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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.

(f) Labeling changes. (1) Labeling
changes requiring supplement submis-
sion—FDA approval must be obtained
before distribution of the product with
the labeling change. Except as de-
scribed in paragraphs (f)(2) and (f)(3) of
this section, an applicant shall submit
a supplement describing a proposed
change in the package insert, package
label, or container label, and include
the information necessary to support
the proposed change. The supplement
shall clearly highlight the proposed
change in the labeling. The applicant
shall obtain approval from FDA prior
to distribution of the product with the
labeling change.

(2) Labeling changes requiring supple-
ment submission—product with a labeling
change that may be distributed before
FDA approval. (i) An applicant shall
submit, at the time such change is
made, a supplement for any change in
the package insert, package label, or
container label to accomplish any of
the following:

(A) To add or strengthen a contra-
indication, warning, precaution, or ad-
verse reaction;

(B) To add or strengthen a statement
about abuse, dependence, psychological
effect, or overdosage;

(C) To add or strengthen an instruc-
tion about dosage and administration
that is intended to increase the safety
of the use of the product; and

(D) To delete false, misleading, or un-
supported indications for use or claims
for effectiveness.

(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:
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““Special Labeling
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, or con-
tainer label incorporating the follow-
ing changes in an annual report sub-
mitted to FDA each year as provided in
paragraph (d)(1) of this section:

(A) Editorial or similar
changes; and

(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.

(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 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 Circu-
lars) or an equivalent form shall be
used.

(g9) 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]
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Subpart C—Product Licensing

8§601.20 Product licenses; issuance and
conditions.

(a) Examination—compliance with
standards. A product license shall be
issued only upon examination of the
product and upon a determination that
the product complies with the stand-
ards prescribed in the regulations in
this subchapter: Provided, That no
product license shall be issued except
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upon a determination that the estab-
lishment complies with the establish-
ment standards prescribed in the regu-
lations contained in this subchapter,
applicable to the manufacture of such
product.

(b) 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 Com-
missioner of Food and Drugs, would
impair the assurances of continued
safety, purity and potency as provided
by the regulations contained in this
subchapter.

§601.21 Products under development.

A biological product undergoing de-
velopment, but not yet ready for a
product license, may be shipped or oth-
erwise delivered from one State or pos-
session into another State or posses-
sion provided such shipment or deliv-
ery is not for sale, barter, or exchange,
except as provided in section 505(i) of
the Federal Food, Drug, and Cosmetic
Act, as amended, and the regulations
thereunder (21 CFR part 312).

[45 FR 73923, Nov. 7, 1980, as amended at 55
FR 11014, Mar. 26, 1990]

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

Licenses issued to a manufacturer for
an establishment shall authorize per-
sons other than such manufacturer to
conduct at places other than such es-
tablishment the initial, and partial
manufacturing of a product for ship-
ment solely to such manufacturer only
to the extent that the names of such
persons and places are registered with
the Commissioner of Food and Drugs
and he finds upon application of such
manufacturer, that (a) the product is
in short supply due either to the pecu-
liar growth requirements of the orga-
nism involved or to the scarcity of the
animal required for manufacturing pur-
poses, and (b) such manufacturer has
established with respect to such per-
sons and places such procedures, in-
spections, tests or other arrangements
as will assure full compliance with the
applicable regulations of this sub-
chapter related to continued safety,
purity, and potency. Such persons and
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places shall be subject to all regula-
tions of this subchapter except §§601.1
to 601.6, 601.9, 601.10, 601.20, 601.21, 601.30
to 601.33, and §§610.60 to 610.65 of this
chapter. For persons and places author-
ized under this section to conduct the
initial and partial manufacturing of a
product for shipment solely to a manu-
facturer of a product subject to licen-
sure under §601.2(c), the following addi-
tional regulations shall not be applica-
ble: §§600.10(b) and (c), 600.11, 600.12,
600.13, 610.11, and 610.53 of this chapter.
Failure of such manufacturer to main-
tain such procedures, inspections,
tests, or other arrangements, or failure
of any person conducting such partial
manufacturing to comply with applica-
ble regulations shall constitute a
ground for suspension or revocation of
the authority conferred pursuant to
this section on the same basis as pro-
vided in §§601.6 to 601.8 with respect to
the suspension and the revocation of li-
censes.

[42 FR 4718, Jan. 25, 1977, as amended at 61
FR 24233, May 14, 1996]

§601.25 Review procedures to deter-
mine that licensed biological prod-
ucts are safe, effective, and not mis-

branded under prescribed, rec-
ommended, or suggested conditions
of use.

For purposes of reviewing biological
products that have been licensed prior
to July 1, 1972, to determine that they
are safe and effective and not mis-
branded, the following regulations
shall apply. Prior administrative ac-
tion exempting biological products
from the provisions of the Federal
Food, Drug, and Cosmetic Act is super-
seded to the extent that these regula-
tions result in imposing requirements
pursuant to provisions therein for a
designated biological product or cat-
egory of products.

(a) Advisory review panels. The Com-
missioner of Food and Drugs shall ap-
point advisory review panels (1) to
evaluate the safety and effectiveness of
biological products for which a license
has been issued pursuant to section 351
of the Public Health Service Act, (2) to
review the labeling of such biological
products, and (3) to advise him on
which of the biological products under



