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Attachment 1

Cateaorv B CateaorvC Cateaorv D Cateaorv E
DOQS 0 116 132 0
GUinea Pias 0 37 55 0
Rabbits 0 54 153 0
Non-Human Primates 0 24 56 15

Animals listed in Category E

Duringthe reporting period, the R.W. Johnson Pharmaceutical Research
Institute Institutional Animal Care and Use Committee (IACPC) approved the use
of animals in Category E as follows:

SPECIES NUMBER PROCEDURE/JQSTIFICATION

Guinea Pias 5 ** Single dose IPToxicoloQY study
78 Evaluation of aerosol anti-asthmatic

agents - administration of anesthetics,
analgesics or tranqUilizing drugs will
affect the procedure

64 Involved in a behavioral test in which
the pups were removed from the sow
for a short period of time

Rabbits 138 .* Oral and IV Toxicology study'
30 **Subcutaneous Toxicotoav study

Doos 34 ". Oral ToxicoloQV study
1 •• Intravenous ToxicoloaY study

Non-Human. 15 "'·Involved in a conflict test which,
Primates during the training phase, involves a

mild electric stimulus to the tail

** Administration of anesthetics, analgesics or tranquilizing drugs must be
withheld so as not to invalidate the evaluation of test compounds.
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FACILITY SITES LISTING

.. LicenseeIRegistrant Name~ Memorial Sloan-Kettering Cancer Cgter

REOEIVED
NOV 2 It· 2000

LicenseIRegiStration Number: ---'i2l.A.l-~R~-O~O~7_=2___:_-~------.--.;...

. Please list below aD sites that "'ouse i'egqlated animals under the above number.
·Be sure to Include aD req.es~ information.· If the liDe does not apply, please mark· .

"it N/A. Ifyou havemore"dao·three (3) sites copy this form as many times as needed.·
before filling in the sites. .

. Site No. --l- NamelDepamnent: Research Animal Resouree Center

Add~s: 432$East"th Street

New York. NY 10021 .

BuDding: Kettering LaberatorY BgHdhJg.

F1oorJR.oom: Basement. 3. 10 11 flOOD

Contact Penon:. Phone No•

. Site No•...1..- NameIDepai1ment: Weill.Medleal CoDege of ComellUnivenlty

Address:· 1300 York Avenue

New York. NY 10021

BuDdhJ.g: Harkness BuUding
' ••.• ~.-.--:!!=,'" '"•

.F1oorIR00m:_7,L.JttllhuF~looilCXllr,-- _

. Contaa Pel'l0n:_ Phone No.
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.Optional ColulIlliE Explanation Form

This form is intended as an aid to completing the ColumnBexplanation. It is not an official
form and its use is voluntary. Names, addresses, protocols, veterinary care programs, and the
like, arc not required as part of aa explanation. A Column B explanation must be written so as to
be understood by lay persons ll$ well as scientists. ,. -

1. Registration Number: _--=2~1-~R::;,-O=:O::.:7..2 _

2. Number 3I:lO......o...- ofanimals used in this study.

3. Species (common name) olI::D:=o~g ....of animals used in this study.

4. Explain the procedure producing pain and/or clistres$.

Dogs were administered desoxyepothiloneB (dBpoB), a novel anti-cancer drug, at toxic doses,
in preparation for human clinical trials. One dog received a vehicle control, one dog 'received a
sub-toxic dose, and one each received low, medium and high toxic doses. The compound was
administered as a single iv injection or a slow iv infusion.Prel~ studies in mice
revealed potential toxicetrects ofdBpoB were weight loss and mild leukopenia. Studies in
dogs were required bec~use the half-life ofdEpoB is similar in human and dog serum; the
half-life ofdEpoB in mouse serum is much shorter than humans and would not adequately
reveqJ the human toxicity profile.

S. Provide scientific justification why pain and/or distress could not be relieved. State methods
or means used to determine that pain and/or distress reliefwould interfere with test results.
(por Federally mandatedtesting,sec question 6 below). -

As is standard practice for toxicity studies at MSKCC, dogs receiving toxic doses ofdrugs are
placed in category E prospectively. All animals exhibiting mild signs oftoxicity are provided
supportive fluid and antibiotic therapy.. Animals exhibiting signs ofmoderate to severe
distress are eutha:cized. Analgesics were not administered because they ~u1d interfere with
the toxic effect oftbe test compound thereby inva1id~ting the findings. Furthermore,.the type
.ofpain and distressitlduced by the expected toxicity would not necessarily be relieved by the
use ofanalgesics, an4 therefore supportive therapy and euthanasia was determined to be the
appropriate method for relieving moderate to severe pain and distress resulting from chug­
induced toxicity. These detenninations were based on the investigator·s experience with the
novel compound. literaiure searches conducted on 618/99. and JACUe deliberations.

. .. '. .; ..- ...._~. ~ ",

6. Wha.~ ifany, federal regulations requite this procedure? Cite the agency,· the Code ofFederaJ
Regulations (CFR)title number and the specific section number (e.g., APHIS, 9 CFR
113.102): I·

Alency -+--CFR,'----------

Revised 11/27/00
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Registration No. 47·R·0010

2003 USDA ANNUAL REPORT OF RESEARcHfiACrLITY

REGISTRATION No. 47-R'o001 0
, ,": '

Corumn l'E"~t"es .'.

I.

II.

Dogs:
A total of seven dogsare~'. our dogs became ill as part of a viral
challenge as mandated b and European Pharmacopoeia Monograph
01/2002:0964. Pain and I ress-re leVlng s were not utilized in these tests since they
would mask the effects ofthe virulenlChallenge. Three dogs betcame ill followingbactertal
challenge. The treatment of the dogs was delayed in order to evaluate clinical signs for
development of a new bacterin as per VS Memorandum 800.202. IACUC has approved all of
these studies.

Guinea Pigs:

_
i9D aro limed in Column e. The guinea pigs were used in11_
In each potency test. one or more serials were tested concurrently to

order to reduce e number of animals by sharing the control·unvacclnated group. A total of
18 serials were tested. One hundred forty-tour (144) animals YfSre used as vaccinated and
fifty-fIVe (55) animals as unvaccinated controls. Th' as rformed
according to USDA·mandated methods specified in which
requires death as an endpoint. The 55 control animals died or were eu anJz as a result of
the bacterial challenge. While all 144 vaccinated animals were protected frOm death, the
nature Of the challenge material induced Irritation at the inject/on site for the duration of the
three-day potency test. Injection site irritation is expected for this type of challenge.

This test is required by regulation as a proofof-potencyto be conducted
on each serial of vaccine produced.o_~est has been used for many
years to indicate lack of protection from Clostridial disease in guinea pigs
almost always results in acute onset an rap' ea. pid progression of the disease in
the guinea pig gives litUe opportunity for intervention. Furthennore, pathology would likely be
impacted by use of anti-inflammatories. For this reason, neither our company, nor USDA
CVB-L uses any substance to reduce pain or distress. The impact on length of disease,
duration and severity. which might occur with use of pain medications, is not known. Use of
any such drugs therefore, would invalidate (according to private communication with USOA­
CV8-LPD) the scientific value of the protectIon endpoint detennined by the test. Lack of
confidence in the endpoint would render the test Itself useless tor judging vaccine potency.

APHIS-USDA-CV8 is engaged in developing in vitro test alternatives for products that require
this test and our company has actually developed a test that is being considered for use.
Until a validated USDA-Cve approved alternative Is available, the standard test is obligatory.
No alternative exists at this time, and no eva-approved means of relieving pain and distress
for this use of guinea pigs are yet available.

February 25, 2004 Page 1 of 2
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III. Hamsters:
A total of 1262 hamsters are listed in Column E. The hamsters were usedfo~
~. ed a relin to USDA-mandate~
specified in These tests are required by
regulation as proof 0 eptosplra vaCCIne po ency 0 conducted on each serial Of vaccine
produced. Death of hamsters in this test has been used for many years to indicate lack of
protection from leptospirosis. Because the vaccine is given at afractional dose, the test
amounts to a protective endpoint detennination for the vaccine being tested. Leptospirosis in
hamsters almost always results In acute onset and rapid death. The rapid progression of the
disease in the hamster gives little opportunitY for intervention. Furthennore, pathology would
likely be impacted by use of anti-inflammatories. For this reason, neither our company nor
USDA CVB-L uses any substance to reduce pain or distress. The impact on length of
disease, duration and seventy, which might occur With use of pain medications, is not known.
Use of any such drugs therefore, would invalidate (aCCOrding to pnvate communication with
USDA-CVB-LPD) the sciemific value of the protection endpoint determined by the test. Lack
of confidence in the endpoim would render the test itself useless for judging vaccine potency,

APHIS-USOA-CVB is engaged in developing In vitro potency test alternative for products that
require this test and our company has actively participated in this effort. Until a validated
USDA-CVB approved alternative is available, the standaro test is obligatory. No alternatives
exist at this time, and no Cve-approved means of relieving pain and distress for thiS use of
hamsters are yet available.

IV, Mink:
A total of 92 mink are listed in Column E. The mink were usedln potency tests for a

a 'ne. Tests were conducted according to USDA-

The viral enteritis potency test is required by regulation as a proof of viral enteritis vaccine
potency to be conducted on each serial of vac:clne products. The challenge with virulem virus
induces clinical diarrhea that can lead to death. In cases that this happens, the rapid
progression of the disease in the mink gives little Opportunity for intervention.

The Clostridial potency test is required by regulation as a proof of Clostridial vaccine potency
to be conducted on each serial of vaccine produced. Death of mink in this test has been
used for many years to indicate lack of protection from Clostndial disease. Clostridial toxin
challenge of mink almost always results in acute onset and rapid death. The rapid
progression ofthe disease in the hamster gives little opportunity for intervention,

For both of these required potency tests, pathology would likely be impacted by the use of
anti-imflammatones. For this reason, neither our company nor USDA CVB-L uses any
substance to reduce pain or distress. The impact on length of disease. duration and severity.
which might occur with use of pain medications, isnot known. Use of any such drugs
therefore, would invalidate (according to private communication with USDA-CVB-LPD) the
sCientific value of the protection endpoint determined by the test. Lack of confidence in the
endpoint would render the test Itself useless for judging vaccine potency.

APHIS-USOA-eVB is engaged In developing in vitro potency test alternatives for products
that require animal testing for product release. Our company has been an active industry
partner In these efforts. Until validated USDA-Cve approved alternatives are available. the
standard tests are obligatory. No alternatives exist at this time,and no Cva-approved means
of relieving pain and distress for this use of hamsters are yet available.
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UNIVEFlSITY OF TEXAS
1515 HOlCOMBE BlVD
HOUSTON. TX 77030
(T13) "J'U.2780

ANNUAL REPORT OF RESEARCH FAClLl'IY
(TYPE OR PRINT)

\)'4\4 ~.~
This _ is reQUirecl by law (7 USC 21 G). Failure III report lIGCQIdng III liemgulatianll ClllI S._ ..for ~R8patb.JJ'.toIcl"\ ",'
result ;n on OlD.... to aIIllIe lind desistlnd IQ be subjId'lll p8l>IIIilI5 ..~ for in 5eI:lian 2150. IIddIIlcnI! inIoImIIicln. 01~ ",\.

