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§113.1

LIVE VIRUS VACCINES

113.300 General requirements for live virus
vaccines.

113.301 Ovine Ecthyma Vaccine.

113.302 Distemper Vaccine—Mink.

113.303 Bluetongue Vaccine.

113.304 Feline Panleukopenia Vaccine.

113.305 Canine Hepatitis and Canine
Adenovirus Type 2 Vaccine.

113.306 Canine Distemper Vaccine.

113.308 Encephalomyelitis Vaccine, Ven-
ezuelan.

113.309 Bovine Parainfluenzas; Vaccine.

113.310 Bovine Rhinotracheitis Vaccine.

113.311 Bovine Virus Diarrhea Vaccine.

113.312 Rabies Vaccine, Live Virus.

113.313 Measles Vaccine.

113.314 Feline Calicivirus Vaccine.

113.315 Feline Rhinotracheitis Vaccine.

113.316 Canine Parainfluenza Vaccine.

113.317 Parvovirus Vaccine (Canine).

113.318 Pseudorabies Vaccine.

113.319-113.324 [Reserved]

113.3256 Avian Encephalomyelitis Vaccine.

113.326 Avian Pox Vaccine.

113.327 Bronchitis Vaccine.

113.328 Fowl Laryngotracheitis Vaccine.

113.329 Newcastle Disease Vaccine.

113.330 Marek’s Disease Vaccines.

113.331 Bursal Disease Vaccine.

113.332 Tenosynovitis Vaccine.

DIAGNOSTICS AND REAGENTS

113.400-113.405 [Reserved]

113.406 Tuberculin, Intradermic.

113.407 Pullorum antigen.

113.408 Avian mycoplasma antigen.

113.409 Tuberculin—PPD Bovis,
Intradermic.

ANTIBODY PRODUCTS

113.450 General requirements for antibody
products.

113.451 Tetanus Antitoxin.

113.452 Erysipelothrix Rhusiopathiae Anti-
body.

113.453 [Reserved]

113.454 Clostridium Perfringens Type C
Antitoxin.

113.455 Clostridium Perfringens Type D
Antitoxin.

113.456-113.498 [Reserved]

113.499 Products for treatment of failure of
passive transfer.

AUTHORITY: 21 U.S.C. 151-159; 7 CFR 2.22,
2.80, and 371.4.

SOURCE: 34 FR 18004, Nov. 7, 1969, unless
otherwise noted.
APPLICABILITY

§113.1 Compliance.

The regulations in this part apply to
each serial or subserial of a licensed bi-
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ological product manufactured in a li-
censed establishment and to each serial
or subserial of a biological product in
each shipment imported for distribu-
tion and sale.

§113.2 Testing aids.

To better ensure consistent and re-
producible test results when Standard
Requirement tests prescribed in the
regulations are conducted, National
Veterinary Services Laboratories, U.S.
Department of Agriculture, may pro-
vide testing aids, when available, to 1i-
censees, permittees, and applicants for
licenses and permits. Such aids shall be
as follows:

(a) Supplemental Assay Method
(SAM) is a technical bulletin con-
taining detailed instructions for con-
ducting a test. Such instructions shall
be in accordance with the procedures
currently being followed at National
Veterinary Services Laboratories and
as improved, proven procedures are de-
veloped, shall be revised and reissued
prior to application.

(b) Standard Reference Preparation
is a serum, virus, bacterial culture, or
antigen to be used in test systems for
direct comparison with serials of bio-
logical products under test.

(c) Standard Test Reagent is a serum,
antitoxin, fluorescent antibody con-
jugate, toxin, virus, bacterial cultural,
or antigen to be used in test systems
but not for direct comparison with se-
rials of biological products under test.

(d) Seed cultures are small quantities
of standard organisms to be propagated
by the recipient to establish a supply
for use.

(e) Test Code Number is a number as-
signed by Animal and Plant Health In-
spection Service to each test procedure
specified in the Standard Requirements
and in each filed Outline of Production
where such test is conducted to support
a request for release of a serial or sub-
serial.

