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(ii) Is not contained in a standard
that is recognized by FDA under its au-
thority in section 514(c) or is contained
in a standard that is recognized by
FDA but is not used according to the
specifications for use of the symbol set
forth in FDA’s section 514(c) recogni-
tion;

(iii) Is determined by the manufac-
turer to be likely to be read and under-
stood by the ordinary individual under
customary conditions of purchase and
use in compliance with section 502(c) of
the Federal Food, Drug, and Cosmetic
Act;

(iv) Is used according to the speci-
fications for use of the symbol set forth
in the SDO-developed standard; and

(v) Is explained in a paper or elec-
tronic symbols glossary that is in-
cluded in the labeling for the device
and the labeling on or within the pack-
age containing the device bears a
prominent and conspicuous statement
identifying the location of the symbols
glossary that is written in English or,
in the case of articles distributed sole-
ly in Puerto Rico or in a Territory
where the predominant language is one
other than English, the predominant
language may be used.

(c) The use of symbols in device la-
beling to provide the labeling informa-
tion referenced in paragraph (a) of this
section which do not meet the require-
ments of paragraph (b) of this section
renders a device misbranded under sec-
tion 502(c) of the Federal Food, Drug,
and Cosmetic Act.

(d) For purposes of paragraph (b) of
this section:

(1) An SDO is an organization that is
nationally or internationally recog-
nized and that follows a process for
standard development that is trans-
parent, (i.e., open to public scrutiny),
where the participation is balanced,
where an appeals process is included,
where the standard is not in conflict
with any statute, regulation, or policy
under which FDA operates, and where
the standard is national or inter-
national in scope.

(2) The term ‘‘symbols glossary”
means a compiled listing of:

(i) Each SDO-established symbol used
in the labeling for the device;
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(ii) The title and designation number
of the SDO-developed standard con-
taining the symbol;

(iii) The title of the symbol and its
reference number, if any, in the stand-
ard; and

(iv) The meaning or explanatory text
for the symbol as provided in the FDA
recognition or, if FDA has not recog-
nized the standard or portion of the
standard in which the symbol is lo-
cated or the symbol is not used accord-
ing to the specifications for use of the
symbol set forth in FDA’s section
514(c) recognition, the explanatory text
as provided in the standard.

[81 FR 38928, June 15, 2016]

PART 680—ADDITIONAL STAND-

ARDS FOR MISCELLANEOUS
PRODUCTS
Sec.

680.1 Allergenic Products.
680.2 Manufacture of Allergenic Products.
680.3 Tests.

AUTHORITY: 21 U.S.C. 321, 351, 352, 353, 355,
360, 371; 42 U.S.C. 216, 262, 263, 263a, 264.

SOURCE: 38 FR 32100, Nov. 20, 1973, unless
otherwise noted.

CROSS REFERENCES: For U.S. Customs
Service regulations relating to viruses, se-
rums, and toxins, see 19 CFR 12.21-12.23. For
U.S. Postal Service regulations relating to
the admissibility to the United States mails
see parts 124 and 125 of the Domestic Mail
Manual, that is incorporated by reference in
39 CFR part 111.

§680.1 Allergenic Products.

(a) Definition. Allergenic Products are
products that are administered to man
for the diagnosis, prevention or treat-
ment of allergies.

(b) Source materials—(1) Criteria for
source material. Only specifically identi-
fied allergenic source materials that
contain no more than a total of 1.0 per-
cent of detectable foreign materials
shall be used in the manufacture of Al-
lergenic Products, except that this re-
quirement shall not apply to molds and
animals described under paragraphs (b)
(2) and (3) of this section, respectively.
Source materials such as pelts, feath-
ers, hairs, and danders shall be col-
lected in a manner that will minimize
contamination of the source material.