UNrrEDSTATESOEPARn.ENTOFAGRICLUlJRE 1.IUIGlI1'ltATKIIUIO. CUSTOIERNO. I FORMAPPROIIED \ Jlt
ANIMAl. ANO PlANT HEALT1i INSPeCTION SERVICE 14-R-0D65 1478 OMB NC).Cl!i7900038 'of 1

2.~~FAClUYY (NMnI-~ llrag/IIlftdwtIJ IJSl)A,
. h:Uft Zit ca]

13. REI'ORTItIG FACIUTI" (UsII8 lOClJ1ians wIln lnim8l& liIIIlRI hauled or US4ld ip IduIl~. -"'R.~ cr......1lIlicn. tilt hlIId fer IhIIe purpaIII. A/IIch IddiliClllal
sheets W1lICIS$1tIY.)

REPORTOF ...-A1.S USED BY OR UNDER COMlllOl- OF IIEllEARQI FACIUT'I' (Allaelt~__,~.... .-APHIS FORJI1llZ3A)

A. B.~d Co IUnberd D. Nlnber d enilllIII upon E. ,.,..,elf~ upon which 11IlIriHne. F.
onimlll blillll ~upcn lIltlIch Gfl*llnInII, fIIIl8I\IIWIlII_reh. 1U'lII'Yor....-..

Animals Ccl\Ierecl bnIlI. 'IhcII tIIICIin;, -.ng. -.:II, CIOIIlluc:lld imI\lhoing 8C:CIllIl'IpIrIng Plin ord1_ TOiAl.NO.
8ylMMilNll condltionood, 01 ~

1\1I';II)'. tIt__
III tile IIIImIis .... fer MilfI1ha ...d IPfl"IPria\8 OFANltMlS

Welfare RegiAItionS Midfor.-in 4IlIpIIlmen1S, or CI:IfIltlcIId IIlWII\Ifllg ~..ic, tltlllnquili;rlng drugs..-ld
-.g.-..;. -- ~pelnOf _~dlcI8d",~,,,,,".or (CoILe+
~. lXlIIduI;ted dlIIr-.to.......... ~ dille l8IdlII'Oo~. D.. ")
".....,.or iIM:lIvql no 11I:I fer""*" IqInlpIiIIR .".........Slqll)'.tltlllls. (An~gf
1U'll8lYbulllCll ..In, disInlI8. or 8IlllIlhIIle, ......c. or ...~P'Olll&*llIpIIitIcrdilhD/rI"-
)NIl UMlI for IUd! use ofPlIIn- AnquiII;:tng dIUlII_ aniIllIIJ_"_ auc/I /trJgI_ natllllfld
PU/'llOSa. I'QIloNng dnIQa. 1Mll. _ """"'lD "*1I(1I1IfJ

4. Cogs 5 40 40

5. Cats

6. Guinea Pigs

7. Hamstel$ 0 247 l~ 1F\O

8. Rabbits 17 52 186 238

9. NorH-Iuman Prima1e5 452 468 47 515

10. Sheep 82 31 56 1 88

11. Pigs 23 17 45 62

12. Other Farm Animals

Cattle -, 1 1

13. Other Animals

Horses l .. 1

Geese 8 8

~ $TATEMENT5

_see_Atta_ched__Lis1Ing f-------------------

1) Professjlln80y ICQlPlBbIe sla'llf_llQIIW'I1lng "'" care•..--. end use d .......... irlCIudIllJ""""""''- at --.:.1NlIIIIIc. _~ If"., fIIIOr Ill. OIlIng.
Inc! folIawlng actual nISIIId1. 1IIIId1ing. _ng. our;ery. or ~"IIi'lIIoIIClII_~ bythle .-n:h....olr.

2) bell principal ;nwslig~lCr..... """",_ lI/lllmlIlMls III pelnIiII pmadura.

Sl This faCilily is adhering 10 the standlltlls ond "'9"lati_ unclIr lhe AD. _ it hell~ IlIIlI£lIIlIions to ... sllndanls lII1IIRIlIutllions be spedlled end 8IqIlelnecI by tile
pdnCipl1 irWeI1Igll\Ol' and 8pp1O\'l1d by!lllllnsll_1 An1meI c.. 8IlCl use ComI!IIs. (1ACUC). A..-y of .....-. _ ~ JlPGd.lft
Bclditian 10 ll1B11li1y1ng IIIe lAoCUCappflMld ~fiOllS. Ihla _ry IncludIlll I brlef~on d "'1IQIpliI:I(ls 11I 11I:I IlU8Iberatlllirnals atI'ecbId.

4) TIle lIltending .->narian fo< this -.b~ has~ aUlhollly 1O....1hI p/'OloMion at~WI8drIIry c:..1II:I 10__ tile~ fII CIIbCIr
asp_ oIl/'11mal C8.. and use_

!

(Type rr Print)
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APHIS Fonn 7023 Site Ust

The following sites have been reported by the facility.

Registration Number:
Customer Number:
Facility:

74-R-Q065
1476
UNIVERSllY OF TEXAS
1515 HOLCOMBE BLVD
HOUSTON,1X n030
(713) 792-2780

MD ANDERSON CANCER CTR
1515 HOLCOMBE
HOUSTON, TX 77030

DEPT OF VETERINARY SCIENCES
650 COOL WATER DRIVE
BASTROP, TX 78602

UT MD ANDERSON CANCER CENTER
PARKROAD1C
SMITHVIllE, TX 76957

----'--,-,. -- - --,._-------



Column E Explanation

This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is
voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an
explanation. A Column E eXplanation must be written so as to be understood by lay persons as well as SCientists.

1. Registration Number: 7_4_-R_-_O_O_6_5 _

2. Number ---:;l~ .of animals used in this study.

3. Species (common name)__s_h_e_e....p__--.....;of animalsu~ in the study.

4. Explain the procedure producing pain and/or distress.

ACUF # 07·9&..()4922

A surgical procedure is used to ligate a superficial motor DelVe or the foreleg. Ifneuropathic paiD
develops, the animal is maintained on drugs to relieve the neuropathic pain except during a brief
period between experiments to evaluate altenJative neuropathic pain relief drugs. Animals which
develop neuropathic pain are maintained 63-70 days, during which time there are 3 episodes of
analgesic evaluations. The lUlimal is then eul'hanized

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see
Item 6 below)

This model is designed to evaluate new methods. of treating human neuropathic pain, by the
assessment and evaluation ofanalgesics delivered via spinal infusion.

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102):

NoneAgency CFR:.-.. _



This report II requlnld byIJw (7 USC 2'43). F811ure III /8Pllf!8CO>rdlng to the r-sl'*IJllfI8 Cln see_1M side far
"*,Ii in an llfdefIll_8fld desist 8nd III be subjllc:ltopenalllls., provided fartn $8dilln 2150. scldiU-' jnfclrm8Cian.

UNITI:OSrATESDEPARTMENTOFAGRlCULTU~_ 1. ReGISTRATION NO. CUSTOMl!R NO. I
ANIMAL AND PLAHT HEALTH INSPECTION SERVICE 93-RoOO28 1182 FORM APPROVED

OMB NO. 057&-0036

ANNUAL REPORT Of RESEARCH fACILITY
(TYPE OR PRINT)

Z. HEADQ~ IIlESEARCH FACft,.1TY (~",. anti AJJdrus. sa rerJiJt_d..", USDA.
IIIc:Iude z.., Code)

SRI INTERNATIONAL
333 RAVENSWOOD AVENUE
MENLO PARK, CA 94025
(850)859-2000

I,. REPORTING FAClUlY (UtlllU Illc8U_ where 8IIlnll were housed III uaed In lICIuII _1I:II.l8IIIno. t8Ildllng. III .-perlrnsntllfQn. III held far lIleIlt purposes. AltIch sdd"ionIl
Sheets If necMll8lY.)

FACIUTY LOCATIONS{lIIlts)

See Attached Li&ting

REPORT OF AN/MAUl USED BY OR UND£R COIn'ROL OF I'ESl!ARCH FACIL1JY (AttM:h 8ddIIioMI....' n-.ylll'.... N'HIS FORM 7023A)
A. B. Nudleral C. NuITDef or D. Number orsnlll8lSupon Eo NIlnt>er aI anmJll upan wIlich 1e8CIliIg, F.

•enItnIIla boling snlnWll upcln lII!lll:/'l ellpeI\lIIInlll,
~~....rgeryorl___

AnIIT18II CoVWlld bled, MlIc:hle8ehing. leKhIng. .-.n:n. llllI1CIUc:ted involving~nyIng p&In 111lll8\r1S1 TOTAL NO.
By The Anbrel c:andlllllned. III 1MNn:h, IUfDIIY.1lI t.,l1_ to the 8n1"..1.end far WlIIch 1JIe use or 8ppropri8te OF ANIIoIALS

W8lf8re Regul8UOIII held flll' \INl in uperf"""llI llllllllUcled In\lOhilng _thelic.....gaIc. or Ir8nquiU2Ing drugs WIlIIId
. _ching, l8IIin';l. 18SlS_ lICQlI1llIIII~gflIin llI' '-8dlo'll!MlY lIII8cI8d lIl8!RCl1dUre8. resutts. or (CoIa.C.
eIlp8li......... llIlIlllueted IIIIns88 to llIe anlmsJa 1nter¥n18liC1n or IIIe le8chillll. -.:tI. O.EI
r-.tl.·llI' InwMngno 8nd for ...Ich spprq:Nt8 8llplWlmen1f. 1UIllI'Y. III tlSlS. (An elflJ/MJllbtl of
su'lflHY but nol ••cliIIrMa. or 8llllllheIIc, ...~ or IIIe~1/I'IldIIt:IttO pMlord/$tress;,"'_
)'It ulllCl fill' such uuolpa'''' II8ilqulllZlngdtuIII- ....--Mdllle__~ _not UHd

flUl'IIllUS. relllMng drugs. UIIlCI. trNmt tie IOl:Nd III tJtIs rspotf)

4.' Dogs 86 12 0 98

5. CalS

6. GuInea Piga 5 5

7. H8msters

8. R8bbits '2-,,'" 202 .;.:y'2.~ ..HO" ~
9. Non·Human Primate. ~ f'l~ ___ ..~

ftf.r u...~ Cdl J .. .I. ..1I';"'/'l.z../o4
VI ,

"""""-10. Sheep

11. Piga

12. Other. Farm Animals

13. OIher Animal8

ASSUllANce STATEAEH1'S

1) Prcf_onaRy IICCeplable .lDndlnls gcMlmlng the Clre. tr..lrIWI!. _ use of anlmsls. Including iIpPIOPII8le .... of snestheIic, 8IIlI1gesic. _ "'quUIZinlI dt'UQII. pIIor 10. dunng,
And followinG Aetuatresea""'. leAching. testing, SU/'ll8lY.llI'~Unn _ fOIItMftl by Illts -"'" IDcIlity.

