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ANIMAL WELFARE COMPLAINT -
Compiaint No. Date Entered Received By
Wil  EY#W-170 10-Aug-10 EMC
Referred To Reply Due

Randy Ridenour, DVM, SACS & Tracy
Thompson, VMO

Facility or Person Complaint Filed Against

Name Customer/License/Registration No.
Coloradom Serum Company¥* 84-R-0007/#1086
Address
P. 0. Box 16428
City State Zip Phone No
Denver co 80216 303-295-7527
Complainant
Name Organization
PETA
Address
N/A
City State Zip [Phone No./Email address
N/A N/A N/A

How was complaint received?
email

Details of Complaint: vsing guinea pigs for batch testing for
Leptospira; causes pain and distress in the form of blood poisioning,
kidney damage and anorexia.

Results: Inspection was perfomed on 8/26/10. Colorado Serum Company
(csc) performs codified tests for production of leptospira vaccine
products for use in cattle and swine and must follow strict regulatory
procedures according to the 9 CFR. In-vitro teting was approved for
use in leptospira vaccine potency testing for dog vaccine in 2006 and
for cattle and swine in 2009 but this requires an exemption from CVB
which involves testing of the master seed of the various serovars of
Leptospira that are used at the facility. CSC submitted 5 master
seeds to CVB for testing in March 2009 and again in November 2009 but
these did not pass the approval and CSC does not qualify for the
exemption from live animal testing involving hamsters at this time.
CSC intends to resubmit master seed samples in the near future
(currently being cultured to ensure their potency and viability).
Complaint allegations are determined to be invalid based on all the
evidence provided during this inspection.

Application packet provided?  Yes [ ]
No X




Connie R To Evelyn M Cell/CO/APHIS/USDA@USDA
Morris/CO/APHIS/USDA

08/10/2010 01:21 PM

cc

bce

Subject Fw: Complaint against the Colorado Serum Company by
PETA (3) '

seta.org> .
TO <robert.m.gibbens@usda.gov>
cc

08/10/2010 07:25 AM Subject Complaint against the Colorado Serum Company by PETA (3)

Please see the attached document.

Research Associate

Regulatory Testing Division

People for the Ethical Treatment of Animals
2898 Rowena Avenue, Suite 102

Los Angeles, California 90039
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ANNUAL REPORT OF RESEARCH FACILITY

(TYPE OR PRINT)

COLORADO SERUM COMPANY
P Q. BOX 18428

DENVER. CO 80216

(303) 285-7527

5 o necessay. )

3. REPORTING FACILITY {List afl ised

abons whers unimaty wore Nousec or usaed In 3CUal resesrch,

testing, leaching, o experimentalion, or neld for these purposes. Attach acditional
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REPORT OF ANIMALS USED 8Y OR UNDER CONTROL OF RESEARCH FACIITY {Attach additional shaets if necessary or use APHIS FORIM 70204 }
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woltare Regulatons for use I axperiments, or conductad invalving anesthenc.analgesic, or tranguillzing drugs would
teaching, testing, o515 were accompanying pain or have adversoly affected the procedures, resulls, or {Cols. C +
QApenments, conguctert distress (o the animais interprataton of the teaching, research, D+ E)
-asearch, or Involving no and for which agppropiate experiments, sugery, or lests. (An explanalion of
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yet used for such use uf pain- tranquilitzing drugs were animals and the reasans such diugs wers nol used
MIISOSes. rélieving drugs. used. niust be attached (6 this saport]
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!
] - -
5 Cats - - e T -
. ) ) -
6. Guinea Pigs 82 277 238 1,875 2.490
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S. Nor-Human Primates = - == - it
1C. Sheap - -- == ol o=
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| ASSURANCE STATEMENTS
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acT 17 207

2

Each pnncpan ivesbgalor has congidered alternatives 1o painfui procedures.

3) Tiws taclity is adbenng 1o the stusirds and zegulations under the Act, and it hos required thal exceptions to the slandards and regulatons be specified and explained by the
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The altending velennanan lo7 ths 1esesrch facility has apgropriale authority 1 ensure the provisicn of adequate velertnary care and to aversee the adequacy of pllusr
aspecls of animal care and use .

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL

{Chief Executive Officer or Legally Responsible institutional official)
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APHIS . FORM 18-23 (Oc: 88), which is cusolate - PART 1 - HEADQUARTERS
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Colorado Serum Company

October 12, 2007

Dr. Robert M. Gibbens, DVM

Director, Western Region Animal Care
USDA-APHIS-Animal Care

2150 Centre Avenue

Building B Mail Stop #36011

Ft. Coliing, CO 805286

Dear Dr. Gibbens:

Enclosed please find our Research Facility Annual Report (APHIS Form 7G23).
Supplementary documents are included which were enclosed with the 2008 Annual Report.

1. "Investigation into Guinea Pig Analgesia.......... “, dated November 11, 2004.
2. "Investigation by Colorado Serum Company's IACUC into Hamster Analgesia...... ,
dated July 22, 2004.

In each case we have found no new information which would allow a change in our approach
tc these issues. ‘

We have also enclosed a description of "Symptoms in Control Guinea Pigs after Challenge with
Clostridium chauvoel”, dated December 19, 2004,

Throughout this year, provisions in 9CFR 117.4(e) were applied to all animals in tests conducted
according to 9CFR 113.451(b), SCFR 113.106(c), 9CFR 113.101(c), 9CFR 113.102 (c),
9CFR 113.103(c), 9CFR 113.104(c) and 9CFR 113.107(c).

In each test, guinea pigs ar hamsters that showed clinical signs of iliness due to the {est wers
humanely destroyed if the iliness progressed to the point when death was certain to occur without

therapeutic intervention.

Please contact us ii therg are any guestions.

Sincerely,
(b)6),(b)}(7)(c)
JNH:al
Enclosurs
JLORADO (b)2)High, (bY7)F) .G Box 16423 Denver, Colorado 80210:0428

arinary Protais §
: i

Phone: {3033 295-7527 Fax 1303) 295 1923




ATTACHMENT NO. 1 Page 1
of 2006-2007 Report

Colorado Serum Company
License No. 84-R-0007

For FY 2006-2007 Annual Report of Registered Research Facility

Each animal in each referenced test was employed in testing a Licensed Veterinary Biological
product as required by Federal Regulations as codified in Title 9CFR. Humane euthanasia of
animals on 9CFR required tests is provided for in 9CFR .117.4(e) - Animals at Licensed
Establishments - Test Animals (filed August 19, 1995). This is included as standard testing
protocol  While limiting the duration of the pain and distress, it does not fulfill the description of
use as described treatment in Section D of APHIS Form 7023, Page 1. Therefore, we feel
cobligated to continue to include these test animals in Section E.

Attending veterinarians and related employees have been informed and Colorado Serum
Company is complying with this provision.

Explanation of usage of animals listed in Column E.
Line tem 6. Guinea Pigs

1975 guinea pigs were tested causing pain, for which no anesthetic,
analgesics, or tranquilizers could be used. A detailed breakdown of
guinea pigs by test reference is provided.

9CFR 113.451(b) Tetanus Antitoxin potency testing - 1547 guinea pigs

Humane endpoints were addressed for all animals
on this test, thus reducing the duration of pain and
suffering.

SCFR 113.106(c) Clostridium Chauvoei Bacterin potency testing -
377 guinea pigs

Humane endpoints were addressed for all animals
on this test, thus reducing the duration of pain and
suffering.

3CFR 113.107(c) Clostridium Haempolyticum Bacterin potency testing -
51 guinea pigs

Humane endpoints were addressed for all animals
on this test, thus reducing the duration of pain and
suffering.

Spime

il



ATTACHMENT NG 1 Page 2
of 2008-2007 Report

Colerado Serum Company
License No. 84-R-0007
Line ltem 7 Hamsiers
451 hamsters were tested causing pain, for which no anesthetics,

analgesics, or tranquilizers could be used. A detailed breakdown of
hamsters by test referenced is provided.

"]

JCFR 113.101{c) Leptospira Pomena Bacterin potency testing -
119 hamsters

The 118 hamsters included required controls for
potency tests [9CFR 113.101(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDsg) by
titration. SCFR 113.101 (c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein it animals were humanely euthanized upon
reaching a point where death was expected to occur.

SCFR 113.102{c) Leptospira Icterohasmorrhagiae Bacterin potency
festing - 118 hamslers

The 119 hamsters included reguired controls for
potency tests [9CFR 113.102(¢)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose {10 to 10,000 hamster LDso) by
titration. 9CFR 113.102(c)(3).

For ali test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(g)
wherein ill anirnals were humanely euthanized upon
reaching a point where death was expected to occur.

9CFR 113.103{c) Leptespira Canicola Bacterin potency testing -
134 hamsters

The 134 hamsters inciuded required controls for
potency tests [3CFR 113.103(c)(2)}], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDsg) by
titration. (CFR 113.103(c)(3).



ATTACHMENT NO. 1

Page 3
of 2006-2007 Report

Colorado Serum Company
License No. 84-R-0007

wine liem 7 9CFR 113.103{¢c)

9CER 113.104(c)

(b)(6),(b)(7)(c)

Continued

For all test hamsters, Colorado Serum Company
specifically has applied provisions of SCFR 117.4{e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

Leptospira Grippotyphosa Bacterin potency testing -
119 hamsters

The 119 hamsters inciuded required controls for
potency tests {(8CFR 113.104(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 harmnster LDso) by
titration. 9CFR 113.104 (c)}(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill anirmals were humanely euthanized upon
reaching a point where death was expected to occur.

E
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(b)(B),(b)(7)(c)

Chrmpioiny o contrel gainen pigs alter chinflenge with Clostridien chanvoei

s duning O claacioe! sad fronalvticem bacterin i vive poiency

[ have personally observed durlng this potency test. Twall also

tutled textboolk description of these symptome to use if you bke

te Lor both of these fracticns mvolves a3 day observation after IM

v =100 Llse of live bactena (C chawvoe! or hemodyiicun’). Within 24 ‘ro
s tirst symptomy of disease begln to appear. u.t hargy, anorexia, stiffness w

lacwmw SRR purulent discharge from the festering wyjection site, and

I with pain) when handled are frequent sympioms most conunonly !

: ‘\‘.uc. injecticn site is hot and pamful at first and eventually muymm ’
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appen rapidl y Ones obvious symptoms ars observad, veterinary
juoand humaene euthapasia is implemented whenev:x ms*ible.
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Morris/CO/APHIS/USDA
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Subject Fw: Complaint against the Colorado Serum Company by
PETA (4) '

@peta.org>
To <robert.m.gibbens@usda.gov>
cc

08/10/2010 07:25 AM Subject Complaint against the Colorado Serum Company by PETA (4)

Please see the attached document.

Regulatory Testing Division

Peopie for the Ethical Treatment of Animals
2898 Rowena Avenue, Suite 102

Los Angeles, California 90039

&
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Trus repor i requied by law (7 USC 2143). Failure to report according o the regulations can
resull in an oroer 17 ceake and Gesist and to be subject 1o penalties as provided for in Section 21!