133

VerDate Sep<11>2014  09:51 Nov 06, 2023 Jkt 259077 PO 00000 Frm 00143 Fmt8010 Sfmt8010 Q:\21\259077.TXT PC31



aworley on LAPBHBH6L3 with DISTILLER

§680.1

(2) Molds. (i) Molds (excluding rusts
and smuts) used as source material in
the manufacture of Allergenic Prod-
ucts shall meet the requirements of
§610.18 of this chapter and §680.2 (a) and
(o).

(ii) Mold cultures shall be free of con-
taminating materials (including micro-
organisms) prior to harvest, and care
shall be taken to minimize contamina-
tion during harvest and subsequent
processing.

(iii) Mold manufacturers shall main-
tain written standard operating proce-
dures, developed by a qualified indi-
vidual, that will ensure the identity of
the seed culture, prescribe adequate
processing of the mold, and specify the
acceptable limits and kinds of con-
tamination. These limits shall be based
on results of appropriate tests per-
formed by the manufacturer on at least
three consecutive lots of a mold that is
a representative species of mold sub-
ject to the standard operating proce-
dures. The tests shall be performed at
each manufacturing step during and
subsequent to harvest, as specified in
the standard operating procedures. Be-
fore use of the mold as a source mate-
rial for Allergenic Products, in accord-
ance with 21 CFR 601.2, the standard
operating procedures and test data
from the three representative lots de-
scribed above shall be submitted to and
approved by the Director, Center for
Biologics Evaluation and Research (see
mailing address in §600.2(a) of this
chapter).

(3) Mammals and birds—(i) Care of ani-
mals. Animals intended as a source ma-
terial for Allergenic Products shall be
maintained by competent personnel in
facilities or designated areas that will
ensure adequate care. Competent vet-
erinary care shall be provided as need-
ed.

(ii) Health of animals. Only animals in
good health and free from detectable
skin diseases shall be used as a source
material for Allergenic Products. The
determination of good health prior to
collection of the source material shall
be made by a licensed veterinarian or a
competent individual under the super-
vision and instruction of a licensed vet-
erinarian provided that the licensed
veterinarian certifies in writing that

21 CFR Ch. | (4-1-23 Edition)

the individual is capable of deter-
mining the good health of the animals.

(iii) Immunization against tetanus.
Animals of the equine genus intended
as a source material for Allergenic
Products shall be treated to maintain
immunity to tetanus.

(iv) Reporting of certain diseases. In
cases of actual or suspected infection
with foot and mouth disease, glanders,
tetanus, anthrax, gas gangrene, equine
infectious anemia, equine
encephalomyelitis, or any of the pock
diseases among animals intended for
use or used as source material in the
manufacture of Allergenic Products,
the manufacturer shall immediately
notify the Director, Center for Bio-
logics Evaluation and Research (see
mailing address in §600.2(a) of this
chapter).

(v) Dead animals. Dead animals may
be used as source material in the man-
ufacture of Allergenic Products: Pro-
vided, That (a) the carcasses shall be
frozen or kept cold until the allergen
can be collected, or shall be stored
under other acceptable conditions so
that the postmortal decomposition
processes do not adversely affect the
allergen, and (b) when alive, the animal
met the applicable requirements pre-
scribed in paragraphs (b)(3) (i), (ii), and
(iii) of this section.

(vi) Mammals and birds inspected by
the U.S. Department of Agriculture.
Mammals and birds, subject to inspec-
tion by the U.S. Department of Agri-
culture at the time of slaughter and
found suitable as food, may be used as
a source material, and the require-
ments of paragraph (b)(3) (i) through
(iv) of this section do not apply in such
a case. Notwithstanding U.S. Depart-
ment of Agriculture inspection, the
carcasses of such inspected animals
shall be frozen or kept cold until the
allergen is collected, or shall be stored
under other acceptable conditions so
that the postmortal decomposition
processes do not adversely affect the
allergen.

