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USDA, 

This report is required by 'aw (7 USC 2143). Failure 10 report according to the regulalions can 
result in an order to cease and desisl and to be subject 10 penailies as provided for in Section 2150. 

ANiMAl AND PlANT HEAlTH INSPECTIDN SERVICE 

,ANNUAL REPORT OF RESEARCH FACILITY 
(TYPE OR PRINT) 

upon 

Inleragency Report Control No 
o180..ooA·AN 

FORM APPROVED 
OMS NO, 0579-0036 

upon which 
animals being animals upon which experiments, experiments, research, surgery or lests were 

Animals Covered bred, which teaching, leaching, research, conducted In\'!)Mng accompanying pain or distreSs TQTALNO. 
By The Animal c:ondllloned, or research. surgery, or tests were 10 the animals and for which the use pf appropriate OF ANIMALS 

Welfare Regulations held, for Use in eXPBl\menls, or conducted involving anesthetic,analgesic, or tranquili2ing drugs would 
teaching, testing, tests were accompanying pain or haw adversely affected the Prl1GBdures, results, or (Cols.C+ 
experimerlls, conducted distress to ihe animals interpretation of the teaching, research, O+E)
research. or involving no and' for which appropriale experiments, surgery, or tests. '(An expJanalio!l of 
surgery but not pain. distress. or anesthetic, analgesic, or ihe procedures producing pain or distress in these 
yet used for such use of lranqulli>Jng drugs were animals and the reasons such drugs .....e not used 
purp05e$. used. must oe al1ached to this 

4. 6 6 

4 4 

99 .38 	 702 74() 

7. 	 Hamster.; 

8 .415 667 

.~ 4' 2319 

2 

18 	 233:l15 

13. Other Animals 

Chinchillas 1515 

5. 

6. 

Cats 

8. 

9, 

10. 

11. 

12. 

Rabbits 

standards care. 
and following research, te.t:hing, lesUng, surgery, or experimer1lation were followed by 

2) Each principal investigalor has considered altematlves to painful procedures. 

3) 	This facility is adhering to the standards snd regulations under the Ad, and il has required thai excepUons to the standardS and regulations be specified and explained by the 
principal investigator and approved by the InstitUtional. Animal care and Use Committee (lACUC). A summary ofall the exceptions is attac:bed to this annUal report. In 
addition to identifying the lACUC-approved exceptions, this summary includes. brief ~xplanation of the excepUons, as welt as the _sp,ecles and number of animals affected. 

4) 	 The attending veterinarian for this research facility has appropriate authority to ensure tna provision of adequate veterinary care and 10 oversee the adequacy of other 
aspects of animal care and lise. 
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'1. Registration Number: 93-R-0435/9194 


, ,2/3. Species (common name) & Number of animals used in this study: 


Sheep (2) , 


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


Hypoxia and the control of fetal breathing. 

, , 

Provide scientific justification why pain and/or 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} 

The POTENTIAL distress of hypoxia cannot be relieved by anesthetics, analgesics or tra!lquilizers because ttiese 
pharmacologic agents alter the phYSiologic responses that are being studied. The objective of this study is to determine 
the mechanism by which hypoxia inhibits fetal breathing movements. These studies may be relevant to sudden infant 

,death syndrome, sleep apnea arid the general control of respiration. ' 

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): 

Agency: None CFR:' 

Approval Status: 
Approved/Disapproved By: 
Date: ' 

Disapproved Reason: 

-~--~-.~-.--..-----~.-,-------------------------~-,~.----.---.--~--------. 



1. Registration Number: 93-R-0435/9194 

2/3. Species (common name) & Number of animals used in this study: 

Guinea Pigs (702) 

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

1) 612 Guinea Pigs: Infection with M.tuberculosis. 2) 90 Guinea Pigs: Infection with Leptospira. 
'j 
. . 