See attached form for
additional information.

interagency Report Control No.:

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

(TYPE OR PRINT)

ANNUAL REPORT OF RESEARCH FACILITY

1. CERTIFICATE NUMBER:  84.R-0007
CUSTOMER NUMBER: 1086

FORM APPROVED
OMB NO. 0579-0036

Colorado Serum Company
P. O. Box 16428
Denver, CO 80216

Telephone: (303)-295-7527

3. REPORTING FACILITY (Listali|

d or used in actuai research, testing, or expsrimentation, or held for these purposes. Attach additional shests if necessary )

FACILITY LOCATIONS ( Sites ) - See Atached Listing

I REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY { Attach additional sheets if necessarv or use APHIS Form 7023A |

il

A { B. Number of animal § C. Number of D. Number of animals upon E. Number of animals upon which teaching, experiments,
___being bred, ___animais upon which axperiments, research, surgery or tesis wers conducted involving
T T conditioned, 6 ““which (6aching, teaching, research, ying pain or di 1o the animals and for wh TOTAL NUMBER
Animais Coverad ! held for use in research, surgery, or lesis were the use of appropriate anesthelic, anaigesic, or tranquiliz OF ANIMALS
By The Animal } teaching, testing, experiments, or conducted invoiving drugs would have ad ty ‘affected the p res, res
Welfare Regulations exparments, tests were accompanying pain or or interp ion of the g, h, experiments,
research, or conducted distress to the animals an surgery, or tests. { An explanation of the procedures ( COLUMNS
surgery but not ye involving no pain, for which appropriate producing pain or distress in these animais and the reast C+D+E)
used for such distress, or use o' anesthatic, analgesic, or such drugs wers not used must be attached to this repor!
purposes. pain-relieving tranquilizing drugs were
drugs. used,
4. Dogs _ — —— _— —_—
5. Cats — _— -
6. Guinea Pigs
82 487 373 > 1,173 2,033
7. Hamsters ’
103 857 Q0 533 1,390
~  Rabbits
? 0 0 177 : 0 177
v. nNon-human Primates - — _— ——
10. Sheep { - _ - -— -
|
11. Pigs ! - - - -
12. Other Farm Animals -— _— _— _—
13. Other Animals - - - - -—
|

| assurance staTements

1

teaching, lesting, surgery, or experimentation were followed by this research facility.

Professionally acceptabie standards governing the care, treatment, and use of animais, including appropriste use of anestetic, analigesic, and tranquilizing drugs, prior to, during, and following actuai rese

2) Each principal investigator has considered aiternatives 10 painful procedures.

3) Ths tacility is adhering to the standards and reguiations under the Act, and It has required that exceptions to the standards and regulations be specifiad and explained by the principal investigator and ap
Institutionsi Animal Care and Use Committee (IACUC). A summary of ail such exceptions is attached to this annual report. In addition to identifying the IACUC-approved exceptions, this summary inc
bnef expi ) of the . as well as the species and number of animais affected.

4) The attending veterinarian for this resesrch facility has appropriste authority to ensure the provision of adequate veterinary care and to oversee the adeguacy of other aspects of animal care and use.

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY. OFFICIAL
( Chiet Executive Officer or Legally Responsible Institutional Officlal )
SIGNATL NAN™™ 7 7 = AT s Ansamimomiasees 2RTAL ( Type or Print ) DATE SIGNED
b)(6),(b)(7)c -16~
(b)(B).(b)(7)(c) {b)(6).(b)(7)(c) 0-16-0
—— -
#S FC (OCT 88), which is obsolete,)
[ AL



ATTACHMENT NO. 1 Page 1
of 2007-2008 Report

Colorado Serum Company
License No. 84-R-0007

For FY 2007-2008 Annual Report of Registered Research Facility:

Each animal in each referenced test was employed in testing a Licensed Veterinary Biological
product as required by Federal Regulations as codified in Title 9CFR. Humane euthanasia of
animals on 9CFR required tests is provided for in 9CFR 117.4(e) - Animals at Licensed
Estsblishments - Test Animals (filed August 19, 1995). This is included as standard testing
protocol. While limiting the duration of the pain and distress, it does not fulfill the description of
_ use as described treatment in Section D of APHIS Form 7023, Page 1. Therefore, we feel

obligated to continue to include these test animals in Section E.

Attending veterinarians and related employees have been informed and Colorado Serum
Company is complying with this provision.

Expianation of usage of animals listed in Column E.
Line ltem 6. Guinea Pigs

1175 guinea pigs were tested causing pain, for which no anesthetic,
analgesics, or tranquilizers could be used. A detailed breakdown of
guinea pigs by test reference is provided.

9CFR 113.451(b) Tetanus Antitoxin potency testing - 1019 guinea pigs

Humane endpoints were addressed for all animals
on this test, thus reducing the duration of pain and
suffering. '

9CFR 113.106(c) Clostridium Chauvoei Bacterin potency testing -
112 guinea pigs

Humane endpoints were addressed for all animals
on this test, thus reducing the duration of pain and
suffering.

9CFR 113.107(c) Clostridium Haemolyticum Bacterin potency testing -
42 guinea pigs

Humane endpoints were addressed for all animals

on this test, thus reducing the duration of pain and
suffering.

0CT 17 2008 °



ATTACHMENT NO. 1 Page 2
of 2007-2008 Report

Colorado Serum Company
License No. 84-R-0007

Line item 7 Hamsters
533 hamsters were tested causing pain, for which no anesthetics,
analgesics, or tranquilizers could be used. A detailed breakdown of
hamsters by test referenced is provided.

9CFR 113.101(c) Leptospira Pomona Bacterin potency testing
200 hamsters .

The 200 hamsters included required controls for
potency tests [9CFR 113.101(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by
titration. 9CFR 113.101 (c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill animals were humanely esuthanized upon
reaching a point where death was expected to occur.

9CFR 113.102(c) Leptospira Icterohaemorrhagiae Bacterin potency
testing - 100 hamsters

The 100 hamsters included required controls for
potency tests [SCFR 113.102(c)(2)], plus necessary
hamsters required to establish the validity of the
chailenge dose (10 to 10,000 hamster LDso) by
titration. 9CFR 113.102(c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

9CFR 113.103(c) Leptospira Canicola Bacterin potency testing -
82 hamsters

The 82 hamsters included required controls for
potency tests [SCFR 113.103(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by
titration. (CFR 113.103(c)(3).

ocT 17 2008



ATTACHMENT NO. 1 Page 3
of 2007-2008 Report

Colorado Serum Company
License No. 84-R-0007
Line tem 7 9CFR 113.103(c) Continued
For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

__BCFR 113.104(c) Leptospira Grippotyphosa Bacterin potency testing -

151 hamsters

The 151 hamsters included required controls for
potency tests [(SCFR 113.104(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by
titration. 9CFR 113.104 (c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

(bXE)(B)T)(C) 10~-/6-08
Date

ocT 17 2008



PECNE: (505) 2957527
FAX(503) 295.1955

(b)(2)High, (b)(7)(F)P.0. Box. 15428 Denver, Colorad; 80213{0423 - e

November 11, 2004

Subject: Inv_estigation.by Colorz;db Serum '.Comp'a.gyl’:s. hmmmonMMal a.reand S
Use Committes into guinea pig analgesia and its possible usage fn g i ing the -
Clostridium tetani antitoxin potency tests done at Colorado’Sétum Comzany:

From:

Z 1 {(b)(B),(0)(7)(c)
Yeter

(b)(B)B)(T)(C) Colorado Sén;;;i-'cémp'm};, SR R

Packeround: Use of guinca pig for pofency tests when developing Tet
has been the requirement by USDA.(: FR,1 13.45%) for. aily years: s
15 essentially an iI_l-ViVoinguttaHzati‘on‘tgsp that requires twi giing

and for each dilution. The two contrals

the-StandardiI‘oxin—A_nﬁto;f;iﬁ:. ':\".‘:-_ " Injection

longer indicate a greater unit value: -

Analgesia in Guinea Pigs: An on-fine and textbook search conductedbngI ado
Serum Company’s IACUC  (by).(b)7)(0 revealed a variety of dmgsusedﬁ:(gumea,plgs
after surgical procedures. | pe Duke University JACUC website had & very thorough‘ T
| 0cT 17 208

et A LUSLVETERINGRY. LicaNSE NO. 188
PRk ad o R . ’




protection when compared to the Standard Cortrals. -

Conclusion: There js obviously a.-cﬁ_ljectf:énﬂicfr;l')ét&egn animal vieifire issues €p&ul and ' e
suttering) and this neutralization potency test that s required by USDA-APEIS-CVE for .~ -
each new serial of tetanns. antitoxin The cﬁle_mrr‘xa—j’s that the test refies solely em - - -

(b)(6).(b)(7)(c)




PEONE: (505) 295.7527
FI3: (503) ’9} 1925

" NeHgh, ONTFP.D, Bow 16125 D

Ty 22, 206)4

'Qﬂ!bye"z Invesmcatlon by Colorad;o Serum Comp
Use Committee into hamster analgesxa.and its po 1szge 10, hamster
.,epromzz-a challence pomon OfLepz‘oqura p otency? X 4 )

i ! .

From: (b)(B).(b)(7)(c)

To: Colorado Sermm Company Insp.monal AmmaL Care and se Cemrmttee aner
(0)(6).(b)(7)(c) ,olorado Se.mm 'Company o

Background: Use of hamsters for potency tests wE:e' e lopmg Leptospn'a .orgmsms‘ -~
for bacterm production has been the: requn:ement by_U YA, {9LCFK 113.101 =1 13.108)

for many years. Ten vaccinates and 19 Or more con chaﬂenged Hty pe;zrtoneaﬂy -
with & suspension of virulégt Leptcsplra erga.m:sms_.' This appHes to Potm' fests for o
- Leptespira pomona, Lepz‘ospzra zcz!‘ero_Ba_emomr'zziagzae+ L

Lebiospire cinivoland -
Leprospira grippotyphosa fractions. If 8 or more controly e fr ospirosi

14 day post challenge observatmn perod. then.the-test
pain and suﬁ'ennc to the controI hamst

The deqre“ of pain and suﬁ‘enng the corrtrol hamsters e_ndure urin
observaﬁon period s a subjective evaluation g giver the Tact that ha
communicate with humans.. - Based on the drsease_syndgqmﬁ.ﬁﬁcﬁtéspﬁ:@ inour
domestic species the clinical signs. can be mild to- seveie: “fn most animal specre'”;the .
disease causes septicemid, nephnns depx:essmn'an& a.norexr& -is safe ta ‘asgumeéthat .
hamsters suffer ffom many of these. Symptoms as well, ‘and it i is mosthker ot a_chromc '
pain as much as it is'a general discomfort or'sick feeﬁng that, th ey are. expenencmg
Parameters of hamster behaviorused: to measure; discomfort or - pain would. Include .
exploration, grooming and posture as well as food a.nd Waier'consump . n',a.n& fur

quality. . Lot , - :

Analgesic use in hamsters:- M'Gﬂ-hﬂé anr‘f fwfhnr)k_sca_rch CQnducted by Celorado
Serum Compa.ny s IACUC (bY6).(b)(T)(c) fevealed Very few drug optmns for
analgesia in hamsters (see awacnea. aocuments). .Bupren.orphme was the 1 most common. -
analgesic for hamsters cn:ed The IabeIecI route is by subcuianeous mlectxon a.nd the

OCT 17 2008
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cy is every 8 hours. In one published paper (see attached) buprenczjnﬁine',was
sed in the syngeneic murine tumor model to investigate whether the pain or discomfort

- im mice with these tumors could be reduced with this analgesic.via an orat route. Ig this -

