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l “ASSURANCE STATEMENTS

1) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and
tranquilizing drugs, prior to, during, and following actual research, teaching, testing, surgery, or experimentation were followed by this research facility.

2} Each principal investigator has considered alternatives to painful procedures.

3)  This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified
and explained by the principal investigator and approved by the Institutional Animal Care and Use Committee (IACUC). A summary of all the
exceptions Is attached to this annual report. [n addition to identifying the IACUC-approved exceptions, this summary includes a brief explanation of
the exceptions, as well as the species and number of animals affected.

4) The altending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the
adequacy of other aspects of animal care and use.
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Attachment B: Category E Explanations, USDA, APHIS Form 7023 (FY08) Page 1 of 3
Centers for Disease Control and Prevention
Registration Number: 57-F-0004

Protocol: 1394RUPSKUL

Species (common name): Skunk

Number: 4

Explanation of procedure producing pain and/or distress:

The development of clinical rabies infection is expected to occur in a subset of the infected
animals. There are occasionally animals that progress to a terminal state before we are able to
humanely euthanize them. However, it is critical to understand infection dynamics in this
important rabies reservoir.

Justification why pain and/or distress could not be relieved:

All animals infected with rabies virus will be euthanized at first onset of clinical signs of rabies.
Beginning 7 days post infection animals will be examined at least daily by rabies staff and ad hoc
by animal care staff during routine husbandry so that euthanasia can be promptly administered.
However, occasionally animals progress rapidly from apparently heaithy to a terminal state. This
can occasionally occur overnight or between routine check periods. The majority of animals will
be euthanized at first onset and we do not expect a significant number of animals to rapidly
progress as described above.

Protocol: 140SRUPBATL

Species (common name): Bat

Number: 16

Explanation of procedure producing pain and/or distress:

The development of clinical rabies infection is expected to occur in a subset of the infected
animals. There are occasionally animals that progress to a terminal state before we are able to
humanely euthanize them. However, it is critical to understand infection dynamics in this
important rabies reservoir.

Justification why pain and/or distress could not be relieved:

All animals infected with rabies virus will be euthanized at first onset of clinical signs of rabies.
Beginning 7 days post infection animals will be examined at least daily by rabies staff and ad hoc
by animal care staff during routine husbandry so that euthanasia can be promptly administered.
However, occasionally animals progress rapidly from apparently healthy to a terminal state. This
can occasionally occur overnight or between routine check periods. The majority of animals will
be euthanized at first onset and we do not expect a significant number of animals to rapidly
progress as described above.

Protocol: 1419SANMONC

Species (common name): Rhesus macaque

Number: 2

Explanation of procedure producing pain and/or distress:

Pain due to infection with Ebola virus is predicted to be seen in all unprotected control animals
and is unavoidable. Animals will be evaluated daily by a veterinarian and those that develop
infection-associated Ebola hemorrhagic fever syndrome or exhibit a confluence of other clinical
signs indicative of advanced disease (severe lethargy, unresponsiveness and a 15-20% reduction
in body weight), will be anesthetized, terminally bled and humanely euthanatized while still
under general anesthesia.

Justification why pain and/or distress could not be relieved:

Nonhuman primates are the only relevant model. These experiments seek to determine the
numbers of animals surviving infection as a result of immunization and treatment with drugs may
affect the outcome. Certain pain relieving drugs may exacerbate the disease as clotting factors
and liver functions will be affected in diseased animals.
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Attachment B: Category E Explanations, USDA, APHIS Form 7023 (FY08) Page 2 of 3
Centers for Disease Control and Prevention
Registration Number: 57-F-0004

Protocol: 1436 TUMFERC

Species (common name): Ferret

Number: 27

Explanation of procedure producing pain and/or distress:

Ferrets represent the best model for studying transmission and pathogenesis of highly pathogenic
influenza viruses. Infection of ferrets with recombinant HIN1 viruses may cause severe
morbidity and even death in some cases. Our preliminary studies suggest that a majority of
viruses to be evaluated in this study will actually be attenuated for ferrets as they are in mice
tested under a separate mouse protocol. Therefore, we estimate that only 20% of animals at most
may experience a moribund state requiring euthanasia.