2) Each principal i_a-tar"'. Cllllsid8red 11__ to painful~.

1) This "'Clilly Is edherinG to 1Ile SI8nd8rds _ ragul8UllIll uncler the Ad. a'Id IIh1l. required Ills! 8llC8PII_lo ttle l18nd8n1s _ regul8UOlI8 be sped/llId snd IIlllI8IMcI~ tile
prinetpallnlleSliDalllr.ndA~ by IIle InslItUlllllllll Anlrnal Care IIlllI use CCIrlmtlell (IACUC). A a_ry ",8/1 Ih8 lllC8pl/Dna " 8lUCIl8cI Co__,..- In
8dalton III idenUfylng the IACUCepprolllld 8llJ:ePf/_. INs 8\lI'IITIlI)' Indud18 a 1II8lql18118llllll oIlhe -.pilon.. as ""'I 8S IIle SIl8d" end number oIlII1Inls8f1eeted.

4) Th8 8!1endlng _narl8n far 111• .-'1ICi1l1y .... spproprIlIIe 8UIIIllr1ty to an l/IlI pIaIIleICIII ofacI~"_ry<;lire and to _ the 8CIl1qll8Cy or_r
s~ d 8<\imll Clre _ use. .

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
(Chief EJi8C~.Offi«* or Legally R..ponslble Institutional officl.l)

1_...... 'h,,' _ .._ /...... '""""'" aM """,nItll.. n II ~ r. ~rJinn '14.''''

APHIS FORM 7023
(AUG 91)
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All redactions on this page are pursuant to (b)(4).

Column E Explanation

1. Registration number:93-R-0026

2. Number of animals used in these studies: l.§

3. Species (common name) ofanimals used in these studies: Rabbit. Guinea Pig

4. Explain the procedure producing pain and/or distress:

Five (5) guinea pigs were euthanized via decapitation without anesthetic.

Eleven (11) rab,bits experienced categM'E ain/distreS,',s for approximately 1-2

_
from dose administration 0 into the lungs. The

reated infection of the lungs. en 1 was detennined that the
ra 1 were experiencing pain and/or distress, the rabbits were euthanized.

5. Provide scientific justification why pain and/or distress could not be relieved.
State methods or means used to detennine that pain and/or distress relief would
interfere with test results. (For federally mandated testing, see Item 6 below).

The 5 guinea pigs were used as a tissue source for ileal smooth muscle
bioassays. The ileum. is very sensitive to anesthetics. When anesthetic is used
the tissues don't contract and they are insensitive to the opiates that were being
tested. For this reason, administration ofanesthesia prior to decapitation was
contraindicated.

Each of the 11 rabbits was on a continuous ~gimenof antibiotics to treat the
underlying cause of this pain &/or discOmfort. Also, when personnel identified
this condition, the rabbit was euthanized as soon as possible.

6. What, if any, federal regulations require this procedure? Cite the agency, the
code ofFederal Regulations (CPR.) title number and the specific section nwnber
(e.g. APHIS, 9 CFR 113.102).

Agency: Food and Drug Administration (FDA) 21 CFR 312.23,a,5,ii,iii

An Investigational New Drug (IND) submission requires: A summary of the
phannacological and toxicological effects ofthe drug in animals.

SRI International
333 Ravenswood Avenue' Menlo Park, CA94025·3493 • 650.859.2000

!
..:..... ',"j



Interailency Repo" Control No.: rz.:a-~e il1I8Cnea JOm'! lor
addWonallnfo,m;lllon

FACILITY LOCATIONS I Siles) • See Alac!'l!!d listing

..... ._ 0- ,_ .- _. --,...... _ ....._,-,.. ..........-vI\olIl'WIUI.ICIl::W~r"Ut.ln5W:1n

result in an ardena ceaSe and desls! nd 10 b bJ II II' 'd dr' S \I 2'

.idge ie1d, C 06877 I
F:tEPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY I Attach additional sheets if necessarv or use APHIS Form 7023A[1 I

AJ B. Numberer C. Number of O. Number 01 animals upon E. Nurrller r:I enimals upon wIlie:tlleachlng. experime*ts. F.
ani"...l. being animals upon wtllcll exper;_nlS. .....eerell. surgery or IBIS wera conducted Involving
bred, condltloned. wIlich leaching. I••chlng, "'••arch. a~nyIng pIIin ar dlSlresslO llle animals and fOr wh

TOTAL NUMllERAnimal, Covered or held for use in research. ..rgelY. or leS15 were tile use of approprtate aneslhelle, analgesic, or lranlluili.
By Tile AnImal leac!'llng. tesling. experiM"W!!nts. or c:onduded inYOl1/inG drugs wou1dllave adversely affected Ihe proced~. OF ANIMALS

W••fa.... Regulations ""pen_nls. tests wer_ accompanying pain or resulls. or inleroretalion oIlIle teec:hlng. ' .....rch.
research, or <:ondUCIe<l dislress '0 the Bnirr815 an _r1menIs. aurgel}'. or tests, (An explanation 01~ (COLUMNS
sU'll"'Y but nol)IE InvolYing no pain. far ""'i:h ""propria,s procedures producing pain or dislr... In these anl"'ls • C+D+ E-)
used for such distress. or LISe D\ aneslllellc, anatgeslc. or !he reasons such drugs were not used musl be allaened
plJ!1'oses. paln-<elielling 1rlInqull%ing drugs were Ihis r!!porI).

drugs. used.

I..Dogs 16 24 \ 8 , 4842 ,

i. ems

i. 'Guinea Pigs 75. 75
I'. Hamslelll

I. Rabbits 10 I
10.

I. IIIOn-human Primates 164 8 216 : 224
O. Sheep

1. Pigs 4 :, 4

.2.. Other Farm Animals

'3. Other Animals
,

;

(

/
//

/ i
,/l.SSURANCE STATEMENTS f I J

. a e au ee 0 pen;. les as proVl e or 1n !c on 1 I
I

"1 UNITED STA'TES DEPARTMENT OF AGRICULTURE CERTIFICATE NUMBER:
i

FORM APPROVl:D, 1. 16-R·0029
I ANIMAL AND PlANT HEALTH INSPECTION SERVICE

: OMB NO. 0519·0036
CUSTOMER NUMBER: 55

I

I
I

Boehringer Ingelheim Pharmaceuticals, Inc.
ANNUAL REPORT OF RESEARCH FACILITY 900 Ridgebury Road

( TYPE OR PRINT) P.O. Box 368
Ridgefield, CT 06877

NOV 2 32004
Telephone: (203) ·798·9988 I

I
I

13.[REPORTING FACIL.IT'I' (Usl an localions ""'ere animals we.... haused ar used inaduel research, lesting•.or e,.perimentalion, or held for these purposes. AU.eIl oddllional shee~ if necesS8ty) I
l75 ~iar RidTe Road

I

[

DATE SlGNED

H(O~(OI(
__ ,_ ~ " \ is ObsDle.le.)

l) ProIus"onslly aa:eplabl. standllrds govemng the """'. treatment, and UN rIIarumail. ,ndulll'lg appropnm- use rlanesletlc, analgesic. 8!llItnIOquilizlng drugs. pnc< to. !M\nIli and following lICIUal re..
leeching, testing. surgery. or experimenl8lion __ fellowed by Illil re...arcl1 facml)'.

2) Eac!'l principoi invelltigator has c:onsiderlld oIIemallves to painful pracedures_

:l) Thill facility ia adhorin; to the s1andanls .nd re;ulallons uncler the Acl. and i\1l.. fIlqUirwd lila! __pI;"'" to tile otand_ ancl regUlations be apeClliod and upLainad by I"" pri~cipal inv.stigator lind ap
'""UIU1ional Animal Care and Use Commillee (IACUC). A summary crf' aU sucll exc:opliOntlls allached 10 Ihls annual ..porl. In addilion \0 idenillying lila IACue-l1pprtl'l8d __Ipticns. \hia """"""y in,
brief ."Planation of the ll)CCep\ions, .s well as the specie••nd numbor crf' .nlmal. ",,"Cled.

.4) The attending veterinarian tor lhis research facflily has appmpri.I. authority Ie en-.nG the provision of ad,qUllIe veterin..-y care and Ie OV'8rsee tne adequacy of ether vr.ped.s of iantmal C8'1'8 .nt;t use.

r-----..;..--------~--C~E..Rn......F...IC..A!'T...IO...N..B..Y-.-H~EADQ~..U-.A...R...T...E....R....S-R..E..S~EAR~~C:':H...F~A~C~IL'::lTY~O~F=F~IC..lA~L~---------------..,

l
(Chief Execullve Off'tceI'Cll' Legally Responsible Ins1itulional Official)

SIGNATURE OF' .• --

,\PHis FORM 102
(AUG 91)

(J(;{\I~}J
.....\.. \ .



E4

I

The 8 dogs assigned to column E of this report were included in toxicology or safety assessment procecaures
in which, to meet Food and Drug Administration requirements under Good Laboratory Practice regulations
(21 CFR 58.120, 43 CFR 60013) a limited number ofanimals must be exposed to test compound dose I
levels toxic to the animal. Clinical signs produced by some test compounds at toxic dose levels may b~
distressful or painful to the animal, if only transiently. To intercede prematurely would invalidate the I
procedure, requiring its repetition and the consequent use of more animals.



