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2.3 (e (7} DIRECT HECI
INSTITUTIONAL AMIMAL CARE AND USE COMMITTEE (LACLIC).

IAGUC functions. With respect to activities involving animals, the IACUC, as an agent of the research facility, shall
|7} Feview and approve, require meddfications in (io secure approval), or withhold approval of proposad
significant changes regarding the care and use of animals in ongoing activities;

**"Three rabbils on prolocol AD9-605 involving implartation ol arificial ear cartilage had large aural hematomas on
one affectad ear. Thesa rabbits had not recedved a pressure bandage sutured 1o the ear post-surgery as descrived in
the spproved protocol. Instead, the surgeon had applied some gauze which was only taped to the ear and apparently
was ramoved or lell off shorlly aller the procedure. (The surgeon was out af town during this inspection and
unavallable for comment. The Principle Investigator was net present during the surgery and did nat know why the
pressure bandage was nol applied.) Failure of the Investigater's team to follow the protocol as approved resulied in
the fermation of the karge hemalomas amnd could have bean prevvonlad. Al researchers and leam members need 1o
be familiar with and follow approved protocols to prevent paln and distress to animals. Facifity has plannsd meating
with surgecn and Pl 1o address thase issues as soon as surgeon refums. In the interim, hematomas are being
drained and enslgésics admintsiered.

**0On protoco! AQS-503 involving drug-induced diabetes in rabbits, researcher had difficulty establishing a stable
diabsatic stale in the rabbits due 1o multiple laciors. As a result, he injected 46 rabbils wilh alloxan instead of the
initially approved number of 10. The protocol had been approved for 10 controls and 10 aflexon-injected rabbits
inifially to establish this model since this researcher had never wsed this modsl belore. The use of the extra 36
rabbats to establish a stable medel was not approved In the protocol. {Note: An additional 92 rabbits were approved
for the sscond part of the pratocol, which Imvolved the actual research project. but this part has not been started due
1o the difficiities in establishing a stable model.) O the 46 rabbits injected with alloxan, 21 died at various stages
posl-ingection, (465 martality rate). The approved proloce! only expected a 20-30°% morlalily rate. Thare should have
Deen some mechanism in place to alert the IACUC 1o the unexpected deaths and action should have been taken at
it poird

"0n protocol ADS-603, glucose monitoring was not done according 1o approved protocol amendments. After first
rabbit dieg, the protocol was amended to include daily menitoring of glucese. This was approved on 2/1/2010, A
reviaw of the medical records indicates this was not done for every rabbil Some
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rabits did receive daily or even more frequent monitoning, but many did nol. Several rabbiis were found dead and
thera wara many problems regulating ihe blood ghucose levels in thesea rabbits. Glucose levels swung wildly up and
down, some rabbits were hyperglycemic and had o be given insulin and zome were hypoghocemic and had to be
given dexirose or olher supplemants. Some rabbits died in spite of reatment, Given the nature of the stody,
frequent glucose monitonng is crucial fo the survival of these rabbits. While inferviewing the resaarch team, one of
them stated that daily glucose testing was only instituted "2 couple of months ago™ about April, bul the peofoool was
actually amended 2172010, | is clear thai the ressarch feam had major issues in understanding the imporiance of
glucesa mondoring and communication was kzcking to ensurs that 2l team mamibers were lallowing the approved
protocol

"**Projocol AQS-603 - Insulin dose and route was not being given as spproved in the protocol. Profocaol stales thai 1
I fast-acting insulin will ba given S0 lor every 100 unils the glucess level is above 200, A reviaw ol the madical
reconds shows that the insulin was ofisn given IM and the dose varies widely. The protocol was not always followed
which contributad fo the problems regulating glucoss levels. I the protocol needs to be changed, then an
amandmeani should be approved by the JACUC.

The IACUC must approve all changes to a protocol and the researchers musi follow the approved protocol unless an
amandmeni iz approved. Comact by June 21, 2010,

2,31 1 S R ]
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC).

I arder to approve proposed activities or proposed significant changes in ongoing aclivities, the IAGUC shall conduc
a review of those components of tha activilies related 1o 1he care and uso of animals and detarmireg that ko proposed
activities are in accordance with this subchapler unless acceplable jusiification for & departure is présentad In writing;
Furthner, the IACUC shall determine that the proposed activities or significan! changes in ongoing actiities meai (he
fallowing raguirsmants:

(i} Procadures invobang animals will avold or minimize discomforl, distrezs, and pain o the ammals;

*Aecording 1o the facility's computer records, Profocol ADS-B03 was initially approved to only requere glucoss
manitedng once/month after alloxan injection. Given the nature of this study and the well-known difficuities in
stabilizing glucose levels, this level of moniering is not sufficient to avoid gr minimize digcomion, distress, or possible
dath dua o hpohyperglycemia. Whils the protocol was amended sharlly aftar approval to include daily monfisnng
of glucoss, this was apparenily not encugh 1o prevent deaths. On May 27, 2010, the IACUC partially suspended this
protoco] 5o that no more rabhifs could be njactad with glloxzn until 2 new protocol was approved.  Any new protocol
shodld include more frequent monitoning of glucose leves post injection. especially in the first fow davs, to ensune
that distress is minimized. Cormect fior gl future protocls.

2.32 £:1]
PERSOMMEL QUALIFICATIONS.

It shall be the responsiility of the research facility to ensure that @il scientists, resaarch technicians, animal
technicians, and other personnel involved in animal care, treatmeant, and use are qualified 1o perdorm their duties. This
rezponsibilily shall be fuliiled in part through the provision of training and instruction 10 hoss parsonne

***Ona researcher exhiofad 2 dear lack of experience and knowladge in regard [0 animal ireatment. On
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ane& cocasion, he euthanized a rabbit in distress by air emboli because ho did not know how 1o access euthanzsia
solution after hours. On af least one ather occasion, he gave the wrong dose of insulin because he was unfamiliar
with measuring insulin units and the use of Insulin syringes. As a result, the rabbit received 10 times the dose. Clhar
resgarchers in this group did nol appear to have adequate experience and knowledge managing dizbetic rabbits as
avidenced by their lack of adequate glucoss level maritoring. Institution needs to assess all persons invoived in
Animal wosk 10 ensure gy have the knowledge and experience 1o paform thelr work propery. Correct by July 15,
2010,

2.35 {a) (1)
RECORDKEEPING REQUIREMENTS,

The resaarch facility shall maintain the following IACUC records;
(1] Minutes of IACUC meetings, including records of atfendance, activities of the Committes. and Committee
deliparations:

“Minutes of LACUC mestings ware kepl, howeaver, they did not contain Commities deliberations in some cases. The
minules were so brief that it could not be determined just what the Committes discussed and how issuss were
resolved. Other records indicate that indeed deliberations took place, but thars are Insufficient detzils pregent
Minutes should incluge enough detail tor the ingpector 1o determine that all important points are discussad and
rezolved. Comeot for ol future minutes,

Euit intendew conducted with facility representatives,
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