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2.40 by  (3) REPEAT DIRECT NCI
ATTENDING VETERINARIAN AND ADEQUATE VETERINARY CARE (DEALERS AND EXHIBITORS).

(b} Each dealer or exhibitor shall establish and maintain programs of adequate veterinary care that include:

(3} Daily absarvation of all animals to assess thair health and well-being; Provided, howewvear, That daily observation
of animals may be accomplished by somaona othar than the attending vetennarian; and Provided, further, That a
mechanism of direct and freqguent communication is required so that timely and aocurate information on prablems of
anmimal heatth, behavior, and well-being is comveyad o ihe attending velarinarian.

Goatl #9752 was isolated fram tha main herd due 1o poor condition. The poor condilion was noticed on tha date the
goeat was due to underge blood collection, February 22, 202, On the day of the inspection the animal was found to
have a generalized skin condifion with large areas of hair loss. The skin appeared crusty with epen and scabbed
lesions, The allending velennarian had nol bean informed of the animal’s condition and il had received no Ireatmant
in the 13 days since the goat had been isolated, Additionally, the medical record only staled that the animal was in
poar condition and the skin condibion was never added o the madical record.

Gioat #14881 was abserved ta be in poar condition during the inspaction. The last entry in the madical recard by
employees was 11212 even though the animal had a history of chronic lameness and poor conditicn. The last
vaterinary eniry in the medical record was 9911

When a large herd of approximaiely 1,000 goals was inspecied one goat was observed standing apart from the
othars al the baginning of the inspection. After inspacling tha goals in the barn and adjacan! large paddock the same
goat, #12025, was still standing apart from the others, Hustandry staff had not noticed the abrormal behavior, The
goat was remawved from the herd at that time by the attanding vaterinarian.
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Caily abservations of all animals to assess their well-being, appropriate documentation of those observations, and
diract and fraguent communication with fha attending veterinarian regarding haalth issues are necassary to ensure
that the animals at the facility receive timely and adequate velennary are. A system shoukd be in place to ensure that
all animals are observed daily, any health problems are adequately decumented, and the attending veterinarian is
nofibed whan necassary.

Pravious corraction date: Correct immeadialely.

Moles:

An exit briefing was conducted with a facility representative
This inspaction was tocusad on goats anly.

Accompanied by O, Pam Smith and Dr. Carol Clarke

Prepared By
MARCY E ROSENDALE, DV.M,  USDA, APHIS, Animal Care Date:
Title: VETERINARY MEDICAL OFFICER Inspactor 5039 Apr-02-2012
Received By:
Date:
Title: Apr-10-2012

Ihspection Repolt Explans http: is 15 ahitna ake iTF._Explan




USD A United States Depariment of Agriculure
—

§ § 3 MROSLHOALE
Animal and Plant Health Inspaction Service TEIZIZHIEOTIZ  inep o

Inspection Report

SANTA CRUZ BIOTECHNOLOGY, INC
Customer ID; 1344

Cerificate:; 93-R-0380
Site: 002
SANTA CAUZ BIGTECHNOLOGY, ING,

2145 DELAWARE AVENUE

Type: ROUTIMNE INSPECTION
SANTA CRUZ, CA 95060 Date: Mar-06-2012
2.31 € 7 REPEAT

INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC).

[c) IACUC functions, With respect to activities imvolving animals, the IACUC, as an agent of the research facility,
shall:

(7} Review and approve, reguing modifications in (to secure approval), or withhold aporoval of proposed significant
changes regarding the care and use of animals in ongoing activities

According to the |AGLUG approved protocol for the collection of whole blood in goats, the volume of blood to be
callacted for antibody production is determined by the bady weight of the animals. The protocol slates that 1 - 1.5 % of
the body weight may be collected, thus implying that the animals should be weighed prior 1o having bocd collected.
The facility S0P for blood colleciion alse siated that the staff should check the Weight List prior to collection and that
"Each animal thal weighs 135 Ibs. or less will be reweighed before il is bled.” Mone of the 35 goals bled the day of the
inspection were weighed before being bled, Seventy five of the 95 goals weighed 135 pounds or less and thus should
hawve baen weaighed if the instructions in the S0P weare followed. Elaven of tha 95 goats were waighad aftar being
bled at the reqguest of the inspectors and all 11 had loet welght since their last collection. Seven of the 11 were

overdrawn using the volumes specified in the S0P, Three were overdrawn using the upper limit of 1.5% of body
weight describad in the pratocal.

Failura to weigh the animals prior to blocd collection constitutes an unapproved significant change o the approved
protocol. A system should be in place to ensure thal proposed significant changes to activities involving tha care and
use of animals are reviewed and approved by the |ACUC prior 1o their implementation,

Previous Correction Date: Apnil 15, 2011,
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2.1 (1) REPEAT
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC).

