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Summary of Exceptions to the Regulations or Standards

A. Primary Enclosures

1. Three animals were socially housed instead of pairing to provide social housing for an odd
numbered group.

2. This social housing was done to promote species-typical behavior and enhance acclimation.
3. Species: Primate
4. Number of animals: 6

B. Dog Exercise
1. Exceptions were granted to the dog exercise plan.

These exceptions were granted for scientific reasons.

a.  Radioactive Study
Due to the radioactive nature of the doses administered there was concern for radioactive
contamination of the room and equipment and between dose groups which would compromise
the study design. The exemption was of short duration (2 % weeks).

Species: Dog

Number of animals used: 25




Column E Explanation Form

1. Registration Number: 31-R-0021
2.  Number of animals used in this study: 482
3. Species (common name) of animals used in this study: Guinea Pig

4. Explain the procedure producing pain and/or distress: Intradermal injection. The dosing procedure
involved an injection with bacterial spores which did not cause more than momentary pain or distress.
The resultant bacterial infection may have caused pain and/or distress.

5. Provide 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.

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound
results. There are no known characterized, surrogate markers to predict mortality. Experienced staff
veterinarians were on site to monitor the study conduct and any animal welfare issues. Pain-relieving
drugs were not used, on the basis that death is rapid following the onset of symptoms, and that the use
of pain medications could mask the clinical appearance, affecting the experimental data. Animals
exhibiting clinical signs or those which were moribund were euthanized to alleviate pain and distress.
These data are critical to human safety in the event of human exposure.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

Agency: FDA

CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610,
approval based on evidence of effectiveness from studies in animals (under subpart I--approval of new
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on
evidence of effectiveness from studies in animals (under subpart H--approval of biological products
when human efficacy studies are not ethical or feasible).

Column E Explanation Form

1. Registration Number: 31-R-0021
2. Number of animals used in this study: 143
3. Species (common name) of animals used in this study: Guinea Pig

4. Explain the procedure producing pain and/or distress: Subcutaneous injection. The dosing procedure
involved an injection with bacterial spores which did not cause more than momentary pain or distress.
The resultant bacterial infection may have caused pain and/or distress.

5. Provide 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.

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound
results. There are no known characterized, surrogate markers to predict mortality. Experienced staff
veterinarians were on site to monitor the study conduct and any animal welfare issues. Pain-relieving
drugs were not used, on the basis that death is rapid following the onset of symptoms, and that the use
of pain medications could mask the clinical appearance, affecting the experimental data. Animals
exhibiting clinical signs or those which were moribund were euthanized to alleviate pain and distress.
These data are critical to human safety in the event of human exposure.
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6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

This work was conducted to validate a model and develop data necessary for definitive studies
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of
biological products when human efficacy studies are not ethical or feasible].

Column E Explanation Form

1. Registration Number: 31-R-0021
2. Number of animals used in this study: 27
3. Species (common name) of animals used in this study: Guinea Pig

4. Explain the procedure producing pain and/or distress: Intramuscular challenge of toxins. The dosing
procedure involved an injection of a bacterial toxin solution which did not cause more than momentary
pain or distress. The resultant toxicity may have caused pain and/or distress. This work was
conducted to evaluate the protective ability of passively transferred sera.

5. Provide 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.

Anesthetics, analgesics and sedatives may potentate the effects of infection and could confound results.
There are no known characterized, surrogate markers to predict mortality. Experienced staff
veterinarians were on site to monitor the study conduct and any animal welfare issues. Pain-relieving
drugs were not used, on the basis that death is rapid following the onset of symptoms, and that the use
of pain medications could mask the clinical appearance, affecting the experimental data. Animals
exhibiting clinical signs or those which were moribund were euthanized to alleviate pain and distress.
These data are critical to human safety in the event of human exposure.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610,
approval based on evidence of effectiveness from studies in animals (under subpart I--approval of new
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on
evidence of effectiveness from studies in animals (under subpart H--approval of biological products
when human efficacy studies are not ethical or feasible).

Column E Explanation Form

1. Registration Number: 31-R-0021
2. Number of animals used in this study: 55

Species (common name) of animals used in this study: Guinea Pig

(98}

4. Explain the procedure producing pain and/or distress:
To estimate physiological effects in human beings, guinea pigs were exposed to aerosols, or
contaminated surfaces, or injected subcutaneously to determine physiological effects of unidentified
compounds.

5. Provide 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.




To estimate the physiological effects in man, guinea pigs were exposed to unidentified compounds. It
is necessary to use a species of animal known to respond to compounds in a manner similar to that of
man. There are no known characterized, surrogate markers to predict mortality. Animals exhibiting
mild clinical signs often recovered without signs of pain and those with severe signs died rapidly.
Anesthetics, analgesics and tranquilizers would have interfered with the physiological effects of these
compounds. Experienced staff veterinarians were on site to monitor the study conduct and any animal
welfare issues. These data are critical to human safety in the event of exposure.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

N/A

Column E Explanation Form

1.

