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(e) Protocols. An applicant may sub-
mit one or more protocols describing 
the specific tests and studies and ac-
ceptance criteria to be achieved to 
demonstrate the lack of adverse effect 
for specified types of manufacturing 
changes on the identity, strength, 
quality, purity, and potency of the 
drug product as these factors may re-
late to the safety or effectiveness of 
the drug product. Any such protocols, 
if not included in the approved applica-
tion, or changes to an approved pro-
tocol, must be submitted as a supple-
ment requiring approval from FDA 
prior to distribution of a drug product 
produced with the manufacturing 
change. The supplement, if approved, 
may subsequently justify a reduced re-
porting category for the particular 
change because the use of the protocol 
for that type of change reduces the po-
tential risk of an adverse effect. 

(f) Patent information. The applicant 
must comply with the patent informa-
tion requirements under section 
505(c)(2) of the act. 

(g) Claimed exclusivity. If an applicant 
claims exclusivity under § 314.108 upon 
approval of a supplement for change to 
its previously approved drug product, 
the applicant must include with its 
supplement the information required 
under § 314.50(j). 

[69 FR 18764, Apr. 8, 2004, as amended at 71 
FR 3997, Jan. 24, 2006; 72 FR 73600, Dec. 28, 
2007; 73 FR 49609, Aug. 22, 2008] 

§ 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 except as speci-
fied otherwise in this part. 

[50 FR 7493, Feb. 22, 1985, as amended at 50 
FR 21238, May 23, 1985; 58 FR 47352, Sept. 8, 
1993; 67 FR 9586, Mar. 4, 2002; 73 FR 39609, 
July 10, 2008] 

§ 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 
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 § 20.45 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. 

[50 FR 7493, Feb. 22, 1985; 50 FR 14212, Apr. 11, 
1985, as amended at 50 FR 21238, May 23, 1985; 
67 FR 9586, Mar. 4, 2002; 68 FR 25287, May 12, 
2003] 

§ 314.80 Postmarketing reporting of 
adverse drug experiences. 

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

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., 
included in the labeling) rather than 
from the perspective of such experience 
not being anticipated from the pharma-
cological properties of the pharma-
ceutical product. 

(b) Review of adverse drug experiences. 
Each applicant having an approved ap-
plication under § 314.50 or, in the case 
of a 505(b)(2) application, an effective 
approved application, shall promptly 
review all adverse drug experience in-
formation obtained or otherwise re-
ceived by the applicant from any 
source, foreign or domestic, including 
information derived from commercial 
marketing experience, postmarketing 
clinical investigations, postmarketing 
epidemiological/surveillance studies, 
reports in the scientific literature, and 
unpublished scientific papers. Appli-
cants are not required to resubmit to 
FDA adverse drug experience reports 
forwarded to the applicant by FDA; 
however, applicants must submit all 
followup information on such reports 
to FDA. Any person subject to the re-
porting requirements under paragraph 
(c) of this section shall also develop 
written procedures for the surveillance, 
receipt, evaluation, and reporting of 
postmarketing adverse drug experi-
ences to FDA. 

(c) Reporting requirements. The appli-
cant shall report to FDA adverse drug 
experience information, as described in 
this section. The applicant shall sub-
mit two copies of each report described 
in this section to the Central Docu-
ment Room, 5901–B Ammendale Rd., 
Beltsville, MD 20705–1266. FDA may 
waive the requirement for the second 
copy in appropriate instances. 

(1)(i) Postmarketing 15-day ‘‘Alert re-
ports’’. The applicant shall report each 
adverse drug experience that is both se-
rious and unexpected, whether foreign 
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or domestic, as soon as possible but in 
no case later than 15 calendar days of 
initial receipt of the information by 
the applicant. 

(ii) Postmarketing 15-day ‘‘Alert re-
ports’’—followup. The applicant shall 
promptly investigate all adverse drug 
experiences that are the subject of 
these postmarketing 15-day Alert re-
ports and shall submit followup reports 
within 15 calendar days of receipt of 
new information or as requested by 
FDA. If additional information is not 
obtainable, records should be main-
tained of the unsuccessful steps taken 
to seek additional information. Post-
marketing 15-day Alert reports and 
followups to them shall be submitted 
under separate cover. 

