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This report is required by law (7 USC 2143). Failure to report aceording to the regulations can See altached fcrrnllu' Interagency Regort Control Na.:
result in an order 10 cease and desist and o be subject to penalties as provided for in Sectian 21! additional information,
UNITED STATES DEPARTMENT OF AGRICULTURE FORM APPROVED

1. CERTIFICATENUMBER:  §3-R-0105
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ANIMAL AND PLANT HEALTH INSPECTION SERVICE

QM8 NO. 05730038

(TYPE OR PRINT)

ANNUAL REPORT OF RESEARCH FACILITY

Univ Of Tennessee Knoxville Off Lab An Care
2621 Morgan Circle Dr
Knoxville, TN 37996

Telephone: (865)-974-7342
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3. REPORTING FACILITY ( List ai! locations whera animats wera housed or used in actual research, {esling, ar experimemtation, or held for these purposes. Attach additicnal sheels if necessary )

FACILITY LOCATIONS ( Sites} - See Atached Listing

LREPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY { Attach additional sheets if necassarv or use APHIS Form 7023A

-

A B. Numberofanimai | C. Numberof D. Number of animats upon E. Number of animals upon which teaching, experiments, | F.
being bred, animals upon which axperiments, research, surgery or tess wers conducted invalving
conditioned, or which teaching, leaching, research, accompanying pain or distress 1o the animals and for wh
Animals Coverad held for use in research, surgery, or tesis were Ihe use of appropriate anesthetic, analgesic, or lranquiliz T%%%R
8y The Animal teaching, testing, experiments, of conducled invaiving drugs would have adversely affected the procedures, res
Walfare Regulations experiments, tesls wera gecompanying pain or or inlerpretation af the teaching, research, sxperiments,
tessarch, or conducted distress 1o the animals an surgery, or tests.  An explanation of the procedures ( COLUMNS
surgery but not ye involving no paina. |, for which appropriate producing pain or distress in these animals and he reas C+D+E)
used for such distrass, oruse o anesthetic, analgesic, or such drugs wers not used must be attached Lo this repor!
purpases. pain-relieving tranquifizing drugs were "
drugs. used.
4. Dogs ' :
% 34 37 4 79
5. Cats i, 3
13 19 21 40
6. Guinea Pigs L.‘ q_
7. Hamsters b L’ s 2 L\ S 8
8. Rabbits L.’ ] I I 5‘

9. Non-human Primates

10. Sheep

11. Pigs

8
2

O e

12. Other Farm Animals

Goats |2 | &
13. Other Animals
llama 14 i

Cattle

25

25

~Horses

(3%

| Assurance statements

qs

93

i

1) Prde;ﬁonﬂly acceplable standards goveming the care, trealmant, and use of animals, including appropriate use of anestelic, analgesic, and ranquilizing drugs, prior to, during, and following actual rest
teaching, testing, surgery, or experimeniation ware followed by this research faciity.

2) Each principal investigator has considered alteratives lo painful pracedures,

3} This facility is adhering to the siandards and reguiations under lhe Act, and it has required that exceptions to the standards and regufations be specified and explained by the principal investigator and ap
In_:!lluuonal Amrml Care and Use Commities (LACUC). A summary of all such exceptions is attached to this annual report. In addition Lo identilying the LACUC-approved exceptions, this summary inc
brief explanation of the exceplions, a5 well as the species and number of animals affected.

4) The attending veterinarian for this research facility has appropriate authorily to ensure the provision of adequale veterinary cars and to overses the adequacy of other aspects of animal care and use.
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REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Atlach addiional sheats if nacessary of use this form.}
A B, Number of €. Number of D, Number of animaisupon | £, Number of anumals upon winch teaching, F.
animals peing anemals upon which expenments, experiments, research, surgery of lesls were
Animals Coveredt L which leaching, teaching, research, conducted invalving accampanying oein ar disiress TOTALNQ,
8y The Animal canditioned, of research, surgary, of lests were 10 the animals and fof wihich the use of appropriate OF ANIMALS
Wetlare Requistions held for use in experiments, of conducted involving anesthelic.anaigesic, ot iranquilizing drugs would
teaching, testing, tasis ware accompanying pain of have adversely aftactad ihe procadures, resulls, o {Cals, C+
expenments, conducted disiress ta the animals interpratalion of (he leaching, research, O+E
tesesrch, or invalving no and for which appropriata axpenmanis, surgery, of lesis. (An explanation of
Surgery bul nol pain, disiress, o anesthetic, ansigesic, or the producing pain or disiress in these
yet used for such use of pain. rangquilizing dvugs were animaig and the reasons such drugs weve nof used
SUposes. relieving drugs. used. must de aftached fo this regort)

Gerbils b
iht . Pooted Deec
Mice 73
N. Shaet- ruled Se. 2 2

ASSURANCE STATEMENTS
1) Professianally accepisbie slandards governing the care, ireatment, and use of animals, including appropdale use of anesihalic, analgesic, and tranquikizing drugs, prior to, during,
and lollowing aclual research, teaching, lesting, surgery, or exparimentation were followed by llus research facility,
2} Each pncipal invesligator has considered alternalives 1o painful proceduras.

3) Thsfacility 15 aanering (o the stardards 3nd regulalions under the Act, and it has required that exceptions to the standards and reguiations be specified and expiained by the
principal investigalor and approved by the lnstituional Anwmel Care and Use Commttee (IACUC), A summary of all the exceptions i altached 1o this annual report. in
3udilion o identifying ihe IACUC-approved exceplions, ts summary includes 2 brief axplanation of the exceplions, 3s well as the species and number of animals aected.

4) The altending velennarian for (s research facility has appropnate aulhorily to ensure Iha pravision of adequale velerinary care and 1o aversee the adequacy of ather
aspects of ammal care and use.
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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, progocots. 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,

63-R-105
1. Registration Number:
2. Number 8 of animals used in this study.
3. Species {common name) Dog of animals used in the study.

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

A momentary  two seconds) noxious electrical stimulus is administered to determine analgesic
efficacy based on physiological response after injection of Buprenorphine. The electrical
stimulus is transient in nature and does not produce tissue damage.

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

This is a pharmacokinetic and pharmacodynamic study to develop a sustained release
Buprenorphine formulation for a single injection for prolonged analgesia in dogs. P_reliminary
date has been collected in studies involving mice. Formulations need to be established for

dogs. Please see references {

4. YuS, Zhang X, Sun Y, Peng Y, Johnson JR, Mandrell T, Shukla AJ, and Laizure SC. (2006)
Pharmacokingtics of buprenorphine after intravenous administration in mouse. JAALAS 45(3), 12-17.

5. Shukla AJ, QuW, et al. Analgesic effect in mice following a subcutaneous injection of suspensions of
buprenorphine in three different vehicies. Poster Presentation, AAPS annual meeting, 2007. Manuscript
preparation in progress.

6. Shukla AJ, QuW, et al. Buprenorphine plasma concentration profiles in mice after subcutaneous
injections of three different suspensions of buprenorphine in mice. Poster Presentation, AAPS annual
meeting, 2007. Manuscript preparation in progress. ’

6. What, i{ any, federal regulalions require this procedure? Cite the agency, the cade of Federal Regulations
{CFR) tifle number and the specific section number {e.g., APHIS, 9 CFR 113.102);

N/A '
Agency CFR