- smdy they found no significant difference in pain or discomfort between the -
"buprenorphine treated group and the control group based on'their scoring system. Even
though this experiment was done with mice it would be plausible fo compare'the - T
discomfort or pain from multiple tumors to that which would be-experienced by hamsters,
during a systemic leptspirosis infection Alsg tﬁcjipi:b_cess‘;ofhapﬁﬁﬁéthéé,eﬂ}xénﬁsférs:

and giving them injections 2 — 3 times daily would itself be stressfid and pamful. ‘There

quen

would be a significant zoonotic Concém‘f‘éﬁtb‘% PefSQanlVed giving the injections o
a0 iereased chance of being biften

multiple infected hamsters frarr the urine: g5 well a5 -ance: of bein;
€ Barmisters 2 o 3 times

considering you are giving injections to sick and unton ) 3 L
daily for up to 14 days. Treating the SPptoms without treating the source of the disédse

with antibiotics (which can’t be done for obvious Teas6ns) s also of questiona ‘ '
There would also be corcern as to-what effect this afialgesi
of the potency test. All drugs are processed and elimin
simce these are two target organs of Lepto.spzraorgamsmgt
could buildup in a Leptospira infected hamster and Eould a
contribute to a death that might not otherwiss happéx

potency test and possibly resulting in 3 falsely valid te
imjectable also and do not offer anything unig

t.v

The Cornell website detailed an oral :‘pl;gp‘aré;'_tiig{;i of buprenorphine H?Lfeﬂo £
(see attached). Whether this Woul d work i hamsterswno wIL concemmthe
fact that anorexia is a very common Symptom with Lepitos d depending on the

degree of anorexia and the fact that these hamsters are‘wsually haus
hamsters may be getting 'tﬁei:'me_d_icfaﬁbiaﬁdg.‘s_p@é
competition: This could-also- canise Some Eathsters to
all aren’t eating the same amount offello.” -

Conclusion: = - D o Gl L o
Colorado Serum Company’s IACUC has determine 1ed thatneanalgesia 3
realistically be expected to ré]iéve:a.nfiﬁfed;e_d@;t:ﬁ from the Ssymptoms
Leptospirosis especially without conmmentusgofanﬁbmtlcstoﬁghﬂhé tiologic.age:
(eprospira) since this would defeat the purpose.ofthé potency study. Bprenorphtie
works well with acute, sharp post-surgicaltype. pain and- ould beof very questionable  : .
value in hamsters suffering fom discomfort assomazedwnhasystegnlcmfcchnI'he e
best course of action in our opinion would betoreplacetheha.mster In-vivo potency test
with an in-vitro test that does Dot require adimal testing for potency. . ¢ . . - .

(b)(6).(b)(7)(c)



Decanber 29, 2004

(b)(6).(p)(7)(c)

2 Sywplowms in control guinea pigs after challenge with Clostridiun chauvoei = -
ieolpticin during CL chauvoe? ind lemolyticum bacterin in Yivo potency

Theye are symptoms that I have personally observed during this potency tést. Twill also

iclude some more detailed ie}étboqkﬂiescriptionnfthese“stp’coms to use 1if you like.

This polency tests for both of these fractions involves a 3 day observation after IM
challeage with ~100 LDso of Live bacteria (CI chauvoei or hemolyticum). Within 24 to
48 hours the first symptoms of disease begin to appear. Lethargy, anorexia, stiffness with
reluctance to move, sero-purulent discharge from the festering. injection site, and
vocalization (associated with pain) when handled are frequent Symptoms most commonly
seen. The swelling at the injection site is hot and painful at first and eventually Becomes
cold and mecrotic as the infection becomes systemic. A high fever is also“associated with
these Clostridial diseases. Once Symptoms are obvious the disease progresses quickly
and death can happen rapidly. Once obvious Symptoms are observed, vetérinary
intervention and humane euthanasia is implemented whenever possible.

e

0T 17 my



Colorado Serum Cny

October 16, 2008

Dr. Robert M. Gibbens, DVM

Director, Western Region Animal Care
USDA-APHIS-Animal Care

2150 Centre Avenue

Building B, Mail Stop #3W11

Ft. Collins, CO 80526

~ Dear Dr. Gibbens:

Enclosed please find our Research Facility Annual Report (APHIS Form 7023).
Supplementary documents are included which were enclosed with the 2007 Annual Report.
1. "Investigation into Guinea Pig Analgesia.......... ", dated November 11, 2004.
2. "Investigation by Colorado Serum Company's IACUC into Hamster Analgesia...... ",
dated July 22, 2004.

In each case we have found no new information which would allow a change in our approach
to these issues.

We have also enclosed a description of "Symptoms in Control Guinea Pigs after Challenge with
Clostridium chauvoei", dated December 19, 2004.

Throughout this year, provisions in 9CFR 117.4(e) were applied to all animals in tests conducted
according to 9CFR 113.451(b), 9CFR 113.106(c), 9CFR 113.101(c), 9CFR 113.102 (c),

9CFR 113.103(c), 9CFR 113.104(c) and SCFR 113.107(c).

In each test, guinea pigs or hamsters that showed clinical signs of iliness due to the test were
humanely destroyed if the illness progressed to the point when death was certain to occur without
therapeutic intervention.

Please contact us if there are any questions.

Sincereiv.

(0)(6).(b)7)ic)

JNH:al
Enclosure

(b)2)High. (0)(7)F) PO, Box 16428 « Denver, Colorado 80216-0428 0CT 117 2008
Phone:(303) 295-7527+ Fax:(303) 295-1923

www.coloradoserum.com U.S. Vet. License No. 188



Cornie R To Evelyn M Celli/CO/APHIS/USDA@USDA
Morris/CO/APHIS/USDA

08/10/2010 01:22 PM

cc

bcec

Subject Fw: Complaint against the Colorado Serum Company by
PETA (5)

)peta.org>
TO <robert.m.gibbens@usda.gov>
cc

08/10/2010 07:26 AM Subject Complaint against the Colorado Serum Company by PETA (5)

Please see the attached document.

Regulatory Testing Division

People for the Ethical Treatment of Amimals
2898 Rowena Avenue, Suite 102

Los Angeles. California 90039

2009_84-R-0007 records CSC.pdf



A R Actoﬂm an agency may not conduct or sponsor, snd a person is not [ o, a ofi uniess OMB APPR
ttmphyuv-mousmulnumur mv.uaouammnmtormmntmnmmu.cnmnosmm Tnotlmo q o this inft 0579 ”0““59
to 8PS 2 hOUTS PET reaponse, including the time for 9 9 g date pal 10 and maintaining the data
needed, .nﬂ % el % he collection of information.
Thi is [~ .5.C. ccordi the st It ofder to nd dasist Inta Controt
.Mnm o by A hr)ln zv:ponl ing 1o the reguiations can resuit in an coase a 8 n NN%.;)?W Fiscal Year: 2000
STA NT OF AGRICULTURE REGISTRATION NUMBER: 84-R-0007
ANIMAL AND PLANT HEALTH INSPECTION SERVICE Customer Number: 1088
2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as registersd with USDA
include ZIP Code)
ANNUAL REPORT OF RESEARCH FACILITY Calrado Serum Company
. Q. X

(TYPE OR PRINT) Donver €O 40216

3. REPORTING FACILITY (List a¥ locations where animails wers housed or used in aciual testing, { ing, or expen ion, or heid for thess purposss. Attach addilional sheets ¥

FACILITY LOCATIONS (Sitss) See Alfached Listing

REPORT OF ANIMALS USED BY OR UNDER CONTROL | -OF RESEARCH FACILITY (Attach addkional sheets #-necessery or 198 APHIS FORM T023A

A B. C. 0. Number of animais upon | E. Numm of animais upon which teaching, F.
which , BUrgery, or tests were
Number of animals :“"‘b;;g‘am""" taaching, ressarch, conductad involving accompanying pain or
being bred, mm research, surgery, or 1e81s were distress 0 the animais and for which the use of
Animais Covered By conditioned, or held .w"?"m e conducted Involving ppropriate anesthetic, snaigesic, or TOTAL NUMBER
The Animat for use in teaching, tosis were y BCCOMpanying pain or tranquilizing drugs would have adversely OF ANIMALS
Waelfare Regulations tasting, sxperiments, cond invetvin distress to the animals affected the procedures, mulu or
research, or surgery 10 pain, disiress, ; and lor which P tation of the 9. (Cols.C+D +E)
but not yst used for uuoi;;ain—nl "g ppropri heti surgery, or tests. (Anowhnnflon
such purposes drugs analgesic, or of the procedures producing pain or distress on
rugs. vanquilizing drugs were these animals and the ressons such druge
used. were nol used must be attached (o this report.)
4 Dogs et mee=— se== === it
5. Cats === = === ‘ TT== At
6. Guinea Pigs 51 319 228 1,238 1,785
7. Hamsters 13 434 0 388 822
8. Rabblts 11 0 200 0 200
9. Non-human Primates - T—— — — —
1Q. Sheep ——— — — ——— ———
11. Pigs [, — — © e— _—
12, Other Farm Animals m—— — B — ——ane ———
13. Other Animais
ASSURANCE STATEMENTS
1.) Mmmmwvgmm mmm, and use of ani including spproprials use of gesic, and tranquillizing druga, prior to, during, snd following
aciual research, teaching, testing, surgery, or exp were followed by this facility.
2. Each principal g has i it ives to pairful o
3. This facility is adhering to the and lalions under the Act, and it has required that exceptions to the standards and regulations be specified and expiained by the principal investigator
and approved by the lmmmsonll Animai Care lnd Use Commities (IACUC). A summary of all such exceptions ls sttached to this snnusl report. in addition o identifying the IACUC spproved
P this y a brief of the excaptions, as well as the species and number of animais affected.
4.) The attending vetsrinarian for this faciiity has approp: Yy 10 ensure the provisions of adequate Yy care and 0 the adequacy of other aspects of animal care and

use

H

(WMIWMOJNMW“ tusional OfMiclel (1.0.))
1 cortly that the sbove is true, comect, and complels (7 U.S.C. Section 2143),

DATE SIONED
10-27-09
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Colorado Serum ‘

October 27, 2009

Dr. Robert M. Gibbens, DVM

Director, Western Region Animal Care
USDA-APHIS-Animal Care

2150 Centre Avenue

Building B, Mail Stop #3W11

Ft. Collins, CO 80526

Dear Dr. Gibbens:.

Enclosed please find our Research Facility Annual Report (APHIS Form 7023).
Supplementary documents are included which were enclosed with the 2008 Annual Report.

1. "Investigation into Guinea Pig Analgesia.......... ", dated November 11, 2004.
2. "Investigation by Colorado Serum Company's IACUC into Hamster Analgesia...... ",
dated July 22, 2004.

In each case we have found no new information which would allow a change in our approach
to these issues.

We have also enclosed a description of "Symptoms in Control Guinea Pigs after Challenge with
Clostridium chauvoel', dated December 19, 2004.

Throughout this year, provisions in 9CFR 117.4(e) were applied to all animals in tests conducted
according to 9CFR 113.451(b), 9CFR 113.106(c), 9CFR 113.101(c), 9CFR 113.102 (c),

9CFR 113.103(c), 9CFR 113.104(c) and 9CFR 113.107(c).

In each test, guinea pigs or hamsters that showed clinical signs of iliness due to the test were
humanely destroyed if the iliness progressed to the point when death was certain to occur without
therapeutic intervention.