(iii) Submission of reports. The re-
quirements of paragraphs (c)(1)(i) and 
(c)(1)(ii) of this section, concerning the 
submission of postmarketing 15-day 
Alert reports, shall also apply to any 
person other than the applicant (non-
applicant) whose name appears on the 
label of an approved drug product as a 
manufacturer, packer, or distributor. 
To avoid unnecessary duplication in 
the submission to FDA of reports re-
quired by paragraphs (c)(1)(i) and 
(c)(1)(ii) of this section, obligations of a 
nonapplicant may be met by submis-
sion of all reports of serious adverse 
drug experiences to the applicant. If a 
nonapplicant elects to submit adverse 
drug experience reports to the appli-
cant rather than to FDA, the non-
applicant shall submit each report to 
the applicant within 5 calendar days of 
receipt of the report by the non-
applicant, and the applicant shall then 
comply with the requirements of this 
section. Under this circumstance, the 
nonapplicant shall maintain a record of 
this action which shall include: 

(A) A copy of each adverse drug expe-
rience report; 

(B) The date the report was received 
by the nonapplicant; 

(C) The date the report was sub-
mitted to the applicant; and 

(D) The name and address of the ap-
plicant. 

(iv) Report identification. Each report 
submitted under this paragraph shall 
bear prominent identification as to its 
contents, i.e., ‘‘15-day Alert report,’’ or 
‘‘15-day Alert report-followup.’’ 

(2) Periodic adverse drug experience re-
ports. (i) The applicant shall report 
each adverse drug experience not re-
ported under paragraph (c)(1)(i) of this 
section at quarterly intervals, for 3 
years from the date of approval of the 
application, and then at annual inter-
vals. The applicant shall submit each 
quarterly report within 30 days of the 
close of the quarter (the first quarter 
beginning on the date of approval of 
the application) and each annual report 
within 60 days of the anniversary date 
of approval of the application. Upon 
written notice, FDA may extend or re-
establish the requirement that an ap-
plicant submit quarterly reports, or re-
quire that the applicant submit reports 
under this section at different times 
than those stated. For example, the 
agency may reestablish a quarterly re-
porting requirement following the ap-
proval of a major supplement. Fol-
lowup information to adverse drug ex-
periences submitted in a periodic re-
port may be submitted in the next peri-
odic report. 

(ii) Each periodic report is required 
to contain: (a) a narrative summary 
and analysis of the information in the 
report and an analysis of the 15-day 
Alert reports submitted during the re-
porting interval (all 15-day Alert re-
ports being appropriately referenced by 
the applicant’s patient identification 
number, adverse reaction term(s), and 
date of submission to FDA); (b) a FDA 
Form 3500A (Adverse Reaction Report) 
for each adverse drug experience not 
reported under paragraph (c)(1)(i) of 
this section (with an index consisting 
of a line listing of the applicant’s pa-
tient identification number and ad-
verse reaction term(s)); and (c) a his-
tory of actions taken since the last re-
port because of adverse drug experi-
ences (for example, labeling changes or 
studies initiated). 

(iii) Periodic reporting, except for in-
formation regarding 15-day Alert re-
ports, does not apply to adverse drug 
experience information obtained from 
postmarketing studies (whether or not 
conducted under an investigational 
new drug application), from reports in 
the scientific literature, and from for-
eign marketing experience. 

(d) Scientific literature. (1) A 15-day 
Alert report based on information from 
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the scientific literature is required to 
be accompanied by a copy of the pub-
lished article. The 15-day reporting re-
quirements in paragraph (c)(1)(i) of this 
section (i.e., serious, unexpected ad-
verse drug experiences) apply only to 
reports found in scientific and medical 
journals either as case reports or as the 
result of a formal clinical trial. 

