master production
record, including a description of the
equipment, to be used for the manufac-
ture of a commercial lot of the drug
product, and §314.50(d)(3), and the tech-
nical sections described in §314.50(d)(2),
(d)(4) through (6), and (f) when needed
to support the modification. Each of
the technical sections in the review
copy is required 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
§314.50 (d)(2), (d)(4) (if an anti-infective
drug), (d)5), (d)(6), and (f) for the listed
drug on which the applicant relies
must be satisfied by reference to the
listed drug under paragraph (a)(1)(iii)
of this section.

(4) The applicant must submit a field
copy of the 505(b)(2) application that
contains the technical section de-
scribed in §314.50(d)(1), a copy of the in-
formation required under §314.50(a) and
(c), and certification that the field
copy is a true copy of the technical sec-
tion described in §314.50(d)(1) contained
in the archival and review copies of the
505(b)(2) application.

(b) A 505(b)(2) application may not be
submitted under this section for a drug

§314.55

product whose only difference from a
listed drug is that:

(1) The extent to which its active in-
gredient(s) is absorbed or otherwise
made available to the site of action is
less than that of the listed drug; or

(2) The rate at which its active ingre-
dient(s) is absorbed or otherwise made
available to the site of action is unin-
tentionally less than that of the listed
drug.

[67 FR 17982, Apr. 28, 1992; 57 FR 61612, Dec.
28, 1992, as amended at 58 FR 47351, Sept. 8,
1993; 59 FR 50364, Oct. 3, 1994; 81 FR 69647,
Oct. 6, 2016]

§314.55 Pediatric use information.

(a) Required assessment. Except as pro-
vided in paragraphs (b), (¢), and (d) of
this section, each application for a new
active ingredient, new indication, new
dosage form, new dosing regimen, or
new route of administration shall con-
tain data that are adequate to assess
the safety and effectiveness of the drug
product for the claimed indications in
all relevant pediatric subpopulations,
and to support dosing and administra-
tion for each pediatric subpopulation
for which the drug is safe and effective.
Where the course of the disease and the
effects of the drug are sufficiently
similar in adults and pediatric pa-
tients, FDA may conclude that pedi-
atric effectiveness can be extrapolated
from adequate and well-controlled
studies in adults usually supplemented
with other information obtained in pe-
diatric patients, such as pharmaco-
kinetic studies. Studies may not be
needed in each pediatric age group, if
data from one age group can be extrap-
olated to another. Assessments of safe-
ty and effectiveness required under this
section for a drug product that rep-
resents a meaningful therapeutic ben-
efit over existing treatments for pedi-
atric patients must be carried out
using appropriate formulations for
each age group(s) for which the assess-
ment is required.

(b) Deferred submission. (1) FDA may,
on its own initiative or at the request
of an applicant, defer submission of
some or all assessments of safety and
effectiveness described in paragraph (a)
of this section until after approval of
the drug product for use in adults. De-
ferral may be granted if, among other
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reasons, the drug is ready for approval
in adults before studies in pediatric pa-
tients are complete, or pediatric stud-
ies should be delayed until additional
safety or effectiveness data have been
collected. If an applicant requests de-
ferred submission, the request must
provide a certification from the appli-
cant of the grounds for delaying pedi-
atric studies, a description of the
planned or ongoing studies, and evi-
dence that the studies are being or will
be conducted with due diligence and at
the earliest possible time.

(2) If FDA determines that there is
an adequate justification for tempo-
rarily delaying the submission of as-
sessments of pediatric safety and effec-
tiveness, the drug product may be ap-
proved for use in adults subject to the
requirement that the applicant submit
the required assessments within a spec-
ified time.

(c) Waivers—(1) General. FDA may
grant a full or partial waiver of the re-
quirements of paragraph (a) of this sec-
tion on its own initiative or at the re-
quest of an applicant. A request for a
waiver must provide an adequate jus-
tification.

(2) Full waiver. An applicant may re-
quest a waiver of the requirements of
paragraph (a) of this section if the ap-
plicant certifies that:

(i) The drug product does not rep-
resent a meaningful therapeutic ben-
efit over existing treatments for pedi-
atric patients and is not likely to be
used in a substantial number of pedi-
atric patients;

(ii) Necessary studies are impossible
or highly impractical because, e.g., the
number of such patients is so small or
geographically dispersed; or

(iii) There is evidence strongly sug-
gesting that the drug product would be
ineffective or unsafe in all pediatric
age groups.

(3) Partial waiver. An applicant may
request a waiver of the requirements of
paragraph (a) of this section with re-
spect to a specified pediatric age group,
if the applicant certifies that:

(i) The drug product does not rep-
resent a meaningful therapeutic ben-
efit over existing treatments for pedi-
atric patients in that age group, and is
not likely to be used in a substantial
number of patients in that age group;
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(ii) Necessary studies are impossible
or highly impractical because, e.g., the
number of patients in that age group is
so small or geographically dispersed;

(iii) There is evidence strongly sug-
gesting that the drug product would be
ineffective or unsafe in that age group;
or

(iv) The applicant can demonstrate
that reasonable attempts to produce a
pediatric formulation necessary for
that age group have failed.