(d) IACUC review of activities involving animals. (1) In order to approve proposed activities or proposed significant
changes in angaing activities, the IACUC shall conduct a review of those compaonants of the activities ralated o the
care and use of animals and determine that the proposed activities are in accordance with this subchapler unkess
accepiable justification for & depariure is presented in writing; Further, the LACUC shall determing that the proposed
activities ar significant changes in angaing activities mast tha fallawing requirements:

(i) Procedures invohving animals will avoid or minimize discomfort, distress, and pain o the animals.

The current IACUC approved protocol calls for whole blood collection in goats of *1 - 1.5 %% of body weight. " citing

an internet reference in support of the figures. The referenca was a page from Duke University enfifled "Guidelines for
Blood Collecton Procedures.” According to this sila the maximum 1.5% voelume is sala for ong lime blood collection,
not seral collections as performed at the facility:

“In general the volume of blood removed at any one bleading should not exceed 1.5% of body welght (assuming that
1 ml of bleod weighs 1 gram),” The Duke site continues by saying: "If blocd is collected at repeated intervals, much
less volume shauld be collectad at any ana time o avoid sanous hemalological problems. The lollowing guidelines
are recommended, If blood is collected at iwo week intervals, 107 of the animal’s fotal calculated blood volume may
be collected at one time. If blood is collected at four week intervals, or less frequently, 15% of the animal’s iotal blood
valume may be salaly collectad at ona lime.”

This additional information provided by the Duke site was nof incorporated into the profocol. The profocol also adds
lhat the amounts collected " may vary by +/- 105" As wrillen in the prolocol, geals might have valumes of blood
collected in excess of the 1.5% of body weight figure and be expected 10 have additional blood collected in four
weaks, priar to full recovary from the pravious collection. Thus & 100 pound goat could have 750 ml of blood collectad
using 1.5% (+10%) body weight. Using 15% of the tolal blood volume to determineg the maximum amount that can be
safely collected the goat could have a maximum of 477 ml of blood collected. In fact, the facility had been collecting
Blood af up o 1.5% of body weight al two waek intervalks until January 2012, Alter monitoring hamatocrit values and
finding hematological problems the facility now collects blood no more freguently than four week intervals,

Elaven of the 95 geats undargoing blood collection on the day of the inspection weara weighed alter being bled at the
request of the inspectors and all 11 had lost wedght since their [ast collection. Seven of the 11 were overdrawn using
the SOP volumes. Three were overdrawn using he upper limit of 1.5% of body weight dascribed in the protoceol.
Uszing the 15% of 1otal blood volume allowed by the Duke reference, all 11 were ovardrawn.

Goat 5020 was axtramely thin and lame an the day of the inspecton. In 2007 the goat weighad 207 pounds, It was
last welghed on 22812 at 118 pounds. The goat was treated for chronic arthritis and on 84711 was noted 1o be
reductant to walk, On 6/27/11 an employves noted that the goat was "Lame, Hind legs. Walks slowly and stiff.” The
goal had whole blood callacted 14 times batweaen 1002002008 and 31411, Tha goat was then changed to plasma
collection and has had plasma collected on a nearly
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weekly basis since that ime, On 81511 a consultant veterinarian orderad that the animal be treated with a non-
starnidal anti-inflammatory drug on the day of plasma collection dua ta parsistant arthritis. Tha medical record never
references the welght loss although the animal was welghed several times. Since thatl date, there are repeated notes
af no change wntil 10M3111 throwgh 112711 when the employee record states "Mo dinical signs of illness.” There
ara no addibanal madical recards atter 1172711 although the goat was very thin and shill lame during the inspection,

Prior 1o approving a protocol, the IACUC should detarmineg thal procaduras imolving animals will avoid or minimize
discomfort, distress, and pain 1o the animaks unless acceptable justification for the departure is provided in writing, As
written, the protocol does not provide an acceptable justification for collecting blood in excess of what is iradifionally
considared sale, as staled in the supporting blood collection guideling. Additionally, using animals in pain and/or poor
health for blood or plasma collection does not aveid or minimize discomfort, distress, and pain to the animals

Previous correction date: Correct immedialely.