Justification why pain and/or distress could not be relieved:

Use of anesthetics, analgesics, and/or tranquilizers would have an effect on the innate immune
response and alter the scientific outcome.

Protocol: 1441KLIFERC

Species (common name): Ferret

Number: 6

Explanation of procedure producing pain and/or distress:

In very rare cases, ferrets infected with highly pathogenic HSN1 influenza viruses can get very ill.
As soon as they are identified, these animals will be euthanized since there is no treatment
available to quickly treat animals against influenza H5N1 and to relieve the pain.

Justification why pain and/or distress could not be relieved:

Ferrets represent the best model for studying transmission and pathogenesis of highly pathogenic
influenza viruses. Use of anesthetics, analgesics, and/or tranquilizers would have an effect on the
innate immune response and alter the scientific outcome.

Protocol: 1593FRAHAMC

Species (common name): Hamster

Number: 10

Explanation of procedure producing pain and/or distress:

The development of clinical rabies infection is expected to occur in a subset of the infected
animals. Based on prior experience with hamsters under similar experimental protocols we might
expect up to 10% of animals that develop signs of rabies that progress to a terminal state before
euthanasia can be administered.

Justification why pain and/or distress could not be relieved:

All animals infected with rabies virus will be euthanized at first onset of clinical signs of rabies.
Beginning 7 days post infection animals will be examined at least twice daily by rabies staff and
ad hoc by animal care staff during routine husbandry so that euthanasia can be promptly
administered. However, occasionally animals progress rapidly from apparently healthy to a
terminal state. This can occasionally occur overnight or between routine check periods. The
majority of animals will be euthanized at first onset and we do not expect a significant number of
animals to rapidly progress as described above.

Protocol: 1601RUPSKUL

Species (common name): Skunk

Number: 5

Explanation of procedure producing pain and/or distress:
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Centers for Disease Control and Prevention
Registration Number: 57-F-0004

The development of clinical rabies infection is expected to occur in a subset of the infected
animals. There are occasionally animals that progress to a terminal state before we are able to

~ humanely euthanize them. However, it is critical to understand infection dynamics in this
important rabies reservoir.

Justification why pain and/or distress could not be relieved:

All animals infected with rabies virus will be euthanized at first onset of clinical signs of rabies.
Beginning 7 days post infection animals will be examined at least daily by rabies staff and ad hoc
by animal care staff during routine husbandry so that euthanasia can be promptly administered.
However, occasionally animals progress rapidly from apparently healthy to a terminal state. This
can occasionally occur overnight or between routine check periods. The majority of animals will
be euthanized at first onset and we do not expect a significant number of animals to rapidly
progress as described above.

Protocol: 1618MAIFERC

Species (common name): Ferret

Number: 1

Explanation of procedure producing pain and/or distress:

Ferrets are considered to be the best model for influenza transmission and virulence studies. In
the course of our studies it is necessary to evaluate the virulence and transmissibility of several
highly pathogenic avian influenza viruses. The intranasal infection of ferrets with such viruses
may produce a severe influenza infection with associated morbidity and mortality.
Justification why pain and/or distress could not be relieved:

Since the viral load and inflammatory response to virus replication may both play a role in the
ability of a virus to cause enhanced disease and transmit from one host to another, any agent that
has the potential to affect viral load or the host response to infection could interfere with the
results of the experiment. Therefore, the only means to alleviate pain or distress is humane
euthanasia which is performed when the animals meet the criteria described in the protocol.

