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distributed immediately upon receipt
of the supplement by FDA. These cir-
cumstances may include substantial
similarity with a type of change regu-
larly involving a  ‘‘Supplement—
Changes Being Effected” supplement,
or a situation in which the applicant
presents evidence that the proposed
change has been validated in accord-
ance with an approved protocol for
such change under paragraph (g)(4) of
this section.

(3) Changes to be described in an an-
nual report (minor changes). (i) Changes
in the product, production process,
quality controls, equipment, or facili-
ties that have a minimal potential to
have an adverse effect on the identity,
strength, quality, purity, or potency of
the product as they may relate to the
safety or effectiveness of the product
shall be documented by the applicant
in the next annual report in accordance
with §314.81(b)(2)(iv).

(ii) These changes include, but are
not limited to:

(A) Any change made to comply with
an official compendium that is con-
sistent with FDA requirements;

(B) The deletion of an ingredient in-
tended only to affect the color of the
product;

(C) An extension of an expiration
date based upon full shelf life data ob-
tained from a protocol approved in the
application;

(D) A change within the container
and closure system for solid dosage
forms, based upon a showing of equiva-
lency to the approved system under a
protocol approved in the application or
published in an official compendium;

(E) A change in the size of a con-
tainer for a solid dosage form, without
a change from one container and clo-
sure system to another;

(F) The addition by embossing, de-
bossing, or engraving of a code imprint
to a solid dosage form drug product
other than a modified release dosage
form, or a minor change in an existing
code imprint; and

(G) The addition or deletion of an al-
ternate analytical method.

(4) An applicant may submit one or
more protocols describing the specific
tests and validation studies and accept-
able limits to be achieved to dem-
onstrate the lack of adverse effect for

§314.72
specified types of manufacturing
changes on the identity, strength,

quality, purity, or potency of the prod-
uct as they may relate to the safety or
effectiveness of the product. Any such
protocols, or change to a protocol,
shall be submitted as a supplement re-
quiring approval from FDA prior to
distribution of the product which, if
approved, may justify a reduced report-
ing category for the particular change
because the use of the protocol for that
type of change reduces the potential
risk of an adverse effect.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0001)

[60 FR 7493, Feb. 22, 1985; 50 FR 14212, Apr. 11,
1985, as amended at 50 FR 21238, May 23, 1985;
57 FR 17983, Apr. 28, 1992; 58 FR 47352, Sept.
8, 1993; 58 FR 47959, Sept. 13, 1993; 59 FR 50364,
Oct. 3, 1994; 62 FR 39900, July 24, 1997; 63 FR
66399, Dec. 1, 1998; 656 FR 56479, Sept. 19, 2000]

§314.71 Procedures for submission of
a supplement to an approved appli-
cation.

(a) Only the applicant may submit a
supplement to an 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 supple-
ment is limited to that needed to sup-
port the change. A supplement is re-
quired to contain an archival copy and
a review copy that include an applica-
tion form and appropriate technical
sections, samples, and labeling; except
that a supplement for a change other
than a change in labeling is required
also to contain a field copy.

(c) All procedures and actions that
apply to applications under this part,
including actions by applicants and the
Food and Drug Administration, also
apply to supplements.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0001)

[60 FR 7493, Feb. 22, 1985, as amended at 50
FR 21238, May 23, 1985; 58 FR 47352, Sept. 8,
1993]

§314.72 Change in ownership of an ap-
plication.

(a) An applicant may transfer owner-
ship of its application. At the time of
transfer the new and former owners are
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§314.80

required to submit information to the
Food and Drug Administration as fol-
lows:

(1) The former owner shall submit a
letter or other document that states
that all rights to the application have
been transferred to the new owner.

(2) The new owner shall submit an
application form signed by the new
owner and a letter or other document
containing the following:

(i) The new owner’s commitment to
agreements, promises, and conditions
made by the former owner and con-
tained in the application;

(ii) The date that the change in own-
ership is effective; and

(iii) Either a statement that the new
owner has a complete copy of the ap-
proved application, including supple-
ments and records that are required to
be kept under §314.81, or a request for a
copy of the application from FDA’s
files. FDA will provide a copy of the
application to the new owner under the
fee schedule in §20.42 of FDA’s public
information regulations.

(b) The new owner shall advise FDA
about any change in the conditions in
the approved application under §314.70,
except the new owner may advise FDA
in the next annual report about a
change in the drug product’s label or
labeling to change the product’s brand
or the name of its manufacturer, pack-
er, or distributor.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0001)

[50 FR 7493, Feb. 22, 1985; 50 FR 14212, Apr. 11,
1985, as amended at 50 FR 21238, May 23, 1985]

§314.80 Postmarketing reporting of
adverse drug experiences.

(a) Definitions. The following defini-
tions of terms apply to this section:—

Adverse drug experience. Any adverse
event associated with the use of a drug
in humans, whether or not considered
drug related, including the following:
An adverse event occurring in the
course of the use of a drug product in
professional practice; an adverse event
occurring from drug overdose whether
accidental or intentional; an adverse
event occurring from drug abuse; an
adverse event occurring from drug
withdrawal; and any failure of expected
pharmacological action.
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Disability. A substantial disruption of
a person’s ability to conduct normal
life functions.

Life-threatening adverse drug experi-
ence. Any adverse drug experience that
places the patient, in the view of the
initial reporter, at immediate risk of
death from the adverse drug experience
as it occurred, i.e., it does not include
an adverse drug experience that, had it
occurred in a more severe form, might
have caused death.

Serious adverse drug experience. Any
adverse drug experience occurring at
any dose that results in any of the fol-
lowing outcomes: Death, a life-threat-
ening adverse drug experience, inpa-
tient hospitalization or prolongation of
existing hospitalization, a persistent or
significant disability/incapacity, or a
congenital anomaly/birth defect. Im-
portant medical events that may not
result in death, be life-threatening, or
require hospitalization may be consid-
ered a serious adverse drug experience
when, based upon appropriate medical
judgment, they may jeopardize the pa-
tient or subject and may require med-
ical or surgical intervention to prevent
one of the outcomes listed in this defi-
nition. Examples of such medical
events include allergic bronchospasm
requiring intensive treatment in an
emergency room or at home, blood
dyscrasias or convulsions that do not
result in inpatient hospitalization, or
the development of drug dependency or
drug abuse.

Unexpected adverse drug experience.
Any adverse drug experience that is
not listed in the current labeling for
the drug product. This includes events
that may be symptomatically and
pathophysiologically related to an
event listed in the labeling, but differ
from the event because of greater se-
verity or specificity. For example,
under this definition, hepatic necrosis
would be unexpected (by virtue of
greater severity) if the labeling only
referred to elevated hepatic enzymes or
hepatitis. Similarly, cerebral thrombo-
embolism and cerebral vasculitis would
be unexpected (by virtue of greater
specificity) if the labeling only listed
cerebral vascular accidents. ‘‘Unex-
pected,” as used in this definition, re-
fers to an adverse drug experience that
has not been previously observed (i.e.,
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