Please contact us if there are any questions.

Sincerely,

T Enclosure

COLORADO
Vewerinery Products

e P.O.Box 16428+ Denver, Colorado 80216-0428
7

0cT 29 7008 o

www.coloradoserum.com U.S. Vet. License No. 188




ATTACHMENT NO. 1 Page 1
of 2008-2009 Report

Colorado Serum Company
License No. 84-R-0007

For FY 2008-2009 Annual Report of Registered Research Facility:

Each animal in each referenced test was employed in testing a Licensed Veterinary Biological
product as required by Federal Regulations as codified in Title 9CFR. Humane euthanasia of
animals on 9CFR required tests is provided for in 9CFR 117.4(e) - Animals at Licensed
Establishments - Test Animals (filed August 19, 1995). This is included as standard testing
protocol. Whike limiting the duration of the pain and distress, it does not fulfill the description of
use as described treatment in.Section D of APHIS Form 7023, Page 1. Therefore, we feel

obligated to continue to include these test animals in Section E.

Attending veterinarians and related employees have been informed and Colorado Serum
Company is complying with this provision.

Explanation of usage of animals listed in Column E.
Line ltem 6. Guinea Pigs

1238 guinea pigs were tested causing pain, for which no anesthetic,
anaigesics, or tranquilizers could be used. A detailed breakdown of
guinea pigs by test reference is provided.

OCFR 113451(b)  Tetanus Antitoxin potency testing - 997 guinea pigs

Humane endpoints were addreésed for all animals
on this test, thus reducing the duration of pain and
suffering. '

9CFR 113.106(c) Clostridium Chauvoei Bacterin potency testing -
218 guinea pigs

Humane endpoints were addressed for all animals
on this test, thus reducing the duration of pain-and
suffering.

9CFR 113.107(c) Clostridium Haemolyticum Bacterin potency testing -
23 guinea pigs

Humane endpoints were addressed for all animals

on this test, thus reducing the duration of pain and
suffering.

0CT 2 9 7ng



ATTACHMENT NO. 1 Page 2
of 2008-2009 Report

Colorado Serum Company
License No. 84-R-0007

Line ltem 7 Hamsters

388 hamsters were tested causing pain, for which no anesthetics,
analgesics, or tranquilizers could be used. A detailed breakdown of
hamsters by test referenced is provided.

9CFR 113.101(c) Leptospira Pomona Bacterin potency testing -
111 hamsters

The 111 hamsters inciuded required controis for
potency tests [SCFR 113.101(c)(2)}, plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by
titration. 9CFR 113.101 (c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 8CFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

9CFR 113.102(c) Leptospira Icterohaemorrhagiae Bacterin potency
testing - 96 hamsters

The 98 hamsters included required controls for
potency tests [9CFR 113.102(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDs) by
titration. 9CFR 113.102(c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

9CFR 113.103(c) Leptospira Canicola Bacterin potency testing -
82 hamsters

The 82 hamsters included required controls for
potency tests [SCFR 113.103(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by
titration. (CFR 113.103(c)(3).

0CT 2 9 7009



ATTACHMENT NO. 1 Page 3
of 2008-2009 Report

Colorado Serum Company
License No. 84-R-0007
Line item 7 S9CFR 113.103(c) Continued
For all test hamsters, Colorado Serum Company
specifically has applied provisions of SCFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

i 9CFR 113.104(c) Leptospira Grippotyphosa Bacterin potency testing -

99 hamsters

The 99 hamsters included required controls for
potency tests [(9CFR 113.104(c)(2)}, plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDs,) by
titration. 9CFR 113.104 (c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

el 6 1909

Date

0CT 2 9 2009



: P.O. Box 6428 Danuqr, Colorads

02160425 - ..o

Nevember 11, ‘2004

Subject: Invgstigaﬁonby Cdlorqgl’q Semm'.CQmp‘agy"}é. I‘ns'ﬁi‘ut{onaf_; ‘
Use Committes into guinea pig analgesia and S possible usage #n gut s

Closiridium tetant antitoxin potency tests d

Background: Use of o 2, oo el developing Tetar
bas been the requirernent by TS ¢ -CFR,IB‘tSI)fbnmanyye The iy
is essentially & m—wjvo{nq:;’tréﬂzaﬁogft‘gé;t_:@hatggqu@é;s i - SUiinea pigseadh For
and for each dilution. The two controls e mjected Subcutané Susly itk
the Standard Toxin-Amntitomin misture” Trjectiofs $hall be hade
foxin is added to the dilations of antitoms. “Thiese: shalk be-gbs

guifni;’a. pig’é “for poteﬁéy tests Wheﬁ'deﬁéleﬁing" '

particularly of the extensor mugces. nabifity to rise frown g
dnimal is placed cn fts side, or any cambination of theg E:
do not respond in this manmer the entire. test shall be Fepe
antitoxin is determined by finding the mixmure which will. g
as the Standard. Toxin-Antitoxin mixture.  Test animals dus
mdicate the umit value selected in that dihution \

longer indicate a greatarunit value, -

Mondtest s L

-Somol difies

g

2o and textbook searsh conducted by Coforado -
238 revealed a.va:iery-'ofdm“gs.'&‘s;sdafg”uiﬁé@iﬁg'gs«.

v ion

ter surgical procedures. The Dyke University TACUC website had a very thoromgs~
| o OCT 29 2009
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guiceline for analgesia in all'rodents-and a variety of drugs and rowtes of administration

vased on the degres of pain and discomfort of a giver procedure (ses attached). h
Injectable analgesic options for guimea pigs include Codetne, Nalbuphine or Morphine .
given every 4 hours or Buprenorphine every 12 hours beginming 3

drinking water once daily, however once e pigs begin

be expected that their water consumption will diminisk. eatly an
prostrate they will physically be unable to. d drim ‘
they are unable to swallow, Euthanasia hopefully is
but unfortunately death is sometimes the qutcome #
investigator can officially call the test Over, i they have a o

protection when comparéd to thelSt:aLﬁ&arcf:,QéntoIs. :

veterinarian the o k. to inf¢rvene and cuthanize,

Due to this difecf conflict, Colora..doA'SE}mm Compaliy’s

Use Comuiittee has determined that tiere is Tio' practica! ey fo 3

medications during the Tetamis Axtitoxin ot eutializ

ammal symptoms ati this altering the ntefpretiion

is to'replace the guinea’ pig test ich ¢

would be greatly in favorof). Curremly there i§ a Competits
- Antitoxin that hag been._tdgd-btit'unfb;t@aitgly" has npt g

‘ i . - —) s.f-_u : - ; : . ST e . T
November 12, 2004 o o T
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% CT :L_:ea pig oczuss i '.:L Sonth Amenca from Columbxa.an& Venezueka,south.wm'dto .
sern Argentina Grinea pigs inhabit 2 wide: variety of habitat Suck a3 rock:y régions,

=

b&’*'"“ Lids

(r

#cgs of forests and swamps. In the wild fi formg the hair is faidy cormse agd long-but in the
Linsa pigs it vares from simooth and short to smoothand long b course islek 'ﬁmrtm Some

o oOTIIm
[=3
.

r*ct‘—.

joxe;

for-n 2ir even radiatés in roseries, ?H’hou,h doriestic giinea pigs; ezbzbz; _m ez:tg:emely wide: range
3 co' ar, fhe wild forms ars generally gray.or brownish. Guinea pigs Héve stockybdies "faniy short
zort ears and lack a tail. mchmdfﬂarelongwmsharpd&ws Gumer E

AT als, ‘i—xma-fxﬂ—‘c-o. ,hﬁy Livé in the abandoned burows ﬁcr ; zhg-énfémﬂvh o
: i s, usually 5 to 10 mdividuals, and are. always, prep&cdtaﬂe:at SEghtcs'h L. :
7 ars nociummal feeders and the diet cansists 6f varicus forms &f" wzegﬂtmcn - 0CT 29 2009
dian tribes, paricalarly the Incas; raised thern: for food sitice thetr Heshis of . :
€ second world war a pf'ﬂec: conm.c‘eﬂ Dy LLeNav:, mesugaﬂ.ng the-

T zgmt mqegliems T
TITLET el L
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o rarious laboratory species far the human population determined that -
it ¢ of the common species. The Guines Pig was introduced into
= ¥ b 1 the Dartch and their use spread quickly throughout the Continent They

¥ 2 variety of common names: "Sea Pig," "Barbary Rabbit " or "Little Ses Pig". The name

92C0Ime Synonymous with of “experimental subject" in the that English [anguage.

2]
A
g,
b

the Guinea Pig that differ from other axperimental animals inéiude the

; ez oirth due to the long gestation petiad and the udder type mammary gland. -

¢ fully developed. Their eyes ars opex, they are fislly haired’ and completely ‘
“ng solid food at appraximately 2o 3 days of age and can be easily weaned at 10

ary gland consists of a two section udder, each section with 2 single teat. Milking

e2x easiy developed to wiilizs this udder for mille secretion research studies. The B
cie to synthesize an adequate supply of vitamin C and therefore must be supplied with. e

~ . -

L or a Tortified diet

probably the easiest of all the“commor; laboratory animals to handle and restrain. They .
2-Sttung animals compared. fo Gther laboratory rodeats and are rather notsy. These ™ .
ainly of squealing, whistling, and grunting sounds. To restrain a Giiines Pig graspithe i -
thoracic area from above with the thunb and forefinger right behind the front legs - el

X3
Y b

‘F

)

E

&

4

I @’

ctaer aand should be placed undet the Guinea Pig's hind quarters for suppert. Failure to- -
2 and supper: the hind quarters may result i injury to'the Guinea Pig as well ‘as infuries tothe - - .7
Of irom scratching. Guinea Pigs rarely:if ever bite, Since they have éﬁcr:l-e_g:s&ud'heavy bogﬁes S

f
il
B

(]
Tl

1 s
- Tt e

:able to climb or jump. In some ihstances they are heused in Openi-top cages of pens because-

o

cf this mability to sscape. IP injection of the Guinea Pig is aceomplished by restraining the animal as }
incicared above and infecting in dne of the lower quadrants of the abdomen Subcutanequsinjestion-can .. -

1N

¥

miscting underthe foId . The Guinea Pig may be bled by heart puncture, anterior veria ézvg'puﬁcniré

. bl
¢r smal samples may be obtained from the medical canthus of the eye. Repeated blood sampling -‘
uniiTing these methods can be accomplished if a suitable period of two or three days between drawings
is aliowed

. In maies the lateral vein the penis may beused for FV imecions. © .0 T ST

sage of the term Gitinea Pig-implies, this Species.is widely employed as a reséarch ,
inea Pig has been used in antibody prodnction, tumdrigenesis, mtrition, gemetics, ;- T
d dental studies including antibacterial actiog of saliva and production The Guinmea .- - -
Y i iaboratery studies of disease, nmirition and heredity, and in, development of -

:g has been widely employed in bicmedical research since 1780. Lavoisier used the
Zeat production. Much of the work relating to the discovery of Vitamin C,the .
tuberculosis, and the research on anaphylaxis has been performed in this species.

