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2.3 dy (1) REPEAT
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC).

2.30d) IACUC review of activities imvolving animals, {1} In order to approve proposed activities... the IACLUC shall
detarming that the proposad activities or signiicant changes in angoing activities maet the fallaowing requirements:
(I} Procedures involving animals will avold or minimize discomiort, distress, and pain o the animals;

The 1ACGUG-apprevad protacal ® Incubation Periods of Pricns and othar Meuradegenerativa Diseasas™ states that
woles are to be monitored for neurologic signs following intra-cereoral inoculation with prion infected tissue “Twice
weekly until the first sign, then daily Monday through Friday®™. According to the protocal the animals should be
aulnanized sithar *._al the aarliest peint possible in tha clinical progression of the disease, o ansura that no animal
ever suffers or is in distress” or ", following the presence of two neurological signs..." According 1o this protocol, an
animal developing one neurglegic sign on a Friday could develop addifional neurolegic signs over the weekend and
axpanance unnecassary discomiort, distress, and pain prior 1o dying of prion disease or being humanely authanized
on Monday. Incubation pericd data for eight animals placed on this study showed that three animals were found
dead fram prion disease on 8 Manday, with no recorded abserved neuralagical signs.

The IACUC should ensure that animal activities include provisions that avoid / minimize pain and distress by
praviding far adaguate monitaring of animals as necessary o pravent discomiort, distress, and pain.

This is a REPEAT citation. There was a previous citafion under this regulation an Jan 5, 2011, and it was to be
corracied by April 3, 2011.

2.9 {2} (2)
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (1ACUC).

2.31e) A proposal to conduct an activity invalving animals, or to make a significant change in an ongoing activity
invalving animals, must contain the following:...

(2) A raticnale for invalving animals, and for the appropriateness of the species and numbers of animals 1o be
used;
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**In the IACUC-approved Amblyopia and Strabismus study protocol, the rationale for the numbers. of animals 1o be
used in the study states " In my fiekd, the numbsar of animals neaded for rasearch is not guided by statistical criteria or
tests... Because the success rate of experments is unpredictable, given the innate nature of sclentific investigation,
and the viekd of data from any given animal is variable in quantity and quality, it is hard to predict the number of
animals required for our research projects. Tha number of 15 monkeys i the most accurate projaction that | can
provide of expected animal use over the next 3 vears. This figure is alse based on our experience with the
requirements for manuscrpts reporting scienfific results in per-reviewed publications in my field. We utilize the
mirsimum numbes af animals required o meal my scentific hald's publicabon slandard, "

Stating that the number of animals to be used cannoi be determined using siatistical criteria or tests, because of the
nabure of yvour field or research, is nol an appropriate explanation of how the numbers requesied were delarminad
unless an acceptable alternative explanation is provided, Citing reguirements for publication of manuscripts is also
not &an adegquate explanatan for the need to usa a spacific number of animals for axperimentation. The investigator is
responsible for providing the IAZUC commiltes with a rationale for animal use that includes an explanation for the
numbar of animals that is based on specific goals, statistical thresholds, or some other more concrete criteria which
reflact the purpose of the imdestigation, bayond manuscrpl publication.

*** In the IAGUC-approved Incubation Periods of Prions and oiher Neurodegenerative Diseases protocol, the
description of the criteria for the number of animals neaded slatas “We parlorm on average 44 samples par year in
hamsters... and 25 samples in voles.” But a char above this description showing the number of animals acquired for
this profocol ists 1056 hamsters and 750 voles. Therg is no explanation for these numbers, and if remains unclear
how many animals the investigalor proposes 1o use for this research under this prolocol.

“** In tha LACUC-approved Rabbit Madel of Bactanal Endocarditis profocol under Categary D thare is contradiciory
and inadequate information about the number of rabbits 1o be used. Under the description of statistical
teste/rationales used to determing the number of animals needed, it describes the use of 100 rabbits per vear for
fhiree years for a total 300 rabbits, and than later states that under category O tha total is 400 rabbits | with no clear
explanation as to how the exira 100 rabbils came into the equation. There i also no explanation as 1 how either the
100 rabbits per year nor the 300/400 rabbiis tolal will be used to meet their stated statistical goals.

*** In the Cellular Mechanisms of Vascular Injury protocol, the rationale for the number of animals calls for two
different injury models, and under each injury model there are three ireatment modalities. For some unexplained
reason the protocol stales thal each Ireatment modality will have its own "controd < no ireatment * rabbit. It is not
explained why each treatment modality reguires a control animal rather than having a conirol under each injury
modlel, alengside the three treatmant modaliies for each injury model. Having a contral for aach treatmant modality
adds an additional 100 rabbits 1o the pratocol over having ane control per injury model,
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An appropriate rationake for the number of animals the investigator proposes 1o use is necessary to ensure that the
mirnimum number of animals is usad in an activity invohving animals. Errors ar lack of information in a proposad
activity could result in animal use that was not approved with a clear or accurate understanding of the need far this
animal use, which could jeopardize animal welfare,

The IACUC should ensure that each activity using animalz conlaing an appropriale ralionale for the numbers of
animals to be used in that activity.

To be corrected by May 1, 2012,

2.3 8) (3) REPEAT
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACLUC).

2.3 (e} A proposal 1o conduct an activity involving animaks, or to make a significant change in an ongaing activity
invalving animals, must contain the following:...
[3) A complele description of the proposed use of the animals;

"The protocal Incubation Periods of Prions and othar Maurodegenaratve Dissasas was approved with an
incomplee description of whan animals were to be monitored for neurclogical signs. According 1o the stated
monitoring parameters in the protocol, following prion inoculation the animals are to be monitored * twice weekly unfil
the first sign...” Howewver, the protocol does not specify when the monitoring should take place during the twice a
week monitering period. As written, monitoring could take place on consecutive days leaving five days when the
animals would not be assessed for neurglogical signs. The profocel should be more specific as fo when the animals
are monitored for neurological signs in order to ensure thal they do not wail past siudy end peints for euthanasia.
The protocol also containg conflicing statemenis as 1o when the animals are (o be euthanized, One section of the
pratocal states that "Each animal is humanaly euthanized at the earliast point possible in tha clinical progression of
the disease, 1o ensure thal no animal ever suffers or is In distress.” Elsewhers in the protocol stated endpoints ang
"...0 days past onset of clinical signs in hamsters” and that voles "...are euthanized following the presence of two
neuralageeal signs.." The prodocol also statas that the animals are sl able o aat, drink, and mowve around the caga,
vel some of the neurological signs that animals are monitored for incluede "Can't get up®, “Paralysis”, and
“Gommulsion®. The protocol does not differentiate between the animals with severa neurglogical signs and those with
mild signs with regards to euthanasia of infected animals. Presumably, if a vole was only having convulsions it would
not be euthanized because it was only showing one neurckagical sign.

It i the responsibility of the 1ASUG o ensure thal the investigator provides a complele description of proposead
activities that involve the use of animals in order that those activities may be adequately reviewed and determined to
be in accordance with tha Animal Waliare Act.

This is a REPEAT citation, There was a previous citation under this regulation on Jan 5, 2011, and it was corrected
by the fime of the exil interview tor that inspeciion.

An exit inferview was conducted with facility representatives.
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