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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 requlrea as part of an
explanation. A Colum'n E explanation must be written so as to be understood by lay persons as well as scientists.

1. Registration Number:_.,,::B:...:7_-...:cR:....-...:::O...:::O..:.O..:.1--'- _

2. Number_~_2_9_7 -of animals used in this study.

Guinea Pigs
3. Species (common name) ~_of animals used In the study.

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

The procedure ,performed is a skin sensitization test. The animals

utilized in the test, experience slight pain that is occasionally

more than momentary.' It consists of slight okin irritation.

5. Provide scientific justification why pain andror 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 6 below)

Pain relievers in general, are anti-inflammatory and may interfere with

optimization of the potential for detection of contact sensitization

in this study design. Since inflammation is a component of' the pensitization

responpe being evaluated, introduction of agents that influence

an inflammation response would most likely interfere with the

evaluation of the potential of the test article to elicit a

sensitization response.

6. What, If any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations
(CPR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102):

Agency_I_S_O CFR.__l O_9_9_3_-_1_,_p_a_r_t_s_l_O_a_n_d 11

(International Standards Organization)
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In response to the follow-lip qucstion :6'0111 DI-. Davis conceming Group E animals,
we have pcrfomled an additional literature s~arch using MEDLINE (JanUtllY 31,
2006) with the key words "chlorpromazine", "Innovar-vef', "Opiates", "Opioids",
"morphitlc". "ketmnine", "fentanyl", "buprenorphine", "lidocaine", "ropivClcaine",
"bl1pivacaine", meperidine", "pentobarbital", "halothane", "naropin", "anesthesia",
"analgesia", "anti-inflammatory respollse", and" imUllIl1omoclualtion", The years
covered by this search were I965-presenl. Based upon tlus search, we were unable to
find an analgesia method, potentially effective in guinea pigs, which does not effect
the inflammatory reactioll lIndlor the ilJlllllllle response which we are attempting to
evaluate under tlus study protocol. In pal'ticulllt, Inllovar-vct has bccn shown to
induce pathologic chauges at the site ofdl11g deposition and th\ls alteting the immune
response. OpiateslOpioids have been proven to modulate the immune sY5tem.
Specifically, both morphine and ketamine hllYe been proven to affect the
henlOdynanlic and inflammat01Y responses. Fentanyl and BUprQl0lphine exhibit
imtnllnOsuprcssioll when llsed in acute or short-time administration and
buprenorphille hall been shown in various additional publications to IIlter the inUl1\llle
response. Finally, the local anesthetics of lidocaine, I'Opivacaine, andbupivacaine
have been proven to alter the immune response by their affect on NK cells. In
addition, we have spoken to several veterinarians and veterinalY pathologists, as well
as a researchet' fi'om the Anesthesiology Department in the School orMedicine of the
University of Utah. None of these individuals are aware of any alternatives which
would not, in some way, affect the hlflallUl1atolY response and/or immune response
that we induce in tlus study design,