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

~ 1) The only medications that could possibly relieve any discomfort would be anti-tuberculosis antibiotics. Treating the 
animals with antibiotics would completely defeat the purpose of the experiment. which is to assess the capacity of new 
compounds to serve as antibiotics alone or in combination with conventional antibiotics. Guinea pigs infected with M. 
Tuberculosis develop disseminated disease that is manifested by anorexia and weight loss. Animals are weighed daily to 
monitor progression of the disease, and euthanized immediately if they become moribund. 2) The primary reason for 
inClusion,of animals in category E is' to provide asource of infected tissue from which Leptospira can be extracted and 
characterized. The use of any pain/distress/discomfort relieving methods will interfere with the host environment and 
either inhibit the growth of Leptospira in vivo or result in leptospira in inaccurate results for the development of a suitable 
vaccine. Animals are euthanized immediately if they appear moribund or if weight loss reaches 10%. ' 

j6. 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): 

Agency: None CFR: ~ 
'~.,,,,.._, _""'-;:'-'-'--C'\"'V_~. 
l 
1 Approval Status: 

j Approved/Disapproved By:

! Date: 

! 
IIDisapproved Reason: 



· 1. Registration Number: 93-R-0435 I 9194 

2/3. Species (common name) & Number of animals used in this study: 

Pigs (18) 

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

The technique is to stop the circulation, either with normal temperature (sudden death), or with low body temperature 
(using a heart lung machine to lower temperature) simulating stroke with periods of no brain blood flow. Placement of 
venous and/or arterial cannulas. 

•5. Provide scientific justification why pain and/or 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 Ite.m 6 below) 

This study attempts to determine the extent of brain injury after circulatory arrest. Local anesthesia injections (i.e .• 
Marcaine) are administered instead of systemic buprenorphine for postoperative pain relief following placement of venous 
and/or arterial cannulas. The only invasive procedure is catheter placement The protocol is Pain Category E. as this 
provides the coverage needed to discover the effects of the stroke like end point. As described this is without pain. and 
use of local anesthesia will continue. The reason for witholding global agents is related to clinical events whereby only 
local pain follows groin incisions. Animals receive supportive care after surgery, continuously for the first 24 hours, 
thereafter, depending on clinical status of the animal, at least daily until euthanasia. 

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): 

Agency: None CFR: 

Approval Status: 
Approved/Disapproved By: 
Date: . 

Disapproved Reason: 



University of California Los Angeles 
Offke of the Campus Veterinarian 

Division ofLaboratory Animal Medicine 
David Geffen School of Medicine 

Accredited by AAALAC, Int'l. since 1967 
310.794.257l . 

December 21, 2005 

Kathleen Garland, VMO 
Supervisory Animal Care Specialist 
Western Region, Animal Care 

Dear Dr. Garland, 

The following expanded explanations regardingCategory·E protocols are presented for 
your review: 

Sheep . 
#4 - Lambs are pi~cedin a sling and their nose pl~ced inside a standard anesthetic· 
mask. After a 5-10 minute control period of stable ventilation, the fraction ofinspired 
02 (FI02) will be lowered from 0.21 to 0.07 for 15 minutes, which will be followed by a 
10 minute recovery period. Carbon dioxide will be added to the gas mixture to keep 
PaC02 within 1-2 Torr of control values. '-:arious experimental drugs will be 
administered, direct electrical stinmlation of brain areas will be performed, and arterial 
and venous blood samples will be collected during the period of reduced oxygen. The 
catheters for bloods collection·and the guide cannulas for electrical stimulation of brain 
areas will be implanted under surgical anesthesia several· days prior to the testing 
~~ . 

#5 - The potential distress of reducing the oxygen content of inhaled gas from normal 
air (0.21) to lower concentrations cannot be relieved by any anesthetic or 
sedative/ tranquilizer, since all of these drugs have a direct effect on respiration, heart 
rate, bloodpressure, or all of the above. The goals of the experiment could not be met if 
these drugs were administered. 

