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(ii) Pending approval of the supple-
ment by FDA, the applicant may dis-
tribute a product with a package in-
sert, package label, or container label 
bearing such change at the time the 
supplement is submitted. The supple-
ment shall clearly identify the change 
being made and include necessary sup-
porting data. The supplement and its 
mailing cover shall be plainly marked: 
‘‘Special Labeling Supplement— 
Changes Being Effected.’’ 

(3) Labeling changes requiring submis-
sion in an annual report. (i) An appli-
cant shall submit any final printed 
package insert, package label, con-
tainer label, or Medication Guide re-
quired under part 208 of this chapter in-
corporating the following changes in 
an annual report submitted to FDA 
each year as provided in paragraph 
(d)(1) of this section: 

(A) Editorial or similar minor 
changes; 

(B) A change in the information on 
how the product is supplied that does 
not involve a change in the dosage 
strength or dosage form; 

(C) A change in the information spec-
ified in § 208.20(b)(8)(iii) and (b)(8)(iv) of 
this chapter for a Medication Guide; 
and 

(D) A change made pursuant to an ex-
ception or alternative granted under 
§ 201.26 or § 610.68 of this chapter. 

(ii) The applicant may distribute a 
product with a package insert, package 
label, or container label bearing such 
change at the time the change is made. 

(4) Advertisements and promotional la-
beling. Advertisements and pro-
motional labeling shall be submitted to 
the Center for Biologics Evaluation 
and Research or Center for Drug Eval-
uation and Research in accordance 
with the requirements set forth in 
§ 314.81(b)(3)(i) of this chapter, except 
that Form FDA–2567 (Transmittal of 
Labels and Circulars) or an equivalent 
form shall be used. 

(5) The submission and grant of a 
written request for an exception or al-
ternative under § 201.26 or § 610.68 of this 
chapter satisfies the requirements in 
paragraphs (f)(1) through (f)(2) of this 
section. 

(g) Failure to comply. In addition to 
other remedies available in law and 
regulations, in the event of repeated 

failure of the applicant to comply with 
this section, FDA may require that the 
applicant submit a supplement for any 
proposed change and obtain approval of 
the supplement by FDA prior to dis-
tribution of the product made using 
the change. 

(h) Administrative review. Under § 10.75 
of this chapter, an applicant may re-
quest internal FDA review of FDA em-
ployee decisions under this section. 

[62 FR 39901, July 24, 1997, as amended at 63 
FR 66399, Dec. 1, 1998. Redesignated at 65 FR 
59718, Oct. 6, 2000, and amended at 69 FR 
18766, Apr. 8, 2004; 70 FR 14983, Mar. 24, 2005; 
71 FR 3997, Jan. 24, 2006; 72 FR 73600, Dec. 28, 
2007] 

§ 601.14 Regulatory submissions in 
electronic format. 

(a) General. Electronic format sub-
missions must be in a form that FDA 
can process, review, and archive. FDA 
will periodically issue guidance on how 
to provide the electronic submission 
(e.g., method of transmission, media, 
file formats, preparation and organiza-
tion of files.) 

(b) Labeling. The content of labeling 
required under § 201.100(d)(3) of this 
chapter (commonly referred to as the 
package insert or professional label-
ing), including all text, tables, and fig-
ures, must be submitted to the agency 
in electronic format as described in 
paragraph (a) of this section. This re-
quirement is in addition to the provi-
sions of §§ 601.2(a) and 601.12(f) that re-
quire applicants to submit specimens 
of the labels, enclosures, and con-
tainers, or to submit other final print-
ed labeling. Submissions under this 
paragraph must be made in accordance 
with part 11 of this chapter except for 
the requirements of § 11.10(a), (c) 
through (h), and (k), and the cor-
responding requirements of § 11.30. 

[68 FR 69020, Dec. 11, 2003] 

§ 601.15 Foreign establishments and 
products: samples for each importa-
tion. 