'\

E8
i

16.R-OOZ~
I

The 10 rabbits assigned to column E ofthis report were used for hyperimmunization procedures
(polyclonal antibody production) in which adjuvant associated with the antigen ofinterest produced I
localized discomfort typical ofa subacute inflammatory reaction. The lesions were treated topically to I
minimize discomfort, and in all cases the minimum quantity ofleast irritating adjuvant was employed iliat
would not have necessitated the use of additional animals. The protocol pemrits 10-20 intradezmal I
injection sites which may be pruritic or transiently painful when subjected to normal postural adjustme~ts.
The use of systemic analgesics during the several week duration of the process is regarded as inapproptlate,
since these agents interfere with the antibody production process (e.g., corticosteroids), or have systemij;:
side effects in chronic dosage (appetite suppression, constipation). Although the injection sites are !
monitored daily for signs ofexcessive inflammation and treated locally with emollients, local anesthetiqs
and antibiotics as indicated, a conservative classification acknOWledges the potential for distress associated
with what is an iatrogenic dennatitis. I

I



E9 16-R-0029

Primates assigned to column E of this report were used in various toxicology/safety assessment procedures,
pharmacologic studies of the inflammatory response or evaluation of the immunomodulatory effects of test
compounds.

ith compounds intended to produce_ I
Although doses are titrated to produce tile minimum

ange compa 1 e Wlt appropriate evaluation of the test anti-inflammatory compound, i
normal physiologic variation among animals, the side effects of up to four hour sedation throughout the test
period and repeated use of the same animals to test a succession of compounds produces transient anorex~a
and limited signs ofdepression during the 24-hour post-test period. We feel this could be distressful to die
animal and have conservatively assessed the procedure accordingly. i
22 squirrel mOnkeys are used as a model of cell mediated immunity (CMI) in which they are sensitized by .
antigen in an adjuvant vehicle appropriate to the route, dosed with test compound by a variety of routes~
then skin tested with the original antigen. Although antigen dose is minimized,systemic reactions include
inappetence and depression; local reactions at injection sites are those associated with minimal acute :
inflammation. Discomfort is attenuated through the use ofanalgesic drugs but, because an inflammatory i
condition is induced and clinical signs may appear, it is anticipated that the monkeys may potentially I
experience the discomfort which human beings feel during the analogous condition. '

155 rhesus macaques were included in toxicology or safety assessment procedures in which, to meet FooJ
and Drug Administration requirements under Good Laboratory Practice regulati9ns (21 CPR 58. I20,43
CFR 60013) a limited number ofanimals must be exposed to test compound at dose levels toxic to the
animal. Clinical signs produced by some test compounds at toxic levels may be distressful or painful to the
animal, if only transiently. To intercede prematurely would invalidate the procedure under the cited
regulations, requiring repetition ofthe study and the consequent use of more anitnals.



Ti,:,' report is requir<!d by law (7 USC 2143). Failure to report acwding 10 the regulations can H0V2 4200.
resu:lln an order to cease and desist end 10 De wDJeer 10 penalties as provided for in Section 21'

See altecl1ed form for
addl~onel Informetion

Inleragency Report COnlrol No.

UNITED STATES DEPARTMENT OF AGRICULlURE 1. CeRTIFICATE NUMBER: 21-R-0114 FORM APPROVED
ANIMAL AND PLANT HEALTH INSPECTION SERVICE OMS NO. 0579·003B

CUSTOMER NUMBER: 336

Weill Medical College Of Cornell University
ANNUAL REPORT OF RESEARCH FACILITY 1300 York Avenue - Box 40

( TYPE OR PRINT) New York New York, NY 10021

Telephone:

3, REPORTING FACILITY ( list ell locations where animals were housed or used in actual researCl1, lesting. or a~perlmanlation, or hllld lor these purposes. Attach additionalsheels Wnecessary ) I

FACILITY L.OCATIONS ( Siles) • See AtlOCl1ed usttng

I REPORT OF ANIMALS USED BY OR UNDER CONTROL. OF RESEARCH FACILITY ( Attach additional eheets If necessarY or use APHIS Form 7023A l I
A. B. Number of animal C. Number of D. NUmller of animals upon E. NuonberOf animals upon wf1lch leaching, experiments, F.

being bred, animals upon which Ill<pertments, reS88rl:h, surgery or lests -.. conducted InvoMng
conditioned, or which leaching, teaching, reaearch. acc0mp8nying pei" C1f diSiress to the animals and for wto

TOTAL NUMBERAnimal. COYerell held bus.. in research, surgery, Of leal. were lhe use 01 appropriate anesthetic, analgesic, or ImnQuiliz
By Ths Animal teaching, fesling. e"""""",,,IS, Of conducted Involving drug. waud hlIve ad_y affected the procedures, ras OF ANIMALS

Welfare Regulations experlmenlS, teSlswere accompanying pain or or InlerpretallOn of the leaching, researCl1, experimenls,
research, or conducted distress \0 the 'animals an eurgery, or lesls. (M eXplenation of the procedures ( COLUMNS
surgery but not yE invoMng no pain. lor which appropriate producing pain or distress In these animals and Ihe ress< C + 0+ E)
used fOl' suell distress, or use a anesthellc, enalgeslc, or such drugs were not used rrosl be altached 10 Ihls reporl
purposes. pain-relievtng ttanqulllzing drugs ware

drugs. used.

4. Dogs
46--- ---_.- _____.4fi_._

5, Cals
1 l

6. Guinea Pigs
381 381

7. Hamsters
7F. 7Fo --

B. Rabbits
For:;.'-- 65

9. Non-human Primates
l' 6 18

-~-----" --
10. Sheep

r:; 5
11. Pigs

Q4 ail-
12. Other Farm Animals-_.. 0 -

..
13. Other Animals

0- .. _.

_~bQ.\t ~~D.= n..-i ","oN A ~ .. ...... 10-0.""1 ......... ,...; .... '" ........ -
II ....,.,. • "'_1: .nn"7" \ ",~';_",1., '" ...~ _..:3 nn

J
_._----

'a 11 ;>nn not included on ~his renort:.
I ASSURANCE STATEMENTS I

1) ProfessIonally acceptable slandards govermng the care, 1Je"lmenl. and use of animalS, ,ncludlng appropriate use olaneslelle, analgeSIC, end tranquilizing drugs, prll,r fa, dunng, end 10llowm9 eclu~1 r...
leaChing, lesting, SUl'gery. Of experimentation were foil"""'" by II1is fBSGlIrdl facility.

2} Each principal inv....tigatOl' has. considered altematlves.lo pairlfui procedur".

3) This facility is adhering to \11e standards and I9\llllations undar lhe AcI. and jj hall IllqUired lnat ~cepllons101l1e standards and regulallons be specified and axplained DY fhe principal invesllga'or and ap
InsliluliOnal AnImal Care and Use Committee (fACUC). A .umrrlllry of a1111UCh ••~ .. _oiled to _ annuallllpon, In addition \0 identifying tire IACUC-ap","ov<!d exceptions, this summary Inc
brillf expianation of the exceptions, as we" a51M species and number r:i animatsllflecled.

4) Tire altending Velerlnarian lor this research facility has epproprlale authortty to ensure tha provi$lon of adequate vetarinary care and 10 oversee Ihe adequacy of other aspects of animal care and use.

CERTIFICATION BV HEADQUARTERS RESEARCH FACIUTY OFACIAL.
( Chief executive Officer or Legally Responsible Institutional Offlclal )

SIGNATURE OF C,c n.. ,",0 Ir...I~l""'.n"ll\l ",r-r-'l"11I1 - NAME & TITLE OF C.E.O. OR INSTITUTIONAl O~FICIAL (Type or Print I DATE SIGNED

'i
I

Ii /.J:J. J,,~I
APHIS FORM 7023 ,(Replaces VS FORM 18-23 (OCT 88). whiC/1 is obsolele.)

(AUG91)



APHIS form 7023 Site List
Registration #: 21-R-o114
Customer Number: 336
Facility: Weill Medical College

1300 York Avenue
New York, NY 10021
(212) 746-1077

USDA Annual Report WMC
Certificate Number: 21-R-Ol)4
Date: ) 1120/2004

Harkness and S Building
1300 York Avenue
New York, NY 10021
County: New York

Kips Bf Building
East 69 Street
New York. NY 10021
County: New York

Citigroup Imaging Center
515 East nod Street
New York, NY 10021
County: New York

Kettering Lal1
425 East 68th Street
New York, NY 10021
County: New York

Burke Medical Research Institute
785 Mammaroneck Avenue
White Plains, NY 10605
County:Westchester



Weill Medical College of Cornell University
"Reportable IACUC-Approved Exceptions

1. Restriction ofwater in non-human primates (for behavioral training) = 3 Protocols

2. Pair housing two (2) "Group 3" non-human primates in a cage with floor space of8.08
sq. ft. instead of the required 8.6 sq. ft.

USDA Report WMC/CU
Certificate Number 21- R~ 0114
November 2004



Optional Column E Explanation Form

This form is intended as an aid to completing the Column E explanation. It is not an
official fOlm and its use is voluntary. Names, addresses, protocols, veterinary care
programs, and the like are not required as part of a explanation. A Column E explanation
must be written so as to be understood by lay persons as well as scientists.

1. Registration Number: _-"2:.:1",,",,-R~-=O,,,-,1l~4~ _

2. Number~__~6~ of animals used in this study

3. Species (common name) Non-Human Primate of animals used in this study.
Rhesus macaque

4. Explain the procedure producing pain and/or distress

The animals will be placed on a water restriction regime during the on-control
periods of research. Although a detailed method of evaluation has been
successfully employed since inception of the protocol, it is possible that the
animals could become dehydrated during the on-control periods. If the animal
becomes dehydrated, the animal will be treated appropriately with rehydrating
fluids. In addition, visual behavior experiments require that the monkey be
restrained for several hours a day in a primate chair. The restraint could be
distressful. Precautions are taken to prevent the animalfrom experiencing pain
or distress while in the primate chair. Excessive grimacing, vocalizations or
squirming may be signs that the animal is un'comfortable in the chair. If these
behaviors are displayed during a recording session, the experiment for that day
will be terminated and the animal returned to its cage. .

5. Provide scientific justification why pain and/or distress could not be relieved.
State methods or means used to detennine that pain and/or distress relief would
interfere with test results. (For Federally mandated testing, see question 6 below).

Pain or distress will be relieved by rehydrating the monkey in the case of
dehydration and removal from the primate chair if the animal displays signs of
discomfort or pain. Although appropriate action would be taken immediately, the
animals were placed in Category E because both of these situations may occur.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code
of Federal Regulations (CPR) title number and the specific section Number (e.g.,
APHIS, 9 CFR 113.102)

Agency--,C~FR~ _

USDA Report WMC/CU
Certificate Number: 21-R·01l4
11123/2004 .