Protocol: 1643RUPBATL

Species (common name): Bat

Number: 3

Explanation of procedure producing pain and/or distress:

The development of clinical rabies infection is expected to occur in a subset of the infected
animals. There are occasionally animals that progress to a terminal state before we are able to
humanely euthanize them. However, it is critical to understand infection dynamics in this
important rabies reservoir.

Justification why pain and/or distress could not be relieved:

All animals infected with rabies virus will be euthanized at first onset of clinical signs of rabies.
Beginning 7 days post infection animals will be examined at least daily by rabies staff and ad hoc
by animal care staff during routine husbandry so that euthanasia can be promptly administered.
However, occasionally animals progress rapidly from apparently healthy to a terminal state. This
can occasionally occur overnight or between routine check periods. The majority of animals will
be euthanized at first onset and we do not expect a significant number of animals to rapidly
progress as described above.
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Attachment C: Exceptions to Regulations and Standards; USDA, APHIS, Form 7023 (FY08) )

Centers for Disease Control and Prevention
Registration Number: 57-F-0004
Customer Number: 947

During the reporting period, the following exceptions to the recommendations in the Guide for
the Care and Use of Laboratory Animals were approved by the CDC — Atlanta Institutional
Animal Care and Use Committee (IACUC):

1. Regarding the housing of prairie dogs assigned to research protocols, the Guide has
recommended cage sizes for specific species of animals. However, prairie dogs are not
one of the animals listed. In the Guide, the recommended caging requirements for our
prairie dogs would fall between guinea pigs greater than 350 grams, and rabbits that are
less than 2 kg. For the guinea pigs, the recommended size is greater than 101 square
inches floor space and 7 inches tall. For the rabbits, 1.5 square feet of floor space and 14
inches tall. Our cages are 9 inches tall and have 216 square inches of floor space, which
does fall in-between these guides. However the Guide also states that “at a minimum, an
animal must have enough space to turn around and to express normal postural
adjustments, must have ready access to food and water, and must have enough clean-
bedded or unobstructed area to move and rest in”. The cages we use for the prairie dogs
provide all of that, with the exception of normal vertical postural adjustment. In the wild,
the animals are observed to stand on their hind legs, which they are not able to do in these
cages. The reason we use these cages for the prairie dogs, is because it is the largest cage
manufactured that has a HEPA filtered top. This top is very important to prevent the
spread of monkeypox virus between animals since this virus is believed to be spread via
large respiratory droplets, fomites and/or excrement transmission. At the inception of the
study design, in collaboration with staff from the CDC Animal Resources Branch, we
chose these cages because our studies are typically considered short term, with animals
usually remaining in these cages for 30 days or less.

2. Regarding housing multiple species (dormice, Gambian rats, and prairie dogs) in the
same room, the Attending Veterinarian of the high-containment area provided written
justification for such housing and the CDC-Atlanta IACUC approved the exception in
2006. Dormice, Gambian rats, and prairie dogs are gregarious species and they are
frequently held in the same room during quarantine and distribution. Currently, we house
the dormice and Gambian rats in microisolator cages. Rodent disease transmission can be
decreased by microisolator caging or through the use of ventilated racks. Overall, housing
multiple species of rodents in one room with proper barriers and disease prevention
procedures does not cause a significant concern for interspecies disease transmission. The
behavioral and physiologic stress due to interspecies conflict is minimized due to the
decrease in visual contact and physical separation of the species. Currently, the housing
of these species is necessary until additional ABSL-3 space is cleared to aliow
quarantined animals into the facility. Presently, we only have one room to house these
animals and neither of these species has shown aggressive tendencies toward the other
species.

3. Regarding two separate surgeries for Saimiri, Aotus and macaque monkeys, the CDC-
Atlanta JACUC granted the exception for two separate surgeries in three different species
of monkeys. The first surgery, a splenectomy, must occur for the animal to develop
parasitemia. The second surgery is for a liver biopsy to study the liver stages. These
surgeries occur in this order for the investigator to replicate the disease process.



