§660.3

product within the prescribed dating
period.

(c) Labeling. In addition to the items
required by other applicable labeling
provisions of this subchapter, the fol-
lowing shall also be included:

(1) Indication of the source of the
product immediately following the
proper name on both the final con-
tainer and package label, e.g., human,
guinea pig.

(2) Name of the test method(s) rec-
ommended for the product on the pack-
age label and on the final container
label when capable of bearing a full
label (see §610.60(a) of this chapter).

(3) A warning on the package label
and on the final container label if capa-
ble of bearing a full label (see §610.60(a)
of this chapter) indicating that the
product and antigen if supplied, shall
be handled as if capable of transmit-
ting hepatitis.

(4) If the product is dried, the final
container label shall indicate ‘‘Recon-
stitution date: > and a
statement indicating the period within
which the product may be used after
reconstitution.

(5) The package shall include a pack-
age enclosure providing (i) adequate in-
structions for use, (ii) a description of
all recommended test methods, and
(iii) warnings as to possible hazards, in-
cluding hepatitis, in handling the prod-
uct and any ancillary reagents and ma-
terials accompanying the product.

(d) Final container. A final container
shall be sufficiently transparent to per-
mit visual inspection of the contents
for presence of particulate matter and
increased turbidity. The effectiveness
of the contents of a final container
shall be maintained throughout its dat-
ing period.

(e) Date of manufacture. The date of
manufacture of Antibody to Hepatitis
B surface Antigen that has been iodi-
nated with radioactive iodine (125I)
shall be the day of labeling the anti-
body with the radionuclide.

(f) Retention samples. Each manufac-
turer shall retain representative sam-
ples of the product in accordance with
§600.13 of this chapter except for that
which has been iodinated with radio-
active iodine. Retention samples of
Antibody to Hepatitis B Surface Anti-
gen iodinated with 1251 shall consist of
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a minimum of two complete finished
packages of each lot of the diagnostic
test kit and shall be retained for a pe-
riod of at least 90 days from the date of
manufacture.

[38 FR 32098, Nov. 20, 1973, as amended at 40
FR 29711, July 15, 1975; 46 FR 36134, July 14,
1981; 49 FR 1684, Jan. 13, 1984]

§660.3 Reference panel.

A Reference Hepatitis B Surface
Antigen Panel shall be obtained from
the Center for Biologics Evaluation
and Research (HFM-407) (see mailing
addresses in §600.2 of this chapter) and
shall be used for determining the po-
tency and specificity of Antibody to
Hepatitis B Surface Antigen.

[40 FR 29711, July 15, 1975, as amended at 49
FR 23834, June 8, 1984; 55 FR 11013, Mar. 26,
1990; 70 FR 14985, Mar. 24, 2005]

§660.4 Potency test.

To be satisfactory for release, each
filling of Antibody to Hepatitis B Sur-
face Antigen shall be tested against the
Reference Hepatitis B Surface Antigen
Panel and shall be sufficiently potent
to detect the antigen in the appro-
priate sera of the reference panel by all
test methods recommended by the
manufacturer in the package insert.

[40 FR 29711, July 15, 1975]

§660.5 Specificity.

Each filling of the product shall be
specific for antibody to hepatitis B sur-
face antigen, as determined by speci-
ficity tests found acceptable by the Di-
rector, Center for Biologics Evaluation
and Research.

[40 FR 29712, July 15, 1975, as amended at 49
FR 23834, June 8, 1984; 55 FR 11013, Mar. 26,
1990]

§660.6 Samples; protocols; official re-
lease.