"Tt(iS reoon i~ required by law (7 USC 2143). Failure to report according to the regulations can
reoul! ill an order 10 ceese and desist and to be sUbject to penal/iee as provided for In section 21'

) l.UU.J
see altached fonnlor
addllional infOlTl1allon

Inl",agenCy Report Control No.:

UNITED STArES DEPARTMENT OF AGRICULTURE 1. CERTIFICATE NUMBER: 21-R-Q199 FORM APPROVED
ANIMAL AND PLANT HEALTH INSPECTION SERVICE OMB NO. 0579-0036

CUSTOMER NUMBER: 537
October 1, 2003 to September 30, 2004
, Roswell Park Cancer Institute

ANNUAL REPORT OF RESEARCH FACILITY Roswell Park Cancer Institute Corp
( TYPE OR PRINT) Buffalo, NY 14263

! AM ENDE"b Telephone: (716) -845-2300
,

3. R~PORTrNG FACILITY ( Usl all/ocations where animals were housed or used In aclual research, testing. or expariment8ffOl1, or held for thase pul!lOS8B. Altach additional sheela If necessary )

~ical Research Complex FACILITY LOCATIONS (Silas J • SaeAlached Udnll

cer Cell Center
R~ORTOF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY / Attach additional sheets If necessary or WIll APHIS Form 7023A I

I
iA, I B. Numb'" of animel C. Number of D. Number ofanlfllllis upon E. IWJmber of enimals upon which teaching. experiments, F.

being bred, animals upon whiCh experimenls, research. surgery or lasts were conducted involving
conditioned. or whlclllellChing, leaChing. researell, accompan~ng pain or distress to the animals and lor wh

iAnlmela COYlll'teI held for use In research, surgery, or tasts were the use of aPPropriate anesthellc, analgeslc, or lranQufllz TOTAL NUMBEF
By The Annl leaching, testing. experiments, or conducted Involving dlUgl would have adv81'181y affected the plOCBdures, res OF ANIMALS

Welfare Regulallons experiments, tasls were aceompanylngpain or or InlirprelaUon of the teaching. research, experiments,
researell, or conducted distreos to tl1e animals an surgery. or tests. (An explanallon of the procedures (COLUMNS
surgery but not yE InllOivlng no pain. for Whlcl\ appropriate produclng pain or distress In Ihese animals and the reeSI C+D+E)
used for such distress, or use (J anesthetic, analg8$ic, or sUGh drugs were not used must be attached 10 thiS repor1
purposes. palIWelllllllng lranqullzlng drugs were

, drugs. used.

1. DOgs 4 71 4 79
~. Cats

6. Guinea Pigs

~. Hamsters

8:. Rabbits 2 13 15
9:. NOh-human Primates

,6.Sh~ep
, '

11. Pigs 3 3
d. Ottiel Farm Animals

13L Ottier Animals
,

iWild mice 404 926 926

i

I ASSU~ANCE STATEMENTS I
! 1) [professionally acceptable standards governing the cace. Ireatmenl, and use of anlmllls. including approPriate use of an..tetic. analgesiC, and tranquiPZlng drugs, prior to, during, and following aclual res,

)eaching, tesling, surgery, or expenmenlation were followed by this research faality.

! 2) Each principal inwsllgator has consid"'ed alternatives to painful procedures.

3) irhls facility is adhering to the standards and regulations under the Act. and it has required thal_tions 10 the standerds and r8lluletions be specified end e""lalned by the principal investlgalor and ap
)nslitutional Animal Care and Use COmmitlee (IACUe). A summa/yof allauch axceptlo... Is atlKhed ID tills annue' report. In addillon to identifying tha IACUC-approved exceptions, this summary in'
prief explanation of lIle exceptiOnS. as well as the species and number of animalS affected.

4) The attending velerinanan fO( Ihis research facility has appropnate authority 10 ensure the provision of adequate ""tecinary care end to o""rsee the adequacy of clher aspects of animal care and use.

! CERTIFICATION BY HEADQUARTERS RESEARCH FACILIlY OFFICIAL

:
( Chief Eltecutive Offtcer or Legally Responsible Institutions! Official J

SjIGNA'rURE OF CE.O OR INSTITUTIONAL OFFICIAL NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Typa or Print) DATE SIGNED

:
,

APHIS ffORM 7023
( AUG91)

(Replaces VS FORM 18·23 (OCT 88). whIch IS obsolete.)



!' CQ'umn E Explanation f tB 2 ') LUU:J

This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is
voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists.

1. Registration Number:_---'2......J_-.....R_-.....O....O....3-.2 _

2. Number__C=4~-=-_-'D=!C:.J7~1!.o-.,~:;."==_·~..j,E=4=~ of animals used in this study.

3. Species (common name) __D_O_G_S_~__o.f animals used in the study.

4. Explain the procedure producing pain and/or distress.

ALL OF OUR ANIMALS ARE USED FOR PRECLINICAL TOXICOLOGY TESTING,
PAIN OR DISTRESS IS CAUSED BY ADMINISTRATION OF CYTOTOXIC DRUGS
THAT CAUSE A VARIETY OF TOXICITIES. SUCH AS MYELOSUPRESSION.
GASTROINTESTINAL TOXICITY. ANOREXIA.ETC.

5. Provide scientific justification why pain and/or distress co",ld not be relieved. State methods or means·used to
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see
Item 6 below)

THE POINT OF PRECLINCIAL TOXICOLOGY TESTING IS TO DETERMINE A SAFE
STARTING DOSE IN MAN, TO DETERMINE THE FULL CONSTELLATION OF TOXICITIE~

BOT~ IMMEDIATE (WITH HOURS OR DAYS) AND DELAYED (WEEKS TO MONTHS) THAT
MAY OCCUR. AND TO EXCLUDE DRUGS FROM HUMAN TESTING THAT SHOW A PATTERN
OF:UNACCEPTABLE TOXICITY (HEART FAILURE. BLINDNESS. ETC.), WHILE THE
TOXICITIES TH~T OCCUR THAT MAY CAUSE DISTRESS ARE OFTEN TREATABLE. THAT
WOULD BE COUNTER TO THE GOALS OF TESTING. WHERE INFORMATION REGARDING
THE FREQUENCY. MAGNITUDE AND REVERSIBILTY OF TOXICITIES ARE ALL IMPORTA
TO UNDERSTAND AND STUDY.

6. What, if any, federal regulations require this procedure? Cite the agency. the code of Federal Regulations
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102):

Agency CFR,__--------



. fllis report is required b"law(7 USC 2143). Faikn'elo repDll aa:onIIng to the J89U'BIi~canliO' V' '1 920n 1
,aSUllln So order 10 cease and desist and 10 be Sllb;ecllo per*ties as Ill'O'Wided for in Sec:llon :n u,.

see 8lIaet>ell form for
additional inlolmalion.

Interagen<:y Report Co~trol No.;

UNITED STATES DEPARTMENT OF AGRICUL11JRE 1. CER1lFICATE NUMBER: 22-R'()()()9 FORM APPROVEO
ANIMAL AND PLANT HEALTH INSPECTION SERVICE OMil NO. 0579-<103e

CUSTOMER MUMBER: 519

Novartis Phannaceuticals Corporation
ANNUAL REPORT OF RESEARCH FACILITY Bldg 437/1329

( n'PE OR PRINT )
,

One Health Plaza.
East Hanover, NJ 07936

Telephone: (973) -781.()(17i

3. REPORTING FAClurY I Lisl a1llocati<ll\S""*' animals~ hoosed 01 used in lJClu8ll'llSNfdl.lIISIfng, cr e"pefilllelllati<ll~ or held for lI1ese 1JU'1lONS. AIlach acldiUOlIallIheels if necessaty ) I,

I REPORT OF ANIMAlS U~EO BY OR UNDER CONlROL OF RESEARCH FACJUTY' AtlaCh additional sheets "necessarv Of use APHIS FOI'II'l 7023A ) I
A. B. Number oIlW1imaJ C. NuIIIller of D. NunlbetOf InifMIs lIj>Cll E. NunWof ....... upon wIlIcb teaching. eoperime<Its. F.

being bred. ""-upon whlcI:' IIllperiInenI$, r-..rd>, StJr1IllIY or testll_ can<luded 1n""""11ll
conditioned, or \Ohich IeIIcI1Ing. ItIlIlHng.~ ~an~ng pain Of disIIeS& 10 the animals .nd for ....

TOTAl. NUMBERAnlmllb Co-.cl l1e1dbuseio reseatdl. 1lIJI'll'I'Y• .., ...... - hi use Of IlpJIIOpl1aIe aneslIIetic. enalgesk;. or tranqull/z
OF ANIMAlSBr The Animal laa<Hng. testio8. mcperimenIs. Ot conduc:lecllnvoMng d..~ Ilave~ sIIected Ibe ptDClldurns, res

Welfare Regulatlona e>rperimenIll. --.. aa:ompenylng peIn or Ot in!eqInIlBIicln of lleleaCt1ing. research. eoperimen1S.
research. or o;ancIUCled (listreBa 10 lIIe anlm8Ill an SUIgl!lY. or lesIa. IAn "",*,n.1Io<1 of /he procedures (COLUMNS
surgety buI no! ye In\OOlvlng no pain. for IOtIicIt llPllfllIlIlate pn:>duCIng pein or diS1reSS In I!lese animals and 1I1e rea&< C+D+E),
used lor suc:It ..-.orusoa lneslhelic, anaIgeBle. or such dIugs _ "'" used mu$l be olleched 10 \lOs~M
purp0$8S. psln-refieYlng ltanquiIIzlng dnlp ....

drugs. IlMd.

4. Dogs - 336 14 27 377
5. Cats

N/A - - - -
6. Guinea Pigs - 42 - - 42
7. Hamsters N/A - - -
8. Rabbits 1 398 67 466-
9. Non-human PMmales 133 382 102 35 652
10.Sheep N/A - - - -
fl. Pigs N/A - - - -
12. Other Farm Animals N/A - - - -
13. Other AnimalS N/A - - - -

I ASSVRANCE STAn:MENTS I
11 Professionally ecoeplable slandaClls pemI"II\he care. lre8llI1enI. end ..... of enimaIs. illducllnfJ eppropo1ole """ Of '-'lWlIIig-' _ tranquitlzlng lfrugs. prIOr lO, du""9. and following actual,...

leaching. leafing. outgery, or experimentation Dyl!lis noseIIId\ fedlil)'.

2) ElICh principel i_llvaror I1as cooskIenId eJlBmetill'l!!l to painful procedun!$.

31 ThIs fsdiity is a<1tt<lring 10 \he "'-....Is and regula1Ions under !he Ad, end • has reQIi'ed IIIlIl """"PlfonS to lila _Ills ilI1lf reguIllllons be spe<;ltIed .nlf e""'alnelf by !he ptfndp.r invesllgalor and ap
InsllllJllonal Animal Cece aod Use CommIIlee (W::UC). A MlI1lINIW' Of .. such~ II-'*' to tills _ report. In lIddiUon 10 iden4Iflling "'" IIICUC-epprovud e"captionS. this BUfl1ITI"ry in(
brief "",Ianation Of !he e_plions. as wen as lhe cpeciec and_d eniIY*S aIIecIeO.

..) The al1llndiJ\9 veterinarian'Of" II>is ..-reI> facill1y """~ auIharfty to~ \he provIslCIl or1KIequa1e velerinary ClIIe aMI to0-"'" adeq\lllCY of mOO< a5fl8C1S of ...."'........ and use.

