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2.31 {d (1 i) REPEAT
INSTITUTIONAL AMIMAL CARE AND USE COMMITTEE (IACUC).

[d} IACUC review of activities involving animals, (1) In order o approve proposed aclivities or proposed significant
changes in ongoing activities, the IACUC shall conduct a review of those componeants of the acliviies ralated 1o the
care and use of animals and determine that the proposed aclivities are in accordance with this subchapter unless
accepiahla jusiification far & depariure is presentad in writing; Provided, howevear, That hield studies as dehined in pari
1 of thiz subchapter are axempt from this requirement. Further, the 1ASUC shall determine that the proposed
activities or significant changes in ongaing activities meet tha following requirements: {ii} The principal investigator
has cansidered allernalives to proceduras thal may cause mose than momantary or slight pain or distress 10 the
animals, and has provided a written namative description of the methods and sources, &, g., the Animal Welfare
Intarmation CGantar, usad (o detarming that alternatives weane not available;

Thrae protocols were identified in which the investigators failed to conduct an appropriate search for alfernatives to
procedures that may cause mong than momentary or slight pain or distress:

1] Protocel 2008-1735 is a macague protocol. Monhuman primates on this protocol undergo surgical procedures
including craniotomies for placement of head chambers and placement of elecirodes ino muscles of the fore and
hind limbs, The search for alternatives did net include terms that relate to the procedures that may cause mere than
migmentary or slight pain or distrass. Search words includsad: maotor corfex, stimulation, 1GNNS, EMG.

2] Protocol 2007-1703 iz a quinea pig protocol. Animals on this protocol hawve their ovaries surgically remowved, The
saarch for atermatives did not include terms that relate to the procedures that may cause mare than momeniary or
glight pain or gistress 1o the animals, Search words included: pregnancy, guinea pig, vascular smoath muscla,
endotheliuvm, G-protein

3) Pretocol 2007-1680 iz a macaque pratacal. The nenfuman primatas on this protocol are infeclad with SI1V and
treated with morphing andfor antiviral drugs; some of the animals develop dinical signs associated with AIDS
including encephalitis. The search for alternatives did nof include search ferms that relate (o all of the procaduras thal
may cause more than momentary or slight pain or distress, Search words included; SIV, HIV, morphineg, brain.

F'r'II'IC-I;IIIEI invastigators musl consider allernatives 1o procedures [hal may cawsa mons than mamentary or shghl pain
or distress in order to protect the health and well-being of the animals, The principle investigatar must provide &
wrillen narrative describing the melhods and sourcas usad o delarming thal alternatives weare nol available. The
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written narrative should include adeguate information for the ACUIC to assess that a reasonable and good faith effort
was mada Lo daterming tha availatality of allarmativas or allernative mathods. If a database search or othar sourca
entifies a bona fide alternative method (one that could be used 1o accomplish the goals of the animal use proposal),
the writtan narrative should justify why this alternative was not usad.

The IACUS must ensure that the principal investigator has considered alternatives to procedures that may cause
more than momeantary or slighl pain or distress 1o the animals.

This is a repeat non-camgliant item. 1t was also not in complianés on March 10, 2009,

2.1 (d) (1} [wiii)
INSTITUTIONAL AMIMAL CARE AND USE COMMITTEE (1ACUC).

(d} IACUG review of activities involving animals; (1) In order o approve proposed activities or proposed significant
changes in ongoing activities, the IACUC shall conduct a review of those companants of the activities ralataed 1o the
care and use of animals and determine that the proposed activities are in accordance with this subchapter unless
acceptabla justification far 2 depariure is presentad in writing; Provided, howewar, That held studies as defined in part
1 of thiz subchapter are exempt from this requirement. Further, the 1AZUC shall determine thal the proposed
activiies or significant changes in ongaoing activities meet the following requirements: (viii) Personnel conducting
procedures on he spacies being maintained or sludied will be appropriately qualified and trained in those
procedures;

Pratocol 2007-1703 involves survival surgeries and blood draws on guinea pigs. Guinea pig #4004 died unexpectedly
an 3202009, the day alter baing anesthetized for a blood draw by & ressarch associate. The profocol states that the
principle investigator's responsibilities are "surgical procedures.” This principle imsestigalor's training records werne
examined. He has not completed the following training modules identified as mandatory for all individuals completing
survival guinea pig surgernes: "Aseptic Surgery Rodenis™, "SOF Prog 13 Madical Becords™, "S0OP Vet 3 Anesihesia
and Anaglesia®, and "S0P Vet 4 Survival Surgery Rodenis”, Training records for the research associate included on
this profocal wara also examined. Tha principls invastigalor stated that this ressarch associate had complated
surgeries and blood draws on an anesthetized guinea pig (2004}, The protocol lists this individual's only
responsibilifies as "euthanasia®. Training records indicate that this research assodate had not completed the training
module "Guinea plg & rabbit video®, which ks mandatory for all guinea pig handlers.

Persennel conducting procedures on ragulated species must be approprizlaly qualified and trained in thoss
procedures in order to protect the health and well-being of the animals,

The 1ACUC must ensure that all perscnnel conducting procedures on regulated species ang appropriately gualified
and trained in those procedures

TO BE CORRECTED BY: May 22, 2009
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2.3 (d) {5 REFEAT DIRECT NCI
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACULC).

(d} IACUG review of activities invalving animals, (5) The IACLIC shall conduct continuing reviews of activities
covered by this subchapler al appropriate intervals as determinad by the [ACUS, but nat lass than annually;

Thrae pratacols were identified in which investigators are nof conducting animal achivities as delineated in tha [ACUC
approved profocol:

1) Protocod 2007-1703, a surgical guinea pig protocol.

a) The principle invesligator staled that guinea pig #004 was nol given any buprenarphine after ils ovarieciomy
[surgical removal of the owvaries) on 392009 because he “didn't feel it was necessary”, despite the fact that the
approved profocol siatas that buprenarphing will be given past-aperativaly for pain.

b) The principle investigator stated that guinea pigs are given 80 mg'kg ketamine and 1-3 mg'kg xylazine when
anasthatized for surgical procedures, The approved protocol states that guinea pigs will be given 80 mg'kg "ketamin®
and 1 mg/kg xylazine in a dosing chart.

