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(b) Exemptions. Exemptions or modi-
fications shall be made only upon writ-
ten approval, in the form of a supple-
ment to the biologics license applica-
tion, approved by the Director, Center 
for Biologics Evaluation and Research. 

[39 FR 39872, Nov. 12, 1974, as amended at 49 
FR 23833, June 8, 1984; 50 FR 4133, Jan. 29, 
1985; 50 FR 9000, Mar. 6, 1985; 55 FR 11013, 
Mar. 26, 1990; 59 FR 49351, Sept. 28, 1994; 64 FR 
56449, Oct. 20, 1999] 

Subpart C—Establishment 
Inspection 

§ 600.20 Inspectors. 
Inspections shall be made by an offi-

cer of the Food and Drug Administra-
tion having special knowledge of the 
methods used in the manufacture and 
control of products and designated for 
such purposes by the Commissioner of 
Food and Drugs, or by any officer, 
agent, or employee of the Department 
of Health and Human Services specifi-
cally designated for such purpose by 
the Secretary. 

[38 FR 32048, Nov. 20, 1973] 

§ 600.21 Time of inspection. 
The inspection of an establishment 

for which a biologics license applica-
tion is pending need not be made until 
the establishment is in operation and 
is manufacturing the complete product 
for which a biologics license is desired. 

[38 FR 32048, Nov. 20, 1973, as amended at 48 
FR 26314, June 7, 1983; 64 FR 56449, Oct. 20, 
1999; 84 FR 12508, Apr. 2, 2019] 

§ 600.22 [Reserved] 

Subpart D—Reporting of Adverse 
Experiences 

SOURCE: 59 FR 54042, Oct. 27, 1994, unless 
otherwise noted. 

§ 600.80 Postmarketing reporting of 
adverse experiences. 

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

Adverse experience. Any adverse event 
associated with the use of a biological 
product in humans, whether or not 
considered product related, including 
the following: An adverse event occur-
ring in the course of the use of a bio-

logical product in professional prac-
tice; an adverse event occurring from 
overdose of the product whether acci-
dental or intentional; an adverse event 
occurring from abuse of the product; an 
adverse event occurring from with-
drawal of the product; and any failure 
of expected pharmacological action. 

Blood Component. As defined in 
§ 606.3(c) of this chapter. 

Disability. A substantial disruption of 
a person’s ability to conduct normal 
life functions. 

Individual case safety report (ICSR). A 
description of an adverse experience re-
lated to an individual patient or sub-
ject. 

ICSR attachments. Documents related 
to the adverse experience described in 
an ICSR, such as medical records, hos-
pital discharge summaries, or other 
documentation. 

Life-threatening adverse experience. 
Any adverse experience that places the 
patient, in the view of the initial re-
porter, at immediate risk of death 
from the adverse experience as it oc-
curred, i.e., it does not include an ad-
verse experience that, had it occurred 
in a more severe form, might have 
caused death. 

Serious adverse experience. Any ad-
verse experience occurring at any dose 
that results in any of the following 
outcomes: Death, a life-threatening ad-
verse experience, inpatient hospitaliza-
tion or prolongation of existing hos-
pitalization, a persistent or significant 
disability/incapacity, or a congenital 
anomaly/birth defect. Important med-
ical events that may not result in 
death, be life-threatening, or require 
hospitalization may be considered a se-
rious adverse experience when, based 
upon appropriate medical judgment, 
they may jeopardize the patient or sub-
ject and may require medical or sur-
gical intervention to prevent one of the 
outcomes listed in this definition. Ex-
amples of such medical events include 
allergic bronchospasm requiring inten-
sive treatment in an emergency room 
or at home, blood dyscrasias or convul-
sions that do not result in inpatient 
hospitalization, or the development of 
drug dependency or drug abuse. 

Unexpected adverse experience: Any ad-
verse experience that is not listed in 
the current labeling for the biological 
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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 experience that has 
not been previously observed (i.e., in-
cluded 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 experiences. Any 
person having a biologics license under 
§ 601.20 of this chapter must promptly 
review all adverse experience informa-
tion pertaining to its product obtained 
or otherwise received by the applicant 
from any source, foreign or domestic, 
including information derived from 
commercial marketing experience, 
postmarketing clinical investigations, 
postmarketing epidemiological/surveil-
lance studies, reports in the scientific 
literature, and unpublished scientific 
papers. Applicants are not required to 
resubmit to FDA adverse product expe-
rience reports forwarded to the appli-
cant by FDA; applicants, however, 
must submit all followup information 
on such reports to FDA. Any person 
subject to the reporting requirements 
under paragraph (c) of this section 
must also develop written procedures 
for the surveillance, receipt, evalua-
tion, and reporting of postmarketing 
adverse experiences to FDA. 

