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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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(2) An applicant of 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) of the Federal 
Food, Drug, and Cosmetic Act, must 
notify FDA in writing of a permanent 
discontinuance of manufacture of any 
product listed in its license or an inter-
ruption in manufacturing of any such 
product that is likely to lead to a sig-
nificant disruption in supply of that 
product in the United States if: 

(i) The product is life supporting, life 
sustaining, or intended for use in the 
prevention or treatment of a debili-
tating disease or condition, including 
any such product used in emergency 
medical care or during surgery; and 

(ii) The applicant is a manufacturer 
of a significant percentage of the U.S. 
blood supply. 

(b) Submission and timing of notifica-
tion. Notifications required by para-
graph (a) of this section must be sub-
mitted to FDA electronically in a for-
mat that FDA can process, review, and 
archive: 

(1) At least 6 months prior to the 
date of the permanent discontinuance 
or interruption in manufacturing; or 

(2) If 6 months’ advance notice is not 
possible because the permanent dis-
continuance or interruption in manu-
facturing was not reasonably antici-
pated 6 months in advance, as soon as 
practicable thereafter, but in no case 
later than 5 business days after such a 
permanent discontinuance or interrup-
tion in manufacturing occurs. 

(c) Information included in notification. 
Notifications required by paragraph (a) 
of this section must include the fol-
lowing information: 

(1) The name of the biological prod-
uct subject to the notification, includ-
ing the National Drug Code for such bi-
ological product, or an alternative 
standard for identification and labeling 
that has been recognized as acceptable 
by the Center Director; 

(2) The name of the applicant of the 
biological product; 

(3) Whether the notification relates 
to a permanent discontinuance of the 
biological product or an interruption in 
manufacturing of the biological prod-
uct; 

(4) A description of the reason for the 
permanent discontinuance or interrup-
tion in manufacturing; and 

(5) The estimated duration of the 
interruption in manufacturing. 

(d)(1) Public list of biological product 
shortages. FDA will maintain a publicly 
available list of biological products 
that are determined by FDA to be in 
shortage. This biological product 
shortages list will include the fol-
lowing information: 

(i) The names and National Drug 
Codes for such biological products, or 
the alternative standards for identi-
fication and labeling that have been 
recognized as acceptable by the Center 
Director; 

(ii) The name of each applicant for 
such biological products; 

(iii) The reason for the shortage, as 
determined by FDA, selecting from the 
following categories: Requirements re-
lated to complying with good manufac-
turing practices; regulatory delay; 
shortage of an active ingredient; short-
age of an inactive ingredient compo-
nent; discontinuation of the manufac-
ture of the biological product; delay in 
shipping of the biological product; de-
mand increase for the biological prod-
uct; or other reason; and 

(iv) The estimated duration of the 
shortage. 

(2) Confidentiality. FDA may choose 
not to make information collected to 
implement this paragraph available on 
the biological product shortages list or 
available under section 506C(c) of the 
Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 356c(c)) if FDA determines 
that disclosure of such information 
would adversely affect the public 
health (such as by increasing the possi-
bility of hoarding or other disruption 
of the availability of the biological 
product to patients). FDA will also not 
provide information on the public 
shortages list or under section 506C(c) 
of the Federal Food, Drug, and Cos-
metic Act that is protected by 18 
U.S.C. 1905 or 5 U.S.C. 552(b)(4), includ-
ing trade secrets and commercial or fi-
nancial information that is considered 
confidential or privileged under § 20.61 
of this chapter. 

(e) Noncompliance letters. If an appli-
cant fails to submit a notification as 
required under paragraph (a) of this 
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section and in accordance with para-
graph (b) of this section, FDA will 
issue a letter to the applicant inform-
ing it of such failure. 

(1) Not later than 30 calendar days 
after the issuance of such a letter, the 
applicant must submit to FDA a writ-
ten response setting forth the basis for 
noncompliance and providing the re-
quired notification under paragraph (a) 
of this section and including the infor-
mation required under paragraph (c) of 
this section; and 

(2) Not later than 45 calendar days 
after the issuance of a letter under this 
paragraph, FDA will make the letter 
and the applicant’s response to the let-
ter public, unless, after review of the 
applicant’s response, FDA determines 
that the applicant had a reasonable 
basis for not notifying FDA as required 
under paragraph (a) of this section. 

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

Biological product shortage or shortage 
means a period of time when the de-
mand or projected demand for the bio-
logical product within the United 
States exceeds the supply of the bio-
logical product. 

Intended for use in the prevention or 
treatment of a debilitating disease or con-
dition means a biological product in-
tended for use in the prevention or 
treatment of a disease or condition as-
sociated with mortality or morbidity 
that has a substantial impact on day- 
to-day functioning. 

Life supporting or life sustaining means 
a biological product that is essential 
to, or that yields information that is 
essential to, the restoration or con-
tinuation of a bodily function impor-
tant to the continuation of human life. 

Meaningful disruption means a change 
in production that is reasonably likely 
to lead to a reduction in the supply of 
a biological product by a manufacturer 
that is more than negligible and affects 
the ability of the manufacturer to fill 
orders or meet expected demand for its 
product, and does not include interrup-
tions in manufacturing due to matters 
such as routine maintenance or insig-
nificant changes in manufacturing so 
long as the manufacturer expects to re-
sume operations in a short period of 
time. 

Significant disruption means a change 
in production that is reasonably likely 
to lead to a reduction in the supply of 
blood or blood components by a manu-
facturer that substantially affects the 
ability of the manufacturer to fill or-
ders or meet expected demand for its 
product, and does not include interrup-
tions in manufacturing due to matters 
such as routine maintenance or insig-
nificant changes in manufacturing so 
long as the manufacturer expects to re-
sume operations in a short period of 
time. 

[80 FR 38939, July 8, 2015] 

§ 600.90 Waivers. 
(a) An applicant may ask the Food 

and Drug Administration to waive 
under this section any requirement 
that applies to the applicant under 
§§ 600.80 and 600.81. A waiver request 
under this section is required to be sub-
mitted with supporting documentation. 
The waiver request is required to con-
tain one of the following: 

(1) An explanation why the appli-
cant’s compliance with the require-
ment is unnecessary or cannot be 
achieved, 

(2) A description of an alternative 
submission that satisfies the purpose of 
the requirement, or 

(3) Other information justifying a 
waiver. 

(b) FDA may grant a waiver if it 
finds one of the following: 

(1) The applicant’s compliance with 
the requirement is unnecessary or can-
not be achieved, 

(2) The applicant’s alternative sub-
mission satisfies the requirement, or 

(3) The applicant’s submission other-
wise justifies a waiver. 

[59 FR 54042, Oct. 27, 1994, as amended at 79 
FR 33092, June 10, 2014] 

PART 601—LICENSING 

Subpart A—General Provisions 

Sec. 
601.2 Applications for biologics licenses; 

procedures for filing. 
601.3 Complete response letter to the appli-

cant. 
601.4 Issuance and denial of license. 
601.5 Revocation of license. 
601.6 Suspension of license. 
601.7 Procedure for hearings. 

VerDate Sep<11>2014 09:51 Nov 06, 2023 Jkt 259077 PO 00000 Frm 00033 Fmt 8010 Sfmt 8010 Q:\21\259077.TXT PC31aw
or

le
y 

on
 L

A
P

B
H

6H
6L

3 
w

ith
 D

IS
T

IL
LE

R


		Superintendent of Documents
	2023-11-17T11:08:38-0500
	Government Publishing Office, Washington, DC 20401
	Government Publishing Office
	Government Publishing Office attests that this document has not been altered since it was disseminated by Government Publishing Office