) The approved protocol indicates that the research fellow's only responsibilities are "euthanasia”; however the
principle investigator stated that this research fellow had conducted surgical proceduras and blood draws undar
anesthasia on guinea pig #004,

2] Protocol 2008-1735, a macaque protocol.

a) The description of the MBI anesthetic procedures siates that nonhuman primates will be tranguilized with
ketaming. A chart in the protocol states that ketaming will be given at 3 dose of 10 mg'kg i.m. 1 fime per month. The
laboratony's actual written procedure for MRS ulilized by laboratory 2iaff states that the animals are given a full dose
of ketamine followed by "Dormitor” for transport, which is then followed by a 1/2 dose of ketamine every 30 minutes
{heraallear.

b) The description of care of the contical chamber states that "the chamber is opened and cleaned each day before
recording and at least onca a waek il wea are nat recording.” An endry in the medical records for 3 male macaque (1D
GSR1027) on 1272008 states that the “chamber had not been deaned in 3 weeks."

4] Protocol 2007-1680, a macaques protocol.

a) The protocol slales that morphine will be given subculaneoushy, 4 limes daily, at a dose of 3.5 ma'kg for up lo
12 months. Principle imvestigator records for the nonhuman primates indicate that the morphine is given al doses
athar than at ihe approved leval and (hal the morphing is administersd intramuosculary rather than subculaneaushy.
Records indicate that animals AZ2-5A9, AS-3A5, B2-4A4, B5-AL11, and A1-3A0D received morphine at 1 mghg 4
fimes a day inframuscularly for one week, at 2 mg'kag 4 timas a day intramuscularly for two wealks, and than began
recelving morphing at 3 mg'kg 4 times a day inframuscularly from that point ferward.

b The protocel states that plasma will be examined every 2 weeks after virus inooulation. Principle investigator
recards indicate animals B5-AL11, B4-240, B2-444, A5-345, AZ2-5A5, and C1-572 had two blood draws prior to virus
inoculation, one blood draw at virus inoculation, one tood draw weekly for the first 2 weeks after inoculation, and
fhen ong blood draw evary 4 weeks [unless the nonbuman primale died or was authanized).

) The protocol states that cerebral spinal fluid (C5F) iz collected every 2 weeks after virus inoculation. Principle
investigator records indicate that animals BS-AL11, B4-2A0, B2-484, AK-3A5, A2-580, C1-572, and C2-5A3 had CSF
collected weekly for the first 4 weeks after inoculation and then every 4 weeks [unless the nonhuman primate died or
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was euthanized or they were unable 1o obtain a sampla).

d] The pratocol delines criteria that will prompl ramaval of animals frem the stuedy or euthanasia of an ammal. The
protocol states that "any animals developing AIDS (chronic weight loss of more than 205 body weight, ancrexia for
more than two days, uncontralled diarrhea or respiratory distress and onzat of naurobogical signs) will be authanized.”
The protocol doss not specify at whalt interval the animals will be weighed, Records indicale the animalks were nat
weighed until 8 weeks after virus inoculation and then were generally weighed every 4 weeks, This time interval does
nol appear lo be adequale as allested 1o by the following: Animals B4-2A0 and B5-AL11 died live weeks alter virus
inoculation. Their weights were not checked at at any point after vinus inoculation prior to their death. Animal B4-2A0
was nof weighed at nacropsy, but the necropsy weight of B5-AL1TT indicaled that the nonbuman primate had lost
26.8% of its weight. itz weight had dropped from 4.1 kg at virus inoculation to 3 kg 5 weeks later

Continuing review of animal actvities = necassary 10 ensure that they are conducted as stated in the approved
pratacol is required in order to ensure that all aclivities are conducted in compliance with the Animal Welfare Act
requlations in order 1o protect the health and well-baing of the animals,

The [ACUS must conduct conlinuing raview of activibas in order 1o ensure that all armal activiti=s ara conducted as
stated in the approved protocels and in compliance with these regulations,

LEE ]

Thiz iz a repeat non-comgliant item. It was alzo not in compliance on March 10, 2009,

211 () (2}
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE {IACUC).

(e} A propesal to conduct an activity invelving animals, or to make a significant change in an angaing activity invohing
armmals, must contain the lallowing: (2) A rationale lor irvalving animals, and for the appropeiatenass of the species
and numbers of animals to be used,

In pratocol 2007-1680, a macague pratocal, the justification far the animal numbers states: "The grant application that
has been favorably reviewed proposes o use 44 macaques. However, the reviewers thought there were too few
macagues, A supplemeantal application may have 10 be submilled to increase these numbers, Thus, we are already
propasing o use too few animals for this potentially important study.” The rationale for the appropriatensss of
numbars of animals o be used must be scantiheally justified lor reasons such as, but not limifed to, statistical
significance, results of pilof studies, or other scientific reasons in order o ensure that an appropriate, but not
axcessive, number of animals are utilized. The IACUC must ensure that all pratocols include an appropriate ratonals
for the number of animals to be used.

LR L]

TO BE CORRECTED BY: May 22, 2004

2.31 (&) (3} REFEAT
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC).

(&} A proposal to conduct an activity involving animals, or to make a significant change in an angoing activity involving
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animals, must contain the following: (31 A complete descrption of the proposed use of the animals;
Three protocols were identified that did not contain a complete description of the proposed use of the animals:
1)Pratocal 2007-1703 i 3 quinea pig protocal. Tha principls invastigator tald inspectars that guinea pig #004 was
anesthetized on 31909 for a blood draw. The approved profecol does not state that any blood draws will be
canductad,

2 Protocol 20071680, a macaqgue protocol,

a) The investigator states that he plans to gradually withdraw morphine by decreasing the dose over a two week
pericd. Tha profocal doas not specty at whal rate tha dose will ba dacraasad.

b) The protocol states that AS-DRNA will be given intravenously weekly o some nonhuman primates. Instead of
specifying the dose that will be given, the chart in the protocol states "will be determined.” Ma information concarming
how the dose will be determined or possible ranges of doses 12 included.