2 used in this country are random bred Guinea Pigs. Although imbreeding of

he Bursau of Animal Industry facility near Wastiington, D.C,, in 1897;

. and 13, stll exist and these are not widely used,. The Guinea Pig because of - ;

requirsments, is not as widely used as the other laberatory species but does fend 0CT 2 9 2009
*C many research smdies. When selecting a particlar inbred or mamy research ’

21
+,
<

aup/rwww fanver fau edw/oacm/V etData/Handouts/guineapig htm ‘ 11/11/2004



= | o R - 63 cf 6- ._.;.

G or randem bred strain of Guinea ng for wilization, the _
ensidered. Because of its Himired use, only asmal numberaf -
310T 1§ encouraged tc mvestigate *ul_y the suggested

s these sources. As the guality of the animal received and
ic another, cnce a pa‘cxl s-am and supplier is selectad
study. Strain differences betwesn in mu\udu..l bresders may

ler ahc uld De used if possible.

PEYSIOLOGICAL AND CENERS rnaﬂra R &

: L
!no defnite season ‘ . ' ' e
][16 ¥ days (range of 16 to 19aay"s) . ' L i
6w 1lhours ~ . ' ' 5 L - J;" ,
63 days(ramge of 39 0072) - - - . , L S
70 - 100.grams ‘ : [
25, L SRR SEa
[Weuring weight S0M0gmms QD dayy -
}M_u_ bresding age 3 to 4 months : :
'f::"—ﬁ bresdinzags 203 months . o T
nit Male weight ~_|}1000-to- 1200 grams R
L.dult female weight ~__}|850 to 900 grams
!}_Iuc reoreductive life span 4 years - R
gf}'e::" repreductive life span [1.5 to 4 years (-Sliters): - e R
Ecdr temperature e !.,9 ! C(;.ang' of38 410398) - - . : ST e
?&ssrirﬂ_ion rate ' ' ||°O permimxe - A T A
Facd sonsumprion ' Hgﬂms af fe°d/ 100 grams ofbod:y weigh da '
[Watar consumpden : Wimoo  grams of ns of bo body wezgﬁt/dav T
iGz Tansit fme 1330 hours e

Guinea Pig

U nuated 08252903

289 MCG/KG P 7 . ,mﬁﬁﬁﬂgg\t ANTI-
{28s Praco Por20 sC Marke ;&‘jﬁ;‘%@:{; ANTI-

: ~
1-2 MGKS M TRANQUILIZER-PHENOTHIAZIN E

' 0CT 2 9 7009
AS NEZDED 1 .

LCCAL ANESTHETIC

o www fauver fan edu/oacm/‘v etData/Handouts/ crmneap:g.hxm 11/11/2004



{0.05 MG/KG SC Q8-13H e NARCOTIC AGONIST-ANTAGONIST v |
,:cc-.au MGIKG | JrveNeTc
FTiATa LU CoSasE s mems - Iy WQUILEER -BENZODIAZEPINE )
= TOOATE ST
[TiATiPLe - CURATION TC ZFFEST  [42HOURS ﬁ,;/“ANQ“'LZ“ BENZOCIAZERINE :
i amacs  mrm mm cmmmee FTRANQUILIZER - BENZODIAZEPINE | - -
DOAZRERG - TIME TO ZEEICT 2-578 MiIN W T o Cp AT
t ~CCOFRANM V-DOBAGE SNMGKG !\rh.' FANALERPTIC )
R ' S NEURCLEFTANALGESIC, S -
YA lnss0as MUKE M T (CAUTION) | NARCOTIC/BUTYROPHENONE A
- ITRANGUILZ=R It §o
, - - - INEUROLEPTANALGES(C, — -
2040 MIN ‘ NARCOTIC/BUTYROPHENONE

[TRANQUILIZER |

e . | NEUROLEFTANALGESIC,
4815 MIN - INARCOTIC/BUTYROPHENONE
4 - FTRANGUILEER 1l

. . . C '-’:#NEURQL'-nTANALeaszc .
1 MUKG IM/2.5 MG/KG [P . NARCOTIC/BUTYROPHENONE -
. R 'TRANQUILEER BUTY‘ROP!-‘ENONE:I

{50-200 Ma/KG M+

;orssoc:ATIVE

Kz-.-\mc-Aca RCMAZINE 12515 MGIKG IM™/™ . “iTIDISSCCIATIVE/FRANQUILZER

;g_: ANINE-XILAZING (ROMEUN) Mg&g'm{f"s SC M- M".‘"“’f OR&’”‘_’ bié,'sbbbmvaﬂ&ééénc S
{KETAMINE-DIAZSRAM (VALIUM) 100/5 MGIKG: I Co Z'mssocm'mafrmmmuz,« R '.f -
{MESSZIDINE (DEMERCL) 20 MG/KG IPIMSC Q2-3H farcoTic . ok

; ,“;;‘_ VTR VAN  fermexees ULTRA'SHORT BARBITUATEN | ’

1 , 10 MGIKG IM-SC "z-4r "~ . INARCQTIC I

i AZOCINE (TALWIN-V) 10 MG/KG SC I Iv” ER " PNON-NARCOTIC ANALGESIC NV
JPENTOBARSITAL Na (NEMEUTAL) 2540 MG/KG 1M P~ - - {BARSITUATE SHORT i -
{FHENCYCLADINE - DOSAGE 3 MGIKG IM; - - ‘fFrrancuiLEzER o
FHENCYCLADINE - DURATION 20-60 MIN U | TRAMQUILIZER

SHENCVYCLADINE - TINIE SFESCT iS40 MIN FTRANQUILIZER

IRy e - TIME FULL ferours 70 T ranauilger
SHEMVLSUTAZONE (BUTAZOLDIN) {150 MG/KS: e N ':&%m%% ANT-
THIAMYLAL (SURITAL) 20-50 MG/KG 1P "~ . IBARBITUATE ULTRASHORT Wl
YTHICFENTAL (FENTOTHAL) . 20-38 ME/IKG IV P20\ Fwme - - ’EA}REWUA‘TEULTRASHQRT 1]}
; . - T iPALPHAZ-ADRENERGIC AGONIST -
AYLATIHE (RCMFUN)- D ‘CE 3T MGIKE 1M - | SEDATIVE, ANAGESIC,; MUSCL= ’
. .. IRELARANT

-w::-, HETIC GAS , T Back to Top

5.«..—\..--.:..4‘45-:-/1,41.': 0.25 <7 lNHALANT

HSCFLURARE - MAC . :'_ B .ugr_-'iAl.ANT o e

LMETHCXYFLURARNE -~ MAC 02 o - FNHALANT ' i -

INITRCUS OXIDE-WAC 159 } _ DNHALANT

LANTHNELAMMATSRY . o Back to Top

AZ: C.08 MG SC tM iV IF - {ESTERCID ; i

j005-022 MG ST M 'STERCID , L a
i  -Baclg to Top - : 0CT2.9 1M
exic . . TamBioTIc : ' -
H 3

brp o www fzuvet fau. edw/oacm/V etDaIa/}_iandouts/ gmneaplg.hm . A 1/2004



Gilsez Fig B e e Page50f6 e
AMPICILLIN (PCLYFLEX, TOXIC™r : | BETA LACTAM ANTIBIOTIC

SACITRACIN L NEVER ANTIBIOTIC .
| CEFHALCRIDINE (LORITINE) 25 MGIKG IM Q24H™/ ‘| BETA LACTAM ANTIBIOTIC

CHLORAMEHYENICOL PALMITATE n e — ' i N

CHLORCMYCETI 50 MMG/KG EO TID ~EACTERIAL STATIC BROAD SPEZ.

((f;l‘,: ﬁRRﬁ‘f\,iffE\'ﬁ?L SUCCINATE o Marks IM @24 - ) : \BACTERIAL STATIC BRAAD SPEC.

| ERYTHRONIYCIN NEVER ) : ‘FBACTERIAL .
IGENTAMICIN (GENTOCIN) S MG/KG SC IM SID ~ 140~ . "[AMINOGLYCOSIDES
{GRISZSFULVIN (FULVICIN UF 25 MGIKG FO IN FOOD =~ - TANTIFUNGAL o

. 10 PO/ 30 SC MGIKG Q24H =1/ OR 5 | - T

NZTRYTIN BIOSCL) FO Q12HI30 SC @R MGIKS = DIARRHEA R

ISV TETRACYCUNE (LIGUAMYDING  ITOXIC == TBACTERIAL STATIC BROAD QPE.. T
{PEMICILUN NEVER o © . laNmmRioTe .
;"=‘||c.t LiN - SENZATHINFRGCANERICILLINYFLOGILLIN) BACTERIAL
i CTES) NEVER : | BACTERIAL

sﬁ“ff"f""'r"’;z"\_‘a CR DW 1 MGAIL ~ ‘BAGT. COCCIDIACIT B

SULFAMERAZINE R 4
ISULFACUINGRALINE (SULZUIRD DV 4 ML =~ : EIMERIAKLCS. PAST. .
v | .
b s o e eyl e - :[BACTERIAL STATIC BROAD
%" TETRACYCLINES . TCXiC . |SPECHFROG RED LEG -
ITRIMETHCORRIM : : .
v ARl - . }JO.EMUKG SC* CR 30 MGIXKG SC . -
{EOMGMLYSULSHADQXINE S > o S M oy § TRIMETHOPRIM / SULPHCNAMIDE .
1{Z0GMGL) (TRISRISSEN) G4 (YQUNG 15 MG/KG.SC Q24H™" . '

ITYLOSIN 1SS MG/L 21D MACROLDES
ANTICHCLINERG : ‘ Backs Top =
{ATRCFINE - DCSAGE 0.05 MG/KS SC ™= LANTICHOUMERGIC™
F TROFINE - DURATION SFFSoT 15 RN ’ . JANTICHCLINERGIS T D
YATROFINE - TIME TC 27F2CT 10 MIN . FANTICHOLINERGIC P
L " | Backto Top ’ SO -
CIRYL so B ECTOPARASITIC 1
500 MG/KG IN FEEDIR4H ‘ ECTOPARASITICSYPH, HETER - , g
SICRLOEY S (VCFONA STF ) gg:liéi‘jm” OR t/5 OVE CAGE : &TOP“R A sr‘.rc i ";': . . . .
FURANACE NEVER = < "IBACTERIAL - i . S
{VERMESTIN ((VGMESD) 200 MCGAKG PO SC™  ° _ANTI-NEMATCOES/ECTORARASITIC | 7 - -0 . e T
{MESENCAZOLE (TELMIN) - |10 MGIKG PO 50 " {NEMATCDIASIS COSMOCE ' S :
{HICLOSAMIDE (YOMESAN) 1100 MG/KG. PO~ - |CESTQDESHYMENOLEPSIS. -
T 100 MG/KG AC=113 MG/ML IN WAT:R 'ANTI-NEMATODES-SYPHACIA & HET | e
/ ERAZINE + 8YRUP*9 & PINWORMS oo
i3t 1% IN WATER EIMERIA ' -
ZCLE) (100 MGIKG FO 50" A ANTI-NEMATODES - OFHIDAS I
Bacl to Top P .
0.2-3 UNITS/KG SC IM "9 UTERINEMILK HORM. i e T

Dose B Caommeants Back to Top-

’ 150 mgitg P Controlled substancs

¢ a affact High Cancentration, Rapid flow e

To effect High Concantration, Rapid flow ) 0CF2 9 7009
?::: :i';'a afsc Raiuiros some athar method to ansure A
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co . To sffect See hazards under euthanasia training
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"= Anesthesia and Anaigesia in Laboratory ‘Animals: American College of Laboratory Animal Medicine: 1290
= Latoratory Animal Anesthesia: Fiadmeall: 1988

™™ = Drug Dasages for Small Mammals: McKallar- 1989

= Recagnition and Alleviation of Pain and Disass in Laboratary Animals: NRC: 1892

5= Currant Veterinary Therapy 2 Food Anima! Pracica '

"6 = University of Calif., San.Fran., Momish . - e R
"7 = Basic Care of Experimental Animais ) b R ©s

"8= Therapeutic Guide and Anesthasia, O'Hamdley . o

9= The Blology and Madicine of Rabbits and'Rodants ' : 2T

"10= 77727777 Continuing Education Vol. 5, No. 4, April 1882 B !

