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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 required
as part of an explanation. A column E explanation must be written so as to be understood by fay
persons as well as scientists.

1. Registration Number; Customer # 273, Certificate # 13 - R- 0001

2. Number 50 of animals used in this study.
3. Species (common name) ___Guinea pigs _ of animals used in this study.

4. Explain the procedure producing pain and/or distress. The purpose of this study is to
study the interactions between the nervous system and the immune system that occur with
inflammatory bowel disease. Inflammatory bowel disease is a chronic inflammatory disorder of
the colon in humans characterized by diarrhea and severe abdominal pain. This study utilizes a
guinea pig model for /n vitro experiments involving analysis of intact layers of the colon.
Alterations in colon reflex nerve pathways during inflammation and the responses of colon
neurons are studied. The study is designed to establish what changes occur in neuronal
cireuitry in the colen during inflammation. The inflammation is produced by Injecting 0.5 ml of
the chemical agent trinitrobenzene sulphonic acid {TNBS) under anesthesia into the lumen of
the guinea pig's colon by enema. The animals recover frcm anesthesia and undergo three days
of suppressed food intake. Feeding frequency is not altered, only amount consumed. Animals
are observed twice daily for five days followed by once daily for an additional five days. They
are weighed daily post-TNBS until they have gained weight three days in a row. Any guinea pig
losing >20% of body weight in a three-day period post-TNBS is euthanized. Some guinea pigs
aiso receive cyclooxygenase (COX 2) inhibitor subcutaneously to block prostaglandin formation
and eliminate the protective effect of prostaglandins on the intestinal mucosa. With the
described procedures, the guinea pigs develop mild inflammatory bowel disease, then recover
and resume weight gains. The animals are euthanized over the next 3-56 days. Since these
animals are developing tnflammatory bowel disease which is painful in people, the UVM IACUC
has insisted that this animal model be classified as an E level protocol. The approved IACUC
protocel numbers are 07-007 and 07-008.

5. Provide scientific justification why pain and/or distress could not be relieved. State
methods used to determine that pain and/or distress relief would interfere with test
results. The UVYM JACUC insisted on the use of an analgesic agent when this model was first
proposed and attempted at the University of Vermont. The analgesic agent buprenorphine
decreased intestinal motility in this model resulting in increased TNBS residence time in the
colon. Perforation of the colon occurred with secondary peritonitis and death of all six animals
on the initial experiment. No useful research data were collected on inflammatory bowel
disease from these animais. All six had evidence of TNBS in the peritoneal cavity. After
cbserving the transient nature of the disease, the veterinarians recommended that the model
be allowed without analgesic drug use, and that the protocol be classified as an E level protocol
so that the study could proceed.

6. What federal regulations require this procedure? Not Applicable.