(c) Reporting requirements. The appli-
cant must submit to FDA post-
marketing 15-day Alert reports and 
periodic safety reports pertaining to its 
biological product as described in this 
section. These reports must be sub-
mitted to the Agency in electronic for-
mat as described in paragraph (h)(1) of 
this section, except as provided in 
paragraph (h)(2) of this section. 

(1)(i) Postmarketing 15-day ‘‘Alert re-
ports’’. The applicant must report each 
adverse experience that is both serious 
and unexpected, whether foreign or do-
mestic, as soon as possible but no later 
than 15 calendar days from initial re-
ceipt of the information by the appli-
cant. 

(ii) Postmarketing 15-day ‘‘Alert re-
ports’’—followup. The applicant must 
promptly investigate all adverse expe-
riences that are the subject of these 
postmarketing 15-day Alert reports and 
must submit followup reports within 15 
calendar days of receipt of new infor-
mation or as requested by FDA. If addi-
tional information is not obtainable, 
records should be maintained of the un-
successful steps taken to seek addi-
tional information. 

(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, also apply to any person 
whose name appears on the label of a 
licensed biological product as a manu-
facturer, packer, distributor, shared 
manufacturer, joint manufacturer, or 
any other participant involved in di-
vided manufacturing. To avoid unnec-
essary duplication in the submission to 
FDA of reports required by paragraphs 
(c)(1)(i) and (c)(1)(ii) of this section, ob-
ligations of persons other than the ap-
plicant of the final biological product 
may be met by submission of all re-
ports of serious adverse experiences to 
the applicant of the final product. If a 
person elects to submit adverse experi-
ence reports to the applicant rather 
than to FDA, the person must submit, 
by any appropriate means, each report 
to the applicant within 5 calendar days 
of initial receipt of the information by 
the person, and the applicant must 
then comply with the requirements of 
this section. Under this circumstance, 
a person who elects to submit reports 
to the applicant of the final product 
shall maintain a record of this action 
which must include: 

(A) A copy of all adverse biological 
product experience reports submitted 
to the applicant of the final product; 

(B) The date the report was received 
by the person; 
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(C) The date the report was sub-
mitted to the applicant of the final 
product; and— 

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

(2) Periodic adverse experience reports. 
(i) The applicant must report each ad-
verse experience not reported under 
paragraph (c)(1)(i) of this section at 
quarterly intervals, for 3 years from 
the date of issuance of the biologics li-
cense, and then at annual intervals. 
The applicant must submit each quar-
terly report within 30 days of the close 
of the quarter (the first quarter begin-
ning on the date of issuance of the bio-
logics license) and each annual report 
within 60 days of the anniversary date 
of the issuance of the biologics license. 
Upon written notice, FDA may extend 
or reestablish the requirement that an 
applicant submit quarterly reports, or 
require that the applicant submit re-
ports under this section at different 
times than those stated. Followup in-
formation to adverse experiences sub-
mitted in a periodic report may be sub-
mitted in the next periodic report. 

(ii) Each periodic report is required 
to contain: 

(A) Descriptive information. (1) A nar-
rative summary and analysis of the in-
formation in the report; 

(2) An analysis of the 15-day Alert re-
ports submitted during the reporting 
interval (all 15-day Alert reports being 
appropriately referenced by the appli-
cant’s patient identification code for 
nonvaccine biological product reports 
or by the unique case identification 
number for vaccine reports, adverse re-
action term(s), and date of submission 
to FDA); 

(3) A history of actions taken since 
the last report because of adverse expe-
riences (for example, labeling changes 
or studies initiated); 

(4) An index consisting of a line list-
ing of the applicant’s patient identi-
fication code for nonvaccine biological 
product reports or by the unique case 
identification number for vaccine re-
ports and adverse reaction term(s) for 
ICSRs submitted under paragraph 
(c)(2)(ii)(B) of this section; and 

(B) ICSRs for serious, expected and, 
nonserious adverse experiences. An ICSR 
for each adverse experience not re-
ported under paragraph (c)(1)(i) of this 

section (all serious, expected and non-
serious adverse experiences). All such 
ICSRs must be submitted to FDA (ei-
ther individually or in one or more 
batches) within the timeframe speci-
fied in paragraph (c)(2)(i) of this sec-
tion. ICSRs must only be submitted to 
FDA once. 