4] Protocol 2008-1735, a macaque protocod,

a) The protocel stales thal the space inside the macaque’s cortical chamber will be filled with antibiatic cintmant,
but the profocol does not state what kind of product{s) will be contained in this aintment,

b) The protocol statas that the animals will receva praphylactic antibiotics aflar surgary, but it doas nat state which
antibioticis) will be given or how long they will be given

¢} The protocol states that prior to euthanasia the nonhuman primates will b2 anesthetized with pantobarbital, buf
the dose and route of administration are nol specified.

A complete description of the proposed use of the animals is required in order 1o facilitale evaluation of the protocols
by the |IACUC to ensure that they are in compliance with the Animal Welfare Act regulations in order to protect the
health and well-being of the animals.

The IACUC must ensure that all proposals to conduct animal aclivifies contain a complete description of the proposed
uze of the animals,

Thiz is a repeal non-compliant ilem. I was also nol in compliance an March 10, 2009,

2.3 &) (4) REPEAT

INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACULC).

(e} A propesal to conduct an activity involving animals, or 1o make a significant change in an angaoing activity invohving
animals, mus! contain tha lallowing: (4] & descripbion of proceduras designed to assura thal discomfor] and pain o
animals will be limited to that which is unavoidable for the conduct of scientifically valuable research, including
proavision for the use of analgesic, anasthetic, and tranguilizing drugs whara indicataed and appropnale (o minimize
dizcomicrt and pain to animals;

Protocol 2007-1703, a guinea pig protocol, indudes conflicling information concerning the dose and’or route of
administration of anesthetic and analgesic drugs:

1] The protocol states that burprenorphing will be administerad alter animals undargo an ovariaciamy, which the
principle investigator referred o a "castration® throwghout the protocel, In one location it states thal "Buprenonphine
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(0.5 mgikg 5.c.] is given for the first postoperative day.” In the same paragraph it says "Buprenorphine (0.5 mg'hkg
.. wall Ba administered postaoperalive 3 days alter castration lor paimn contral™ & charl immeadiately lollowing this
zection stales that buprencrphine will be given "s.c.” (subcutaneously) at a dose of 0.5 mg/kg for the first
postoparative day. Mona of the description far tha use of buprenonphing indicate how many imes a day the analgesia
will b given.

2] The protocel dosing chart for anesthetic drugs indicates that xylazine will be given i.p. {infraperitoneally) at a dose
of 1 mg'kg. In ancther section of the prolecol, it slates thal xylazine will be given Lm. (intramuscularly} at a dose of 2
migikg.

Al proposals to conduct an activity invalving animals must inclede a sufficiently detailed description of the procedures
designed to assura that discomfart and pain fo animals will be Emited to that which is unavaidable. This is necessary
o faciltate IACUC evaluation of the proposals in order to ensure thal the activily Is In complianca with Animal Welfare
Act regulations and in order to pratect the health and well-being of the animals.

The IACUC must ensure that all proposals to conduct an activity imvalving animals contain an appropriate descriplion
af the procedurés designad o assure thal discaomiar and pain to animals are limited to thal which is unavoidabla tar
the conduct of scientifically valuable research, including provision for the use of analgesic, anesthelic, and
framquilizing drugs where indicated and appropriate to minimize discomfort and pain fo animals.

This is a repeat non-comaliant item. 1t was alsa not in compliance on March 10, 2009,

2.31 ] (5}
INSTITUTIONAL AMIMAL CARE AND USE COMMITTEE (IACUC).

(&)} A proposal to conduct an activity involving animals, or to make a significant change in an angoing activity involving
armmals, must contain the lallowing: (5} A dascnplion of any eulhanasia meathod 1o ba usad.

ol

Conflicting infarmation concaming the method of euthanasia that will be utilized was identified in protocol 2008-1735,
a macaque profecol. In two locations the protocel states that when animals are euthanized they will first be
ranquilized with a large dose of ketamine and then given an overdose of barbiturate intravenously. In another
location it slates that animals will be given ketamine and "matalomanding” followed by "Baulhanasia® and
exsanguination,

A description of any euthanasia methed to be vsed must be included in all proposals 1o conduct an activity involving
animals. This is necassary to faciltate ACGLG evaluation o ensura that the profocol B in compliance with Animal

Welfare Act regulations and in order to protect the health and wall-being of the animals.

The IACUC must ensure that all proposals to conduct an activity invalving animals contain an appropriate description
af the methoad of euthanasia o be used

TO BE CGORRECTED BY: May 22, 2009
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2.32 (a)
PERSONNEL QUALIFICATIONS.

(a) It shall be the responsibility of the research facility 1o ensure that all scientists, research technicians, animal
lechnicians, and othar parsonneal invalvad in animal care, treatmeant, and wse are qualibad 1o perfarm their duties. This
responsibility shall be fulfiled in part throwgh the provision of training and instruction to those personnel,

The facility requires personnel to complate the “Animal Research Protection Program Refresher and pass with a
mirdmum score of 90% each year by March 31, This training includes topics such as IACLC submissions,
occupational health and safely, pain reliel and medical records, euthanasia, animal managemenl, posl approval
mignitering, and reporting suspected non-compliance, Training records for 3 nonhuman primate principke investigator
werg examined and indicatad that ha had failed ta pass thig training with ha reguirad scora 1or byt SUCCessive years!
on 3808 and 31809 he received a score of 0%,

Al individuals involved in animal care, treatment and use must be qualified to perform their duties and appropriately
trained in order to protect the health and well-being of the animals.

The resaarch facility must ensure that all scientists, research technicians, animal technicians, and other perscnnel
invalved in animal cara, treatment, and usa are gualified o perfarm their duties.

TO BE CORRECTED BY: May 22, 2002

2.33 (b} (2} REPEAT DIRECT NCI
ATTENDING VETERIMARIAN AND ADEQUATE VETERINARY CARE.