Random samples of each importa-
tion, obtained by the District Director 
of Customs and forwarded to the Direc-
tor, Center for Biologics Evaluation 
and Research or the Director, Center 
for Drug Evaluation and Research (see 
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mailing addresses in § 600.2 of this chap-
ter) must be at least two final con-
tainers of each lot of product. A copy 
of the associated documents which de-
scribe and identify the shipment must 
accompany the shipment for for-
warding with the samples to the Direc-
tor, Center for Biologics Evaluation 
and Research or the Director, Center 
for Drug Evaluation and Research (see 
mailing addresses in § 600.2). For ship-
ments of 20 or less final containers, 
samples need not be forwarded, pro-
vided a copy of an official release from 
the Center for Biologics Evaluation 
and Research or Center for Drug Eval-
uation and Research accompanies each 
shipment. 

[70 FR 14983, Mar. 24, 2005] 

§ 601.20 Biologics licenses; issuance 
and conditions. 

(a) Examination—compliance with re-
quirements. A biologics license applica-
tion shall be approved only upon exam-
ination of the product and upon a de-
termination that the product complies 
with the standards established in the 
biologics license application and the 
requirements prescribed in the regula-
tions in this chapter including but not 
limited to the good manufacturing 
practice requirements set forth in 
parts 210, 211, 600, 606, and 820 of this 
chapter. 

(b) Availability of product. No bio-
logics license shall be issued unless: 

(1) The product intended for intro-
duction into interstate commerce is 
available for examination, and 

(2) Such product is available for in-
spection during all phases of manufac-
ture. 

(c) Manufacturing process—impairment 
of assurances. No product shall be li-
censed if any part of the process of or 
relating to the manufacture of such 
product, in the judgment of the Direc-
tor, Center for Biologics Evaluation 
and Research or the Director, Center 
for Drug Evaluation and Research, 
would impair the assurances of contin-
ued safety, purity, and potency as pro-
vided by the regulations contained in 
this chapter. 

(d) Inspection—compliance with re-
quirements. A biologics license shall be 
issued or a biologics license application 
approved only after inspection of the 

establishment(s) listed in the biologics 
license application and upon a deter-
mination that the establishment(s) 
complies with the standards estab-
lished in the biologics license applica-
tion and the requirements prescribed in 
applicable regulations. 

(e) One biologics license to cover all lo-
cations. One biologics license shall be 
issued to cover all locations meeting 
the establishment standards identified 
in the approved biologics license appli-
cation and each location shall be sub-
ject to inspection by FDA officials. 

[64 FR 56451, Oct. 20, 1999, as amended at 70 
FR 14983, Mar. 24, 2005] 

§ 601.21 Products under development. 
A biological product undergoing de-

velopment, but not yet ready for a bio-
logics license, may be shipped or other-
wise delivered from one State or pos-
session into another State or posses-
sion provided such shipment or deliv-
ery is not for introduction or delivery 
for introduction into interstate com-
merce, except as provided in sections 
505(i) and 520(g) of the Federal Food, 
Drug, and Cosmetic Act, as amended, 
and the regulations thereunder (21 CFR 
parts 312 and 812). 

[64 FR 56451, Oct. 20, 1999] 

§ 601.22 Products in short supply; ini-
tial manufacturing at other than li-
censed location. 

A biologics license issued to a manu-
facturer and covering all locations of 
manufacture shall authorize persons 
other than such manufacturer to con-
duct at places other than such loca-
tions the initial, and partial manufac-
turing of a product for shipment solely 
to such manufacturer only to the ex-
tent that the names of such persons 
and places are registered with the Com-
missioner of Food and Drugs and it is 
found upon application of such manu-
facturer, that the product is in short 
supply due either to the peculiar 
growth requirements of the organism 
involved or to the scarcity of the ani-
mal required for manufacturing pur-
poses, and such manufacturer has es-
tablished with respect to such persons 
and places such procedures, inspec-
tions, tests or other arrangements as 
will ensure full compliance with the 
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