(2) As with all reports submitted 
under paragraph (c)(1)(i) of this sec-
tion, reports based on the scientific lit-
erature shall be submitted on FDA 
Form 3500A or comparable format as 
prescribed by paragraph (f) of this sec-
tion. In cases where the applicant be-
lieves that preparing the FDA Form 
3500A constitutes an undue hardship, 
the applicant may arrange with the Of-
fice of Surveillance and Epidemiology 
for an acceptable alternative reporting 
format. 

(e) Postmarketing studies. (1) An appli-
cant is not required to submit a 15-day 
Alert report under paragraph (c) of this 
section for an adverse drug experience 
obtained from a postmarketing study 
(whether or not conducted under an in-
vestigational new drug application) un-
less the applicant concludes that there 
is a reasonable possibility that the 
drug caused the adverse experience. 

(2) The applicant shall separate and 
clearly mark reports of adverse drug 
experiences that occur during a post-
marketing study as being distinct from 
those experiences that are being re-
ported spontaneously to the applicant. 

(f) Reporting FDA Form 3500A. (1) Ex-
cept as provided in paragraph (f)(3) of 
this section, the applicant shall com-
plete FDA Form 3500A for each report 
of an adverse drug experience (foreign 
events may be submitted either on an 
FDA Form 3500A or, if preferred, on a 
CIOMS I form). 

(2) Each completed FDA Form 3500A 
should refer only to an individual pa-
tient or a single attached publication. 

(3) Instead of using FDA Form 3500A, 
an applicant may use a computer-gen-
erated FDA Form 3500A or other alter-
native format (e.g., a computer-gen-
erated tape or tabular listing) provided 
that: 

(i) The content of the alternative for-
mat is equivalent in all elements of in-
formation to those specified in FDA 
Form 3500A; and 

(ii) The format is agreed to in ad-
vance by the Office of Surveillance and 
Epidemiology. 

(4) FDA Form 3500A and instructions 
for completing the form are available 
on the Internet at http://www.fda.gov/ 
medwatch/index.html. 

(g) Multiple reports. An applicant 
should not include in reports under 
this section any adverse drug experi-
ences that occurred in clinical trials if 
they were previously submitted as part 
of the approved application. If a report 
applies to a drug for which an appli-
cant holds more than one approved ap-
plication, the applicant should submit 
the report to the application that was 
first approved. If a report refers to 
more than one drug marketed by an ap-
plicant, the applicant should submit 
the report to the application for the 
drug listed first in the report. 

(h) Patient privacy. An applicant 
should not include in reports under 
this section the names and addresses of 
individual patients; instead, the appli-
cant should assign a unique code num-
ber to each report, preferably not more 
than eight characters in length. The 
applicant should include the name of 
the reporter from whom the informa-
tion was received. Names of patients, 
health care professionals, hospitals, 
and geographical identifiers in adverse 
drug experience reports are not releas-
able to the public under FDA’s public 
information regulations in part 20. 

(i) Recordkeeping. The applicant shall 
maintain for a period of 10 years 
records of all adverse drug experiences 
known to the applicant, including raw 
data and any correspondence relating 
to adverse drug experiences. 

(j) Withdrawal of approval. If an appli-
cant fails to establish and maintain 
records and make reports required 
under this section, FDA may withdraw 
approval of the application and, thus, 
prohibit continued marketing of the 
drug product that is the subject of the 
application. 

(k) Disclaimer. A report or informa-
tion submitted by an applicant under 
this section (and any release by FDA of 
that report or information) does not 
necessarily reflect a conclusion by the 
applicant or FDA that the report or in-
formation constitutes an admission 
that the drug caused or contributed to 
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an adverse effect. An applicant need 
not admit, and may deny, that the re-
port or information submitted under 
this section constitutes an admission 
that the drug caused or contributed to 
an adverse effect. For purposes of this 
provision, the term ‘‘applicant’’ also 
includes any person reporting under 
paragraph (c)(1)(iii) of this section. 

