
124 

21 CFR Ch. I (4–1–13 Edition) § 660.36 

OR IDENTIFICATION OF UNEXPECTED 
ANTIBODIES’’. 

(c) Except as provided in this section, 
the container and package labels shall 
state the percentage of red blood cells 
in the suspension either as a discrete 
figure with a variance of more than ±1 
percentage unit or as a range the ex-
tremes of which differ by no more than 
2 percentage units. If the stated red 
blood cell concentration is less than 2 
percent, the variance shall be no more 
than ±0.5 percentage unit. 

(d) The words ‘‘pooled cells’’ shall ap-
pear on the container and package la-
bels of products prepared from pooled 
cells. The package label or package in-
sert shall state that pooled cells are 
not recommended for pretransfusion 
tests, done in lieu of a major cross-
match, to detect unexpected antibodies 
in patients’ samples. 

(e) The package insert of a pooled 
product intended for detection of unex-
pected antibodies shall identify the 
number of donors contributing to the 
pool. Products designed exclusively for 
ABO Serum Grouping and umbilical 
cord cells need not identify the number 
of donors in the pool. 

(f) When the product is a multicon-
tainer product, e.g., a cell panel, the 
container label and package label shall 
be assigned the same identifying lot 
number, and shall also bear a number 
or symbol to distinguish one container 
from another. Such number or symbol 
shall also appear on the antigenic con-
stitution matrix. 

(g) The package label or package in-
sert shall state the blood group anti-
gens that have been tested for and 
found present or absent on the cells of 
each donor, or refer to such informa-
tion in an accompanying antigenic con-
stitution matrix. Cells for ABO Serum 
Grouping are exempt from this require-
ment. The package insert or antigen 
constitution matrix shall list each of 
the antigens tested with only one 
source of antibody. 

(h) The package label or package in-
sert shall bear the cautionary state-
ment: ‘‘The reactivity of the product 
may decrease during the dating pe-
riod.’’ 

(i) The package insert of a product 
intended for the detection or identi-
fication of unexpected antibodies shall 

note that the rate at which antigen re-
activity (e.g., agglutinability) is lost is 
partially dependent upon individual 
donor characteristics that are neither 
controlled nor predicted by the manu-
facturer. 

(j) The package insert shall provide 
adequate directions for use. 

(k) The package insert shall bear the 
statement: 

‘‘CAUTION: ALL BLOOD PRODUCTS 
SHOULD BE TREATED AS POTENTIALLY 
INFECTIOUS. SOURCE MATERIAL FROM 
WHICH THIS PRODUCT WAS DERIVED 
WAS FOUND NEGATIVE WHEN TESTED IN 
ACCORDANCE WITH CURRENT FDA RE-
QUIRED TESTS. NO KNOWN TEST METH-
ODS CAN OFFER ASSURANCE THAT 
PRODUCTS DERIVED FROM HUMAN 
BLOOD WILL NOT TRANSMIT INFEC-
TIOUS AGENTS.’’ 

(l) The package insert or the anti-
genic constitution matrix for each lot 
of product shall specify the date of 
manufacture or the length of the dat-
ing period. 

(m) Manufacturers shall identify 
with a permanent donor code in the 
product labeling each donor of periph-
eral blood used for detection or identi-
fication of unexpected antibodies. 

[52 FR 37450, Oct. 7, 1987, as amended at 67 FR 
9587, Mar. 4, 2002] 

§ 660.36 Samples and protocols. 
(a) The following shall be submitted 

to the Center for Biologics Evaluation 
and Research Sample Custodian 
(ATTN: HFM–672) (see mailing address-
es in § 600.2 of this chapter), within 30 
days after each routine establishment 
inspection by FDA. 

(1) From a lot of final product, sam-
ples from a cell panel intended for 
identification of unexpected anti-
bodies. The sample shall be packaged 
as for distribution and shall have at 
least 14 days remaining in the dating 
period when shipped to the Center for 
Biologics Evaluation and Research. 