2.

Registration Number: 31-R-0021
Number of animals used in this study: 152
Species (common name) of animals used in this study: New Zealand White Rabbits

Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The
challenge was performed using a muzzle-only exposure chamber. The challenge procedure itself is not
painful but resultant bacterial infection may have caused pain and/or distress. This work was
conducted to evaluate the effectiveness of monoclonal antibodies, antibiotic treatment and/or
vaccination (proprietary).

Provide 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.

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or
potentiate the effects of infection and confound results. There are no known characterized, surrogate
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the
basis that death is rapid following the onset of symptoms, and that the use of pain medications could
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs or
those which are found to be moribund were euthanized to alleviate pain and distress. These data are
critical to human safety in the event of human exposure.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

Agency: FDA

CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610,
approval based on evidence of effectiveness from studies in animals (under subpart I--approval of new
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on
evidence of effectiveness from studies in animals (under subpart H--approval of biological products
when human efficacy studies are not ethical or feasible).

Column E Explanation Form

1.

2.

Registration Number: 31-R-0021

Number of animals used in this study: 21
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3. Species (common hame) of animals used in this study: New Zealand White Rabbits

4. Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The
challenge was performed using a muzzle-only exposure chamber. The challenge procedure itself is not
painful but resultant bacterial infection may have caused pain and/or distress. Certain of these studies
evaluated the effectiveness of proprietary vaccines.

5. Provide 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.

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or
potentiate the effects of infection and confound results. There are no known characterized, surrogate
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the
basis that death is rapid following the onset of symptoms, and that the use of pain medications could
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs or
those which are found to be moribund were euthanized to alleviate pain and distress. These data are
critical to human safety in the event of human exposure.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

This work was conducted to validate a model and develop data necessary for definitive studies
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of
biological products when human efficacy studies are not ethical or feasible].

Column E Explanation Form

1. Registration Number: 31-R-0021
2. Number of animals used in this study: 127
3. Species (common name) of animals used in this study: New Zealand White Rabbits

4. Explain the procedure producing pain and/or distress: Intramuscular injection. The dosing procedure
involved an injection with bacterial spores which did not cause more than momentary pain or distress.
The resultant bacterial infection may have caused pain and/or distress.

5. Provide 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.

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound
results. There are no known characterized, surrogate markers to predict mortality. Experienced staff
veterinarians were on site to monitor the study conduct and any animal welfare issues. Pain-relieving
drugs were not used, on the basis that death is rapid following the onset of symptoms, and that the use
of pain medications could mask the clinical appearance, affecting the experimental data. Animals
exhibiting clinical signs or those which were moribund were euthanized to alleviate pain and distress.
These data are critical to human safety in the event of human exposure.

6.  What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

This work was conducted to validate a model and develop data necessary for definitive studies
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when
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human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of
biological products when human efficacy studies are not ethical or feasible].

Column E Explanation Form

1.

2.

Registration Number: 31-R-0021
Number of animals used in this study: 166
Species (common name) of animals used in this study: New Zealand White Rabbits

Explain the procedure producing pain and/or distress: Subcutaneous injection. The dosing procedure
involved an injection with bacterial spores which did not cause more than momentary pain or distress.
The resultant bacterial infection may have caused pain and/or distress. This classified work was
conducted to evaluate the effectiveness of vaccination (proprietary).

Provide 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.

Anesthetics, analgesics and sedatives may potentiate the effects of infection and could confound
results. There are no known characterized, surrogate markers to predict mortality. Experienced staff
veterinarians were on site to monitor the study conduct and any animal welfare issues. Pain-relieving
drugs were not used, on the basis that death is rapid following the onset of symptoms, and that the use
of pain medications could mask the clinical appearance, affecting the experimental data. Animals
exhibiting clinical signs or those which were moribund were euthanized to alleviate pain and distress.
These data are critical to human safety in the event of human exposure.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

This work was conducted to validate a model and develop data necessary for definitive studies
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of
biological products when human efficacy studies are not ethical or feasible].

Column E Explanation Form

(9¥]

Registration Number: 31-R-0021
Number of animals used in this study: 36
Species (common name) of animals used in this study: Rhesus macaques

Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or
distress. This work was conducted to evaluate the effectiveness of antibiotic therapy and vaccination

(proprietary).

Provide 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.

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or
potentiate the effects of infection and confound results. There are no known characterized, surrogate
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the

HRIRS R iy
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basis that death is rapid following the onset of symptoms, and that the use of pain medications could
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs or
those which are found to be moribund were euthanized to alleviate pain and distress. These data are
critical to human safety in the event of human exposure.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

Agency: FDA

CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610,
approval based on evidence of effectiveness from studies in animals (under subpart I--approval of new
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on
evidence of effectiveness from studies in animals (under subpart H--approval of biological products
when human efficacy studies are not ethical or feasible).

Column E Explanation Form

1. Registration Number: 31-R-0021
2. Number of animals used in this study: 5

Species (common name) of animals used in this study: Rhesus macaques

U

4. Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or
distress.