[39 FR 21041, June 18, 1974, as amended at 40
FR 758, Jan. 3, 1975; 50 FR 21799, May 29, 1985;
56 FR 66784, Dec. 26, 1991]

§113.3 Sampling of biological prod-
ucts.

Each licensee and permittee shall
furnish representative samples of each
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serial or subserial of a biological prod-
uct manufactured in the United States
or imported into the United States as
prescribed in this section. Additional
samples may be purchased in the open
market by a Animal and Plant Health
Inspection Service representative.

(a) Either an employee of the Depart-
ment of Agriculture, of the licensee, or
of the permittee, as designated by the
Administrator shall select prerelease
samples of biological product in the
number prescribed in paragraph (b) of
this section. BEach sample shall be
marked for identification by the person
making the selection after which they
shall be packaged by the licensee or
permittee, as the case may be, and for-
warded to National Veterinary Serv-
ices Laboratories; except that an em-
ployee of the Department may forward
or deliver the samples to National Vet-
erinary Services Laboratories if such
action deemed advisable by the Admin-
istrator.

(1) Selection shall be made as fol-
lows:

(i) Nonviable liquid biological prod-
ucts—either bulk or final container
samples of completed product shall be
selected for purity, safety, or potency
tests. Biological product in final con-
tainer shall be selected to test for via-
ble bacteria and fungi.

(ii) Viable liquid biological products;
samples shall be in final containers and
shall be randomly selected at the end
of the filling operation. Bulk con-
tainers of completed product may be
sampled when authorized by the Ad-
ministrator.

(iii) Desiccated biological products;
samples shall be in final containers and
shall be randomly selected if des-
iccated in the final container. Biologi-
cal products desiccated in bulk shall be
sampled at the end of the filling oper-
ation.

(iv) Representative samples of each
serial or subserial in each shipment of
imported biological products shall be
selected.

(2) Comparable samples shall be used
by Animal and Plant Health Inspection
Service, the licensee, and the per-
mittee for similar tests.

(3) When bulk samples of completed
product in liquid form are to be tested
as prescribed in paragraph (a)(1) of this

§113.3

section, the number of such samples
from each serial and the minimum
quantity of product to be provided in
each sample shall be stated in the filed
Outline of Production.

(b) Unless otherwise prescribed by
the Administrator, the number of final
container samples to be selected from
each serial and subserial shall be:

(1) Vaccines:

(i) Six multiple-dose
Brucella Abortus Vaccine;

(ii) Twelve samples of all other live
bacterial vaccines;

(iii) Two samples of Coccidiosis Vac-
cine;

(iv) Eighteen samples of Rabies Vac-
cine, Modified Live Virus;

(v) Sixteen samples of all other vac-
cines consisting of live microorga-
nisms;

(vi) Thirty single-dose or 14 multiple-

samples of

dose samples of Equine
Encephalomyelitis  Vaccine, Killed
Virus;

(vii) Twenty-two single-dose or 14
multiple-dose samples of Rabies Vac-
cine, Killed Virus;

(viii) Sixteen single-dose or 12 mul-
tiple-dose samples of all other vaccines
consisting of killed microorganisms.

(2) Bacterins and bacterin-toxoids:

(i) Twelve samples of single-fraction
products;

(ii) Thirteen samples of two-fraction
products;

(iii) Fourteen samples of products
consisting of 3 or more fractions.

(38) Antiserums: Twelve samples of
antiserum recommended for large ani-
mals or 14 samples of antiserum rec-
ommended for small animals or the
number of reagent serum samples pre-
scribed in the filed Outline of Produc-
tion for the product.

(4) Antitoxins:

(i) Fourteen single-dose or 12 mul-
tiple dose samples of Tetanus Anti-
toxin;

(ii) Twelve samples of all other
antitoxins.

(5) Toxoids:

(i) Eighteen single-dose or 12 mul-
tiple dose samples of all toxoids.