™1 = USUHS Formulary
T1Z = LAG ANIMAL OCT 21 PAGE 34 : . ] i
"13= ANESTHESIA- AND ANALGESIC DOSES, SCHAEFFER, KNOXVILLE, TN
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Subject: Symptoms in control guinea pigs after challenge with Clostridium chauvoei
and kemolyticum during CL chauvoei and hemolyticum bacterin in vivo potency
tests.

The following are symptoms that I have personally observed during this potency test. 1
will also include some more detailed textbook description of these symptoms.

The potency tests for both of these fractions involves a 3 day observation after IM
challenge with ~100 LDso of live bacteria (Cl. chauvoei or hemolyticum). Within 24 to
48 hours the first symptoms of disease begin to appear. Lethargy, anorexia, stiffness with
reluctance to move, sero-purulent discharge from the festering injection site, and
vocalization (associsted with pain) when handled are frequent symptoms most commonly
seen. The swelling at the injection site is hot and peinful at first and eventually becomes
cold and necrotic as the infection becomes systemic. A high fever is also associated with
these clostridial diseases. Once symptoms are obvious the disease progresses quickly

and death can happen rapidly. Once obvious symptoms are observed, veterinary
intervention and humane cuthanasia is implemented whenever possible.

0CT 29 7009
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Inspection Report

COLORADO SERUM COMPANY
Customer ID: 1086

Certificate: 84-R-0007

Site: 001
COLORADO SERUM COMPANY

P. 0. BOX 16428
Type: ROUTINE INSPECTION

DENVER, CO 80216 Date: Aug-26-2010

3.28 @ @
PRIMARY ENCLOSURES.

<<All primary enclosures for guinea pigs and hamsters shail conform to the following requirements: Primary
enclosures equipped with mesh or wire floors shall be so constructed as to allow feces to pass through the spaces of
the mesh or wire: Provided, however, That such floors shall be constructed so as to protect the animals' feet and legs
from injury.>>

On review of the daily records for guinea pigs, at least 14 animals between 2/25/10 and 7/27/10 were found to have
injuries to their legs, including 9 guinea pigs that had to be euthanized due to fractures, from being caught in the
mesh flooring of the primary enclosures.

Primary enclosures equipped with mesh or wire floors shall be constructed so as to protect the animals' feet and legs
from injury.

To be corrected by 8/26/10.

Accompanied on the inspection by the Attending Veterinarian and the Vice President for Technical Services and
Business Development. Exit interview performed on site with the Vice President for Technical Services and
Business Development and the President.

Prepared By NI
PSON, DW.M. 7 USDA, APHIS, Animal Care Date:
Title: VETERINARY-MEDICAL OFFICER Inspector 5044 Aug-26-2010
Received By
(b)(6),(b)(7)c B Date:
Title: Aug-26-2010
Page 10of 1
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Evelyn M Ti Dpeta.org
Celli/fCO/APHIS/USDA

08/10/2010 02:48 PM

cc

bce

Subject Re: Fw: Compiaint against the Colorado Serum Company by
PETA email 1 of 5

August 10, 2010

Qpeta.org

Dear Complainant:

Thank you for your emailed letter dated August 10, 2010 concerning conducting regulated
activity with guinea pigs. Your concern has been issued number #W10-170 to know the
results of our findings, you must send a request, in writing, to our Freedom of Information Act
office. Depending on the circumstances of the situation, please allow us enough time (30 to
60 days) to thoroughly investigate your concerns.

FOIA requests can be submitted three ways--

1. Email: foia.officer@aphis.usda.gov

2. Fax: 301-734-5941

3. US Mail: USDA, APHIS, FOIA
4700 River Road, Unit 50
Riverdale, MD 20723

Animal Care is the division of the U.S. Department of Agriculture (USDA) that is responsible
for the enforcement of the Animal Welfare Act. The Act provides minimum standards for the
humane care and use of animals at USDA licensed or registered facilities.

Animal Care inspectors conduct routine unannounced inspections at all USDA licensed and
registered facilities to ensure that they are meeting or exceeding these minimum standards.
Our inspectors also conduct searches for unlicensed facilities conducting regulated activities.
We perform inspections and searches when necessary in response to valid concerns and
complaints received from the public to ensure the well-being of the animals and compliance

with the law. If violations are found, enforcement action appropriate for the circumstances
will be initiated.

Please be assured that we will look into your concerns and take appropriate action if
necessary.

Thank you for your interest in the welfare of these animals.

Sincerely,

Robert Gibbens, DVM



Director, Western Region
USDA, APHIS, Animal Care

Connie R Morris Dear Dr. Gibbens,. ..l -08/10/2010:04:21:28 PM

<JeffreyB@peta.org>

T0 <rabert.m.gibbens@usda.gov>

. cc
08/10/2010 07:21 AM Subject Complaint against the Colorado Serum Company by PETA

Dear Dr. Gibbens,

Please see the attached cover letter, complaint and four supporting documents regarding PETA’s complaint against
the Colorado Serum Company. Because the attachments are larger than your email administrator allows, these

items will be sent separately.

If you have any questions or have not received all of the aforementioned documents, please feel free to reach me
by email a or by telephone a

Sincerely,

Regulatory Testing Division

People for the Ethical Treatment of Animals
2898 Rowena Avenue, Suite 102

Los Angeles, California 90639

CSC USDA complaint cover letter 8_2010 FINAL.pdf CSC USDA complaint 8_2010 FINAL.pdf
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bce

Subject Fw: Complaint against the Colorado Serum Company by
PETA email 1 of 5

@peta.org>
To <robert.m.gibbens@usda.gov>

cc

08/10/2010 07:21 AM Subject Complaint against the Colorado Serum Company by PETA

Dear Dr. Gibbens,

Please see the attached cover letter, complaint and four supporting documents regarding PETA’s complaint against
the Colorado Serum Company. Because the attachments are larger than your email administrator allows, these

items will be sent separately.

If you have any questions or have not received all of the aforementioned documents, please feel free to reach me
by email at >r by telephone at

Sincerely,

Regulatory Testing Division

People for the Ethical Treatment of Animals
2898 Rowena Avenue, Suite 102

Los Angeles, California 950039

& E

CSC USDA complaint cover letter 8_2010 FINAL.pdf CSC USDA complaint 8_2010 FINAL.pdf




August 9, 2010

Dr. Robert Gibbens P A
Regional Director J

gls 5%%23?1356532 B PEOPLE FOR THE ETHICAL
Mail Stop #3W11 _ TREATMENT OF ANIMALS
Fort Collins, CO 80526 HEADQUARTERS

501 FRONT STREET
Sent via USPS and e-mail to: robert.m.gibbens @usda.gov NORFOLK, VA 23510

TEL 757-622-PETA
Dear Dr. Gibbens: FAX 757-622-0457

On behalf of People for the Ethical Treatment of Animals (PETA) and our more than two million
members and supporters, I am requesting an investigation into possible violations of the Animal Welfare
Act (AWA) related to Institutional Animal Care and Use Committee review and approval of the use of
live hamsters by the Colorado Serum Company (CSC).

In 2006, USDA approved the use of a non-animal approach to the batch potency testing of Leptospira
vaccines in Supplemental Assay Methods (SAMs) 624, 625, 626 and 627, which eliminate the continued
use of the animal test. The animal test requires a minimum of 40 hamsters and causes substantial pain and
distress in the form of blood poisoning, kidney damage and anorexia. Pain relief is not provided to the
animals. We subsequently contacted Leptospira vaccine manufacturers to share these approved non-
animal methods and to confirm their use in place of the test using hamsters.

Our repeated attempts to contact the Colorado Serum Company have not been answered. Yet a recent
review of publicly available APHIS Annual Reports of Research Facilities revealed that the CSC has
continued to use the obsolete animal testing methods for its Leptospira vaccines despite the availability of
the non-animal SAMs since 2006. These reports show that the CSC has not adequately searched for
replacements for this painful animal test, instead simply submitting the same language each year
justifying its use and recommending that a non-animal test be used when it becomes available.

In light of this information, we ask that you undertake a full investigation into the use of hamsters for
Leptospira vaccine batch potency testing at the CSC. If non-compliance is found, we urge you to take
swift and decisive action that includes citation for violations of the AWA, issuing an Official Warning,
levying fines against the CSC, and other appropriate corrective and disciplinary measures. In addition,
we urge you investigate the testing for Leptsospira vaccine batch potency at other U.S. vaccine
manufacturers.

Please feel free to contact me with any questions you may have on this important matter. I can be reached
by email at or by telephone a and look forward to hearing from you.

Sincerely,

Regulatory Testing Division
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August 9, 2010

People for the Ethical Treatment of Animals (PETA) has uncovered evidence that the Colorado
Serum Company (CSC) (84-R-0007) may have committed violations of the Animal Welfare Act
related to Institutional Animal Care and Use Committee review and approval of the use of live
hamsters for Leptospira pomona, icterohaemmorhagiae, canicola, and grippotyphosa bacterin
batch potency testing. According to the CSC’s documentation and USDA APHIS Annual
Reports of Research Facilities obtained by PETA through publicly available APHIS records,
between 388 and 533 hamsters have been used each year even though since 2006 APHIS has
approved the in vitro Supplemental Assay Methods (SAMs) 624, 625, 626 and 627 as a complete
replacement for the use of animals for batch potency testing of these Leptospira serovar
bacterins.

Annual Report Hamsters used at the CSC for Category E

period Leptospira vaccine potency tests
2005 431
2006* 446
2007%* 491
2008* 388
2009* 533

* [n vitro SAMs 624—627 available from USDA
Existing in vivo methods and approved in vitro replacements

Title 9 of the Code of Federal Regulations (CFR) describes the accepted in vivo batch potency
assays for Leptospira vaccines, serovars pomona (9 CFR 113.101), icterohaemorrhagiae (9 CFR
113.102), canicola (9 CFR 113.103), and grippotyphosa (9 CFR 113.104), each of which
requires a minimum of forty hamsters. The methods approved for use by these sections are
expanded in SAMs 608, 610, 609 and 617, respectively. Over the course of these painful and
distressful tests, “clinical signs can be mild to severe,” and animals may suffer from “septicemia,
nephritis, depression and anorexia.”

However, beginning with the 2006 publication of SAMS 624 through 627, in vitro batch potency
assays were put into use at APHIS and approved for use by all Leptospira vaccine manufacturers
as replacements for the use of live hamsters for potency testing.

