


Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 18

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Dogs were anesthetized and inoculated with a virulent organism. The dogs were
allowed to develop the clinical signs of the infection so that observations and
sampling could be made and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5)

This animal study was conducted to develop a challenge model. A challenge model
is the method used to administer the organism to animals so they will exhibit the
clinical signs of infectious disease. This challenge model would be used in the
qualification process of a new reference vaccine. The pain and/or distress from this
infectious disease could not be relieved because any therapeutics used to treat the
disease would eliminate, mask or modify the duration and severity of the clinical
signs that were caused by the organism. The attending veterinarian was consulted for
possible therapeutic treatment for the pain and distress of the disease but treatment
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids and
antibiotics would alter the expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this
procedure and study.

APHIS VS Memorandum 800.90 III.A. 9 CFR 101.5 definitions, “A Master
Reference is a reference whose potency is correlated, directly or indirectly, to host
animal immunogenicity.” A master or working reference is necessary for in vitro
potency testing for product release.

APHIS VS Memorandum 800.202 3.6.1 — General Licensing Considerations:

Outcome Specification. “The outcome may be specified in terms of a case definition,
severity categorization, or natural scale of measurement.”

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy.
“Efficacy is the direct effect of a medical intervention on an individual subject.”
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 18

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Dogs were anesthetized and inoculated with a virulent organism. The dogs were
allowed to develop clinical signs of the infection. The clinical signs were observed
and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5)

Product-and placebo-vaccinated animals were challenged with the virulent organism
to see if the vaccine would protect them from exhibiting clinical signs of infectious
disease. This information would be used to establish efficacy and support label
claims. The pain and/or distress from this infectious disease could not be relieved
because any therapeutics used to treat the disease would eliminate, mask or modify
the duration and severity of the clinical signs that were caused by the organism. The
attending veterinarian was consulted for possible therapeutic treatment for the pain
and distress of the disease but treatment with antipyretics, analgesics, non-steroidal
anti-inflammatories, corticosteroids, antivirals, antitussives and antibiotics would
alter the expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this
procedure and study.

APVMA (Australian Pesticides and Veterinary Medicines Authority) Guideline 47
Data requirements and guidelines for registration of new veterinary immunological
products.

Part 8 Efficacy and Target Animal Safety. Guidelines for trials to generate efficacy
and safety data

Parameters of efficacy trials i) clinical parameters (eg mortality, morbidity, lesions,
weight gain, epizootiological impact)

Controls and trial design- efficacy trail should compare a group of vaccinated
animals with an equivalent group of unvaccinated or placebo-vaccinated controls.
Define in the study what the purpose of the control group serves-evidence that
exposure to infection took place.
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 62

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Dogs were anesthetized and inoculated with a virulent organism. The dogs were
allowed to develop clinical signs of the infection. The clinical signs were observed
and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5) _

Product-and placebo-vaccinated animals were challenged with virulent organism to
see if the vaccine would protect them from exhibiting clinical signs of infectious
disease. This information would be used to establish efficacy and support label
claims. The pain and/or distress from this infectious disease could not be relieved
because any therapeutics used to treat the disease would eliminate, mask or modify
the duration and severity of the clinical signs that were caused by the organism. The
attending veterinarian was consulted for possible therapeutic treatment for the pain
and distress of the disease but treatment with antipyretics, analgesics, non-steroidal
anti-inflammatories, corticosteroids, antivirals and antitussives would alter the
expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this

procedure and study.

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome
Specification. “The outcome may be specified in terms of a case definition, severity
categorization, or natural scale of measurement.”

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy.
“Efficacy is the direct effect of a medical intervention on an individual subject.”

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods.
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by
their response to challenge with the virulent pathogen.”

APHIS VS Memorandum 800.202 4.5 Species-Establish efficacy in each species for which
the product is recommended. 4.6 Age and susceptibility-Conduct target species
immunogenicity studies in fully susceptible animals of the youngest age for which the product
is recommended.
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 27

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Dogs were anesthetized and inoculated with a virulent organism. The dogs were
allowed to develop clinical signs of the infection. The clinical signs were observed
and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results, (For Federally mandated testing, see
Item 5) .

Product-and placebo-vaccinated animals were challenged with virulent organism to see if the
vaccine would protect them from exhibiting clinical signs of infectious disease. This
information would be used to establish duration of immunity. The pain and/or distress from
this infectious disease could not be relieved because any therapeutics used to treat the disease
would eliminate, mask or modify the duration and severity of the clinical signs that were
caused by the organism. The attending veterinarian was consulted for possible therapeutic
treatment for the pain and distress of the disease but treatment with antipyretics, analgesics,
non-steroidal anti-inflammatories, corticosteroids, antivirals and antitussives would alter the
expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this

procedure and study.