(6) Antigens: Twelve samples of poul-
try antigens or 20 samples of tuber-
culin or four samples of all other diag-
nostic antigens.
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(T) Diagnostic test kits: Two samples of
diagnostic test kits. The licensee or
permittee will hold one of these se-
lected samples at the storage tempera-
ture recommended on the label while
awaiting a request by the animal and
Plant Health Inspection Service to sub-
mit the additional sample. If submis-
sion is not requested by the Animal
and Plant Health Inspection Service,
the additional sample may be returned
to the serial inventory after the serial
is released. In the case of diagnostic
test kits in which final packaging con-
sists of multiple microtiter test plates
or strips, the licensee or permittee may
submit a specified number of test
plates or strips along with all other
test reagents as prescribed in a filed
Outline of Production and retain a
similar amount as a second sample for
submission upon request. When the ini-
tial sample is not representative of
final packaging by the licensee of per-
mittee, e.g., does not consist of all the
microtiter test plates or strips, the sec-
ond sample is not eligible to be re-
turned to serial inventory after the se-
rial is released.

(8) Autogenous biologics: With the ex-
ception of the first serial or subserial,
10 samples must be selected and sub-
mitted to the Animal and Plant Health
Inspection Service from each serial or
subserial of an autogenous biologic eli-
gible to be shipped that consists of
more than 50 containers. For first seri-
als or subserials eligible for shipment
consisting of more than 50 containers,
10 samples from each serial or subserial
must be selected and held for submis-
sion to the Animal and Plant Health
Inspection Service upon request in ac-
cordance with paragraph (e)(4) of this
section. For serials or subserials of au-
togenous biologic with 50 or fewer con-
tainers, no samples, other than those
required by paragraph (e) of this sec-
tion, are required.

(9) Miscellaneous: The number of sam-
ples from products not in the cat-
egories provided for in paragraphs
(b)(1) through (b)(8) of this section
shall be prescribed in the filed Outline
of Production for the product.

(c) Prelicensing and Outline of Pro-
duction changes: Samples needed to
support a license application or a
change in the Outline of Production for

9 CFR Ch. | (1-1-11 Edition)

a licensed product shall be submitted
only upon request from the animal and
Plant Health Inspection Service. Ex-
cept for miscellaneous products speci-
fied in paragraph (b)(9) of this section,
the number of such samples shall be at
least one and one-half times the num-
ber prescribed for such product in para-
graph (b) of this section. Samples of
Master Seeds and Master Cell Stocks
with a minimum individual volume of 1
ml shall be submitted as follows:

(1) Ten samples of Bacterial Master
Seeds.

(2) Thirteen samples of viral Master
Seeds or nonviral Master Seeds requir-
ing cell culture propagation. For Mas-
ter Seeds isolated or passed in a cell
line different from the species of in-
tended use, an additional 2 samples are
required for each additional species.
For Master Seeds grown in cell culture
and intended for use in more than one
species, an additional 2 samples are re-
quired for each additional species.

(3) Thirty-six samples of at least 1 ml
each or six samples of at least 1 ml
each, one sample of at least 20 ml, and
one sample of at least 10 ml of Master
Cell Stocks. In the case of Master Cell
Stocks which are persistently infected
with a virus, an additional four sam-
ples of at least 1 ml each are required.
If these persistently infected cell
stocks are intended for use in more
than one species, an additional two
samples of at least 1 ml each are re-
quired for each additional species.

(4) Four samples of the Master Cell
Stock + n (highest passage) cells.

(d) Sterile diluent: A sample of Ster-
ile Diluent shall accompany each sam-
ple of product, other than Marek’s Dis-
ease Vaccine, if such diluent is re-
quired to rehydrate or dilute the prod-
uct before use. The volume of diluent
shall be an appropriate amount to re-
hydrate or dilute the product. Samples
of Sterile Diluent prepared for use with
Marek’s Disease Vaccine shall be sub-
mitted upon request from the Animal
and Plant Health Inspection Service.