2.1 {d} {1} i)
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC),

(d) IACUC review of activities involving animals. (1) In order to approve proposed activities or proposed significant
changes in angaing activities, the IACUC shall conduct a review of those compaonants of the activities ralated o the
care and use of animals and determine that the proposed activities are in accordance with this subchapler unkess
acceplable justification for & depariure is presented in writing

[wi] The animals’ living conditions will be appropriate for their gpecies in accardance with part 3 of this subchapter,
and contribute to their health and comfort. The housing, feeding, and nonmedical care of the animals will be direcied
by the attending veterinarian or other scientist trained and experienced in the proper care, handling, and use of the
species being maintained or studied.

ceveral goat kids were observed inside matal hay feeders, One kid was seen atternpting to exit a feeder and was
wadged betweaen Lhe metal bars. The melal leedars being used al the facility are inappropriate as constrectad lor
yvoung geats, Feeders should be constructed so that the animaks cannect become enfrapped or injured

Correct by May 10, 2012,
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2.3 (=) {3}
INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (JACUC).

(e} A propesal to conduct an activity invelving animals, or 1o make a significant change in an ongaoing activity involving
animals, must contain the tallowing:
(3} A complete description of the proposed use of the animals.

The IACUC approved protocol for the use of goals containg an incomplete description of the proposed use of animaks
undergoing plasma collection. The protocol only confains a fotal maximum amount of plasma (up to 1650 ml} 1o be
callacted withoul ragard to tha weight af the goals. The description of whale blood collaction contains a maximum
amaount per kilogram of body weight. The normal plasma volume of goats can range from approximately 53 to &0
mikg. Thus smaller goats at the facility that weigh under 50 kg could have total plasma volumes of less than 2400 ml,
and ba expectad o loose mare than lwo-thirds of thair plasma volume. An employee al the faclity stated that
plasmapheresis goats receive fluids o replace some of fluid removed by the procedure, Fluid replacement, including
route of replacamant, amaunt, and typa of fluid is nof addressad by the protocol. Inaddition, the profecal states that
plasmapheresis is performed on goats *...if health related issues would indicate plasmapheresis s preferential to
conventional blood collection methods," Because plasmapheresis is performed on animals with health issues, a
completa dascription should incleds measures laken 1o ensure that the amounts of plasma collacted an thossa
animals is limited 20 as to avolkd detrimental effects.

The IACUC i responsible for reviewing all aspects of animal care and usa, and for avaluating prolocols in order 1o
ensure compliance with the Animal Welfare Act, In order 1o properly accomplish this function, the IACUC must be
awarg of all procedures being conducted, It is the responsibility of the JACUS fo ensure that protocols contain
complete descriptions of proposed aclivilies involving the use of animale prior lo approval of the aclivities.

Correct by May 30, 2012,

2.33 by (3} REPEAT DIRECT NCI
ATTEMDING VETERINARIAN AND ADEQUATE VETERINARY CARE.

(B} Each research facility shall establish and maintain programs of adequate veterinary care that include;

[3) Draily obsarvation of all animals to assess thair health and well-being; Provided, howewvear, That daily observation
of animals may be accomplished by someone other than the altending veternarian; and Provided, further, That a
mechanism of direct and frequent communication is required so that timely and accurate information on problems of
animal haalth, behaviar, and well-being is canveyad o ihe altending velannarian.
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Goat #9752 was isolated from the main herd due 1o poor condition. The poor condition was noticed on the date the
goat was dus to undargo blood collaction, February 22, 2012, On tha day of the inspection the animal was found to
have a generalized skin condition with large areas of hair loss. The skin appeared crusty with cpen and scabbed
lesions, The attending veterinarian had not been informed of the animal’s condition and it had received no treatment
in tha 13 days sinca the goat had been isolated. Additionally, the medical record only staied that ihe animal was in
poor condition and the skin condition was never added 1o the medical recard.

Goal #14831 was observed o be in poor condition during the inspection. The last entry in the madical record by
emplovess was 11212 even though the animal had a history of chronic lameness and poor condition. The last
vaterinary eniry in the medical record was 2911

When a large herd of approximately 1,000 goats was inspected one goat was observed standing apart from the
athars at the baginning of tha inspection. After inspacting tha goats in the barn and adjacant large paddock the same
goal, #12028, was still standing apart from the oihers, Husbandry staff kad not noticed the abrormal behawvior, The
goat was remaoved from the herd at that time by the attending veterinaran,

Caily abservations of all animals o assess their well-being, appropriate documeantation of those observations, and
diract and freguent communication with tha attending vetennarian regarding haalth isswes are necassary 1o ansure
that the animals at the facility receive imely and adequate veterinary are. A system should be in place to ensure that
all animals are observed daily, any health problems are adequalely decumented, and the attending veterinarian is
nedilied when necassary,

Pravious corraction date: Corract immeadiaiely.

Moles:

An exil briefing was conducted with a facility representalive.
This inspection was focused on goats anly.

Accompanied by Or. Pam Smith and Dr. Carol Clarka.
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