Failure to Search for and Consider Alternatives to the Use of Animals

The attached 2006 through 2009 Research Facility Annual Reports (APHIS Form 7023) for the
CSC contain a grossly outdated and inadequate search for alternatives. All Annual Reports
submitted for this facility since the 2006 introduction of SAMs 624 through 627 have failed to
demonstrate a new search for alternative methods, instead repeating the submission of an
obsolete report that was written in 2004.
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In this report, the CSC’s IACUC concluded that “the best course of action would be to replace
the hamster in vivo potency test with an in vitro potency test that does not require animal testing
for potency.” However, since alternatives were not approved when this was written in 2004, the
CSC IACUC noted that “all biologics companies producing Leptospira bacterins will continue to
use hamster in vivo potency tests” until an in vitro replacement test were developed. There is no
indication that the CSC IACUC has revised this statement or conducted new searches for
alternatives since 2004, though a series of in vitro tests has since been approved for use by
APHIS. Tt would also appear that the CSC’s “online and textbook search” for alternatives did not
include search terms for standard non-animal alternatives such as “ELISA” or “in vitro.”

If the CSC’s IACUC had made “a reasonable and good faith effort” to search for alternatives' as
required by the AWA, they would have discovered that the objectives of these potency assays
can be achieved without the use of animals. The current USDA-approved methodology available
in SAMs 624 through 627 suggests immediately available replacements for the use of animals
for Leptospira vaccine batch potency testing.

Policy 12 of the USDA's Animal Care Policy Manual states, “A fundamental goal of the AWA
and the accompanying regulations is the minimization of animal pain and distress via the
consideration of alternatives? and alternative methods.*” The CSC should be an expert in the
manufacture of Leptospira vaccines and, as such, the failure to identify and use existing refined
protocols is inexplicable but, regardless, the approval for the use of live hamsters for the

aforementioned batch potency tests represents a significant failure to achieve compliance with
the AWA on the part of the CSC IACUC.

In light of all the above, it is clear that significant pain and suffering are associated with these
procedures, that alternatives to the use of animals are available, and that the CSC’s IACUC has
failed in its responsibilities under the AWA. Specifically, the CSC IACUC has failed to conduct
a thorough search for alternatives, and given the existence of USDA-approved in vitro SAMs,
it is simply not possible—as required by the AWA*—for an IACUC’s required written
narrative to demonstrate that alternatives to the use of animals for Leptospira vaccine
batch potency testing are “not available” and that the use of animals for this purpose “is
unavoidable for the conduct of scientifically valuable research.’”

Attachments: 2004--2009 CSC Research Facility Annual Reports

' Animal and Plant Health Inspection Service, "Alternatives to Painful Procedures.” '

?According to the USDA’s Animal Care Resource Guide Policy #12, "Alternatives or alternative methods are
generally regarded as those that incorporate some aspect of replacement ... of animal use ... These include methods
that use non-animal systems ... to partially or fully replace animals ...."

® Animal and Plant Health Inspection Service, “Alternatives to Painful Procedures.”

*9 C.F.R. §2.31(d)(1); §2.32(c)(5)(ii); §2.36(b)(2)

’9 C.F.R. §2.31(e)4)].



Connie R To Evelyn M Celli/CO/APHIS/USDA@USDA

s Morris/CO/APHIS/USDA e
@ 08/10/2010 01:21 PM
bec
Subject Fw: Complaint against the Colorado Serum Company by
PETA (2)

@peta.org>
TO <robert.m.gibbens@usda.gov>

cc

08102010 07:23 AM Subject Complaint against the Colorado Serum Company by PETA (2)

Piease see the attached document.

Regulatory Testing Division

People for the Ethical Treatment of Animals
2898 Rowena Avenue, Suite 102

Inc Anneloc (Cnlifnrnic 90039

#|

2006_84-R-0007 records CSC.pdf
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UNITED STA

s required by law (7 USC 2143). Failure to report according to the regulations can
result in anjorder to cemse and desist snd to be subject to penailies as provided for in Section 2150.

OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

See reverse side for \nteragency Repori Control No
additiona! information. 0180-DOA-AN
1. REGISTRATION NO. CUSTOMER NO. FORM APPROVED

84-R-0007 1088

e ————————————————

.
2. HEADQUARTERS RESEARCH FACILITY (Name ‘and Address, as reistered with USDA,

OMB NO. 0579-0036

ANNUAL REPORT OF RESEARCH FACILITY include Zip Code) OLORADO SERUM COMPANY
i (TYPE OR PRINT) P.0.BOX 16428
. DENVER, CO 80216
(303) 295-7527
3. REPORTING FACILITY (List all locations where animais were housed or used in actual h, testing, teaching, or 8xp {ation, or heid for these purposes. Attach additional
sheats if neckssary.)
FACILITY LOCATIONS(ses)

A

REPORT OF ANMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach ‘addltional sheets If necessary of use APHIS FORM 7023A) “3
A 8. Number of €. Number of D. Number of animals upon | E. Number of animals upon which teaching, F. S
animais being animals upon which sxperiments, axperiments, research, surgery or tesis were
Animgis Covered bred, which hing, [{ ing, h ducted involving panying pain or distress TOTAL NO.
By The Animal conditioned, or research, surgery, or tests were to the animals and for which the use of appropriate OF ANIMALS
Wellarg Regulations heid for use in experiments, o conducted involving anesthetic,analgesic, or tranquifizing drugs would
teaching, lesting, tests were accompanying pain or have adversely affected the procedures, results, or {Cols. C+
experiments, conducted distress to the animals pretation of the hing, h, D+E)
research. or Involving no - and for which appropriate experiments, surgery, or tests. (An explanation of
surgery but not pain, of th ic, or the procedures producing pain or distress in these
: yel used for such use of pain- tranquilizing drugs were animals and the reasons such drugs were not usec!
i purposes. . relieving drugs. used. must be attached fo this report) )
T
4. Dogs - - - - =
5. Cats - - - - -
6. Guinea Pls 2 371 328 1482 2181
7. Hamsters 107 404 0 446 850
8. Rabbits 1 0 95 0 95
8. Non-Humpn Primates B B - - -
10. Sheep - - - - -
11. Pigs 1 - - - - -
7
12. Other Farmn Animais - - - - -
|
13. Other Anifmals - - - - -
ASSURANCE BTATEMENTS .
1) standards goveming the care, treatment, and use of animals, ding appropriate use of ar ic, and tranquilizing drugs, prior lo, during,
and folidwing aclual research, teaching, testing, surgery, of experimentation were followed by this research facibty.
2) Each principal investigator has considersd altemnatives to painful procedures.
3) This facjity is aghering to the standards and regulations under the Act, and it has required that exceplions to the standards and regulations be specified and explained by the
princips| investigator and approved by the Institutional Animal Care and Use Committee (JACUC). A summary of all the exceptions Is attached to this annual report. in
additionfio identifying the ACUC-approved exceptions, this summary includes a brief explanation of the exceplions, as well as lhe spacies and number of animals atfecled.
4) The aitgnding veterinarian for this research facliity has appropriate authority to ensure the provision of adequate veterinary care and lo overses the adequacy of other
aspectsjof snimai care and use.
i CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
(Chief Executive Officer or Legally Responsible Institutional officlal)
| certify that the above is irue, correct, and complete (7 U.S.C. Section 2143)
SIGN, SICIAL NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Type or Print) DATE SIGNED
b)(6).(b)(7)(c 10-19-
(B)E).(E)XTNE) (b)(6).()7C) 19-06
APHI! 18.23 {Oct 88), which is obt ... PART 1 - HEADQUARTERS
(AUG ¥y
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ATTACHMENT NO. 1 ’ Page 1
of 2005-2006 Report

Colorado Serum Company
License No. 84-R-0007

For FY 2005-2006 Annual Report of Registered Research Facility

ch animal in each referenced test was employed in testing a Licensed Veterinary Biological
uct as required by Federal Regulations as codified in Title 9CFR. Humane euthanasia of
ahimals on 9CFR required tests is provided for in 9CFR 117.4(e) - Animals at Licensed

E i - Test Animals (filed August 19, 1995). This is included as standard testing

. While limiting the duration ofﬂwepainanddistress.itdoesnotfu!ﬁ!lmedesaiptionof
use as described treatment in Section D of APHIS Form 7023, Page 1. Therefore, we feel
igated to continue to include these test animals in Section E.

ending veterinarians and related employees have been informed and Colorado Serum
mpany is complying with this provision.

planation of usage of animals listed in Column E.
Line item 6. Guinea Pigs

1482 guinea pigs were tested causing pain, for which no anesthetic,
analgesics, or tranquilizers could be used. A detailed breakdown of
guinea pigs by test reference is provided.

9CFR 113.451 {b) Tetanus Antitoxin potency testing - 1342 guinea pigs

Humane endpoints were addressed for all animals
on this test, thus reducing the duration of pain and
suffering.

SCFR 113.106(c) Clostridium Chauvoei Bacterin potency testing -
140 guinea pigs

Humane endpoints were addressed for all animals
on this test, thus reducing the duration of pain and
suffering.

aeT 2 3 20



ATTACHMENT NO. 1 Page 2
, of 2005-2006 Report

Colorado Serum Company
License No. 84-R-0007

L‘&'\e tem 7 Hamsters

446 hamsters were tested causing pain, for which no anesthetics,
analgesics, or tranquilizers could be used. A detailed breakdown of
hamsters by test referenced is provided.

9CFR 113.101(c) Leptospira Pomona Bacterin potency testing -
111 hamsters

The 114 hamsters included required controls for
potency tests [9CFR 1 13.101(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by
titration. 9CFR 113.101 (c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

9CFR 113.102(c) Leptospira icterohaemorrhagiae Bacterin potency
testing - 99 hamsters

The 99 hamsters included required controls for
potency tests [9CFR 113.102(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by -
titration. 9CFR 113.102(c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117.4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

9CFR 113.103(c) Leptospira Canicola Bacterin potency testing -
106 hamsters

The 106 hamsters included required controis for
potency tests [BCFR 113.103(c)(2)}, plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by
titration. (CFR 113.103(c)3).

oUT 43 e



ATTACHMENT NO. 1

Lire item 7

(b)(8).(b)(7)c)

Page 3
of 2005-2006 Report

Colorado Serum Company
License No. 84-R-0007

9CFR 113.103(c)

9CFR 113.104(c)

Continued

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117 .4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

Leptospira Grippotyphosa Bacterin potency testing -
130 hamsters

The 130 hamsters included required controls for
potency tests [(8CFR 113.104(c)(2)], plus necessary
hamsters required to establish the validity of the
challenge dose (10 to 10,000 hamster LDso) by
titration. 9CFR 113.104 (c)(3).

For all test hamsters, Colorado Serum Company
specifically has applied provisions of 9CFR 117 .4(e)
wherein ill animals were humanely euthanized upon
reaching a point where death was expected to occur.

10-19-06

Date

¥
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HAEONE: (503) 295-7527

A (503} 293-1925 (b)(2)High, (b)(7)(F) P.0. Box 16428 Denver, Colorado §0216-0428

July 22, 2004

. Subject: Investigation by Colorado Serum Company’s Institutional Animal Care and
. Use Committee into hamster analgesia and its possible usage in hamsters during the
1 Leptospira challenge portion of Leptospira potency tests at Colorado Serum Company.

- From: (b)(B).(0)(T)(e)

. To: Colorado Serum Company Institutional Animal Care and Use Committee and Mr.
: (b)(6),(0)T)(C) Colorado Serum Company. - .