(e) Reserve samples shall be selected
from each serial and subserial of bio-
logical product. Such samples shall be
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selected at random from final con-
tainers of completed product by an em-
ployee of the Department, of the li-
censee, or of the permittee, as des-
ignated by the administrator. Each
sample shall:

(1) Consist of 5 single-dose packages,
2 multiple-dose packages, or 2 diag-
nostic test kits, except that, in the
case of diagnostic test kits in which
final packaging consists of multiple
microtiter test plates or strips, a sam-
ple may consist of a specified number
of test plates or strips along with all
other test reagents as prescribed in a
filed Outline of Production;

(2) Be adequate in quantity for appro-
priate examination and testing;

(3) Be truly representative and in
final containers;

(4) Be held in a special compartment
set aside by the licensee or permittee
for holding these samples under refrig-
eration at the storage temperature rec-
ommended on the labels for 6 months
after the expiration date stated on the
labels. The samples that are stored in
this manner shall be delivered to the
Animal and Plant Health Inspection
Service upon request.

(Approved by the Office of Management and
Budget under control number 0579-0013)

[38 FR 29886, Oct. 30, 1973, as amended at 40
FR 758, Jan. 3, 1975; 40 FR 49768, Oct. 24, 1975;
41 FR 56627, Dec. 29, 1976; 48 FR 9506, Mar. 7,
1983; 48 FR 57473, Dec. 30, 1983; 50 FR 21799,
May 29, 1985; 56 FR 66784, Dec. 26, 1991; 60 FR
14356, Mar. 17, 1995; 67 FR 15713, Apr. 3, 2002]

§113.4 Exemptions to tests.

(a) The test methods and procedures
contained in all applicable Standard
Requirements shall be complied with
unless otherwise exempted by the Ad-
ministrator and provided that such ex-
emption is noted in the filed Outline of
Production for the product.

(b) Test methods and procedures by
which the biological products shall be
evaluated shall be designated in the
Outline of Production for such prod-
ucts.

[38 FR 29887, Oct. 30, 1973, as amended at 56
FR 66784, Dec. 26, 1991]
§113.5 General testing.

(a) No biological product shall be re-
leased prior to the completion of tests
prescribed in a filed Outline of Produc-

§113.6

tion or Standard Requirements for the
product to establish the product to be
pure, safe, potent, and efficacious.

(b) Tests of biological products shall
be observed by a competent employee
of the manufacturer during all critical
periods. A critical period shall be the
time when certain specified reactions
must occur in required tests to prop-
erly evaluate the results.

(c) Records of all tests shall be kept
in accordance with part 116 of this
chapter. Results of all required tests
prescribed in the filed Outline of Pro-
duction or the Standard Requirements
for the product shall be submitted to
Animal and Plant Health Inspection
Service. Blank forms shall be furnished
upon request to Animal and Plant
Health Inspection Service.

(d) When the initial or any subse-
quent test is declared a “No test,” the
reasons shall be reported in the test
records, the results shall not be consid-
ered as final, and the test may be re-
peated.

(e) When new test methods are devel-
oped and approved by Animal and
Plant Health Inspection Service, bio-
logical products tested thereafter shall
be evaluated by such methods, and if
not found to be satisfactory when so
tested shall not be released.

(Approved by the Office of Management and
Budget under control number 0579-0059)

[34 FR 18004, Nov. 4, 1969, as amended at 39
FR 25463, July 11, 1974; 40 FR 45420, Oct. 2,
1975; 40 FR 46093, Oct. 6, 1975; 41 FR 6751, Feb.
13, 1976; 48 FR 57473, Dec. 30, 1983; 56 FR 66784,
Dec. 26, 1991]

§113.6 Animal and Plant Health In-
spection Service testing.

A biological product shall with rea-
sonable certainty yield the results in-
tended when used as recommended or
suggested in its labeling or proposed la-
beling prior to the expiration date.

(a) The Administrator is authorized
to cause a biological product, manufac-
tured in the United States or imported
into the United States, to be examined
and tested for purity, safety, potency,
or efficacy; in which case, the licensee
or permittee shall withhold such prod-
uct from the market until a determina-
tion has been made.

(b) The final results of each test con-
ducted by the licensee and Animal and
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