(a) Samples. (1) For the purposes of
this section, a sample of product not
iodinated with 125I means a sample
from each filling of each lot packaged
as for distribution, including all ancil-
lary reagents and materials; and a
sample of product iodinated with 1251
means a sample from each lot of diag-
nostic test kits in a finished package,
including all ancillary reagents and
materials.
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(2) Unless the Director, Center for
Biologics Evaluation and Research, de-
termines that the reliability and con-
sistency of the finished product can be
assured with a smaller quantity of
sample or no sample and specifically
reduces or eliminates the required
quantity of sample, each manufacturer
shall submit the following samples to
the Director, Center for Biologics Eval-
uation and Research (see mailing ad-
dresses in §600.2 of this chapter), with-
in 5 working days after the manufac-
turer has satisfactorily completed all
tests on the samples:

(i) One sample until written notifica-
tion of official release is no longer re-
quired under paragraph (c)(2) of this
section.

(ii) One sample at periodic intervals
of 90 days, beginning after written no-
tification of official release is no
longer required under paragraph (c)(2)
of this section. The sample submitted
at the 90-day interval shall be from the
first lot or filling, as applicable, re-
leased by manufacturer, under the re-
quirements of §610.1 of this chapter,
after the end of the previous 90-day in-
terval. The sample shall be identified
as ‘‘surveillance sample’ and shall in-
clude the date of manufacture.

(iii) Samples may at any time be re-
quired to be submitted to the Director,
Center for Biologics Evaluation and
Research, if the Director finds that
continued evaluation is necessary to
ensure the potency, quality, and reli-
ability of the product.

(b) Protocols. For each sample sub-
mitted as required in paragraph (a)(l)
of this section, the manufacturer shall
send a protocol that consists of a sum-
mary of the history of manufacture of
the product, including all results of
each test for which test results are re-
quested by the Director, Center for
Biologics Evaluation and Research.
The protocols submitted with the sam-
ples at periodic intervals as provided in
paragraph (a)(2)(ii) of this section shall
be identified by the manufacturer as
“‘surveillance test results.”

(c) Offical release. (1) The manufac-
turer shall not distribute the product
until written notification of official re-
lease is received from the Director,
Center for Biologics Evaluation and
Research, except as provided in para-

§660.20

graph (c)(2) of this section. Official re-
lease is required for samples from at
least five consecutive lots or fillings,
as applicable, manufactured after 1li-
censure of the product.

(2) After written notification of offi-
cial release is received from the Direc-
tor, Center for Biologics Evaluation
and Research, for at least five consecu-
tive lots or fillings, as applicable, man-
ufactured after licensure of the prod-
uct, and after the manufacturer re-
ceives from the Director, Center for
Biologics Evaluation and Research,
written notification that official re-
lease is no longer required, subsequent
lots or fillings may be released by the
manufacturer under the requirements
of §610.1 of this chapter.

(3) The manufacturer shall not dis-
tribute lots or fillings, as applicable, of
products that required sample submis-
sion under paragraph (a)(2)(iii) of this
section until written notification of of-
ficial release or notification that offi-
cial release is no longer required is re-
ceived from the Director, Center for
Biologics Evaluation and Research.

[48 FR 20407, May 6, 1983, as amended at 49
FR 23834, June 8, 1984; 51 FR 15611, Apr. 25,
1986; 556 FR 11013 and 11014, Mar. 26, 1990; 70
FR 14985, Mar. 24, 2005]

Subpart B [Reserved]

Subpart C—Blood Grouping
Reagent

SOURCE: 53 FR 12764, Apr. 19, 1988, unless
otherwise noted.

§660.20 Blood Grouping Reagent.

(a) Proper mame and definition. The
proper name of this product shall be
Blood Grouping Reagent and it shall
consist of an antibody-containing fluid
containing one or more of the blood
grouping antibodies listed in §660.28(d).

(b) Source. The source of this product
shall be blood, plasma, serum, or pro-
tein-rich fluids, such as those derived
from stable immunoglobulin-secreting
cell lines maintained either in tissue
cultures or in secondary hosts.

[63 FR 12764, Apr. 19, 1988, as amended at 65
FR 77499, Dec. 12, 2000]
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