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§ 113.38 Guinea pig safety test. 
The guinea pig safety test provided 

in this section shall be conducted when 
prescribed in a Standard Requirement 
or approved Outline of Production for a 
biological product. When desiccated 
products are tested, final container 
samples of completed product prepared 
for administration in the manner rec-
ommended on the label shall be used. 
When liquid products are tested, either 
bulk or final container samples of com-
pleted product shall be used. 

(a) Unless otherwise specified in the 
Standard Requirement or approved 
Outline of Production for the product, 
a 2 ml dose shall be injected either 
intramuscularly or subcutaneously 
into each of two guinea pigs and the 
animals observed for 7 days. 

(b) If unfavorable reactions attrib-
utable to the product occur in either of 
the guinea pigs during the observation 
period, the serial or subserial is unsat-
isfactory. If unfavorable reactions 
which are not attributable to the prod-
uct occur, the test shall be declared in-
conclusive and may be repeated: Pro-
vided, That, if the test is not repeated, 
the serial or subserial shall be declared 
unsatisfactory. 

[39 FR 16857, May 10, 1974; 39 FR 20368, June 
10, 1974] 

§ 113.39 Cat safety tests. 
The safety tests provided in this sec-

tion shall be conducted when pre-
scribed in a standard requirement or in 
the filed Outline of Production for a bi-
ological product recommended for use 
in cats. 

(a) The cat safety test provided in 
this paragraph shall be used when the 
Master Seed Virus is tested for safety. 

(1) The test animals shall be deter-
mined to be susceptible to the virus 
under test as follows: 

(i) Throat swabs shall be collected 
from each cat and individually tested 
on susceptible cell cultures for the 
presence of the virus. Blood samples 
shall also be drawn and individual 
serum samples tested for antibody to 
the virus. 

(ii) The cats shall be considered sus-
ceptible if swabs are negative for virus 
isolation and the serums are free of 
virus antibody at the 1:2 final dilution 

in a 50 percent plaque reduction test or 
other serum-neutralization test of 
equal sensitivity. 

(iii) When determining susceptibility 
to a virus which does not lend itself to 
the methods in paragraphs (a)(1)(i) and 
(ii) of this section, a method acceptable 
to Animal and Plant Health Inspection 
Service shall be used. 

(2) Each of at least 10 susceptible cats 
shall be administered a sample of the 
Master Seed Virus equivalent to the 
amount of virus to be used in one cat 
dose of the vaccine, by the method to 
be recommended on the label, and the 
cats observed each day for 14 days. 

(3) If unfavorable reactions attrib-
utable to the virus occur in any of the 
cats during the observation period, the 
Master Seed Virus is unsatisfactory. If 
unfavorable reactions occur which are 
not attributable to the Master Seed 
Virus, the test shall be declared incon-
clusive and repeated: Provided, That, if 
not repeated, the Master Seed Virus 
shall be unsatisfactory. 

(b) The cat safety test provided in 
this paragraph shall be used when a se-
rial of vaccine is tested for safety be-
fore release. 

(1) Each of two healthy cats shall be 
administered 10 cat doses by the meth-
od recommended on the label and the 
cats observed each day for 14 days. 

(2) If unfavorable reactions attrib-
utable to the biological product occur 
during the observation period, the se-
rial is unsatisfactory. If unfavorable 
reactions occur which are not attrib-
utable to the product, the test shall be 
declared inconclusive and repeated: 
Provided, That, if not repeated, the se-
rial shall be unsatisfactory. 

[44 FR 58898, Oct. 12, 1979, as amended at 56 
FR 66784, Dec. 26, 1991] 

§ 113.40 Dog safety tests. 
The safety tests provided in this sec-

tion shall be conducted when pre-
scribed in a Standard Requirement or 
in the filed Outline of Production for a 
biological product recommended for 
use in dogs. Serials which are not 
found to be satisfactory when tested 
pursuant to the procedures in this sec-
tion may not be released for shipment. 

