§640.69

entered prior to issuance for any pur-
pose except for filling with the plasma.
Such containers shall be uncolored and
hermetically sealed, and shall permit
clear visibility of the contents. Final
containers and their components shall
not interact with the plasma contents
under conditions of storage and use so
as to alter the safety, quality, purity,
or potency of the plasma and shall pro-
vide adequate protection against exter-
nal factors that may cause deteriora-
tion or contamination. Prior to filling,
the final container shall be marked or
identified by number or other symbol
which will relate it directly to the
donor.

(c) Preservative. Source Plasma shall
not contain a preservative.

[38 FR 32089, Nov. 20, 1973, as amended at 41
FR 10769, Mar. 12, 1976; 50 FR 4140, Jan. 29,
1985]

§640.69 General requirements.

(a) Pooling. Two units of Source Plas-
ma from the same donor may be pooled
if such units are collected during one
plasmapheresis procedure: Provided,
That the pooling is done by a procedure
that does not introduce a risk of con-
tamination of the red blood cells and,
for plasma intended for injectable
products, gives maximum assurance of
a sterile container of plasma.

(1) The pooling of plasma from two or
more donors is not permitted in the
manufacture of Source Plasma in-
tended for manufacturing into
injectable products.

(2) The pooling of plasma from two or
more donors by the manufacturer of
Source Plasma intended for manufac-
turing into noninjectable products is
permitted: Provided, That the plasma
from two or more donors is pooled after
the plasma has been removed from the
red blood cells, and after the red blood
cell containers are sealed.

(b) Storage. Immediately after filling,
plasma intended for manufacturing
into injectable products shall be stored
at a temperature not warmer than —20
°C, except for plasma collected as pro-
vided in §640.74. Plasma intended for
manufacturing into noninjectable
products may be stored at tempera-
tures appropriate for the intended use
of the final product, provided these

21 CFR Ch. | (4-1-08 Edition)

temperatures are included in the
Source Plasma license application.

(c) Inspection. Source Plasma in-
tended for manufacturing into
injectable products shall be inspected
for evidence of thawing at the time of
issuance, except that inspection of in-
dividual plasma containers need not be
made if the records of continuous mon-
itoring of the storage temperature es-
tablish that the temperature remained
at —20 °C or colder. If there is evidence
that the storage temperature has not
been maintained at —20 °C or colder,
the plasma may be relabeled and issued
as provided in §640.76(a).

(d) Samples. If samples are provided,
they shall meet the following stand-
ards:

(1) Prior to filling, all samples shall
be marked or identified so as to relate
them directly to the donor of that unit
of plasma.

(2) All samples shall be filled at the
time the final product is prepared by
the person who prepares the final prod-
uct.

(3) All samples shall be representa-
tive of the contents of the final product
or be collected from the donor at the
time of filling the collection container.

(4) All samples shall be collected in a
manner that does not contaminate the
contents of the final container.

[38 FR 32089, Nov. 20, 1973, as amended at 41
FR 10769, Mar. 12, 1976; 41 FR 14367, Apr. 5,
1976; 50 FR 4140, Jan. 29, 1985; 63 FR 16685,
Apr. 6, 1998; 64 FR 45374, Aug. 19, 1999]

§640.70 Labeling.

(a) In addition to the labeling re-
quirements of §610.62 of this chapter,
and in lieu of the requirements in
§§606.121, 610.60, and 610.61 of this chap-
ter, the following information shall ap-
pear on the label affixed to each con-
tainer of Source Plasma:

(1) The proper name of the product.

(2) The statement ‘‘Caution: For
Manufacturing Use Only’’ for products
intended for further manufacturing
into injectable products, or the state-
ment, ‘‘Caution: For Use In Manufac-
turing Noninjectable Products Only”’,
for products intended for further manu-
facturing into noninjectable products.
The statement shall follow the proper
name in the same size and type of print
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as the proper name. If the Source Plas-
ma has a reactive screening test for
evidence of infection due to a commu-
nicable disease agent(s) under §610.40 of
this chapter, or is collected from a
donor with a previous record of a reac-
tive screening test for evidence of in-
fection due to a communicable disease
agent(s) under §610.40 of this chapter,
the Source Plasma must be labeled
under §610.40(h)(2)(ii)(E) of this chap-
ter.