(b} Each research facility shall establish and maintain programs of adequate veterinary care that include: (2] The
use of appropriale methods o prevant, contral, diagnoesa, and real diseases and injuries, and 1he availabilily ol
emergency, weekend, and holiday care;

Two squirrel menkeys (108668 and ID#T02) were observed wearing beaded metal collars that were nusty, The rusty
surface may become rough and injure or imitate the skin of the animals. Squirrel monkey #A50 was wearing a jacket
for its prolocol. The jackel was frayed around the shoulders 1o the point thal several long fabnc sinngs wera presant.
These strands could be ingasted by the nonhuman primate or become tangled around the fingers, toes or other
appendages of the animal. The ragistrant must ensure hat all husbandry ralated itams ulilized for the nonhuman
primates are kept in good repair 1o protect the health of the animals and o prevent injury

On 10142008, the velernarian examined a make macague (IDESR1027) due to a problem with his corlical
chamber, The veterinarian prescribed liguid "children’s Tylenol” [acetaminophen), The principle investigator siated
that he gave the macaque liguid "chilkdren's ibuprofen” instead. Medicabions must be given as prescribed by the
veterinarian in erder (o protect the health of the animals, Substitution of medications without consultation with the
vaterinanan could rasult in unanficipated side affacts, nsllactive freatmeant oulcomes, or ofher complications.
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The descriphon of proceduras 10 mainiain tha corlical chambar for macagues on prolocal 2008-1735 stalas thal "the
chamber iz opened and cleaned each day before recording and at least once a week if we are not recording.” This is
done in arder to prevent infection af the chamber that is locatad inside an apaning in tha animal™s skull; the chambar
provides acoess to the animal's brain, On 12772008 medical records for a male macague (1ID# 99R1027) state that
the "chamber had not been cleanaed in 3 waeks," At that fime tha veterinarian removed two milliliters of serous fluid
from the chamber. Animals musl receive adeguale praveniative maintenance when implanted with chambears as
directed in the protocel and as part of a program of veterinary preventive medicing in order to prevent infection, pain,
discomiort and olher medical complications.

Pratocal 2007-1680, 8 macague praotocal imealving morphine and SIV, describas circumstances that will prompt
euthanasia of study animals. One seclion slates that the investigalors “will euthanize animals as soon as any signs of
neurological distress become evident.” Another section of the protocol states that "any animals developing AIDS
[chronic weight loss of mora than 20% body waighl, anoraxia lor more than two daye, unconfrolled diarrhea o
respiratory distress and onset of neuralogical signs) will be euthanized.” In the grant application (o NIH, the agency
thiat funds tha reseanch, the investigators staled that "SIV causes & persistent, progressnse infaction and many
animals will be expected to progress into AIDS characterized by more than 209 loss of body weight, gastroenteritis,
preumenia, or neurclegical disease. Appearance of any of these clinical signs will provide the signal to euthanize the
animals.”

Medical records were axaminad for macaque ID#0A0. On 100708 notes from a research assistant indicate thal "he
has boose stool and is not eating his biscuits well.® On 1041 5708 notes from the research assistant indicates that the
nanhuman primale was nod recoveanng wall irom tha anesthesia usad to oblain a protocol bleod sample. Sha stales
that "he iz VERY skinny and nol eating well. He still has very loose stood.” Investigator records indicate that on
11508 the animal weighed 3 kg, which was 223 lower than its weight on 7/21/08 whan it was inoculated with SIV.
I an amail 1o the principle imsestigator on 101808 al 10:37 am the research assistant indicates that the animal "lell
quite a few of his biscuits from yesterday and he has diahrrea. He was sitting curled up on his perch while | was
hosing his cagsa and would make a screaching sound. | gave him a ceraal bar, bul he was having diflicully picking i
up. | gave him grapes and he was eating those, He is very feeble, he can't stand an his legs, he scoots, His hand eye
coordination is very bad, he has a pronouncad tramble in his hands and has to try sevaral timas to grab things. He s
doing a lot of grimacing and makes a hormible screeching/chirping noise...) know he is scheduled for Tomorrow, but I'm
not sure hie will make it that lomg.” Notes in the medical record by the research assistant on 10161083 re-iterate the
presence of the same dinical signs. The record indicates thal the nonhuman primate was euthanized at 12:30 on
10716708, Despite the fact that the animal appears 1o have met criteria for euthanasia on 1001508 (=205 weight loss,
gasiroanteritis, anorexa, and neuralogical abrarmalities) the research assietant’s amail on 107608 indicatas that tha
animal was not scheduled for euthanasia until 1049708, The medical records for the nonhuman primate do not
documant that any vaterinarian performed any evaluafions, physical examinations, diagnosas, or developed any
freatment plans during this time perod.
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Medical records were axaminad for macagqua ID#3A0. On 10708 the resaarch assistant indicatas in the madical
record that she had contacted the principle investigator with concerns and that the nonhuman primate "has been
pulling hair, has oose stoal and iEn't acting normally.” An amail on 10908 at 3:32 pm from the ressarch assistant fo
a principle investigator indicates that the nonhuman primate has been vomiling, appears to be eating and drinking,
has soft feces with a "sick”™ smell, and that he "acts very peculiar.” She states that "he hunches in the cormer, lowers
his kead and grimaces, almost like he is in pain. This monk appears 1o be skinny and b just isn'l doing well. | am
concerned with the weekend coming up as his issues seem o be getting worse as the week goes on... |, like Dr -——
recommand euthanasia.” The principle investigator rasponded to tha amail at 743 pm stating "this will be discussad i
the lab meeting on Friday maoming.” On 1001 W08 the research assistant indicated that the "monkey appears to have
improvead awvernight. Ha drank half of Gatorade and ate well. He still has loose stoal with bad smell, but he is more
active. He does have a small tremble 1o extremities.” The medical record does not contain any further notations, but
records from the principle investigator dated 10/20/03 stated “shaking, trembling increased during last few weeks,
waight decreased, rough hair, frequent diarrhea. Emergency nacropsy.” Despile the act that the animal appears 1o
have met criteria for euthanasia on 1057908 {loose stool, abnormal behavior), 109708 (abnormal feces, abnormal
behavior that appears to indicale pain), 10M10/08 (loosa staol, rembling), and tha recommendation of euthanasia
from a veterinarian and a research assistant on 10792008, the animal was not euthanized until 10/20708 when
sympioms had progressed even further, The medical records for the nonhuman primate do not document that any
vaterinanan performed any evaluations, physical examinations, diagnosas, or developed any treatment plans during
this time period,