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

(d) Scientific literature. A 15-day Alert 
report based on information in the sci-
entific literature must be accompanied 
by a copy of the published article. The 
15-day Alert reporting requirements in 
paragraph (c)(1)(i) of this section (i.e., 
serious, unexpected adverse experi-
ences) apply only to reports found in 
scientific and medical journals either 
as case reports or as the result of a for-
mal clinical trial. 

(e) Postmarketing studies. Applicants 
are not required to submit a 15-day 
Alert report under paragraph (c) of this 
section for an adverse experience ob-
tained from a postmarketing clinical 
study (whether or not conducted under 
a biological investigational new drug 
application) unless the applicant con-
cludes that there is a reasonable possi-
bility that the product caused the ad-
verse experience. 

(f) Information reported on ICSRs for 
nonvaccine biological products. ICSRs for 
nonvaccine biological products include 
the following information: 

(1) Patient information. 
(i) Patient identification code; 
(ii) Patient age at the time of adverse 

experience, or date of birth; 
(iii) Patient gender; and 
(iv) Patient weight. 
(2) Adverse experience. 
(i) Outcome attributed to adverse ex-

perience; 
(ii) Date of adverse experience; 
(iii) Date of report; 
(iv) Description of adverse experience 

(including a concise medical nar-
rative); 

(v) Adverse experience term(s); 
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(vi) Description of relevant tests, in-
cluding dates and laboratory data; and 

(vii) Other relevant patient history, 
including preexisting medical condi-
tions. 

(3) Suspect medical product(s). 
(i) Name; 
(ii) Dose, frequency, and route of ad-

ministration used; 
(iii) Therapy dates; 
(iv) Diagnosis for use (indication); 
(v) Whether the product is a com-

bination product as defined in § 3.2(e) of 
this chapter; 

(vi) Whether the product is a pre-
scription or nonprescription product; 

(vii) Whether adverse experience 
abated after product use stopped or 
dose reduced; 

(viii) Whether adverse experience re-
appeared after reintroduction of the 
product; 

(ix) Lot number; 
(x) Expiration date; 
(xi) National Drug Code (NDC) num-

ber, or other unique identifier; and 
(xii) Concomitant medical products 

and therapy dates. 
(4) Initial reporter information. 
(i) Name, address, and telephone 

number; 
(ii) Whether the initial reporter is a 

health care professional; and 
(iii) Occupation, if a health care pro-

fessional. 
(5) Applicant information. 
(i) Applicant name and contact office 

address; 
(ii) Telephone number; 
(iii) Report source, such as sponta-

neous, literature, or study; 
(iv) Date the report was received by 

applicant; 
(v) Application number and type; 
(vi) Whether the ICSR is a 15-day 

‘‘Alert report’’; 
(vii) Whether the ICSR is an initial 

report or followup report; and 
(viii) Unique case identification num-

ber, which must be the same in the ini-
tial report and any subsequent fol-
lowup report(s). 

(g) Information reported on ICSRs for 
vaccine products. ICSRs for vaccine 
products include the following infor-
mation: 

(1) Patient information. 
(i) Patient name, address, telephone 

number; 

(ii) Patient age at the time of vac-
cination, or date of birth; 

(iii) Patient gender; and 
(iv) Patient birth weight for children 

under age 5. 
(2) Adverse experience. 
(i) Outcome attributed to adverse ex-

perience; 
(ii) Date and time of adverse experi-

ence; 
(iii) Date of report; 
(iv) Description of adverse experience 

(including a concise medical nar-
rative); 

(v) Adverse experience term(s); 
(vi) Illness at the time of vaccina-

tion; 
(vii) Description of relevant tests, in-

cluding dates and laboratory data; and 
(viii) Other relevant patient history, 

including preexisting medical condi-
tions. 

(3) Suspect medical product(s), includ-
ing vaccines administered on the same 
date. 

