Food and Drug Administration, HHS

into a product unless there is satisfac-
tory evidence that it does not affect
adversely the safety or potency of the
product. The amount of aluminum in
the recommended individual dose of a
biological product shall not exceed:

(1) 0.85 milligrams if determined by
assay;

(2) 1.14 milligrams if determined by
calculation on the basis of the amount
of aluminum compound added; or

(3) 1.25 milligrams determined by
assay provided that data dem-
onstrating that the amount of alu-
minum used is safe and necessary to
produce the intended effect are sub-
mitted to and approved by the Direc-
tor, Center for Biologics Evaluation
and Research or the Director, Center
for Drug Evaluation and Research (see
mailing addresses in §600.2 of this chap-
ter).

(b) Extraneous protein; cell culture pro-
duced wvaccines. Extraneous protein
known to be capable of producing aller-
genic effects in human subjects shall
not be added to a final virus medium of
cell culture produced vaccines intended
for injection. If serum is used at any
stage, its calculated concentration in
the final medium shall not exceed
1:1,000,000.

(c) Antibiotics. A minimum concentra-
tion of antibiotics, other than peni-
cillin, may be added to the production
substrate of viral vaccines.

[38 FR 32056, Nov. 20, 1973, as amended at 46
FR 51903, Oct. 23, 1981; 48 FR 13025, Mar. 29,
1983; 48 FR 37023, Aug. 16, 1983; 49 FR 23834,
June 8, 1984; 50 FR 4134, Jan. 29, 1985; 51 FR
15607, Apr. 25, 1986; 556 FR 11013, Mar. 26, 1990;
70 FR 14985, Mar. 24, 2005]

§610.16 Total solids in serums.

Except as otherwise provided by reg-
ulation, no liquid serum or antitoxin
shall contain more than 20 percent
total solids.

§610.17

Licensed products may not be com-
bined with other licensed products ei-
ther therapeutic, prophylactic or diag-
nostic, except as a license is obtained
for the combined product. Licensed
products may not be combined with
nonlicensable therapeutic, prophy-
lactic, or diagnostic substances except

Permissible combinations.
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§610.18

as a license is obtained for such com-
bination.

§610.18 Cultures.

(a) Storage and maintenance. Cultures
used in the manufacture of products
shall be stored in a secure and orderly
manner, at a temperature and by a
method that will retain the initial
characteristics of the organisms and
insure freedom from contamination
and deterioration.

(b) Identity and verification. Each cul-
ture shall be clearly identified as to
source strain. A complete identifica-
tion of the strain shall be made for
each new stock culture preparation.
Primary and subsequent seed lots shall
be identified by lot number and date of
preparation. Periodic tests shall be per-
formed as often as necessary to verify
the integrity of the strain characteris-
tics and freedom from extraneous orga-
nisms. Results of all periodic tests for
verification of cultures and determina-
tion of freedom from extraneous orga-
nisms shall be recorded and retained.

(c) Cell lines used for manufacturing bi-
ological products—(1) General require-
ments. Cell lines used for manufac-
turing biological products shall be:

(i) Identified by history;

(ii) Described with respect to cyto-
genetic characteristics and
tumorigenicity;

(iii) Characterized with respect to in
vitro growth characteristics and life
potential; and

(iv) Tested for the presence of detect-
able microbial agents.

(2) Tests. Tests that are necessary to
assure the safety, purity, and potency
of a product may be required by the Di-
rector, Center for Biologics Evaluation
and Research or the Director, Center
for Drug Evaluation and Research.

(3) Applicability. This paragraph ap-
plies to diploid and nondiploid cell
lines. Primary cell cultures that are
not subcultivated and primary cell cul-
tures that are subsequently subcul-
tivated for only a very limited number
of population doublings are not subject
to the provisions of this paragraph (c).

(d) Records. The records appropriate
for cultures under this section shall be
prepared and maintained as required by



§610.20

the applicable provisions of §§211.188
and 211.194 of this chapter.