Protocol 2007-1703, & surgical guinea pig profocol, states that the operative and post-operative records will be
maintained in the LAR medical records databasa. Guinea pig #0004 undaraeant ovariectomy on 3909, but no records
ware created in the database. Becords from the principle investigator only indicate “3/9 - operation” bul there is no
description of anesthefic doses or any maonitoring procedures before, during, or after the surgical procedura. The
principle investigator stated thal the animal was anesthetized on 31909 for a blood draw; no records of this
procedure or any anesthetic doses or any monitoring procedures were included on the investigator's record, On
2009 quinaa pig #004 was lound dead in ils cagsa. The protocol's descriplion ol criteria lor removal of animals from
study or euthanasia includes "a marked failure to gain weight in propoertion to others.” The principle investigator's
records for this animal do not contain any waights.

Im pratocol 2008-1735, macaques are given ketamine and "dormitor” for transport and additional ketamine during an
MRI. The principle investigator doas nat maintain any reconds concerming drug dosas given 1o the animals or a
description of any menitoring that occurs before, during, or after the MBI procedure,

I protocol 2008-1735, macaques are food restricted in order 1o facilitate behavioral training. The protocol 2tates that
"mankays are weighed on a regular basis to check for normal weaight gain,” Tha only weight recorded in any of the
medical records for a male macaque (ID#99R1027) assigned 1o this profocol was obtained on 44/2004 during the
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animal's first guaranting exam, seven days after the animal was acquired by the facilty, Ancther macagque
[ID#RC3TET) assigned 1o this profocol was weighed on 4722009, bul the most recent weight recorded prior 1o this
time on 11102003, Food restricted animalks must be regularly weighed in order to protect their health and ensure
that significant changas in weaight are detectad in a fimely manner.

Medical records for several other nonhuman primates were examined. The following animals did not have any recent
anlries in their records: 674 (no medical record entrias since 2005; no wesghls recorded sinca 2004); 622 {no medical
recaord entries since 2004); 702 {no medical recard entries since 2004); 668 (no medical records entries since 2004);

695 (no madical record antries since 2004).

Ewery facility must have a systam of health records sufficiently comprehensive to demonstrate the delivery of
adequate health care, The health records system should be consistent with professional standards, must be current,
leqible, and includga, ai a minimum, the following information: identity of the animal; dascriptions of any illness, injury,
distrass, and/or behavioral abnormaliies and the resolution ol any noted problem; dates, details, and results (il
appropriate) of all medically-related observations, examinations, tests, and other such procedures; dates and other
details of all treatmants, including tha name, dosa, route, frequency, and duration of treatmeant with drugs or otfer
medications; freatment plans should include a diagnosiz and prognosis, when appropriate; detail concerming the type,
frequency, and durafion of any freatment and the criteria and'or schedule for re-evaluafion|s) by the aftending
vaterinarian, Health records may be held by the registrant (including, but not limited to, the investigators at resgarch
facilities) or the attending weterinarian or divided between both {if appropriataly cross-referenced), however all
camponents of the records must be readily available and the record as a whole must meeat or axcead the currant
vaterinary professional standards,

The rezearch facility must establish and maintain a program of adequale veterinary care thal includes the use of
approprigte methods to prevent, conirol, diagnose, and ireat diseases and injuries, and the availability of
amargency, weakend, and holiday care in order to protect the haalth and well-being af the animalks,

Thiz is a repeal non-compliant ifem. I was also nol in compliance on August 27, 20048,

2.33 By (3) REPEAT
ATTEMDING VETERINARIAN AND ADEQUATE VETERINARY CARE.

(b} Each research facility shall establish and maintain programs of adequate veterinary care that include; {3) Daily
absarvation of all animals fo assess thair health and well-being; Provided, howewvear, Thal daily cbservalion of animals
may be accomplished by someone other than the attending veterinarian; and Provided, further, That a mechanism of
diract and freguent communication is required so that timealy and accurate information on problems of animal haalth,
behavicr, and well-baing is comvayed 1o the attending veterinarian;

Checklisls are used by the nonhuman primate animal carelaker glall to document complation of husbandry lasks and
daily health chservations, Checklists reviewsd during this USDA inspection showed that completion of the daily
health check was nol documeantad an four eocasions: all of thase dates tall on tha weakend: Haom 5008 [Saturday,

April 11 and Sunday, April 12 no daily health check documented); Room 3026 {Saturday, April 4 and Sunday, April 5
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no daily health check documented)

Craily observation of all animals o assess their health and well-being is required in order to ensure that timely and
accurate information on prablems of animal health, bahaviar, and wall-baing is conveyed 1o the atlanding
wetarinarian,

L L L]

The regisirant must develop and follow an effective program to ensure thal daily of obsarvation of the animals to
assess their health and well-being cocurs at all times.,

Thiz iz a repeat non-compliant item. 1t was also not in compliance on March 10, 2009,

2.8 i@ (i)
MISCELLANEOUS.

(fi Handlirg.(21(ii) Deprivation of food or waler shall not be used to frain, work, or atherwise handle animals; Provided,
howevar: That the short-term withholding of food or waler from animals, whan specified in an IACUC-approved
activity that includes a description of monitoring procedures, is allowed by these regulations,

Protoocol 2008-1735, a macague protocol, indludes food restriction in order 1o facilitate behavioral training. The
protocol states that "During initial training, monkey chow is modestly restricted (for example, 8 biscuits per day) to
inerease appetite and mativation 1o keam the tasks. In some cases, mikd restriclion of monkeay chow i necassarny
during perieds of recording o maximize performance,” The protocol states that the periods of feod resiriction
"ganerally last about 4-8 weaks." The protocol also says that "monkays are waighed on a regular basis (o check for
nermal weight gain.” The protocol does not clearly define to what degree the feed is restricted nor does it specify at
what inferval the animal’s weight will b monitored.