(i) Name; 
(ii) Dose, frequency, and route or site 

of administration used; 
(iii) Number of previous vaccine 

doses; 
(iv) Vaccination date(s) and time(s); 
(v) Diagnosis for use (indication); 
(vi) Whether the product is a com-

bination product (as defined in § 3.2(e) 
of this chapter); 

(vii) Whether the adverse experience 
abated after product use stopped or 
dose reduced; 

(viii) Whether the adverse experience 
reappeared after reintroduction of the 
product; 

(ix) Lot number; 
(x) Expiration date; 
(xi) National Drug Code (NDC) num-

ber, or other unique identifier; and 
(xii) Concomitant medical products 

and therapy dates. 
(4) Vaccine(s) administered in the 4 

weeks prior to the vaccination date. 
(i) Name of vaccine; 
(ii) Manufacturer; 
(iii) Lot number; 
(iv) Route or site of administration; 
(v) Date given; and 
(vi) Number of previous doses. 
(5) Initial reporter information. 
(i) Name, address, and telephone 

number; 
(ii) Whether the initial reporter is a 

health care professional; and 

VerDate Sep<11>2014 14:43 Nov 23, 2022 Jkt 256077 PO 00000 Frm 00029 Fmt 8010 Sfmt 8010 Q:\21\21V7.TXT PC31kp
ay

ne
 o

n 
V

M
O

F
R

W
IN

70
2 

w
ith

 $
$_

JO
B



20 

21 CFR Ch. I (4–1–22 Edition) § 600.80 

(iii) Occupation, if a health care pro-
fessional. 

(6) Facility and personnel where vac-
cine was administered. 

(i) Name of person who administered 
vaccine; 

(ii) Name of responsible physician at 
facility where vaccine was adminis-
tered; and 

(iii) Name, address (including city, 
county, and state), and telephone num-
ber of facility where vaccine was ad-
ministered. 

(7) Applicant information. 
(i) Applicant name and contact office 

address; 
(ii) Telephone number; 
(iii) Report source, such as sponta-

neous, literature, or study; 
(iv) Date received by applicant; 
(v) Application number and type; 
(vi) Whether the ICSR is a 15-day 

‘‘Alert report’’; 
(vii) Whether the ICSR is an initial 

report or followup report; and 
(viii) Unique case identification num-

ber, which must be the same in the ini-
tial report and any subsequent fol-
lowup report(s). 

(h) Electronic format for submissions. 
(1) Safety report submissions, includ-
ing ICSRs, ICSR attachments, and the 
descriptive information in periodic re-
ports, must be in an electronic format 
that FDA can process, review, and ar-
chive. FDA will issue guidance on how 
to provide the electronic submission 
(e.g., method of transmission, media, 
file formats, preparation and organiza-
tion of files). 

(2) Persons subject to the require-
ments of paragraph (c) of this section 
may request, in writing, a temporary 
waiver of the requirements in para-
graph (h)(1) of this section. These waiv-
ers will be granted on a limited basis 
for good cause shown. FDA will issue 
guidance on requesting a waiver of the 
requirements in paragraph (h)(1) of this 
section. Requests for waivers must be 
submitted in accordance with § 600.90. 

(i) Multiple reports. An applicant 
should not include in reports under 
this section any adverse experience 
that occurred in clinical trials if they 
were previously submitted as part of 
the biologics license application. If a 
report refers to more than one biologi-
cal product marketed by an applicant, 

the applicant should submit the report 
to the biologics license application for 
the product listed first in the report. 

(j) Patient privacy. For nonvaccine bi-
ological products, an applicant should 
not include in reports under this sec-
tion the names and addresses of indi-
vidual patients; instead, the applicant 
should assign a unique code for identi-
fication of the patient. The applicant 
should include the name of the reporter 
from whom the information was re-
ceived as part of the initial reporter in-
formation, even when the reporter is 
the patient. The names of patients, 
health care professionals, hospitals, 
and geographical identifiers in adverse 
experience reports are not releasable to 
the public under FDA’s public informa-
tion regulations in part 20 of this chap-
ter. For vaccine adverse experience re-
ports, these data will become part of 
the CDC Privacy Act System 09–20–0136, 
‘‘Epidemiologic Studies and Surveil-
lance of Disease Problems.’’ Informa-
tion identifying the person who re-
ceived the vaccine or that person’s 
legal representative will not be made 
available to the public, but may be 
available to the vaccinee or legal rep-
resentative. 

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

(l) Revocation of biologics license. If an 
applicant fails to establish and main-
tain records and make reports required 
under this section with respect to a li-
censed biological product, FDA may re-
voke the biologics license for such a 
product in accordance with the proce-
dures of § 601.5 of this chapter. 

