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been shown to yield consistently a spe-
cific, potent final product, free of prop-
erties that would adversely affect the
product for its intended use throughout
its dating period.

(2) Anti-IgG, -C3d (polyspecific) re-
agents and anti-IgG products may be
colored green.

(3) Only that material which has been
fully processed, thoroughly mixed in a
single vessel, and filtered shall con-
stitute a lot. Each lot shall be identi-
fied by a lot number.

(4) A lot may be subdivided into
sublots which shall be identified by the
lot number to which has been added a
distinctive prefix or suffix. If lots are
to be subdivided, the manufacturer
shall include this information in the li-
cense application . The manufacturer
shall describe the test specifications to
verify that each sublot is identical to
other sublots of the lot.

(b) Final containers and dropper assem-
blies. (1) Final containers and dropper
assemblies shall be clean.

(2) Final containers and dropper pi-
pettes shall be colorless and suffi-
ciently transparent to permit observa-
tion of the contents for presence of par-
ticulate matter or increased turbidity.

(c) Date of manufacture. The date of
manufacture shall be the date the man-
ufacturer begins the last entire group
of potency tests.

[60 FR 5579, Feb. 11, 1985, as amended at 50
FR 16474, Apr. 26, 1985; 656 FR 77499, Dec. 12,
2000; 67 FR 9587, Mar. 4, 2002]

§660.52 Reference preparations.

Reference Anti-Human Globulin
preparations shall be obtained from the
Center for Biologics Evaluation and
Research (HFM-407) (see mailing ad-
dresses in §600.2 of this chapter), and
shall be used as described in the ac-
companying package insert for deter-
mining the potency of Anti-Human
Globulin.

[60 FR 5579, Feb. 11, 1985, as amended at 50
FR 16474, Apr. 26, 1985; 51 FR 15611, Apr. 25,
1986; 55 FR 11015, Mar. 26, 1990; 67 FR 9587,
Mar. 4, 2002; 70 FR 14986, Mar. 24, 2005]

§660.53 Controls for serological proce-
dures.
Red blood cells sensitized with com-
plement shall be tested with appro-
priate positive and negative control

§660.55

antisera. All tests shall be performed
in accordance with serological testing
procedures approved by the Director,
Center for Biologics Evaluation and
Research.

[60 FR 5579, Feb. 11, 1985, as amended at 50
FR 16474, Apr. 26, 1985; 51 FR 15611, Apr. 25,
1986; 55 FR 11014, Mar. 26, 1990; 67 FR 9587,
Mar. 4, 2002; 70 FR 14986, Mar. 24, 2005]

§660.54 Potency tests, specificity tests,
tests for heterospecific antibodies,
and additional tests for nonspecific
properties.

The following tests shall be per-
formed using test procedures approved
by the Director, Center for Biologics
Evaluation and Research:

(a) Potency tests for determining
anti-IgG and anti-complement activ-
ity.

(b) Specificity tests, tests for
heterospecific antibodies, and addi-
tional tests for nonspecific properties.

[60 FR 5579, Feb. 11, 1985, as amended at 50
FR 16474, Apr. 26, 1985; 51 FR 15611, Apr. 25,
1986; 55 FR 11014, Mar. 26, 1990; 67 FR 9587,
Mar. 4, 2002; 70 FR 14986, Mar. 24, 2005]

§660.55 Labeling.

In addition to the applicable labeling
requirements of §§610.62 through 610.65
and §809.10 of this chapter, and in lieu
of the requirements in §§610.60 and
610.61 of this chapter, the following re-
quirements shall be met:

(a) Final container label—(1) Color cod-
ing. The main panel of the final con-
tainer label of all Anti-IgG, -C3d
(polyspecific) reagents shall be white
or colorless and printing shall be solid
dark contrasting lettering. The main
panel of the final container label of all
other Anti-Human Globulin reagents
shall be black with solid white let-
tering. A logo or company name may
be placed on the final container label,
however, the logo or company name
shall be located along the bottom or
end of the label, outside of the main
panel.

(2) Required information. The proper
name ‘‘Anti-Human Globulin’ need not
appear on the final container label pro-
vided the final container is distributed
in a package and the package label
bears the proper name. The final con-
tainer label shall bear the following in-
formation:
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(i) Name of the antibody or anti-
bodies present as set forth in paragraph
(d) of this section. Anti-Human Glob-
ulin may contain one or more anti-
bodies to either immunoglobulins or
complement components but the name
of each significant antibody must ap-
pear on the final container label (e.g.,
anti-C3b, -C3d, -C4d). The final con-
tainer labels of polyspecific Anti-
Human Globulin are not required to
identify antibody specificities other
than anti-IgG and anti-C3d but the re-
activity of the Anti-Human Globulin
shall be accurately described in the
package insert.