(3) The statement ‘““‘Store at —20 °C or
colder’’: Provided, That where plasma is
intended for manufacturing into
noninjectable products, this statement
may be omitted if replaced by a state-
ment of the temperature appropriate
for the final product to be prepared
from the plasma.

(4) The total volume or weight of
plasma and total quantity and type of
anticoagulant used.

(5) The donor number or individual
bleed number, or both. If plasma is
pooled from two or more donors, either
all donor numbers, all bleed numbers,
or a pool number that is traceable to
each individual unit comprising the
pool.

(6) The expiration date of the plasma.
If plasma intended for manufacturing
into noninjectable products is pooled
from two or more donors the expiration
date is determined from the collection
date of the oldest unit in the pool, and
the pooling records shall show the col-
lection date for each unit constituting
the pool.

(7) A statement as to whether the
plasma was collected from normal do-
nors or from immunized donors. In the
case of immunized donors, the label
shall state the immunizing antigen.

(8) The test for hepatitis B surface
antigen used for the results, or the
statement ‘‘Nonreactive for HB; Ag by
FDA required test”.

(9) When plasma collected from a
donor is reactive for the serologic test
for syphilis, a statement that the plas-
ma is reactive and must be used only
for the manufacturing of positive con-
trol reagents for the serologic test for
syphilis.

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

§640.71

(11) The statement ‘‘Negative by a
test for antibody to HIV”, or equiva-
lent statement.

(b) Source Plasma diverted for

Source Plasma Salvaged shall be re-
labeled ‘‘Source Plasma Salvaged’ as
prescribed in §640.76. Immediately fol-
lowing the proper name of the product,
the labeling shall conspicuously state
as applicable, “STORAGE TEMPERA-
TURE EXCEEDED —-20 °C” or ‘“‘SHIP-
PING TEMPERATURE EXCEEDED -5
°C”.
[41 FR 10770, Mar. 12, 1976, as amended at 41
FR 27034, July 1, 1976; 41 FR 35062, Aug. 19,
1976; 47 FR 30969, July 16, 1982; 50 FR 4140,
Jan. 29, 1985; 50 FR 35471, Aug. 30, 1985; 53 FR
117, Jan. 5, 1988; 63 FR 16685, Apr. 6, 1998; 66
FR 31165, June 11, 2001]

§640.71 Manufacturing responsibility.

(a) All steps in the manufacturing of
Source Plasma, including donor exam-
ination, blood collection, plasma-
pheresis, laboratory testing, labeling,
storage, and issuing shall be performed
by personnel of the establishment li-
censed to manufacture Source Plasma,
except that the following tests may be
performed by personnel of an establish-
ment licensed for blood and blood de-
rivatives under section 351(a) of the
Public Health Service Act, or by a clin-
ical laboratory that meets the stand-
ards of the Clinical Laboratories Im-
provement Amendments of 1988 (CLIA)
(42 U.S.C. 263a): Provided, The estab-
lishment or clinical laboratory is
qualified to perform the assigned
test(s).

(1) The test for hepatitis B surface
antigen.

(2) The total plasma or serum protein
and the quantitative test for plasma or
serum proteins or for
immunoglobulins.

(3) The serologic test for syphilis.

(4) A test for antibody to HIV.

(b) Such testing shall not be consid-
ered divided manufacturing, which re-
quires two biologics licenses for Source
Plasma: Provided, That

(1) The results of such tests are main-
tained by the licensed manufacturer of
the Source Plasma whereby such re-
sults may be reviewed by a licensed
physician as required in §640.65(b)(2) of
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