(m) Exemptions. Manufacturers of the 
following listed products are not re-
quired to submit adverse experience re-
ports under this section: 

(1) Whole blood or components of 
whole blood. 

(2) In vitro diagnostic products, in-
cluding assay systems for the detection 
of antibodies or antigens to 
retroviruses. These products are sub-
ject to the reporting requirements for 
devices. 

(n) Disclaimer. A report or informa-
tion submitted by an applicant under 
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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 biological product caused or 
contributed to an adverse effect. An ap-
plicant need not admit, and may deny, 
that the report or information sub-
mitted under this section constitutes 
an admission that the biological prod-
uct caused or contributed to an adverse 
effect. For purposes of this provision, 
this paragraph also includes any person 
reporting under paragraph (c)(1)(iii) of 
this section. 

[59 FR 54042, Oct. 27, 1994, as amended at 62 
FR 34168, June 25, 1997; 62 FR 52252, Oct. 7, 
1997; 63 FR 14612, Mar. 26, 1998; 64 FR 56449, 
Oct. 20, 1999; 70 FR 14982, Mar. 24, 2005; 79 FR 
33090, June 10, 2014] 

§ 600.81 Distribution reports. 
(a) Reporting requirements. The appli-

cant must submit to the Center for 
Biologics Evaluation and Research or 
the Center for Drug Evaluation and Re-
search, information about the quantity 
of the product distributed under the 
biologics license, including the quan-
tity distributed to distributors. The in-
terval between distribution reports 
must be 6 months. Upon written notice, 
FDA may require that the applicant 
submit distribution reports under this 
section at times other than every 6 
months. The distribution report must 
consist of the bulk lot number (from 
which the final container was filled), 
the fill lot numbers for the total num-
ber of dosage units of each strength or 
potency distributed (e.g., fifty thou-
sand per 10-milliliter vials), the label 
lot number (if different from fill lot 
number), labeled date of expiration, 
number of doses in fill lot/label lot, 
date of release of fill lot/label lot for 
distribution at that time. If any sig-
nificant amount of a fill lot/label lot is 
returned, include this information. Dis-
closure of financial or pricing data is 
not required. As needed, FDA may re-
quire submission of more detailed prod-
uct distribution information. Upon 
written notice, FDA may require that 
the applicant submit reports under this 
section at times other than those stat-
ed. Requests by an applicant to submit 
reports at times other than those stat-

ed should be made as a request for a 
waiver under § 600.90. 

(b)(1) Electronic format. Except as pro-
vided for in paragraph (b)(2) of this sec-
tion, the distribution reports required 
under paragraph (a) of this section 
must be submitted to the Agency in an 
electronic format that FDA can proc-
ess, review, and archive. FDA will issue 
guidance on how to provide the elec-
tronic submission (e.g., method of 
transmission, media, file formats, prep-
aration and organization of files). 

(2) Waivers. An applicant may re-
quest, in writing, a temporary waiver 
of the requirements in paragraph (b)(1) 
of this section. These waivers will be 
granted on a limited basis for good 
cause shown. FDA will issue guidance 
on requesting a waiver of the require-
ments in paragraph (b)(1) of this sec-
tion. Requests for waivers must be sub-
mitted in accordance with § 600.90. 

[59 FR 54042, Oct. 27, 1994, as amended at 64 
FR 56449, Oct. 20, 1999; 70 FR 14983, Mar. 24, 
2005; 79 FR 33091, June 10, 2014] 

§ 600.82 Notification of a permanent 
discontinuance or an interruption 
in manufacturing. 

(a) Notification of a permanent dis-
continuance or an interruption in manu-
facturing. (1) An applicant of a biologi-
cal product, other than blood or blood 
components for transfusion, which is 
licensed under section 351 of the Public 
Health Service Act, and which may be 
dispensed only under prescription 
under section 503(b)(1) of the Federal 
Food, Drug, and Cosmetic Act (21 
U.S.C. 353(b)(1)), must notify FDA in 
writing of a permanent discontinuance 
of manufacture of the biological prod-
uct or an interruption in manufac-
turing of the biological product that is 
likely to lead to a meaningful disrup-
tion in supply of that biological prod-
uct in the United States if: 

(i) The biological product is life sup-
porting, life sustaining, or intended for 
use in the prevention or treatment of a 
debilitating disease or condition, in-
cluding any such biological product 
used in emergency medical care or dur-
ing surgery; and 

(ii) The biological product is not a 
radiopharmaceutical biological prod-
uct. 
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