(ii) Name, address, and license num-
ber of the manufacturer.

(iii) Lot mnumber, including any
sublot designations.

(iv) Expiration date.

(v) Source of the product.

(vi) Recommended storage tempera-
ture in degrees Celsius.

(vii) Volume of product.

(viii) Appropriate cautionary state-
ment if the Anti-Human Globulin is
not polyspecific. For example, “‘DOES
NOT CONTAIN ANTIBODIES TO
IMMUNOGLOBULINS” or “DOES NOT
CONTAIN ANTIBODIES TO COM-
PLEMENT COMPONENTS.”

(ix) If the final container is not en-
closed in a package, all items required
for a package label shall appear on the
container label.

(3) Lettering size. The type size for the
designation of the specific antibody on
the label of a final container shall be
not less than 12 point, unless otherwise
approved by the Director, Center for
Biologics Evaluation and Research.
The prefix anti- and other parts of the
name such as polyspecific may appear
in smaller type.

(4) Visual inspection. When the label
has been affixed to the final container,
a sufficient area of the container shall
remain uncovered for its full length or
for no less than 5 millimeters of the
lower circumference to permit inspec-
tion of the contents.

(b) Package label. The following items
shall appear either on the package
label or on the final container label if
see-through packaging is used:

(1) Proper name of the product, and
the name of the antibody or antibodies

21 CFR Ch. | (4-1-12 Edition)

as listed in paragraph (d) of this sec-
tion.

(2) Name, address (including =zip
code), and license number of the manu-
facturer.

(3) Lot number, including any sublot
designations.

(4) Expiration date.

(5) Preservative(s) used and its con-
centration.

(6) Number
than one.

(7)Y Recommended storage tempera-
ture in degrees Celsius.

(8) Source of the product.

(9) Reference to enclosed package in-
sert.

(10) The statement: ‘“‘For In Vitro Di-
agnostic Use.”

(11) The statement: ‘“Meets FDA Po-
tency Requirements.”

(12) A statement of an observable in-
dication of an alteration of the prod-
uct, e.g., turbidity, color change, pre-
cipitate, that may indicate possible de-
terioration of the product.

(13) Appropriate cautions.

(c) Package insert. Each final con-
tainer of Anti-Human Globulin shall be
accompanied by a package insert meet-
ing the requirements of §809.10 of this
chapter. If two or more final containers
requiring identical package inserts are
placed in a single package, only one
package insert per package is required.

(d) Names of antibodies.

of containers, if more

Antibody designation

on container label Definition

(1) Anti-lgG, -C3d; Contains anti-lgG and anti-C3d (may

Polyspecific. contain other anticomplement and
anti-immunoglobulin antibodies).

(2) Anti-IgG ..o Contains anti-lgG with no anti-com-

plement activity (not necessarily
gamma chain specific).
Contains only antibodies reactive
against human gamma chains.
Contains only C3b antibodies with no
anti-immunoglobulin activity. Note:
The antibody produced in re-
sponse to immunization is usually
directed against the antigenic de-
terminant which is located in the
C3c subunit; some persons have
called this antibody “anti-C3c.” In
product labeling, this antibody
should be designated anti-C3b.
Contains only C3d antibodies with no
anti-immunoglobulin activity.
Contains only C4b antibodies with no
anti-immunoglobulin activity.
Contains only C4d antibodies with no
anti-immunoglobulin activity.

(3) Anti-lgG; heavy
chains.
(4) Anti-C3b .......coeee

(5) Anti-C3d ...
(6) Anti-C4b ...............

(7) Anti-CAd ..oovvvveee
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Anti-Human Globulin preparations
may contain one or more of the anti-
body specificities listed in this para-
graph as described in paragraph
(a)(2)(1) of this section.

[60 FR 5579, Feb. 11, 1985; 50 FR 9800, Mar. 12,
1985, as amended at 50 FR 16474, Apr. 26, 1985;

55 FR 11014, Mar. 26, 1990; 67 FR 9587, Mar. 4,
2002; 70 FR 14986, Mar. 24, 2005]

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.

(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
(b).
(ii) Mold cultures shall be free of con-
taminating materials (including micro-
organisms) prior to harvest, and care

§680.1

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 addresses in §600.2).

(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
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
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