Background: Use of hamsters for potency tests when developing Leptospira organisms
for bacterin production has been the requirement by USDA (9-CFR, 113.101 - 113. 105)
for many years. Ten vaccinates and 10 or more controls are challenged intraperitoneally
" with a suspension of virulent Leptospira organisms. This applies to potency tests for

. Leptospira pomona, Leptospira icterohaemorrhagiae, Leptospira canicola and

' Leptospira grippotyphosa fractions. If 8 or more controls die from leptospirosis during 2
14 day post challenge observation period then the test is considered valid. The degree of
pain and suffering to the control hamsters is of concern for animal welfare reasons and an
alternative in-vitro test that has reproducible and comparable results to the in-vivo
pctency test would be a much better alternative replacement test. Until that happens all
biologic companies producing Leptospira bacterins will continue to use hamster in-vivo
potency tests. : '

' The degree of pain and suffering the control hamsters endure during this 14 day

~ observation period.is a subj ective evaluation given the fact that hamsters cannot

. communicate with humans. Based on the disease syndrome of Leptospirosis in our
dcmestic species the clinical signs can be mild to severe. -In most animal species the

. disease causes septicemia, nephritis, depression and anorexia. It is safe to assume that

" hamsters suffer from many of these symptoms as well, and it is most likely not a chronic
| painasmuchasitisa general discomfort or sick feeling that they are experiencing.

| Parameters of hamster behavior used to measure discomfort or pain would include

| exploration, grooming and posture as well as food and water consunption and fur

- quality. ' ) :

Analgesic use in hamsters: An on-line and textbook search conducted by Colorado .
Serum Company’s IACUC (b)(6).(b)(7)(c) revealed very few drug options for
analgesia in hamsters (see amacneu QOCULLCLLS). puprenorphine was the most common
analgesic for hamsters cited. The labeled route is by subcutaneous injection and the
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-equency is every 8 hours. In one published paper (see attached) buprenorphine was
used in the syngeneic murine tumor model to investigate whether the pain or discomfort
ih mise with these tumors could be reduced with this analgesic via an oral route. In this
study they found no significant difference in pain or discomfort between the
prenorphine treated group and the control group based on their scoring system. Even

ough this experiment was done with mice it would be plausible to compare the

scomfort or pain from multiple tumors to that which would be experienced by hamsters
ring a systemic leptospirosis infection. Also the process of handling these hamsters
d giving them injections 2 — 3 times daily would itself be stressful and painful. There
ould be a significant zoonotic concern for the person involved giving the injections to
ultiple infected hamsters from the urine as well as an increased chance of being bitten
cbnsidering you are giving injections to sick and uncomfortable hamsters 2 to 3 times
ily for up to 14 days. Treating the symptoms without treating the source of the disease
Jith antibiotics (which can’t be done for obvious reasons) is also of questionable value.
here would also be concern as to what effect this analgesic would have on the outcome
f the potency test. All drugs are processed and eliminated by the liver and kidneys and
ince these are two target organs of Leptospira organisms, toxic levels of buprenorphine
ould buildup in a Leptospira infected hamster and could alter the time of death or even
ontribute to a death that might not otherwise happen - thus affecting the outcome of the .
otercy test and possibly resulting in a falsely valid test. Other drugs mentioned are
injectable also and do not offer anything unique or superior to-buprenorphine.

Q

o Q Q u

'he Corpell website detailed an oral preparation of buprenorphine in jello for use in mice
ee attached). Whether this would work in hamsters is not known. One concern is the
that anorexia is a very common symptom with Leptospirosis and depending on the
degree of anorexia and the fact that these hamsters are usually housed 5 per cage, some .
Hamsters may be getting their medication and some may not - due to anorexia or
gompetition. This could also cause some hamsters to overdose on buprenorphine if they
4ll aren’t eating the same amount of jello. T ’

<3

Conclusion:
olorado Serum Company’s IACUC has determined that no analgesia we have found can
ealistically be expected to relieve an infected hamster from the symptoms of ’
eptospirosis especially without concurrent use of antibiotics to fight the etiologic agent
eptospira) since this would defeat the purpose of the potency study. Buprenorphine
orks well with acute, sharp post-surgical type pain and would be of very questionable
alue in hamsters suffering from discomfort associated with a systemic infection. The
est course of action in our opinion would be to replace the hamster in-vivo potency test
ith an in-vitro test that does not require animal testing for potency. '

(b)(6).{bX7){c)
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PEONE: (305) 2957527
| X (505) 2051925 (b)2)High, (0)7)F)P.0. Box 16428 Denver, Colorads 80216-0428

' November 11, 2004

Subject: Investigation by Colorado Serum Company’s Institutional Animal Care and
Use Committee into guinea pig analgesia and its possible usage in guinea pigs during the
' Clostridium tetani antitoxin potency tests done at Colorado Serum Company.

From: (b)(B).(b)(T)c)
Veterina.uau J.

Ta: Colorada Servm Company’s Institutional Animal Care and Use Committee and Mr.
(b)6).b)T)C) ~olorado Serum Company. '

Background: Use of guinea pigs for potency tests when developing Tetanus Antitoxin
has been the requirement by USDA (9-CFR, 113.451) for many years. The potency test
is essentially an in-vivo neutralization test that requires two guinea pigs each for controls
and for each dilution. The two controls are injected subcutanecusly with a3 ml dose of
the Standard Toxin-Antitoxin mixture. Injections shall be made in the same order that
toxin is added to the dilutions of antitoxins. These shall be observed parallel with the
titration of one or more unknown antitoxins. Two test guinea pigs will be used for each
dilution of the unknown antitoxin (also a 3 ml dose, subcutaneously). Controls are
observed until they are down and are unable to rise or stand under their own power. At
this time they are humanely euthanized and the time of death is recorded in hours. For a
satisfactory test, the controls must reach this point with clinical signs of tetanus within 24
hours of each other and within an overall time of 60 ~ 120 hours. The clinical signs to be
observed are increased muscle tonus, curvature of the spine, asymmetry of the body
outline when the resting animal is viewed from above, generalized spastic paralysis,
particularly of the extensor muscles, inability to rise from a smooth surface when the
animal is placed on its side, or any combination of these signs. If the control guinea pigs
do not respond in this manner the entire test shall be repeated. Potency of an unknown
antitoxin is determined by finding the mixture which will protect the test animal the same
as the Standard Toxin-Antitoxin mixture. Test animals dying sooner than the controls
indicate the unit value selected in that dilution was not present, whereas those living
longer indicate a greater unit value. '

iAnalgesia in Guinea Pigs: An nn-lin= and textbook search conducted by Colorado
Serum Company’s IACUC (0x6).0)7)e) revealed a variety of drugs used in guinea pigs
hﬁezr surgical procedures. 'Lne Duke University IACUC website had a very thorough
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 guideline for analgesia in all rodents and a variety of drugs and routes of administration
based on the degree of pain and discomfort of a given procedure (see attached).

Injectable analgesic options for guinea pigs include Codeine, Nalbuphine or Morphine
given every 4 hours or Buprenorphine every 12 hours beginning just before symptoms
are estimated to begin. Oral medications include Aspirin or Phenylbutazone added to the
driaking water once daily, however once guinea pigs begin to show signs of tetanus it can
be expected that their water consumption will diminish greatly and that once they are
prestrate they will physically be unable to stand and drink. At the later stages of tetanus
they are unable to swallow. Euthanasia hopefully is done before the late stages of disease
but unfortunately death is sometimes the outcome with the test pigs before the study
investigator can officially call the test over, if they have a lower level of antibody
protection when compared to the Standard Controls.

Conclusion: There is obviously a direct conflict between animal welfare issues (pain and .
suffering) and this neutralization potency test that is required by USDA-APHIS-CVB for
each new serial of tetanus antitoxin. The dilemma is that the test relies solely on
symptoms of tetanus in relation to the Standard Controls as described above, in essence
pain and suffering are components of the measured parameters of the test and giving any
drugs to alter or help alleviate the symptoms will affect the results of the test. Currently
the best welfare that can be provided is humane euthanasia once the symptoms have
reached the point that the study investigator can interpret the test and give the staff
veterinarian the o.k. to intervene and euthanize.

Due to this direct conflict, Colorado Serum Company’s Institutional Animal Care and
Use Committee has determined that there is no practical way to intervene with pain
medications during the Tetanus Antitoxin potency neutralization test withaut altering the
animal symptoms and thus altering the interpretation of the test. The only solution to this
is to replace the guinea pig test with an in-vitro test (which Colorado Serum Company
would be greatly in favor of). Currently there is 2 Competitive Elisa Test for Tetanus
Antitoxin that has been tried but unfortunately it has not shown consistent, comparable
results when run in parallel with the guinea pig neutralization test.

(b)(6),(b)(7)(c)
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COLO!
Veterinary Products

Established 1923

Phone: (303) 205-7527 ‘
(b)2)High, (b)(7)}F) P.O. Box 16428 - Denver, Colorado 80218-0428

Fax: (303) 206-1923 Jf
|
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#ctober 19, 2006

r. Robert M. Gibbens, DVM
irector, Western Region Animal Care
SDA-APHIS-Animal Care
50 Centre Avenue
uilding B Mail Stop #36011
. Collins, CO 80526

ar Dr. Gibbens:
nclosed please find our Research Facility Annual Report (APHIS Form 7023).
upplementary documents are included which were enclosed with the 2005 Annual Report.
i 1. "Investigation into Guinea Pig Ahalgesia .......... ", dated November 11, 2004.
l 2. "Investigation by Colorado Serum Company's IACUC into Hamster Analgesia...... ",
¥ dated July 22, 2004.

Ih each case we have found no new information which would allow a change in our approach
to these issues.

e have also enclosed a description of "Symptoms in Control Guinea Pigs after Challenge with
Jostridium chauvoel", dated December 19, 2004.

hroughout this year, provisions in 9CFR 117.4(e) were applied to all animals in tests conducted
rding to SCFR 113.451(b), 9CFR 113.106(c), 9CFR 113.101(c), 9CFR 113.102 (o),
FR 113.103(c), and 9CFR 113.104(c).

In each test, guinea pigs or hamsters that showed clinical signs of illness due to the test were
humanely destroyed if the iliness progressed to the point when death was certain to occur without

rapeutic intervention.

egarding another matter, we request that you continue to use our P.O. Box 16428 on future
inspection reports instead of our street address.
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Decniee 29, 2004
(b)(6).(b)7){(c)

Sab-ac Sywploms in control guinea pigs after challenge with Clostridium chauvoet
and seinolpticn during Cl chauvoei and hemolyticm bacterin in vivo potency
Lo

These are symptoms that I have personally observed during this potency test. L will also
iclude some more detailed textbook description of these symptoms to use if you like.

[his potency tests For both of these fractions involves a 3 day observation after IM
cralienge with ~100 LDso of live bacteria (CL chauvoei or hemolyticun). Within 24 to
48 howrs the first symptoms of disease begin to appear. Lethargy, anorexia, stiffness with
reluctanee to move, sero-purulent discharge from the festering. injection site, and
vocalization (associated with pain) when handled are frequent symptoms most commonly
ssen. The swelling at the injection site is hot and painful at first and eventually becomes
cold and necrotic as the infection becomes systemic. A high fever is also associated with
shes Clostridial diseases. Once symptoms are obvious the disease progresses quickly
and death can happen rapidly. Once obvious symptoms are observed, veterinary
intervention and humane euthanasia is implemented whenever possible.
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