[38 FR 32056, Nov. 20, 1973, as amended at 51
FR 44453, Dec. 10, 1986; 55 FR 11013, Mar. 26,
1990; 67 FR 9587, Mar. 4, 2002; 70 FR 14985,
Mar. 24, 2005]

Subpart C—Standard Preparations
and Limits of Potency

§610.20 Standard preparations.

Standard preparations made avail-
able by the Center for Biologics Eval-
uation and Research shall be applied in
testing, as follows:

(a) Potency standards. Potency stand-
ards shall be applied in testing for po-
tency all forms of the following:

ANTIBODIES

Botulism Antitoxin, Type A.
Botulism Antitoxin, Type B.
Botulism Antitoxin, Type E.
Diphtheria Antitoxin.
Histolyticus Antitoxin.
Oedematiens Antitoxin.
Perfringens Antitoxin.
Antipertussis Serum.
Antirabies Serum.

Sordellii Antitoxin.
Staphylococcus Antitoxin.
Tetanus Antitoxin.

Vibrion Septique Antitoxin.

ANTIGENS

Cholera Vaccine, Inaba serotype.
Cholera Vaccine, Ogawa serotype.
Diphtheria Toxin for Schick Test.
Pertussis Vaccine.

Tuberculin, Old.

Tuberculin, Purified Protein Derivative.
Typhoid Vaccine.

BLOOD DERIVATIVE
Thrombin.

(b) Opacity standard. The U.S. Opac-
ity Standard shall be applied in esti-
mating the bacterial concentration of
all bacterial vaccines. The assigned
value of the standard when observed
visually is 10 units. The assigned value
of the standard when observed with a
photometer is (1) 10 units when the
wavelength of the filter is 530 milli-
microns, (2) 10.6 units when the wave-
length of the filter is 6560 millimicrons,
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and (3) 9 units when the wavelength of
the filter is 420 millimicrons.

[38 FR 32056, Nov. 20, 1973, as amended at 41
FR 10429, Mar. 11, 1976; 41 FR 18295, May 3,
1976; 49 FR 23834, June 8, 1984; 55 FR 11013,
Mar. 26, 1990]

§610.21 Limits of potency.

The potency of the following prod-
ucts shall be not less than that set
forth below and products dispensed in
the dried state shall represent liquid
products having the stated limitations.

ANTIBODIES

Diphtheria Antitoxin, 500 units per milli-
liter.

Tetanus Antitoxin, 400 units per milliliter.

Tetanus Immune Globulin (Human), 250
units of tetanus antitoxin per container.

ANTIGENS

Cholera Vaccine, 8 units each of Inaba and
Ogawa serotype antigens per milliliter.

Pertussis Vaccine, 12 units per total human
immunizing dose.

Typhoid Vaccine, 8 units per milliliter.

[41 FR 10429, Mar. 11, 1976, as amended at 41
FR 18295, May 3, 1976; 70 FR 75028, Dec. 19,
2005]

Subpart D—Mycoplasma

§610.30 Test for Mycoplasma.

Except as provided otherwise in this
subchapter, prior to clarification or fil-
tration in the case of live virus vac-
cines produced from in vitro living cell
cultures, and prior to inactivation in
the case of inactivated virus vaccines
produced from such living cell cul-
tures, each virus harvest pool and con-
trol fluid pool shall be tested for the
presence of Mycoplasma, as follows:

Samples of the virus for this test shall be
stored either (1) between 2 and 8 °C for no
longer than 24 hours, or (2) at —20 °C or
lower if stored for longer than 24 hours. The
test shall be performed on samples of the
viral harvest pool and on control fluid pool
obtained at the time of viral harvest, as fol-
lows: No less than 2.0 ml. of each sample
shall be inoculated in evenly distributed
amounts over the surface of no less than 10
plates of at least two agar media. No less
than 1.0 ml. of sample shall be inoculated
into each of four tubes containing 10 ml. of
a semisolid broth medium. The media shall
be such as have been shown to be capable of
detecting known Mycoplasma and each test
shall include control cultures of at least two