Inspactors asked the principle investigator how often the nonhuman primates are weighed, He stated that the
vaterinary staff was responsible for this. When inspectors asked the veterinary stalf how often they weighed the
nenhuman primates on this protocol, they stated it was the responsibility of the investigator's siaff. Inspeciors
axamingd the madical recards far bwo animals assignad o this profocol: The anly waight recorded in any of the
miedical records for a male macaque (IDES9R1027) assigned 1o this protocol was obtained on 442004 during the
armimal's first guarantine exam, seven days after the animal was acquired by the facility, Ancther macague
(ID&RCATAT) assigned 1o this protocol was weighed on 472/2009, bul the next most recent weight recorded prior te
this time was approximately 5.5 years previously on 111002003,

When the short-term withholding of iood from animals is specified in a protocol, a description of appropriate
monitoring procaduras must be included in arder to profect the haalth and well-baing of the animals.

The IACUC must ensure that all approved profocols involving the short-term withholding of food or water from
animals include a description of monitorng proceduras in order o prolect the health and well-baing of the animals of

the animals,
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TO BE CORRECTED BY: May 12, 2009

3.75 (c) (1} fi] REPEAT
HOUSING FACILITIES, GENERAL.

[c) Surfaces (1] General requirements, The surfaces of housing facilities - including perches, shalves, swings, boxes,
houses, dens, and olber flurmiture-type lixlures ar objecls within the f2eility - muost ba construcked n a mannar and
made of materials that allow them to be readily cleaned and sanitized, or removed or replaced when worm or soiled
Furnifure-type ficdures or objects must be sturdily construcied and musi ba strong enough o provide for the safte
activity and welfare of nonhuman primates. Floors may be made of dirl, absorbent bedding, sand, gravel, grass, or
ather similar material that can be readily cleaned, or can be removed or replaced whenever cleaning does not
aliminale odors, diseases, pests, insects, or vermin, Any surfaces that come in conlact with nonhuman primates
must: (i} Be free of excessive rust that prevents the required cleaning and sanitization, or that affects the structura
strangih of the surfacs;

The metal hook on one of the black rubbar siraps used to secure the perches in & squirrel maonkay enclosure had
rusted Lo the point thal it no longer can be effectively cleaned and sanitized. All surfaces that come in confact with
nenhuman primates must be free of rust to facilitate the required cleaning and sanitization in order o protect the
health af the animals.

The registrant must devalop and fallow a program of manitoring and maintenance o ensura that all surfacas ara fresa
of excessive rust that prevents the required cleaning and sanitization or affects the structural strength of the surface.

LE L]

Thiz iz a repeal non-complant item. It was alzo not in compliance on March 10, 2009,

3.75 (c) (1) REFEAT
HOUSING FACILITIES, GENERAL.

(c) Surfaces (1] General requirements, The surfaces of housing facilities - including perches, shehves, swings, boxes,
houses, dens, and olher lumiture-lype lixlures or chjecls within the 2aility - musi ba constructed in a manner and
made of materials that allow them to be readily cleaned and sanitized, or removed or replaced when worm or soiled
Furnifure-type ficdures or objects must be sturdily constructed and must ba strong enough o provide for the safe
activity and welfare of nonhuman primates. Floors may be made of dir, absorbent bedding, sand, gravel, grass, or
ather similar material that can be readily cleaned, or can be removed or replaced whenever cleaning does not
aliminale odors, diseases, pasts, insecls, of vermin.

In rearn S018, hawsing 15 squirrel mankeays, thers wara areas af chipping and pealing pamt an the wall in at least tvo
areas exposing the bare cinder blocks, which can not be effectively cleaned and sanitized. One area was
appraximately 3 by 3 inches; the aother was approximately 3 by 1 inch.
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Al surfaces within housing facilities must be constructed in a manner that allows them to be readily cleaned and
sanitized in order 1o protect the health of the anamals. The registrant must devalop a program af monifaring and
maintenance o ensure that all surfaces of housing facilities are constructed in & manner that allows them 1o be
readily cleanad and sanitized at all timas.

This is a repeat non-compliant item. It was also not in compliance on August 27, 2008 and March 10, 2009,
3.75 (e} REPEAT

HOUSING FACILITIES, GENERAL.

e Storage. Supplies of food and bedding must be stored in a manner that protects the supplies from speilage,
conlamimabon, and vermin infeslation. Tha supplies must be slored oll tha Boar and away fram tha walls, 1o allow
cleaning undemeath and around the supplies, Food requiring refrigeration must be stored accordingly, and all food
musi ba starad in a mannear that prevents contamination and deterioration of its nuiritive valusa. Only the food and
bedding currently being used may be kepl in animal areas, and when not in aclual use, open food and bedding
supplies must be kept in leakproof containers with tightly fitting lids fo prevent spoilage and contamination.
Substances thal are loxic 1o the nonhuman pimales bul that are requiraed lor normal husbandry praclices must not be
stored in food storage and preparation areas, but may be stored in cabinels in the animal areas

"E0OP HUSE 1 Food, Water and Bedding Management” states that "bedding must be stored with sufficient clearance
from walls fo allow adequate sanitation (sweeping). This should be at least & inches." A pallet of badding in the
gecond foor storage room, wsed to store primate feed and ofher animal supolies, was stored against the wall,
preventing the required cleaning and husbandry practices. Supplies of food and bedding must be stored off the floor
and away from the walls 1o allow for cleaning undermeath and around the supplies 1o praven! contamination of tha
supples

The registrant must develop and follow a program of monitoring and maintenance o ensure that supplies of food and
bedding are stored in & manner that protects the supplies from spoilage, contamination, and vermin infestation and
facilitates the required cleaning practices

Thig i a repeal non-complant fem. 11 was also nal in camphance an March 10, 2009,

3.76 ()
INDOOR HOUSING FACILITIES.