Guinea Pigs 
#4 1) 612 Guinea Pigs: Infection with M. Tuberculosis. Guinea pigs are immunized with a 
vaccine. The route of immunization is intradermal (ID), intramuscular (IM), or 
subcutaneous (SQ). In some experiments, guinea pigs are boosted with one or more M .. 
tuberculosis extracellular proteins, at various intervals after the initial immunization. At -10 
weeks, the guinea pigs are skin-tested for a delayed-tYpe hypersensitivity (nTH) response 
and then challenged with an aerosolized dose of M. tuberculosis. 2)' 90 Guinea Pigs: 



Infection with Leptospira. Guinea pigs will be experimentally infected by intraperitoneal 
(IP) injection of a 500ul volume of culture which contains 101\3, 101\5 or 101\7 Leptospira. 
Before injection, the injection site of the guinea pig will be made aseptic by swabbIng with 
70% ethanoL 
#5 - 1) The only medications that could possibly relieve any discomfort from Tb would be 
anti-tuberculosis antibiotics. Treating the animais with antibiotics would completely defeat 
the purpose of the experiment, which is to assess the efficacy ofa vaccine. In the rare event 
that an open sore/necrotic skin lesion should occur as a result of the BeG vaccine or skin < 

test, and the guinea pig was in pain/distress, veterinary advice would be sought ,and topical 
analgesics could be applied. Guinea pigs infected with M. Tuberculosis develop 

<, disseminated disease that is manifested by anorexia and weight loss. Animals are weighed 
daily to monitor progression of the disease, and euthanized immediately if they become 
moribund. 2) The primary reason for inclusion of animals in category E is to provide a 
source of infected tissue from which Leptospira can be extracted and characterized. The use 
of any pain/distress/discomfort-relieving methods will interfere with the host environment 
and either inhibits the growth of Leptospira in vivo or results in leptospir;a responding to 
host conditions not normally encountered during infection which in tum results in 
inaccurate results for the development of a suitable vaccine. Leptospira qm be grown in the 
lab. However, the leptospira that grows in the lab is very different than the leptospira that 
grows in an infected animaL A suitable, vaccine can only be made using the leptospira that 
grows in the infected animaL Overall, the general goal of these experiments is to infect 
animals, from which the leptospira can be recovered. They will then be characterized in 
order to develop a vaccine. 

Pigs 
#4 - Two procedures are used to produce cardiac arrest-induced stroke. The first is 
induction of fibrillation by way of electrical stimulus (normothermic), and the second is 
hypothermia by way of lowering the temperature of circulating blood. Both procedures are 
done with the pig anesthetized with isoflurane and connected to aheart/lung machine via 
venous and arterial catheters in the inguinal area. Following the circulatory event, the pigs 
are taken to the MRI unit for a brain scan to determine the extent of the lesion(s). 

#5 - Induction of stroke could cause motor deficits or seizures. In this project, the pig is 

monitored continuously for 24 hours following the stroke induction by laboratory staff, and 

then euthanized. Seizures (which have not occurred to date) would be controlled with 

diazepam. Motor deficits sever enough to impair normal food and water consumption 


, require intravenous fluid therapy. Analgesia is provided at the catheter insertion site via, 

bupivicaine (Marcaine) injection. 

The goal of this study is to 1) distinguish transient from perrrianent brain damage via MRI 
imaging, and 2) determine the efficacy of controlled reperfuslon to prevent "reperfusion 
'injury". . Administration of opiates or non-steroidal anti-inflammatory agents (NSAIDS) 



· could alter the normal inflammatory response to ischemia, as well as the leucocyte response 
involved in reperfusion injury. 

I hope this clarifies the previously provided information. Please feel free to contact me if 
you need further information or clarification. 



UNITED STATES DEPARTMENT OF AGRICULTURE 
ANIMAL AND PLANT HEALTH INSPECTION SERVICE , 

ANNUAL REPORT OF RESEARCH FACILITY 
( TYPE OR PRINT ) 

1. CERTlFICATI!. NUM8ER: 93-R-0016 
CUSTOMER NUMBER: 1189 

FORM APPROVED 
OMS NO. 0579.0036 

Los Angeles Biomedical Research Institute e 
LA Biomed flf,rbCa?
1124 West Carson Street 
Tonance,CA 90502 CO~ ,"',j, ".C'1~' '.. 
Telephone: (310) ~222~3601 Ii:. 

