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Column E Explanation

This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is
voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an
Explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists.

1 Registration Number: 23-R-0088

2. Number 4 of animals used in this study.
3. Species (common name) Guinea Pigs of animals used in the study.

4. Explain the procedure producing pain and/or distress.

Currently it is unknown which species might be the best model for emesis research and few species have been
tested for this response. Animals were assessed for their responses to apomorphine (ip) and copper sulfate (po).

5. Provide scientific justification why pain and/or distress could not relieved. State methods or means used to
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see
itern 6 below)

Anesthetics and analgesics interfere with the neural circuitry for emetic responses and were not used in these
tests. Although emesis, when present, is an uncomfortable experience it is not constant when induced by these
drug freatments (in animals that show emetic responses). These treatments are not associated with vocalizatons
an animal models, which can indicate a painful stimulus.

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 {e.g., APHIS, 8 CFR 113. 102):

N/A
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Column E Explanation

This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is
valuntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an
Explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists.

1 Registration Number: 23-R-0088

2. Number 12 of animals used in this study.
3. Species (common name) Deer Mice of animals used in the study.

4. Explain the procedure producing pain and/or distress.

Currently it is unknown which species might be the best model for emesis research and few species have been
tested for this response, Animals were assessed for their responses to apomorphine {ip) and copper sulfate (po).

5. Provide scientific justification why pain and/cor distress could not 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 6 below)

Anesthetics and analgesics interfere with the neural circuitry for emetic responses and were not used in these
tests. Although emesis, when present, is an uncomfortable experience it is not constant when induced by these
drug treatments (in animals that show emetic responses). These treatments are not associated with vocalizatons
an animal models, which can indicate a painful stimulus.

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 {(e.g., APHIS, 9 CFR 113. 102):

N/A
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This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is
valuntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an
Explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists.

1 Registration Number: 23-R-0088

2. Number 189 of animals used in this study.

3. Species (common name) House Musk Shrews of animals used in the study.

4. Explain the procedure producing pain and/or distress.

Shrews (~30 g, adulis) were tested with cisplatin and nicotine to induce vomiting. These agents are injected
intraperitoneally or subcutaneously. Although emesis is an uncomfortable experience, the emetic responses to
visceral toxins in this species are not constant. For example, with a chemotherapy agent, like cisplatin, emesis is
produced at a frequency of ~15 times over four hours and with nicotine ~20 times over 30 minutes.

5. Provide scientific justification why pain and/for distress could not 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 6 below)

Although emesis is an uncomfortable experience, the emetic responses in this species are not constant and are
not associated with vocalizations, a frequent sign of pain and distress in this species. Anesthetics and analgesics
interfere with the neural circuitry of the emetic responses and are not used in these experiments because this
would make the data impossible to interpret. For example, opioids have suppressive and stimulatory effects on the
emetic circuitry and anesthetics lead to a general decrease in neural activity and behavioral responses.

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations
{CFR} titte number and the specific section number (e.g., APHIS, 9 CFR 113. 102);

N/A