[c) Lighting. Indogr housing facilifies must be lighted well enough fo permit rouding inspection and cleaning of the
l2eility, and absarvation of the nonhuman pramales. Animal areas mus! be provided a regular diwrmal lighiling cycle ol
gither natural or artificial light, Lighting must be unifermby diffused throughout animal facilities and provide sufficient
illumination fo aid in maintaining good housekeeping praclicas, adequate claaning, adequate inspection of animals,
and for the well-being of the animals. Primary enclosures must be placed in the housing faciity so as to protect the
nonhuman primates from excessive light,

-----

Al least 13 enclosures housing squirrel monkeys and 3 enclosures housing macagues had insufficient lighting that
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made it difficult to perform routine inspection and observation of the animals, The lighting was not uniformly diffuse,
causing the back hall of ihe enclosure fo be darkaned and shadowad. Lighting must be umlormly diffuse and provida
gufficient lighting o permit routing inspection and cleaning of the facility, and facilitate observation of the nonhuman
primates.

The registrant must ensure that all non-human primates have have adequate lighting that is uniformly diffuse and that
all non-human primates are provided with a regular diurnal lighting cycle of either natural or artilicial light.

TO BE CORRECGTED BY: July 5, 2004

3.80 c)
PRIMARY ENCLOSURES.

[c) Innovative primary enclosures not precisely meeting the floor area and height requirements provided in
paragraphs (bi(1) and (B)2) of this sechon, bul that do provide ronhuman primates wilth a sulliciant wolume of spaca
and the opportunity to express species-typical behavior, may be used at research facilities when approved by the
Commiftes, and by dealers and exhibitors when approved by the Administrator.

The IACUC approved temporary use of 8 human infant incubator for post-operative recovery of squirrel monkeys
after craniclomies until a new incubator is received. The current human infant incubator does not meel the minimum
requirements established in 3.80 (b} (2) (i}, a5 it is only 18 inches high; the minimum enclosure height for nonhuman
primates in this groug is 30 inches, The insulliciant height may prevant tha squirrel monkeys from standing in a
nermal position, and the monkeys could injure the surgical site on their heads if they attempt to stand. The IAZUC
may approve the usa af innovative pimary enclosuras not pracisely mesting tha floor area and height requirements
only if they provide nonhuman primates with a sufficient volume of space and the opporunily to express species
typical behavior in order to pratect the health and well-being of the animals and 1o prevent injury, The IACUIC must
ansure that all approved innovative enclosures for nonhuman primates provide the nonhuman primales with a
sufficient volume of space, the opporiunity to express species-iypical behavior, and protect the animals from injury,

TO BE CORRECTED IMMEDIATELY
3.81 (&) REPEAT
ENVIROMMENT ENHANCEMEMNT TO PROMOTE PSYCHOLOGICAL WELL-BEING.

(B} Ervironmental enrichment, The physical environment in the primary enclosures must be enriched by providing
means of axpressing noninjurous species-lypical aclivilies. Specias diferences should be considarad when
determining the type or methods of enfichment. Examples of environmental enrichments include providing perches,
swinga, mirrors, and oiher increased cage complazifies; providing objects o manipulate; varied faod items; using
foraging or task-oriented feeding methods; and providing interaction with the care giver or other familiar and
snowledgeable persaon consistent with personnel safely precautions.,

"S0F Prog 8 Emvironmental Enrichment and Psychological Well-being of Mon-human Primatas” states that "all
mirrars fhat are scratchad and ara no longer reflective wall bs remowvad.” Al least 4 matal circular discs, which are

Prepared By:
KATHERYMN ZIEGERER, D.V.M. USDA, APHIS, Animal Care Date:
Title: VETERINARY MEDICAL QFFICER Inspector 5052 May-01-2009
Received By:
Date:
Title: May-05-2009

Page 14 of 17

Inspectioh Fepolt Explana http: his.us ahitnz ake ITE_Explan



USD A United States Department of Agricufture I
ﬁ Animal and Plant Health Inspaction Service 107007050598 insp_id

Inspection Report

supposed 1o be reflective and act as mirars o provide ennichmeant for the nonhuman primates, weare scratched to the
paind thal he surfacs was no longer rellactive. Al laasl 3 "chew loys" for nonbuman pramalas were obsarved that had
been chewed to the point that the surface was extremely grooved and pitted. These toys had been cleaned and
disinfected by the facility but brown fo tan grimy malerial was visibla in the roughened surfaces on bwo of thesa items;
thie third item had an accumulation of halr present on it This accumulation of dirt and grime could result in
fransmission of diseases between the animals since the roughened surface of these worn toys prevents effective
cleaning and sanilization; the hair could be ingesied by the nonhuman primates, which could resull in gastreiniestinal
problems, All enrichment items must be kept in good repair to ensure that they effectively provide enrichment to the
amimals and can be efectivaly claaned and sanitized in order 1o pratect the health and wall-baing of the animals.
The registrant must develop and fallow a program of monitoring and maintenance to ensure that all enrichment tems
for monhuman primates are kept in good repair and can be efectively cleanad and sanitized

LR L]

This i a repeat nan-comalhant item. 11 was alsa nol n compliance an March 10, 2009,
3.81 ic 02 REPEAT DIRECT NCI
ENVIRONMENT ENHANCEMENT TO PROMOTE PSYCHOLOGICAL WELL-BEING.

(c) 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
attending veterinarian, Monhuman primates requiring special attention are the following: (2] Those that show signs of
being in paychological distress through bahaviar or appaarance;

The saction of "SOF Prog 8 Environmental Enrichment and Psychalogical Well-baing of Mon-human Primates”
cancarned wilh behavioral 2igns of psychological disiress states that *if it is determinad that the clinical sgn may be
associated with psychobogical disiress, then an individualized treatment plan will be established.” It also states that
“an individual record will be maintained far tha animal shawing possible pesychological destress.” The vatérinanan
slated that at the time of this USDA inspection he only considered cne nonhuman primate, macagque IDFEDES2 whao
stareotypically hops, to be shawing possible signs of paychological distress. At tha time of this USDA inspectian, an
individualized reatment plan had not been developed and an individual record was not being maintained.