(2) A protocol which shall include the 
following: 

(i) Complete test records of at least 
two donors of the samples submitted, 
including original and confirmation 
phenotyping records. 

(ii) Bleeding records or receipt 
records which indicate collection date, 
volume, and HBsAg test results. 
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(iii) Manufacturing records which 
document all steps involved in the 
preparation of the product. 

(iv) Test results which verify that 
the final product meets specifications. 

(v) Identity test results. 
(b) A copy of the antigenic constitu-

tion matrix specifying the antigens 
present or absent shall be submitted to 
the Director, Center for Biologics Eval-
uation and Research, at the time of ini-
tial distribution of each lot of Reagent 
Red Blood Cells for detection or identi-
fication of unexpected antibodies. 
Products designed exclusively to iden-
tify Anti-A, Anti-A1, and Anti-B, as 
well as products composed entirely of 
umbilical cord cells, are excluded from 
this requirement. 

(c) Except for umbilical cord sam-
ples, whenever a new donor is used, a 
sample of red blood cells from each new 
donor used in a cell panel intended for 
the identification of unexpected anti-
bodies shall be submitted by the manu-
facturer to the Director, Center for 
Biologics Evaluation and Research. 
The sample should contain a minimum 
volume of 0.5 milliliter of red blood 
cells. 

[52 FR 37450, Oct. 7, 1987, as amended at 55 FR 
11013 and 11015, Mar. 26, 1990; 67 FR 9587, Mar. 
4, 2002; 70 FR 14985, Mar. 24, 2005] 

Subpart E—Hepatitis B Surface 
Antigen 

SOURCE: 44 FR 36382, June 22, 1979, unless 
otherwise noted. 

§ 660.40 Hepatitis B Surface Antigen. 

(a) Proper name and definition. The 
proper name of this product shall be 
Hepatitis B Surface Antigen (HBsAg), 
which shall consist of a serum or tissue 
preparation containing one or more 
subtypes of the Hepatitis B Surface 
Antigen. 

(b) Source. The source of the product 
shall be blood, plasma, serum, or tis-
sue, obtained aseptically from 
nonhuman primates that have met the 
applicable requirements of § 600.11 of 
this chapter, or from human donors 
whose blood is positive for the Hepa-
titis B Surface Antigen. 

§ 660.41 Processing. 
(a) Method. The processing method 

shall be one that has been shown to 
yield consistently a specific and potent 
final product, free of properties which 
would adversely affect the test results 
when the product is tested by the 
methods recommended by the manu-
facturer in the package insert. The 
product and all ancillary reagents and 
materials supplied in the package with 
the product shall be manufactured in a 
manner that will reduce the risk of 
transmitting type B viral hepatitis. 

(b) Ancillary reagents and materials. 
All ancillary reagents and materials 
supplied in the package with the prod-
uct shall meet generally accepted 
standards of purity and quality and 
shall be effectively segregated and oth-
erwise manufactured in a manner that 
will reduce the risk of contaminating 
the product and other biological prod-
ucts. Ancillary reagents and materials 
accompanying the product, which are 
used in the performance of the test as 
described by the manufacturer’s rec-
ommended test procedures, shall have 
been shown not to affect adversely the 
product within the prescribed dating 
period. 

(c) 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. 

(d) Date of manufacture. The date of 
manufacture of Hepatitis B Surface 
Antigen that has been iodinated with 
radioactive iodine (125I) shall be the 
day of labeling the antibody with the 
radionuclide. 

[44 FR 36382, June 22, 1979, as amended at 49 
FR 1685, Jan. 13, 1984] 

§ 660.43 Potency test. 
To be satisfactory for release, each 

filling of Hepatitis B Surface Antigen 
shall be tested against the Reference 
Hepatitis B Antiserum Panel and shall 
be sufficiently potent to be able to de-
tect the antibody in the appropriate 
sera of the reference panel by all test 
methods recommended by the manu-
facturer in the package insert. 
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