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome -
Specification. “The outcome may be specified in terms of a case definition, severity
categorization, or natural scale of measurement.”

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy.
“Efficacy is the direct effect of a medical intervention on an individual subject.”

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods.
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by
their response to challenge with the virulent pathogen.”

APHIS VS Memorandum 800.202 4.5 Species-Establish efficacy in each species for which
the product is recommended. 4.6 Age and susceptibility-Conduct target species
immunogenicity studies in fully susceptible animals of the youngest age for which the product
is recommended. 4.8 Duration of immunity- Conduct duration of immunity studies to
support vaccination recommendations for all new product fractions presented for licensure.
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 12

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Dogs were anesthetized and inoculated with a virulent organism. The dogs were
allowed to develop the clinical signs of the infection. The clinical signs were
observed and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5)

This animal study was conducted to develop a challenge model. A challenge model
is the method used to administer the pathogen to animals so they will exhibit the
clinical signs of infectious disease. This information would be used to establish
vaccine efficacy and support label claims. The pain and/or distress from this
infectious disease could not be relieved because any therapeutics used to treat the
disease would eliminate, mask or modify the duration and severity of the clinical
signs that were caused by the organism. The attending veterinarian was consulted for
possible therapeutic treatment for the pain and distress of the disease. However
treatment with antipyretics, analgesics, non-steroidal anti-inflammatories,
corticosteroids, antitussives, antivirals and antibiotics would alter the expression of
the disease.

Cite the agency, code of Federal Regulations (CFR) title number and thé
specific section number and/or VS Memoranda that require this
procedure and study.

APVMA (Australian Pesticides and Veterinary Medicines Authority) Guideline 47
Data requirements and guidelines for registration of new veterinary immunological
products.

Part 8 Efficacy and Target Animal Safety. Guidelines for trials to generate efficacy
and safety data

Parameters of efficacy trials i) clinical parameters (eg mortality, morbidity, lesions,
weight gain, epizootiological impact)

Controls and trial design- efficacy trail should compare a group of vaccinated
animals with an equivalent group of unvaccinated or placebo-vaccinated controls.
Define in the study what the purpose of the control group serves-evidence that
exposure to infection took place.
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 9

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Dogs were anesthetized and inoculated with a virulent organism. The dogs were
allowed to develop clinical signs of the infection. The clinical signs were observed
and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5)

Vaccinated and non-vaccinated animals were challenged with the organism to see if
the vaccine would protect them from exhibiting clinical signs of infectious disease.
This information would be used to determine if one antigen in the vaccine would
interfere with the ability of the other antigen in the vaccine to protect against disease.
The pain and/or distress from this infectious disease could not be relieved because
any therapeutics used to treat the disease would eliminate, mask or modify the
duration and severity of the clinical signs that were caused by the organism. The
attending veterinarian was consulted for possible therapeutic treatment for the pain
and distress of the disease but treatment with antipyretics, analgesics, non-steroidal
anti-inflammatories, corticosteroids, antibiotics and antitussives would alter the
expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this -
procedure and study.

APVMA (Australian Pesticides and Veterinary Medicines Authority) Guideline 47
Data requirements and guidelines for registration of new veterinary immunological

products.

Part 8 Efficacy and Target Animal Safety. Guidelines for trials to generate efficacy
and safety data

Parameters of efficacy trials i) clinical parameters (eg mortality, morbidity, lesions,
weight gain, epizootiological impact)

Controls and trial design- efficacy trail should compare a group of vaccinated

animals with an equivalent group of unvaccinated or placebo-vaccinated controls.
Define in the study what the purpose of the control group serves-evidence that
exposure to infection took place.
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 65

Explanation of the procedure producing pain and/or distress (Must be

written as to be understood by lay person as well as scientists)
Dogs were inoculated with a virulent organism. The dogs were allowed to develop
clinical signs of the infection so that observations could be made and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5)

This animal study was conducted for the qualification of a new master reference vaccine.
Reference vaccine and non-vaccinated animals were challenged with the virulent organism to
see if the vaccine would protect them from exhibiting clinical signs of infectious disease.