The lallowing nonhuman primates axhibited a vanable amount of hair loss and’or abnarmal sterectypic behaviors
which may be associated with psychological distress, The facility had net identified any of these animals as possibly
being in psychological distress at the tima of this USDA inspection. The animals had variable dagreas of hair kass
ranging from partial o full loss of hair on the tail to patchy hair loss on the body. Some nonhuman primates were
observed actively plucking or stripping hair from their bodies or tails or exhibiting sterectypic behaviors such as
flipping, pacing, circling, swaying, excessively scratching, or overgrooming. Animals cosenved by inspactors 1o be
ghowing signs of possibly being in psychological distress through their behavior andor appearance included:

MACAQUES: 99R 1463 (sitting in a crouched position, self-clasping), CLER (hair loss on his forearms, kegs, and tail),
JARAL (palchy hair loss on fail), SAA2 (hair loss on tail), 141784 (clasping leg in a hunched over postura), 572/CH
(self clasping, stroking fail, lip smacking), 54322 (hair koss on top of thighs and tail}, 192 (paich of hair loss onits
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back an the right side of the spine; patchy hair loss on the arms, right shoulder, legs; circling), ERES (hair loss on fail),
RCL10 {Mipping; hair loss on tail), AVBE (thin hair coal on bottam hall of kegs; hair loss on fail), ASST (hair loss on
bottom 273 tail; patchy hair loss on legs), AZ20 (hair loss on bottom 1/2 1ail)

SOUIRREL MOMEEYS: ABS (circling), 348 {flipping; hair koss on iis tail), 674 (circling, scratching), 622 (observed
siripping hair from ifs tail), 796D (hair loss on its fail}, BEE (hair loss on the fop 173 of tail; thin appearance), 398
[scratching), AST (observed excessively scratching and stripping hair from its fail}, A0 (hair boss on its lell knee and
fail; chserved stripping hair from its tail), ASS (hair kbss on the fip of its tail; thinning hair on tail; seli-clasping), A45
(hair lass on knaes, skin on right knee had a reddensd appaarance; hair [ess on fail), 698 (observad scratching
excessively; hair loss on sides, back, head and base of tail, chsenved over-grooming side and knee; circling; thim),
G648 (self-clasping; not maving from the bottom of the cage), 625 (thinning hair on bottom 173 of tail; hair loss on left
thigh and behind laft shoulder; observed scratching excessively), 657 (hair loss at base and tip of tail; scratching
excessively; pacing), 108 (hair loss on bottom 173 of tail; pacing), AGd (crcling in cage), A21 (thin; pacing on perch,
grabbing cailing and grabbing back support in a sterealypic mannear), 877 (pacing: walking over backwards on
ceiling), 1926 (pacing; wall bouncing; bottom 2/3 of 1ail bare; hair loss on thighs and kegs), 1921 (bottom half of tail
bare), 1910 [observed siripping hair fram f&il; tail completaly bara; hair loss an lags, sides of abdamen by kags), 3769
[scratching excessively; standing on begs grabbing ceiling, twirling, and pacing on perch), 522 (scratching
excessively), 888 (scrafching excessively; patchy hair loss; fail bare on bottom one third), 1928 (pafchy hair loss on
tail with bottom 1.3 bare; excessively scratching), 1531 (whole tail nearly bare), S88E (palchy hair loss on bottem half
of tail; pacing along three walls of the cage in a U shaped pattam), 1917 (paichy hair loss whole tail; tip of tail bare)
1927 (patchy hair loss whole tail), 880 (flipping; patchy hair loss whale 1ail), 19231930885 (all housed in samea
enclosure; one had patchy hair loss on body and tail; one had hair loss on the botiom one third of the tail and the tail
fig; the fhird had thin hair on the battam 1/3 of ifs tail), A22060 (housed togather; one had patchy hair kass on entire
tail and sides; obzerved excessively scralching al sides), E19/947 (housed together; one had a bare [ail and was
observed scratching excessively; the other had patchy thinning of the hair on the tail), 83071 1F (housed together; one
had tail that was nearly entirely bare; the olher had patchy hair loss on the top 2/3 of the tail), FOEBIT (housed
together; one had thinning hair coat on the back, shoulders, entire tail; the other had hair loss on the enfire tail);
CHEAEE (housed togelher; ona had whole body palchy hair bass; the other had hair loss on 15 sides, patchy hair loss
an its back, and the bottom 2/3 of i1s tall was bare), A425335 (housed together; one had hair loss on its whale tail and
thighs; the other had hair loss on the baftom 1/3 of its tail), 555010 (housed together; ona had patchy hair [oss on s
sides and thighs and the entire tail was barne; the other had hair koss on the bottom 173 of its tail), 270165 (housed
together; one had hair loss on the back half of its abdomen and thinning hair on its entire tail)

The registrant must develop and follow a plan to ensure that those nonhuman primates thatl show signs of being in
paychalagical distress through behavior or appearancs recaive spacial considarations with regard to enhancement af
thedr environment, in order to protect the health and welfare of the animals.

LE L]

Thiz iz a repeal non-compliant item. It was alzo not in compliance on March 10, 2009,
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3.125 o) REPEAT
FACILITIES, GENERAL.

[c) Storage. Supplies of food and bedding shall be stored in facilities which adequately protect such supplies against
dedanaration, malding, or contamination by warmin. Belrigaration shall be provided for supplies ol perishable food.
"SOP HUSE 1 Foad, Water and Bedding Management” siates thal "badding must be stored with sulficient clearance
from wallz 1o allow adequate sanitation (sweeping). This should be at least & inches." The ground floor storage room,
used to store gerbil bedding, was nearly filled with pallets of bedding leaving only 8 small area open at the entrance
of the room, praventing the required cleaning and husbandry practices. The pallets were pushed up against three o
the walls, A pallet of bedding in the second floor storage room, used to store gerbil feed and other animal supplies,
was storad against the wall, prévanting the raguired cleaning and husbandry practices. Supplies of tood and bedding
miust be stored in a manner that protects the supplies from deterioration, molding, or contamination in order to profect
the health of the animals.

The registrant must develop and follow a program that ensures that all supplies of food and bedding are stored in
facilities which adequataly protect such supplies against deterioration, molding, or contamination by vermin.

This is a repeat non-camglant tam. I was also not in compliance on March 10, 2008,

This routineg inspection was conducted April 14-17, 2009 by Katheryn Ziegerer, VMO, Ruth Bakker, WYMO, and facility
reprasentalivas.
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