5. Provide 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.

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or
potentiate the effects of infection and confound results. There are no known characterized, surrogate
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the
basis that death is rapid following the onset of symptoms, and that the use of pain medications could
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs or
those which are found to be moribund were euthanized to alleviate pain and distress. These data are
critical to human safety in the event of human exposure.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

This work was conducted to validate a model and develop data necessary for definitive studies
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of
biological products when human efficacy studies are not ethical or feasible].

Column E Explanation Form

1. Registration Number: 31-R-0021

2. Number of animals used in this study: 12

3. Species (common name) of animals used in this study: Cynomolgus macaques
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Explain the procedure producing pain and/or distress: Aerosol challenge with bacterial spores. The
challenge was performed under Telazol® anesthesia using a head-only exposure chamber. The
challenge procedure itself is not painful but resultant bacterial infection may have caused pain and/or
distress. This work was conducted to evaluate the effectiveness of vaccination (proprietary).

Provide 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.

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or
potentiate the effects of infection and confound results. There are no known characterized, surrogate
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the
basis that death is rapid following the onset of symptoms, and that the use of pain medications could
mask the clinical appearance, affecting the experimental data. Animals exhibiting clinical signs or
those which are found to be moribund were euthanized to alleviate pain and distress. These data are
critical to human safety in the event of human exposure.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

This work was conducted to validate a model and develop data necessary for definitive studies
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of
biological products when human efficacy studies are not ethical or feasible].

Column E Explanation Form

1.

(%]

(V5]

Registration Number: 31-R-0021
Number of animals used in this study: 8
Species (common name) of animals used in this study: Cynomolgus macaques

Explain the procedure producing pain and/or distress: Intravenous challenge with a systemic virus to
test the protective efficacy of a vaccine candidate. The challenge was performed under Telazol®
anesthesia. The challenge procedure itself is not painful but resultant viral infection may have caused
pain and/or distress. This work was conducted to evaluate the effectiveness of vaccination
(proprietary).

Provide 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.

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or
potentiate the effects of infection and confound results. There are no known characterized, surrogate
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the
basis that the use of pain medications could mask the clinical appearance, affecting the experimental
data. Animals exhibiting clinical signs or those which are found to be moribund were euthanized to
alleviate pain and distress. These data are critical to human safety in the event of human exposure.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

Agency: FDA
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CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610,
approval based on evidence of effectiveness from studies in animals (under subpart I--approval of new
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on
evidence of effectiveness from studies in animals (under subpart H--approval of biological products
when human efficacy studies are not ethical or feasible).

Column E Explanation Form

1.

2.

Column E Explanation Form

Registration Number: 31-R-0021
Number of animals used in this study: 3
Species (common name) of animals used in this study: Cynomolgus macaques

Explain the procedure producing pain and/or distress: Intravenous challenge with a systemic virus to
test the virulence of a newly generated stock of virus. The challenge was performed under Telazol®
anesthesia. The challenge procedure itself is not painful but resultant viral infection may have caused
pain and/or distress.

Provide 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.

Anesthetics, analgesics, and sedatives could not be provided because it had the potential to mask or
potentiate the effects of infection and confound results. There are no known characterized, surrogate
markers to predict mortality. Experienced staff veterinarians and animal technicians were on site to
monitor the study conduct and any animal welfare issues. Pain-relieving drugs were not used, on the
basis that the use of pain medications could mask the clinical appearance, affecting the experimental
data. Animals exhibiting clinical signs or those which are found to be moribund were euthanized to
alleviate pain and distress. These data are critical to human safety in the event of human exposure.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

This work was conducted to validate a model and develop data necessary for definitive studies
[required by the federal government under 21CFR.314.610 - subpart I -approval of new drugs when
human efficacy studies are not ethical or feasible, and/or 21CFR601.91 - subpart H -approval of
biological products when human efficacy studies are not ethical or feasible].

1.

2.

Registration Number: 31-R-0021
Number of animals used in this study: 5
Species (common name) of animals used in this study: Canine

Explain the procedure producing pain and/or distress: Dosing with toxic substance to test efficacy of
the antidote. The FDA requires preclinical testing to be done prior to licensure.

Provide 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.

Animals were anesthetized for the dosing period but did not fully recover to normal status after
anesthesia and dosing. They did not experience pain, but potentially experienced distress. It was
necessary to allow the full spectrum of toxicity to manifest to see whether the antidote would alleviate
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the signs. Animals exhibiting more than short term clinical signs were euthanized to alleviate distress.
These data are critical to human safety in the event of human exposure.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number:

Agency: FDA

CFR: As appropriate, study conducted under Title 21, Food and Drugs, specifically, 21CFR.314.610,
approval based on evidence of effectiveness from studies in animals (under subpart I--approval of new
drugs when human efficacy studies are not ethical or feasible), and 21CFR601.91, approval based on
evidence of effectiveness from studies in animals (under subpart H--approval of biological products
when human efficacy studies are not ethical or feasible)