CERTIfICATION BY HEADQUARTERS RESEARCH FACILITY OffICIAL
( CIief &eculiIIe Officer Ot Legally Re$POflSlbIe JnstilulionaI 0lIiclal ).....-.....

l-·-----~""· ··· ~· , J ...-.------H-.--..~-..
"-PJiII5'FORM702J '''ar''I~'''D<: v,.., ~ _ .n--#'., 1'.......Ulol'. __..._ ....._.)

(AUG91 )

ClATh SIGNED



USDA ANNUAL REPORT OF RESEARCH FACILITY FOR 2003-2004
NOVARTIS PHARMACEUTICALS CORPORATION

USDA Registration No. 22·R-0009

Summary of the NAeUe approved exceptions to the Standards and Regulations:
Canine Exercise Exemptions

Days WIthout
Protocol JiIIe Species Number ex«dB Reason

1. Absorption, Dog 6 9 Quantitative collection
Metabolism, and ofexcreta, containment
Excretion After A orradioactivity
Single Oral or
IV Dose" in the Dog

2.. Telemetry Device Dog 1 10 Treatment of Interdigital
Implantation and Holding pyoderma
Monkeys intended for
Use on Safety Pharmacology
Studies

3. Telemetry Device Dog 1 22 Treatment for lameness
Implantation and Holding
Monkeys intended for
Use on Safety Pharmacology
Studies

2



OPTIONAL COLU
Study Number ,

1. Regis1ration Number: 22-R-0009

2. Number of animals·used in this study: 32 . Number ofanimals claS$ified as category dE" - 3 .

3. Species {common name)~ogi__of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These dogs were dosed with apharmaceutical compound.

Three animals on this study experienced clinical conditions that required unscheduled
euthanasia. These three animals had clinical issues that required them to be sacrificed early.
The problems included a recurring salivary cyst, a fracture injury of the peMs and a severe
dermatitis.

5. Provide scie'ltific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
FederaHy mandated testing, see question 6below)

/os soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanized. .

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) ti1Ie number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a}(8). This reference indicates that there are
guidefines available from the FDA that describe ways in which these requirements may be
met. More specific guidelines may be found in the following:

1) M3 Nonc~nical safety studies for the conduct of human clinical trials for pharmaceuticals
published in the Federal Register on November 25. 1997 (52 FR 62922)



OPTIONAL COL
Study Number: • '

1. Registration Number. 22~R-0009

2. Number ofanimals used in this study: 24 . Number of animals classified as category HE" -1 .

3. Species (common name)_Dog,__ofanimals used in this study.

4. Explain the procedure producing pain and/or distress.

These dogs were dosed with apharmaceutical compound.

One animal on this study experienced compound related effects resulting in diarrhea of greater
than 5days duration.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below) .

The overall clinical condition noted was not deemed so severe that the animal could not
continue on study. Relieving the cause of the diarrhea would have defeated the purpose of the
study.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23{a)(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be
mel More specific guideNnes may be found in the following:

1} M3 Nonclinical safety studies for the conduct of human cUnical_ for ptlarmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLUMN E EXPLANATION FORM
Study Number: •.

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 4 .Number of animals classified as category "E" - 2 .

3. Species (common name)_Dog__of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These dogs were dosed with apharmaceutical compound.

Two animals on this study experienced compound related effects of being found in amoribund
state and were therefore euthanized unscheduled.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

As soon as there were signs indicating that an animal was experiencing pain or distress, it was
euthanized.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
RegUlations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a}(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct ofhuman clinical trials for phannaceuticals
pUblished in the Federal Register on November 25, 1997 (62 FR 62922)



(b)(4)

OPTIONAL COLUMN E EXPLANAnON FORM
Study Number:

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 24 . Number ofanimals classified as category UE" - 2 .

3. Species (common name}_Oo9I__of animals used in this study.

4. Explain the procedure producing pain and/or dis1reSS.

These dogs were dosed with apharmaceutical co~und.

Two animals on this study experienced compound related effectS resulting in decreased
locomotor activity, recumbency and labored breathing that lead to amoribund state.

5. Provide scientific justification why pain and/ord,istresS could not be relieved. State methods or
means used to determine that pain and/or distress relief would jnterfere with test results. (For
Federally mandated testing, see question 6 below)

These two animals were humanely euthanized as soon as the clinical signs noted above were
observed.

6. What, if any, federal regUlations require this procedure? Cite the agency, the Code of Federal
RegUlations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in ,the following:

1) M3 Nonclinical safely studies for the conduct ofhuman clinical1rials for phannaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONALCOLUMN~FORM

StudyNumber:_

1. Registration Number: 22-R-0009

2. Number ofanimals used in this study: 10 . Number of animals classified as category liE- - 2 .

3. Species (common namel_Oog of animals used in this study.

.4. Explain the procedure producing pain and/or distress.

These dogs were dosed with apharmaceutical compound.

Two animals on this study experienced compound related e1fects of being found in an
moribund states and were therefore euthanized unscheduled.

5. Provide scientific justification why pain and/or dis1ress could not be relieved. State methods or
means used to detennine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

As soon as there were signs indicating that an animal was experiencing pain or distress. it
was euthanized.

6. What, if any, federat regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the· specific section number (e.g., APHIS. 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available fi'om the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct ofhuman clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR62922)



OPTIONALCOLU_FORM
StudyNumber:_

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 32 .Number of animals classified as category "E" - 12 .

3. Species (common name)_Dog__of animals used in this study.

4. Explain the procedure producing pain anellor distress.

These do~ were dosed with apharmaceutical compound.

Twelve animals on this study experienced compound related effects of being found in a
moribund state and were therefore euthanized unscheduled.

5. Provide scientific justification why painand/or dis1ress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

As soon as there were signs indicating that an animal was exPeriencing pain or distress, it
was euthanized.

6. What, if any, federal regulations require this procedure? Cite the agency. the Code of Federal
Regulations (CFR) tifJe number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23{a)(8}. This reference indicates thatthere are
gUidelines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 NonclinicaJ safety studies for the conduct of human clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPIlONAL COL
Study Number: • .

1, Registration Number. 22~R-0009

2. Number of animals used in this study; 31 . Number ofanimals classified as category nE" • 1 .

3. Species (common name)_Dog,__ of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These dogs were dosed with apharmaceutical compound.

One animal on this study experienced compound related effects of severe labored breathing
and lethargy and was therefore euthanized unscheduled.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6beloW)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanized.

6. What, if any, federal regulations require this procedure? C~ the agency, the Code of Federal
Regulations (CFR) We number and the specific section number (e.g., APHIS, 9 CFR
113.102): .

The general reference is 21 CFR 312.23(a)(8}. This reference incflCates that there are
guidelines available from the FDA that descrtbe ways in which these requirements may be
met More specific guidefines may be found in the following:

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLUMNE EXPLANATION FORM
Study Number: • .

1. Registration Number: 22·R~0OO9

2. Number ofanimals used in this study: 24 . Number of animals classified as category "E" - 1 .

3. Species (common name)_Dog,__of animals used in this study.

4. Explain the procedure producing pain andlor distress.

These dogs were dosed With apharmaceutical compound.

One animal on this study experienced compound related effects resulting in diarrhea for more
than 5 consecutive days while on study.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

The overall clinical condition observed was not deemed so severe that the animal could not
continue on study. Relieving the cause of the diarrhea would have defeated the purpose of the
study.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations {CFR} titfe number and the specific section number (e.g" APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a}(8). This reference indicates that there are
guidelines available from the FDA thatdescribe ways in wbich these requirements may be
met More specific guidelines may be found in the following:

1} M3 Nonclinical safety studies for the conduct of human clinical trials for phal'l'T1a:euticals
published in the Federal Register on November 25, 1997 (62 FR ·62922)



OPTIONAL COL
Study Number: •.

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 24 .Numberof animals classified as category irE" - 2 .

3. Species (common name}_DoQ__of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These dogs were dosed with apharmaceutical compound.

Two animals on this study experienced compound related effects resulting in diarrhea for more
than 5consecutive days while on study.

5. Provide scientific justification why pain and/or distress could not be refreved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

The overall clinical condition observed was not deemed so severe that the animal could oat
continue on study. Relieving the cause of the diarrhea would have defeated the purpose of the
study.

6. What. if any, federal regulations require this procedure? Cite the agency, the Code of Federal
RegUlations (CFR) title number and the .specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference ;s 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines avaDable from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLU
Study Numbe

1. Registration Number: 22~R~0009

,
2. Number ofanimals used in this study: 44 .Numberofanimals ctassified as category "E" ~ 1 .

3. Species (common name)_DoQlf-__ofanimals used in this study.

4. Explain the procedure producing pain and/or distress.

These dogs were dosed with apharmaceutical compound.

One animal on this study experienced compound related effects reSUlting in diarrtlea of greater
than 5days duration.

5. Provide scientific justification why pain and/or diStreSs could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

The overall clinical condition noted was not deemed so severe that the animal could not
continue on study. Relieving the cause of the diarrhea would have defeated the purpose of the
study.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
RegUlations (CFR) tiUe number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be
met More specific gUidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



(b)(4)

OPTIONAL COLUMN E EXPLANATION FORM
Study Number:

1. Regis1J'ation Number: 22·R-0009

2. Number ofanimals used in this study: 15 . Number of animals classified as category aE" - 15 .

3. Species (common namel_Rabbit of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These rabbits were dosed with apharmaceutical compound.

Nine rabbits animals on this study experienced compound relatedetrects and were euthanized.
Six animals were found dead while on study.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanized.

6. What, if any, federal regulations require this procedurQ? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a){8). This reference indicates that there are
guidelines available tram the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct of human cUnical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONALCOLUMN~FORM

Study·Number~_

1. Registration Number. 22~R~OOO9

2. Number of animals used in this study: 30 . Number of animals classified as category sEa ~ 4 .

3. Species (common name)_Rabbit of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These rabbits were dosed with aphannaceutical compound.

Three animals on this study experienced compound related effects and were euthanized. One
other rabbit was found dead while on study.

5. Provide scientific justification why pain and/or diStress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6 beloW)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanized.

6. What, if any. federal regulations require this procedure? Cite the ~gency, the Code of Federal
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available fTom the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals
published in the Federal Register on November 25. 1997 (62 FR 62922)



OPTIONAL COLU
Study Number: • '

1. Registration Number. 22-R-0009.

2. Number ofanimals used in this study: 100 . Number of animals classified as category BE" - 5 .

3. Species (common name)_Rabbit of animats used in this study.

4. Explain the procedure producing pain and/or distress.

These rabbits were dosed with apharmaceuticatcompound.