3. REPORTING FACIUTY (Us! alllocaUons where animals were housed or used in acl1Jal_rch. testing. or axpettmenIetlon, or held Ior!hasa purposoo. Attach additional sheets if necessary) I 
FACILITY LOCI.TlONS ( Sites) - See Alached Ustlng 

I REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACIlITY I Attach additional sheets If necessarY or use APHIS Form 7023A I 

A. 

AnImals Covarad 
8y The Animal 

Walfa.... Regulations 

4. Dogs 

5, Cals 

6. (;uinea Pigs 

7. Hamsters 

8. Rabbits 

9. Non-human Primates ! 

10. Sheep 

11. Pigs 

12. Other Fann Animals 

13. Other Animals 

B. Number of animal 
being bred. 
condlHoned. or 
held (oruseln .... 
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experiments, 
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surgery bill nO! yf 
used for such 
purposes. 

C. NumbeTof 
animals upon 
which teaching. 

D. Number of anlmals upon 
which experiments. 
leaching. ~. 

,hl;!ijt8IJ:'!1. ,W,wN ~:i~":~'"experiments. or 
teslswere 
conducted 
Involving no pain. 
distress. or use (I 
pain-rel!evlng 
dNgs. 
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sCC<lI1Ipanytng pain or 
dlatr_1O the animals an 
lor which appropriate 
aneslhetic, analgesic, or 
1nInquiUzlng dl'llifS were 
used. 
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44 

E. Number of anlmala upon which teaching. experiments, 
research. surgery or tests were conducted InVDlving 
accompan)'ing paln or distress 10 the animals and for wh 
!he USjIQf, IIP.PfIlIlTIl!ll! anesthetic. analgesic. or ltanqulliz 
drugs would have adversely affected 1he proc:edures. res 
or interprelation of Ihaleechlng. research, experiments, 
surgery. or tests. (An explanation of thll procedures 
producing pain or distress In these animals and \he ,ease 
such Oruge were not used must be abched 10 this report 

F. 

TOTAL NUMBER 
OF ANIMALS 

(COLUMNS 
C+D+E) 

206 

539 

134 

44 

I ASSURANCe STATEMENTS I 
1) 	 ProfeSSIonally acceptable standards govemlng the care, treabnent and USB of animals, Including aPPlOpnate USB of anaslallC, analgesic. and 1nInquillzing droge, p~or 10. dunng, and foUOWIng actual rase< 

teaching. testing. surgery. or experimentation were rollowed by this research facility. .' 

2) 	 Each principallnvestigalor has considered allemetlvoo 10 palrttul procedures. 

3) 	 This facility is adhering 10 the standards and regulations under the Act, and it has nequlred 1het exceptions 10 the standards and regulations be specified and explained by Ihe prtncipal investigator and IIP~ 
Institutional Animal Care and Use Committee (IACUC). A -u.mmary of alI_uell excepllona II ettaClled to Ihlll annual report. In addition 10 Idanlifylng the IACUc.approved excep!lons, this summary In, 
brief explanation of !he excapUons, as well as tha species and number of animals affected. 

4) 	 The attending veterinanen for this research facility has appropriate authority to ensure the provision of adequeia veterinary care and to oversea the adequacy of other aspects of animal eare and use. 

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFACIAL 
( Chief Executive Officer or Legally Responsible 100000ulionai Official)JNAME &TIT1.E OF C.E.O. OR INSTITUTIONAl OFFICIAL ( Type or PIInI) 
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LABioMed 1124 West carson 51. 
TOIIant:e, CA 90502 

www.LABioMed.org 

Facility Locations 

------------ ----- ----- ---- --------- ----- ------ ----- ---- --------- ----- ----- ----- ------- -------- ------- -------- 

Approved Variance to Regulations 

. A variance has been issued by the Animal Care and Use Review Committee on September IS, 2005, to house 

sheep in metabolic cages. The metabolic sheep cages have a floor space of 11 square feet, this is 4 square feet 

less than the recommendation. These cages are used for sheep with chronic catheters in place generally both 

fetal and maternal catheters. The animals need to be confined to a safe, clean environment because ofthe 

catheters. The animals can move freely in the cages and can turn around The animals are housed in the 

metabolic cages for less than two weeks 

(b)(7)f, (b)(2)High