[50 FR 7493, Feb. 22, 1985; 50 FR 14212, Apr. 11, 
1985, as amended at 50 FR 21238, May 23, 1985; 
51 FR 24481, July 3, 1986; 52 FR 37936, Oct. 13, 
1987; 55 FR 11580, Mar. 29, 1990; 57 FR 17983, 
Apr. 28, 1992; 62 FR 34168, June 25, 1997; 62 FR 
52251, Oct. 7, 1997; 63 FR 14611, Mar. 26, 1998; 
67 FR 9586, Mar. 4, 2002; 69 FR 13473, Mar. 23, 
2004; 74 FR 13113, Mar. 26, 2009] 

§ 314.81 Other postmarketing reports. 
(a) Applicability. Each applicant shall 

make the reports for each of its ap-
proved applications and abbreviated 
applications required under this sec-
tion and section 505(k) of the act. 

(b) Reporting requirements. The appli-
cant shall submit to the Food and Drug 
Administration at the specified times 
two copies of the following reports: 

(1) NDA—Field alert report. The appli-
cant shall submit information of the 
following kinds about distributed drug 
products and articles to the FDA dis-
trict office that is responsible for the 
facility involved within 3 working days 
of receipt by the applicant. The infor-
mation may be provided by telephone 
or other rapid communication means, 
with prompt written followup. The re-
port and its mailing cover should be 
plainly marked: ‘‘NDA—Field Alert Re-
port.’’ 

(i) Information concerning any inci-
dent that causes the drug product or 
its labeling to be mistaken for, or ap-
plied to, another article. 

(ii) Information concerning any bac-
teriological contamination, or any sig-
nificant chemical, physical, or other 
change or deterioration in the distrib-
uted drug product, or any failure of one 
or more distributed batches of the drug 
product to meet the specification es-
tablished for it in the application. 

(2) Annual report. The applicant shall 
submit each year within 60 days of the 
anniversary date of U.S. approval of 
the application, two copies of the re-
port to the FDA division responsible 
for reviewing the application. Each an-

nual report is required to be accom-
panied by a completed transmittal 
Form FDA 2252 (Transmittal of Peri-
odic Reports for Drugs for Human Use), 
and must include all the information 
required under this section that the ap-
plicant received or otherwise obtained 
during the annual reporting interval 
that ends on the U.S. anniversary date. 
The report is required to contain in the 
order listed: 

(i) Summary. A brief summary of sig-
nificant new information from the pre-
vious year that might affect the safety, 
effectiveness, or labeling of the drug 
product. The report is also required to 
contain a brief description of actions 
the applicant has taken or intends to 
take as a result of this new informa-
tion, for example, submit a labeling 
supplement, add a warning to the label-
ing, or initiate a new study. The sum-
mary shall briefly state whether label-
ing supplements for pediatric use have 
been submitted and whether new stud-
ies in the pediatric population to sup-
port appropriate labeling for the pedi-
atric population have been initiated. 
Where possible, an estimate of patient 
exposure to the drug product, with spe-
cial reference to the pediatric popu-
lation (neonates, infants, children, and 
adolescents) shall be provided, includ-
ing dosage form. 

(ii)(a) Distribution data. Information 
about the quantity of the drug product 
distributed under the approved applica-
tion, including that distributed to dis-
tributors. The information is required 
to include the National Drug Code 
(NDC) number, the total number of 
dosage units of each strength or po-
tency distributed (e.g., 100,000/5 milli-
gram tablets, 50,000/10 milliliter vials), 
and the quantities distributed for do-
mestic use and the quantities distrib-
uted for foreign use. Disclosure of fi-
nancial or pricing data is not required. 

(b) Authorized generic drugs. If appli-
cable, the date each authorized generic 
drug (as defined in § 314.3) entered the 
market, the date each authorized ge-
neric drug ceased being distributed, 
and the corresponding trade or brand 
name. Each dosage form and/or 
strength is a different authorized ge-
neric drug and should be listed sepa-
rately. The first annual report sub-
mitted on or after January 25, 2010 
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