Three animals on this study experienced compound related effects and were euthanized. One
of these three was found to be moribund and the other two had abortions. Two additional
animals were found dead while on study.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6beloW)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
waseuthanized.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tiUe number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which theSe requirements may be
met More specific guidelines may be found in tt1e following:

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals
pUbl1shed in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COL
Study Number: .•

1. Registration Number: 22-R~OO09

2. Number of animals used In this study: 30 . Numberofanimals classified as category "E" -6 .

3. Species {common namel_Rabbit,-__ofanimals used In this study.

4. Explain the procedure producing pain and/or distress.

These rabbits were dosed with aphannaceuUcai compound..

Three rabbits on this study experienced compound related effects and were euthanized after
they were found to have had abortions. The other three were euthanized after they were found
to have had premature deliveries.

5. Provide scientific justification why pain and/or distress could not bereUeved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanized.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federat
Regulations (CFR) tiUe number and the. specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be

. mel More specific guidelines may be found in the following:

1) M3 NonclinicaJ safety studies for the conduct of human clinical trials for pharmaceuticals
pubfished in the Fedetal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLU
Study Number • .

1. Registration Number. 22-R-0009

2. Number of animals used in this study: 30 .Number ofanimals classified as category "E- - 5 .

3. Species (common name)_Rabbit.....__ofanimals used in this study.

4. Explain the procedure producing pain and/or distress.

These rabbits were dosed with apharmaceuticaf compound.

One rabbit on this study experienced compound related effects resulting in the animal being
found in a moribund state. This animal was.euthanized. Four rabbits were found dead while
on study.

5. Provide scientific justification why pain and/or distress could not be: retieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanized.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) titte number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indi~s that there are
gUidelines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct ofhuman clinical trials for pharmaceuticals
published in the Federat Register on November 25, 1997 (62 FR 62922)



OPTIONAL COL
Study Number:. .

1. Registration Number: 22·R·OO09

2. Number of animals used in this study: 22 . Number of animals classjfied as category "E" - 18 .

3. Species {common name)_Rabbit of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These rabbits were dosed with aphannaceuticaf compound.

Four rabbits on this study experienced compound related effects and were euthanized.
Fourteen rabbits were found dead while on study., ,

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to detennine that pain and/or distress relief would interfere with test resultS. (For
Federally mandated testing, see question 6 below)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanized.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number (e.g., APHISs 9 CFR
113.102): .

The general reference is 21 CFR 312.23(a)(8}. This reference indicates that there are
gUidelines available from the FDA that describe ways in which these requirements may be
met. More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONALCOL...,........,.looI

Study Number: • .

1. Registration Number: 22-R-0009

2. Numberofanimals used in this study: 100 .' Numberof animals classified as category "E" - 14 .

3. Species (common name)_Rabbit ofanimats used in this study.

4. Explain the procedure producing pain and/or distress.

These rabbits were dosed with apharmaceutical compound.

Fourteen rabbits on this study experienced compound related effects and were euthanized.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanlzed.

6. What, if any. federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) titfe number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidefines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conductofhuman clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COL
Study Number

1. Registration Number: 22-R-0009

2. Number of animals used in this sbJdy: 14 .Number of animals classified as category "E" -1· .

3. Species (common name}_Mamoset.....__of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These marmosets were dosed with apharmaceutical compound.

One animal on this study experienced compound related effects that included diarrhea for five
days duration.

5. Provide scientific justification why pain and/or dislress could not be reHeved. State methods or
means used to determine that pain andlor distress relief would interfere with test results. (For
Federally mandated testing, see question 6below) .

The overall cHnical condition noted was not deemed so severe that the animal·could not
continue on study. Relieving the cause of the dia-rhea would have defeated the purpose of the
study.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number (e.g.• APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a}(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the Cdnduct ofhuman clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLU
Study Numb

I .... ~ III\:

(b)(4)

GRM

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 8 .Number of animals classified as category OlE" - 1 .

3. Species (common name)_Marmoset,--_ of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These mannosets were dosed with apharmaceutical compound.

One animal on this study experienced compound related effects that resulted in this animal
being found in amoribund state.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain andlor distress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

This animal was immediately scheduled for humane euthanasia and necropsy but it died in
transit

6. What, if any, federal regulations require this procedlR? ate1heagency, the Code of Federal
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1} M3 Nonclinical safety studies for the conduct of human clinical bials for phannaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLU
Study Number • '

1. Registration Number: 22-R-0009

2. Number of animafs used in this study: 24 .Numberof animals classified as category "E" - 2 .

3. Species (common name)~armoset ofanimals used in this study.

4. Explain the procedure producing pain and/or distress.

These marmosets were dosed with apharmaceutical compound.

Two of the animals on this study experienced compound related effects. One animal had
diarrhea for greater than 5 days duration and the other was sacrificed unscheduled because of
multiple clinical signs such as weight loss. decreased locomotor activity, emesis and anorexia.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

The overall clinical conditions observed in one of the two animals on this study was not
deemed so severe that the animal could not continue on the study. Relieving the cause of the
diarrhea would have defeated the purpose of the study. As soon as there were signs
indicating that the other animal was experiencing pain and distress, it was humanely
euthanized. .

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a){8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the foRowing:

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



(b)(4)

OPTIONAL COLUMN E EXPLANATION FORM
Study Number

1. Registration Number. 22·R-0009

2. Number ofanimals used in this study: 72 . Number of animals classified as category "E" -8 .

3. Species (common name)_Marmoset,,--_of animals used in fhis study.

4. Explain the procedure producing pain and/or distress.

These marmosets were dosed with apharmaceutical compound.

Seven of the animafs on this study experienced compound related effects such as
hypothennic, lethargy, anorexia and diarrhea that resulted in this animal being euthanized.
One other animal on this study was found dead.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to detennine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

Except for the one animal that was found dead, these animals were immediately scheduled for
humane euthanasia and necropsy as soon as signs of pain/distress were observed.

6. What if any. federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and 1he specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 eFR 312.23(8)(8). This reference indicates that there are
guidelines available from the FDA that describe wf1'/S in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct ofhuman clinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COL
Study Number:

1. Registration Number: 22~R-0009

2. Number of animals used in this study: 40 .Number of animals classified as category "E" •6.

3. Species (common namel_Mannoset,",--_of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These marmosets were dosed with apharmaceutical compound.

Six of the animals on this study experienced compound related effects such as diarrhea for
greater than 5days duration.

5. Provide scientific justification why pain and/or dis1reSs could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6 betow)

The overall clinical conditions observed was not deemed so severe that the animal could not
continue on the study. Relieving the cause of the diarrhea would have defeated the purpose of
the study.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) ti1Ie number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements may be
met More specifiC guidelines may be found in the following:

1) M3 NonclinicaJ safety studies for the conduct of human cfinicalltials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



(b)(4)

OPTIONAL COLUMN EEXPLANATION FORM
Study Number:

1. Registration Number. 22-R-0009

2. Number of animals used in this study: 12 . Number of animals classified as category liE" - 2 .

3. Species (common name)_Cynomolgus monkey__of animal$ used in this study.

4. Explain the procedure producing pain and/or diStress.

These monkeys were dosed with apharmaceutical corJ1)Ound.

Two animals on this study experienced compound related effects that resulted in these animals
being found in amoribund states therefore they were euthanized unscheduled.

5. Provide scientific justification Why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

As soon as 1here were signs indicated that an animals was experiencing pain or distress, it
was euthanized.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) titfe number and the specific section number (e.g., APHIS, 9 CFR
113.102): ' .

The general reference is 21 CFR 312.23(a)(8). This reference indiCates that there are
guidelines available from the FDA that describe ways in which these requirements may be
met More specific guidelines may be found in the following:

1) M3 NoncUnical safety studies for the conduct of human cHnical trials for pharmaceuticals
pUblished in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COL
Study Number:. '

1. Registration Number: 22·R·QOO9

2. Number of animals used in this study: 32 . Number of animals classified as category "E" • 7 .

3. Species (common name)_Cynomolgus monkey__of animals used in this study.

4. Explain the procedure producing pain andfor distress.

These monkeys were dosed with apharmaceutical coll'4lound.

Seven animals on this study experienced compound related effects such as emesis,
decreased locomotor activity, ataxia, hunched posture and piloerection leading to a moribund
states and were therefore euthanized unscheduled.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or dis1ress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

As soon as there were signs indicating that an animal was experiencing pain or distress, it was
euthanized.

6. What, if any, federal regulations require this procedure? Cite the agency. the Code of Federal
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines avaUabie from the FDA that describe waysin which these requirements may be
met More specific guidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals
pUblished in the Federal Register on November 25, 1997 (62 FR 62922)



omONALCOLUM_ORM
StudyNumber:_

1. Registration Number: 22-R-0009

2. Number ofanimals used in this study: 32 .Number of animals classified as category "E" •5 .

3. Species (common name)_Cynomolgus Monkey__ of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These monkeys were dosed with apharmaceutical compound.

Five animals on this study experienced compound related effects resulting In diarrhea for more
than five consecutive days in duration.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6below)

The overall clinical condition observed was not deemed so severe that the animals could not
continue on study. Relieving the cause of the diarrhea would have defeated the purpose of
the study.

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tiDe number and the specific section number (e.g.• APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available from the FDA that desaibe ways in which these requirements may be
met. More specific guidelines may be foundin the following:

1) M3 Nonclinical safety studies for the conduct of human clinical tri$s for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



(b)(4)

OPTIONAL COLUMN E EXPLANATION FORM
Study Number

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 10 . Number of animals classified as category ·E~ - 3 .

3. Species (common name)_Cynomolgus Monkey__of animals used in this study.

4. Explain the procedure producing pain and/or distress.

These dogs were dosed with a pharmaceutical compound.

Three animals on this study experienced compound related effects that resulted in poor food
consumption and severe body weight .foss therefore these :animals were euthanized
unscheduled.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used to detennine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

As soon as there were signs indicating that an animal was experiencing pain or distress, it
was euthanized.

6. What if any, fed~a1 regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are
guidelines available from the FDA that describe ways in which these requirements maybe
met More specific gUidelines may be found in the following:

1) M3 Nonclinical safety studies for the conduct ofhuman clinicaf trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)
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Registration Number: 22·R·OQ36

November 19, 2004

Elizabeth GOldentyer, DVM
UNITED STATES DEP~RTMENTOF AGRICULTURE
Animal and Plan Health Inspection Service
Regulatory Enforcement and Anima' Care
Eastern Region Office
920 Main Campus Drive .
Suile 200
Raleigh. NC 27606

Dear Dr. Goldentyer:

Listed below. are comments to accompany the annual'raport of research facilities for site
number 1.

A. Summary of exceptions to the regulations and standards:

The envirollmental enrichment program 'has exceptIons, for sOcial housing for nonhuman
primates. Twenty-one rhesus monkeys are housed separately due to special study
requirements for controlling Bnd monitoring food consumption as part of the. research
projects. Thirteen cynomolgus monkeys were housed separalely,for brief periods (1-5 days)
while participating in telemetric monitoring, studies and she cynomolgus monkeys were
housed separately for 14 days for Individual collection of excreta In a radioisotope labeled
compound metabolism study. All. the animals are Included In all the other aspects of the
envlronmental enrichment program. The protocols with an exemption are approved by the
lACUC and reviewed during thesemi·annua! program review.