(c) Listing of source materials and sup-
pliers. KEach licensed manufacturer
shall initially list with the Director,
Center for Biologics Evaluation and
Research (see mailing address in
§600.2(a) of this chapter), the name and
address of each of the manufacturer’s
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source material suppliers. The listing
shall identify each source material ob-
tained from each source material sup-
plier. The licensed manufacturers shall
update the listing annually to include
new source material suppliers or to de-
lete those no longer supplying source
materials.

(d) Exemptions. (1) Exemptions or
modifications from the requirements
under paragraph (b) of this section
shall be made only upon written ap-
proval by the Director, Center for Bio-
logics Evaluation and Research.

(2) Nonlicensed source material sup-
pliers are exempt from drug registra-
tion.

[38 FR 32100, Nov. 20, 1973, as amended at 49
FR 25432, June 21, 1984; 49 FR 31395, Aug. 7,
1984; 55 FR 11014, Mar. 26, 1990; 67 FR 9587,
Mar. 4, 2002; 70 FR 14986, Mar. 24, 2005; 80 FR
18093, Apr. 3, 2015]

§680.2 Manufacture of Allergenic
Products.

(a) Extraneous allergenic substances.
All manufacturing steps shall be per-
formed so as to insure that the product
will contain only the allergenic and
other substances intended to be in-
cluded in the final product.

(b) Cultures derived from microorga-
nisms. Culture media into which orga-
nisms are inoculated for the manufac-
ture of Allergenic Products shall con-
tain no allergenic substances other
than those necessary as a growth re-
quirement. Neither horse protein nor
any allergenic derivative of horse pro-
tein shall be used in culture media.

(c) Liquid products for oral administra-
tion. Liquid products intended for oral
administration that are filled in mul-
tiple dose final containers shall con-
tain a preservative in a concentration
adequate to inhibit microbial growth.

(d) Residual pyridine. Products for
which pyridine is used in manufac-
turing shall have no more residual pyr-
idine in the final product than 25
micrograms per milliliter.

(e) [Reserved]

(f) Records. A record of the history of
the manufacture or propagation of
each lot of source material intended

§680.3

for manufacture of final Allergenic
Products shall be available at the es-
tablishment of the manufacturer of the
source material, as required by §211.188
of this chapter. A summary of the his-
tory of the manufacture or propagation
of the source material shall be avail-
able at the establishment of the manu-
facturer of the final product.

[38 FR 32100, Nov. 20, 1973, as amended at 49
FR 25433, June 21, 1984; 67 FR 9587, Mar. 4,
2002]

§680.3 Tests.

(a) Identity. When a specific identity
test meeting the provisions of §610.14 of
this chapter cannot be performed, the
manufacture of each lot shall be sepa-
rated from the manufacture of other
products in a manner that will pre-
clude adulteration, and records made
in the course of manufacture shall be
in sufficient detail to verify the iden-
tity of the product.

(b) [Reserved]

(c) Sterility. A sterility test shall be
performed on each lot of each Aller-
genic Product as required by §610.12 of
this chapter.

(d) [Reserved]

(e) Potency. The potency of each lot
of each Allergenic Product shall be de-
termined as prescribed in §610.10 of this
chapter. Except as provided in this sec-
tion, the potency test methods shall
measure the allergenic activity of the
product. Until manufacturers are noti-
fied by the Director, Center for Bio-
logics Evaluation and Research, of the
existence of a potency test that meas-
ures the allergenic activity of an aller-
genic product, manufacturers may con-
tinue to use unstandardized potency
designations.

(f) Records. The records related to the
testing requirements of this section
shall be prepared and maintained as re-
quired by §§211.165, 211.167, 211.188, and
211.194 of this chapter.

[38 FR 32100, Nov. 20, 1973, as amended at 39
FR 19777, June 6, 1974; 41 FR 4015, Jan. 28,
1976; 52 FR 37607, Oct. 8, 1987; 556 FR 11013,
Mar. 26, 1990; 67 FR 9587, Mar. 4, 2002; 77 FR
26175, May 3, 2012; 77 FR 30884, May 24, 2012;
80 FR 37974, July 2, 2015]
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