The pain and/or distress from this infectious disease could not be relieved because any
therapeutics used to treat the disease would eliminate, mask or modify the duration and
severity of the clinical signs that were caused by the organism The attending veterinarian was
consulted for possible therapeutic treatment for the pain and distress of the disease but
treatment with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, and
antibiotics would alter the expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this
procedure and study.

A master or working reference is necessary for in vitro potency testing for product release. —
VS Memorandum 800.90 ITIL.A. “A Master Reference is a reference whose potency is

correlated, directly or indirectly, to host animal immunogenicity”.

9CFR 113.8 (d)(2) requires the use of an unexpired reference for in vitro tests for serial

release,

VS Memorandum 800.202 3.6.1 “The outcome may be specified in terms of a case definition,
severity categorization, or natural scale of measurement”.

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods.
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by
their response to challenge with the virulent pathogen.”

VS Memorandum 800.202 1.3 “Efficacy is the direct effect of a medical intervention on an
individual subject”.



Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 1

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Dogs were anesthetized and virulent organism was administered. The dogs were
observed for the first signs of infectious disease. At the first signs of infection the
dogs could be euthanized with a barbiturate overdose. However this animal did not
exhibit any signs of infection on one day of observation and was dead the next day of
observation before it could be euthanized.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5)

This animal study was conducted to develop a challenge model. A challenge model is the
method used to administer the pathogen to animals so they will exhibit the clinical signs of
infectious disease. This information would be used to establish vaccine efficacy, duration of
immunity and support label claims. The pain and/or distress from this infectious disease
could have been relieved with euthanasia using a barbiturate overdose if the signs of infection
were observed before death

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this

procedure and study.

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome
Specification. “The outcome may be specified in terms of a case definition, severity
categorization, or natural scale of measurement.”

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy.
“Efficacy is the direct effect of a medical intervention on an individual subject.”

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods.
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by
their response to challenge with the virulent pathogen.”

APHIS VS Memorandum 800.202 4.2- Label claims: 4.5 Species-Establish efficacy in each
species for which the product is recommended. 4.6 Age and susceptibility-Conduct target
species immunogenicity studies in fully susceptible animals of the youngest age for which the
product is recommended. 4.8 Duration of immunity- Conduct duration of immunity studies
to support vaccination recommendations for all new product fractions presented for licensure.
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Canine
Number of animals achieving Cat. E in this study: 8

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Dogs were anesthetized and inoculated with a virulent organism. The dogs were
allowed to develop the clinical signs of the infection. The clinical signs were
observed and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5) .

This animal study was conducted to develop a challenge model. A challenge model
is the method used to administer the pathogen to animals so they will exhibit the
clinical signs of infectious disease. This information would be used to establish
vaccine efficacy and support label claims. The pain and/or distress from this
infectious disease could not be relieved because any therapeutics used to treat the
disease would eliminate, mask or modify the duration and severity of the clinical
signs that were caused by the bacteria. The attending veterinarian was consulted for
possible therapeutic treatment for the pain and distress of the disease. However
treatment with antipyretics, analgesics, non-steroidal anti-inflammatories,
corticosteroids, antitussives and antibiotics would alter the expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this
procedure and study.

APVMA (Australian Pesticides and Veterinary Medicines Authority) Guideline 47
Data requirements and guidelines for registration of new veterinary immunological
products.

Part 8 Efficacy and Target Animal Safety. Guidelines for trials to generate efficacy
and safety data

Parameters of efficacy trials i) clinical parameters (eg mortality, morbidity, lesions,
weight gain, epizootiological impact)

Controls and trial design- efficacy trail should compare a group of vaccinated
animals with an equivalent group of unvaccinated or placebo-vaccinated controls.
Define in the study what the purpose of the control group serves-evidence that
exposure to infection took place.
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Feline
Number of animals achieving Cat. E in this study: 20

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Cat were anesthetized and inoculated with a virulent organism known to cause
disease. The cats were allowed to develop clinical signs of the infection so that
observations could be made and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5) .

Cats were challenged with the pathogen to see if the vaccine would protect them
from exhibiting clinical signs of infectious disease. This information would be used
to qualify this reference vaccine. The pain and/or distress from this infectious
disease could not be relieved because any therapeutics used to treat the disease would
eliminate, mask or modify the duration and severity of the clinical signs that were
caused by the organism. The attending veterinarian was consulted for possible
therapeutic treatment for the pain and distress of the disease but treatment with
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids,
antitussives, antivirals and antibiotics would alter the expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this

procedure and study. -

APHIS VS Memorandum 800.90 II1.A.9 CFR 101.5 definitions, “A Master
Reference is a reference whose potency is correlated, directly or indirectly, to host
animal immunogenicity.” A master or working reference is necessary for in vitro
potency testing for product release.