(4) FDA action on waiver. FDA shall
grant a full or partial waiver, as appro-
priate, if the agency finds that there is
a reasonable basis on which to con-
clude that one or more of the grounds
for waiver specified in paragraphs (c)(2)
or (c)(3) of this section have been met.
If a waiver is granted on the ground
that it is not possible to develop a pedi-
atric formulation, the waiver will
cover only those pediatric age groups
requiring that formulation. If a waiver
is granted because there is evidence
that the product would be ineffective
or unsafe in pediatric populations, this
information will be included in the
product’s labeling.

(6) Definition of ‘‘meaningful thera-
peutic benefit’’. For purposes of this sec-
tion and §201.23 of this chapter, a drug
will be considered to offer a meaningful
therapeutic benefit over existing thera-
pies if FDA estimates that:

(i) If approved, the drug would rep-
resent a significant improvement in
the treatment, diagnosis, or prevention
of a disease, compared to marketed
products adequately labeled for that
use in the relevant pediatric popu-
lation. Examples of how improvement
might be demonstrated include, for ex-
ample, evidence of increased effective-
ness in treatment, prevention, or diag-
nosis of disease, elimination or sub-
stantial reduction of a treatment-lim-
iting drug reaction, documented en-
hancement of compliance, or evidence
of safety and effectiveness in a new
subpopulation; or

(ii) The drug is in a class of drugs or
for an indication for which there is a
need for additional therapeutic op-
tions.

(d) Exemption for orphan drugs. This
section does not apply to any drug for
an indication or indications for which
orphan designation has been granted
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under part 316, subpart C, of this chap-
ter.

[63 FR 66670, Dec. 2, 1998]

§314.60 Amendments to an unap-
proved NDA, supplement, or resub-
mission.

(a) Submission of NDA. FDA generally
assumes that when an original NDA,
supplement to an approved NDA, or re-
submission of an NDA or supplement is
submitted to the Agency for review,
the applicant believes that the Agency
can approve the NDA, supplement, or
resubmission as submitted. However,
the applicant may submit an amend-
ment to an NDA, supplement, or resub-
mission that has been filed under
§314.101 but is not yet approved.

(b) Submission of major amendment. (1)
Submission of a major amendment to
an original NDA, efficacy supplement,
or resubmission of an NDA or efficacy
supplement within 3 months of the end
of the initial review cycle constitutes
an agreement by the applicant under
section 505(c) of the Federal Food,
Drug, and Cosmetic Act to extend the
initial review cycle by 3 months. (For
references to a resubmission of an NDA
or efficacy supplement in paragraph (b)
of this section, the timeframe for re-
viewing the resubmission is the ‘‘re-
view cycle” rather than the ‘‘initial re-
view cycle.”) FDA may instead defer
review of the amendment until the sub-
sequent review cycle. If the agency ex-
tends the initial review cycle for an
original NDA, efficacy supplement, or
resubmission under this paragraph, the
division responsible for reviewing the
NDA, supplement, or resubmission will
notify the applicant of the extension.
The initial review cycle for an original
NDA, efficacy supplement, or resubmis-
sion of an NDA or efficacy supplement
may be extended only once due to sub-
mission of a major amendment. FDA
may, at its discretion, review any sub-
sequent major amendment during the
initial review cycle (as extended) or
defer review until the subsequent re-
view cycle.

(2) Submission of a major amend-
ment to an original NDA, efficacy sup-
plement, or resubmission of an NDA or
efficacy supplement more than 3
months before the end of the initial re-
view cycle will not extend the cycle.
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FDA may, at its discretion, review
such an amendment during the initial
review cycle or defer review until the
subsequent review cycle.

(3) Submission of an amendment to
an original NDA, efficacy supplement,
or resubmission of an NDA or efficacy
supplement that is not a major amend-
ment will not extend the initial review
cycle. FDA may, at its discretion, re-
view such an amendment during the
initial review cycle or defer review
until the subsequent review cycle.

(4) Submission of a major amend-
ment to a manufacturing supplement
within 2 months of the end of the ini-
tial review cycle constitutes an agree-
ment by the applicant under section
505(c) of the Federal Food, Drug, and
Cosmetic Act to extend the initial re-
view cycle by 2 months. FDA may in-
stead defer review of the amendment
until the subsequent review cycle. If
the agency extends the initial review
cycle for a manufacturing supplement
under this paragraph, the division re-
sponsible for reviewing the supplement
will notify the applicant of the exten-
sion. The initial review cycle for a
manufacturing supplement may be ex-
tended only once due to submission of
a major amendment. FDA may, at its
discretion, review any subsequent
major amendment during the initial
review cycle (as extended) or defer re-
view until the subsequent review cycle.

(5) Submission of an amendment to a
supplement other than an efficacy or
manufacturing supplement will not ex-
tend the initial review cycle. FDA
may, at its discretion, review such an
amendment during the initial review
cycle or defer review until the subse-
quent review cycle.

(6) A major amendment may not in-
clude data to support an indication or
claim that was not included in the
original NDA, supplement, or resub-
mission, but it may include data to
support a minor modification of an in-
dication or claim that was included in
the original NDA, supplement, or re-
submission.

(7) When FDA defers review of an
amendment until the subsequent re-
view cycle, the agency will notify the
applicant of the deferral in the com-
plete response letter sent to the appli-
cant under §314.110 of this part.
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