(a) The dog safety test provided in 
this paragraph shall be used when the 
Master Seed Virus is tested for safety. 
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(1) The test animals shall be deter-
mined to be susceptible to the virus 
under test by a method acceptable to 
the Animal and Plant Health Inspec-
tion Service. 

(2) Each of at least 10 susceptible 
dogs shall be administered a sample of 
the Master Seed Virus equivalent to 
the amount of virus to be used in one 
dog dose of the vaccine, by the method 
recommended on the label, and the dog 
shall be observed each day for 14 days. 

(3) If unfavorable reactions attrib-
utable to the virus occur in any of the 
dogs during the observation period, the 
Master Seed Virus is unsatisfactory. If 
unfavorable reactions occur which are 
not attributable to the Master Seed 
Virus, the test shall be declared incon-
clusive and may be repeated: Provided: 
That, if the test is not repeated, the 
Master Seed Virus shall be considered 
unsatisfactory. 

(b) The dog safety test provided in 
this paragraph shall be used when a se-
rial of vaccine is tested for safety be-
fore release. 

(1) Each of two healthy dogs shall be 
administered 10 dog doses by the meth-
od recommended on the label and the 
dogs shall be observed each day for 14 
days. 

(2) If unfavorable reactions attrib-
utable to the biological product occur 
during the observation period, the se-
rial is unsatisfactory. If unfavorable 
reactions occur which are not attrib-
utable to the biological product, the 
test shall be declared inconclusive and 
may be repeated: Provided, That, if the 
test is not repeated, the serial shall be 
considered unsatisfactory. 

[60 FR 14358, Mar. 17, 1995] 

§ 113.41 Calf safety test. 
The calf safety test provided in this 

section shall be conducted when pre-
scribed in a Standard Requirement or 
in the filed Outline of Production for a 
product. 

(a) Test procedure. Each of two calves 
shall be injected with the equivalent of 
10 doses of vaccine administered in the 
manner recommended on the label and 
observed each day for 21 days. 

(b) Interpretation. If unfavorable reac-
tions attributable to the product occur 
in either of the calves during the obser-
vation period, the serial or subserial is 

unsatisfactory. If unfavorable reac-
tions which are not attributable to the 
product occur, the test shall be de-
clared inconclusive and may be re-
peated: Provided, That, if the test is not 
repeated, the serial or subserial shall 
be declared unsatisfactory. 

[39 FR 27428, July 29, 1974] 

§ 113.42 Detection of lymphocytic cho-
riomeningitis contamination. 

The test for detection of lymphocytic 
choriomeningitis (LCM) virus provided 
in this section shall be conducted when 
such a test is prescribed in an applica-
ble Standard Requirement or in a filed 
Outline of Production. Vaccine virus 
may be neutralized with specific anti-
serum when necessary. 

(a) Each of at least 10 mice obtained 
from a source free of LCM shall be in-
jected in the footpad of a hindfoot with 
0.02 ml of the material being tested and 
observed each day for 21 days. 

(b) If any of the mice show swelling 
in the injected footpad or if more than 
one becomes systemically abnormal, 
the material being tested is unsatisfac-
tory. 

[42 FR 6794, Feb. 4, 1977] 

§ 113.43 Detection of chlamydial 
agents. 

The test for chlamydial agents pro-
vided in this section shall be conducted 
when such a test is prescribed in an ap-
plicable standard requirement or in a 
filed Outline of Production. 

(a) The yolk sac of 6-day-old chicken 
embryos shall be injected. Three 
groups of 10 embryos shall be used se-
quentially. 

(1) The inoculum for each embryo in 
the first group shall consist of 0.5 ml of 
a mixture of equal parts of the seed 
virus with phosphate buffered saline 
that may contain Streptomycin, 
Vancomycin, Kanamycin, or a com-
bination thereof. Not more than 2 mg/ 
ml of each antibiotic shall be used. 

(2) On the 10th day postinoculation, 
the yolk sac of viable embryos shall be 
harvested, pooled, homogenized as a 20 
percent suspension in phosphate 
buffered saline antibiotic diluent, and 
0.5 ml of the mixture injected into the 
second group of chicken embryos. This 
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