APHIS VS Memorandum 800.202 3.6.1 — General Licensing Considerations:
QOutcome Specification. “The outcome may be specified in terms of a case definition,
severity categorization, or natural scale of measurement.”

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy.
“Efficacy is the direct effect of a medical intervention on an individual subject.”






Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Feline
Number of animals achieving Cat. E in this study: 14

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Cats were anesthetized and inoculated various strains of a virulent organism. The
cats were allowed to develop the clinical signs of the infection. The clinical signs
were observed and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5) '

This animal study was conducted to determine the clinical signs of infection caused
by different strains of an organism affecting cats. This information would be used to
select a possible vaccine candidate and develop a challenge model to establish
vaccine efficacy and support label claims. The pain and/or distress from this
infectious disease could not be relieved because any therapeutics used to treat the
disease would eliminate, mask or modify the duration and severity of the clinical
signs that were caused by the organism. The attending veterinarian was consulted for
possible therapeutic treatment for the pain and distress of the disease but treatment
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids,
antitussives, antivirals and antibiotics would alter the expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this
procedure and study.

APHIS VS8 Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome
Specification. “The outcome may be specified in terms of a case definition, severity
categorization, or natural scale of measurement.”

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy.
“Efficacy is the direct effect of a medical intervention on an individual subject.”

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods.
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by
their response to challenge with the virulent pathogen.”

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new product
must be determined under the guidelines of the classifications listed in the memorandum.





















Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Feline
Number of animals achieving Cat. E in this study: 26

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Cats were anesthetized and inoculated with a virulent organism The cats were
allowed to develop the clinical signs of infection. The clinical signs were observed
and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5) .

This animal study was conducted to develop a challenge model. A challenge model
is the method used to administer the pathogen to animals so they will exhibit the
clinical signs of infectious disease. This information would be used to establish
vaccine efficacy. The pain and/or distress from this infectious disease could not be
relieved because any therapeutics used to treat the disease would eliminate, mask or
modify the duration and severity of the clinical signs that were caused by the
organism. The attending veterinarian was consulted for possible therapeutic
treatment for the pain and distress of the disease. However treatment with
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids,
antitussives, antivirals and antibiotics would alter the expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this _

procedure and study.

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations:
Outcome Specification. “The outcome may be specified in terms of a case definition,
severity categorization, or natural scale of measurement.”

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy.
“Efficacy is the direct effect of a medical intervention on an individual subject.”

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods.

“Vaccine trials should preferably aim to compare product and placebo-treated
subjects by their response to challenge with the virulent pathogen.”
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

Species: Feline
Number of animals achieving Cat. E in this study: 38

Explanation of the procedure producing pain and/or distress (Must be
written as to be understood by lay person as well as scientists)

Cat were anesthetized and inoculated with a virulent organism known to cause
disease. The cats were allowed to develop clinical signs of the infection so that
observations could be made and recorded.

Scientific justification why pain and/or distress could not be relieved.
State methods or means used to determine that pain and/or distress relief
would interfere with test results. (For Federally mandated testing, see
Item 5)

Animals were challenged with the virulent organism to see if the vaccine would
protect them from exhibiting clinical signs of infectious disease. This information
would be used to qualify this reference vaccine. The pain and/or distress from this
infectious disease could not be relieved because any therapeutics used to treat the
disease would eliminate, mask or modify the duration and severity of the clinical
signs that were caused by the organism. The attending veterinarian was consulted for
possible therapeutic treatment for the pain and distress of the disease but treatment
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids,
antitussives, antivirals and antibiotics would alter the expression of the disease.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this

procedure and study. _
APHIS VS Memorandum 800.90 IILLA. 9 CFR 101.5 definitions, “A Master

Reference is a reference whose potency is correlated, directly or indirectly, to host
animal immunogenicity.” A master or working reference is necessary for in vitro

potency testing for product release. 9CFR 113.8 (d)(2) requires the use of an

unexpired reference for in vitro tests for serial release.

APHIS VS Memorandum 800.202 3.6.1 — General Licensing Considerations:
Outcome Specification. “The outcome may be specified in terms of a case definition,
severity categorization, or natural scale of measurement.”

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy.
“Efficacy is the direct effect of a medical intervention on an individual subject.”

Ny 0















