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2.3 c) (¥} DIRECT NCI
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC).

IACLUIC functions, With respect 1o activities involving animals, the IACUC, as an agent of the research facility, shall:
(71 Beview and approve, require madifications in (o sacure aporowal), or withhald approval of proposad
significant changes regarding the care and use of animals in ongoing activities;

"*Thres rabbits on pratocal ADS-605 invalving implantation of artificial ear cartilage had large aural hematomas on
one aflected ear. These rabbits had nol received a pressure bandage sulured 1o 1he ear post-surgery as described in
the approved pratocal. Instead, the surgeon had applied some gauze which was only faped to the ear and apparentily
was ramoved or lell off sharly alter the procedure. (The surgeon was out of town during this inspaction and
unavailable for comment, The Principle Investigator was nol present during the surgery and did not know why the
pressure bandage was not applied.) Failure of fhe Invastigator's team to follow the protocol as approved resulted in
the lormation of the large hemalomas and could have baen prevanted. All researchers and leam members nead 1o
be familiar with and follow approved protocels to prevent pain and distress o animals, Facility has planned meeating
with surgeon and Pl to address thase iEsues a5 soon 35 surgeon refurns. In tha intarim, hematomas ara beaing
drained and analgesics adminkterad.

"*0n protocol ADS-603 involving drug-induced diabetes in rabbits, researchar had difficulty establishing a stable
diabatic state in the rabbas dus 1o multiple factars. As a rasult, he injectad 46 rabbits with alloxan instead of tha
initially approved number of 10, The protocol had been approved for 10 controls and 10 alloxon-injected rabbils
inifially o establish this model since this researcher had never used this modeal before. The use of the exira 36
rabbals 1o astablish a stable model was nat approved in the pratocol. (Mota: An additional 92 rabbits were approved
for the second part of the pratacol, which imvolved the actual research project, but this par has not been started due
o the difficulties in establishing a stable model.) Of the 45 rabbits injected with alloxan, 21 died at various stages
posl-imection, (46% morality rate). The approved profocol only expecied a 20-30% morlalily rate. There shoukd have
besn some mechanism in place to alert the IAZUC to the unexpected deaths and action should have been taken at
that paint.

00 protocel ADS-603, glucose monitoring was not done according o approved protocol amendments. After first
rabbit died, the protocol was amended to include daily menitoring of glecose, This was approved on 212010, A
revigw of the madical records indicates this was not done for avery rabbil. Some
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rabbits did receive daily or even more frequent monitaring, but many did not. Several rabbits wene found dead and
there ware many problems regulating the blood glecose levels in thesa rabbits, Glucose levels swung wildly up and
down, some rabbits were hyperglycemic and had to be given insulin and some were lypoglycemic and had 1o be
given dexirose or other supplements. Some rabbits died in spite of freatment, Given the nature of the study,
fraquant glucaose manitaring is crucial o the survival of these rabbils. While interviewing the research feam, one of
them stated that daily glucose testing was only instiluted "a couple of moenths ago™ about April, but the profocol was
actually amended 2172000, It is clear that the research team had major issuas in understanding the imporiance of
glusesa monitoring and communication was lacking o ensure thal all team meambers wara lallowmng the approvad
protocol

"**Protocol ADS-E03 - Insulin dose and route was nof being given as approved in the profocol. Profocol states that 1
U fast-acting insulin will be given S0 lor every 100 unils the glucoss level is above 200, A review of The meadical
records shows that the insulin was often given IM and the dose varies widely. The protocol was not always followed
which contributed to the problems regulating glucoss levals. It the pratocal needs to be changed, then an
ameandment should be approved by the IACUC.

The IACUC must approve all changes to a protocol and the researchers must follow the approved protocal unless an
amandment is approved. Corract by June 21, 2010.

2.1 (@ (1) )
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC).

In order to approve proposed activities or proposed significant changes in ongaing activities, the IACUC shall conduct
a review of thosa componants of tha activities ralated 1o the care and usa of animals and detarmins that the proposed
activities are in accordance with this subchapter unless acceplable justification for a departure is presentad in writing;
Further, the LAZLIC shall determing that the proposed activities or significant changes in ongeing activities meet the
fallowing raguiremsants:

(i} Procedures involving animals will avold or minimize discomfort, distress, and pain ix the animals;

" Accosding 1o he facility's computer recards, Pratocol ADS-B03 was initially approved o only require glucoses
mignitering cnce'month after allexan injection. Given the nature of this study and the well-known difficulties in
stabilizing glucose levels, this level of monitoring is not sufficient to avoid or minimize discomfort, distress, or possible
death dua lo hypohyperglycemia. While the protocol was ameanded shorlly after approval o includa daily manitoring
of glucese, this was apparently not encugh to prevent deaths. On May 27, 2010, the IACUC partially suspended this
pratocol so that no more rabhbifs could be injgcted with alloxan until 8 new protocol was approved. Any new protacol
should include more frequent monitoring of glucose levels post injecton, espacially in the first few days, 1o ensure
that distress is minimized. Correct for all future protocols.

2.32 (a)
PERSONMNEL QUALIFICATIONS,
It zhall ba the responsibility of the research facility to ensure that all scientists, research technicians, animal

technicians, and othar personnal invalvad in animal care, treatmeant, and wse are qualiad 1o perform their duties, This
responsibiity shall be fulfilled in part throwgh the provision of training and instruction 1o these personnel.

L]

Ona researcher axhibited a clear lack of experience and knowladge in regard to animal treatmant. On
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one cocasion, he euthanized a rabbit in distress by air emboli because he did not know how 10 access euthanasia
salution after hours. On at least one othar coeasion, ha gave the wrong dase of insulin bacause he was unfamiliar
with measuring insulin units and the use of insulin syringes. As a result, the rabbit received 10 times the dose. Other
researchers in this group did not appear to have adequate experience and knowledge managing diabetic rabbits as
avidenced by thair lack of adequate glucoss leval monitaning. Institution needs to assass all persons invalvad in
animal work to ensure they have the knowledge and experience 1o perform their work propery. Correct by July 15,
200,

2.35 {a) (1)
RECORDKEEPING REQUIREMENTS.

The research facility shall maintain the following IACUC records:
(1} Minutes of JACUC mesatings, including records of altendance, activities of the Committee, and Cammittas
dedliberations,

“*Minutes of LACUC maetings weara kepl, howaver, they did not contain Commitiee delibarations in some cases. Thea
minutes were 50 brief that it could not be determined just what the Committes discussed and how ISSURSs wara
resolved. Oiher records indicate that indeed deliberations fook place, but there are insufficient detfails present.
Minutes should include enough defail for the inspector 1o detarmine that all important peinis are discussed and
resolved. Cormect for all future minutes,

Exit interview conducted with facility representatives,
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3.81 e (2
ENVIRONMENT ENHANCEMENT TO PROMOTE PSYCHOLOGICAL WELL-BEING.

Special considerations, Certain nonhuman primates must be provided special attention regarding enhancement of
thesr anvironment, basad on tha naeds of tha indivdusal spacas and n accardance with the instructions of thea
atterding veterinarian, Monhuman primates requiring special aftenticn are the following:

(2] Those thal shaw signs of being in psychological distress through bahavior or appearance;

"*Twao macaquas (Rosalyn & Jiggy) were observed with sign of hair picking, alopecia, and some abnormal behawiar,
The emdironmantal enrichmenl plan for thesa two animals did nol inclede writlen plan lor spacial altention/ennchmant.

Aowritten plan should be presant for these types of animals that outlines specifically what special attention will be
givean. Corect by Jung 15, 2008,
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