One exception to the canine exercise program Is to be reported. ,,~vOlved the 'use at
special canine metaboUsm cages for ra<flOlsotope ~ed drug metahofism studies 10 safely
and accurately,qoUect excreta. The canine metabolism cages provide. greater than 100%
require floor space, bU1less than 200% of required space for exercise. The period of time In
the cages vary with the 'test compound and stLJdy. This study lasted for 37 days. Positive
human Interaction Is greatly Increased during this period. Five danlnes were Involved w.ith
these studies. The protocol,with the exemption Is approved by ~ IACUe and reviewed
during the semi-annual program review.

. .
B. General Column "e" Justlfi<:atlon Statement: ,

Six cynomolgus monkeys developed unexpected acute complications during a study. The
animals were closely monitored by the research and veterinary staff during the study. When
significant compllcatklns developed. the animals were, humanely euthanlzed wlttiout oelay.
Due to !heir illness, they are retrospectively being reported in column E.

'"



Registration number 22-R·Q036

Listed below are comments to accompany the annual report of research facilities for site
number 2.

A. Summary of exceptions to the regulallons .and standards:

There were some exceptions to the pair housing reQ':Ilrement of our IACUC approved program for
the psychological well-being of non-human primates. Most exemptions were for approximately
two weeks In duration. Three hundred forty-four non-human prImates were single-housed for !WO
out of the five week quarantine perIod for the purposes at acclimation ~nd health assessment;
ninateer. for various periods of time while sullable cage mates were tried; and ten becau'se they
lacked suitable cage mates.

B. General Column "eo Justification Statement

Listed below are the animals \hat retrospectively or prospectively expe'lenoed or may have
experienced pain or distress while on study. ' ,

One non-human primate became III on study and was given symptom~tic treatment. The animal
was euthanlzed due to a lack of response to the treatment and Weight Ipss. One primate on
stUdy devetoped a toe InllJlY unrelated to the study and \niury was treated bY the veterinary staff.
TIle,lnjury did Impair some of the non-human primate's mobility but remained on stUdy. All
studies are approved by the IACUC and conducted in aaoordance with the FDA reqUirements
[FDA 21 CFR ~12.23 (a) (8), 21CFR 58, 62.FR62922 and 59 FA 48746). .

One oanine had a 'lery acute and unexpected death WHile on stUdy. Three canines experienCed
some short seizures while on study. On of the studies objectives was to monitor for seIZures and
treatment would have Interfered with compounds safety evaluation. The animals were closely
monitored by the veterInary and research staff. All studies are approved by the IACUC and
conducted In accordance with the FDA requirements [FDA 21 CFR 312.23 (a) (8). 21CFR 58. 6,2,
FR62922 and 59 FA 48746].

Six rabbits developed unexpected terminal medical complications while ~rticipatlng in a stUdy.
Of the &Ix rabbits, 4 died suddenly and 2 were hum~ euthanized. One other rabbit
experienced abnormal posture and tremors but was well enough to complete the study. All
studies are approved by the IACUC and conducted tn accordance with the FDA requIrements
[FDA 21 CFR 312.23 (a) (8), 21CFA 58. 62 Ff162922 and 59,FR 48746]. ,

...
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Site,1
Schering Corporation
Scharing-Plough Research Instiiute
2000 Galloping Hill Road
Kenilworth. NJ 07033
(908) 298-4000

Site 2
Schering Corporation
Schering-Plough Research Institute
P.O. Box 32 Route 94
Lafayette, NJ 07848
(973) 940-4100
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ANNIJA'L REPORT OF RESEARCH FACIUTY ,2, =~=~ESEARCHFAC/lJTY(~IIIId~~'IUIIIg/at.~ll'fIfltr',
_.ANUL REPRLPO.TNF, . P/AMONDANlt.IAlHEAl-THINO
, 2538 'SE 4SRO STREET

. tiES MOINES, IAfi0327

DIAMOND ANIMAl. HEAL.TH COpy FOR YOURpes MOINI=S, IA 60327 .

DIAMOND ANIMAl. HI:J\LTH ,pn .,...•.~.".- ILJrI..

CARLISLE, '" ~7, '
~'.

Rel'0ItT IlF ANiMAUlIJSED llV OR UNDEll CONTROL OF IWIIW1CH FACILrTY(A/IIO/I~__,~"",cr "" APff/$1'OIlIII 1023A)

A, S. NoJl\1bOro( C, f\IIHnb<IIllf P. Noolbfr Of IIIIImIla IIflCIl e, N\lmb« Ilf'1llrpIII1lPOn WI1ICI1~g. f.
'""",,"'Oelng l'llIrlJli5upDft MIId1~, expertmlIIllI, .-NIItl:I1, IUfGIIY .........-.

oAnlmlllsC~ 1lre<I, I"tlel\llSIClmg, IeIdllng,r~. . llllIldUd8II iIMlMrlg_paniIng""" ordlltteu TOTAL NO.
ByThemrel "'ndt/lon.d, or resean:h. 1U1lIIIlY.........._ ·lIllho._a/llIl!Jr""lc!I\"'_d~'" .OF ANIMAIJl

·W",re~ hoidlorUlt In .1lpa/tn1llIdS,or I:lllldu_tnYlllvtlll ~1JIIIIlcie*,Dr 1nInq11111/ng dIugI ww/d
leecttlng, '''Ung, . I........,. ~l'IllII'*"... """..lfvnlI\y""OClllllho~, 1UlAII. cor lColl.C~ .
1!IlllOIiInen1s, COIIdU_ ~"'1ho',nmu Jnllll/P"sall<>n f>f lhe l_chInQ,~, • P~EJ
tOSOBll'll. or Il1\IdvInlIno Ind Ior'MllCl\ IJlPI'IP"'l'- <1IlXpIIlrIIIn1o, .urgelY, Dr leols. (An oarpIone/liln !If
Ngllly but nDI . pain, dIItress, (lr lOIlllthellC, ,.,..,~ ..r ,,,."""""*-~"., or11II_1rr /flUe
)'6l-ror-n .... or"''"" • . tnolqulll%Ing dl\lJl WIl1l

__1II1dtn.__ dnJlIO __ not"'" . .. _...-
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4. Paps

2.~ '. 22 .Y-
'11. GWJlIIll Plas ~ 282 jg§.

Z. '!:!@msten; 2689
..

.2!!l.Il ,.~

-.
8. Rabbits 365 ~,

., 9•. NC4\'I'lUm!ln Prirnalal; , .
,

~D.ShMp·

.'

11. Pigs

12. Other Farm AnirneIs
"
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.ASSURANCE IITATl!MErfl'S

, I PtDf_11IlI1y llCl>epleble oland.rdl g",","",g the C1~, tr..ttnen~ and .Ie or ",*",,10, inclUding .ppropnolll .... DI.nUlh","', .nalgo"', olld lno"'lullrlnIl ~,pnor 10, dlJ(/no.
""" fllliOWlrll'lliu8I reseon:h, 'lelClllnQ.leIlII1ll, SUItll!'i, or expel1meIlleVOIl WWlI fllIovIed by lI1IiI r_rd1 fecllll~. . ,.. ..

. 2).~ pnncl.... ln....lillalcr hiS <:Cn.ldiool lnem.lM>s 10 polnfIJIl>/'OOOlluleS.

II 't1l\I; f.dMt~ Is .dlleltng to lbe s1llnda"" and regul8llons under lho AcI, and II ""a required lhel811oepllolll totheslelldenl..ml ,.1e.... 1l...l""l'IIIed lIfId _!ned by fill'
;>IlndpIt11~ end IJlIll'lMd by the InoIllutlonllAnlmll Core IIId U.. ComrnIHee (IACVC). A sllll\ll1OfY fII.nG;>e'll!CeplIone II .000.d 10 "'10 ODhU.1 rqort.ln
IddlllDn to 1~...U"'lng In. II\ClJC..pp~_p\lan&, lhls 5llImI8Il'~ al/lfe/ ./IIIllDn lll' lila axcoPIipne, .. ..." IS lhef9llCl_ and lUI'ober or rineIa eIf.clod.

41'lh....I~dlngvelerina~nlor fhl$ _rcII 1.c1II~he••pjllDprfol. 8utharffy \0 ..,1.1e tho prt>\4OIon llIollolqUale _'I' _ end 10__ the o:d"""""" or DItter
"spects Of anI/nlII WI end IISO; . • • '
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lIaChInQ, \ll<llnIl, 1-,..,. -=mpan~g pain or l1aYeadlllnllly.....the~,1llIUIII,Ilf ' {Celli. c.
IIllplnlltll1IS, ~. ~,'crlh....nim8lI • Jrdllprelllllcn III JIla tncIIIlIg,r-r;.;;, ' ' P. EI,....JIl:/l, ar /nvaMngno lII1dfarWhlCh~ , ~ltIIlt,lUrgIII)',Ilr""', (Ati~p(
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1. Registration Number: 42-Ro;O001/1573

'liJ. S~cles (common name)·& Number of anlmals:used I~ this study:

Hamsters (2~06) ,

i Explain fheprocedure producing pain end/or distress•
. 1

To·satlsfy'Federally mandat$d testing for 'leptospira bacterins a vaccination-challenge model is used to determine
pOtency of the vaccine': Virulent Leptospira oiganlsms are injected intrapertlor:Jeally into hamsters to determIne the
potency'of the pactenn and LD50 of the Leptospira suspension; Leptospjra 'causes death in unprote~ed (unvaccinated)
hamsters. From the comparls\ln of the proteet~ (vaccinated) live hamsters.to the llnprotec:ted dead hamsters'; t~e. ..

.. potency of the patter;n and the LD50 are obtained•.

5. Provide'scientific Ju~catlon why pain and/or.dlstress could not be ·relf~ved.State methods or m~an8 used to determine
- that pain and/or dlstJ:ess relief would interfere with ,est results. (For Federally mandated testing, see Item'6 below)'

Intervel'ltions, such as ~n~lgeSJcs and antibIotics, WOUld'Iik9IY prolOng the cou'rse ofthe dls~ase, and may ~revB~tor delay'
death, thus interfering with the test resUlts. Death is'the endpolntrequ.irement for thjs potency test:'Our firm has'been" ,
work.lng with theCVB'i"egardlng early endpoints under 9 CF~117.4.and USDA/ APHIS eente:rfor BIOlogics (CVB) Notice .
No. 04--09: Please see the timellne,as follows, 12·16-03 We received a letter from Or. Koch asking' us to exPlain the
hamsters in Category E. 1-9-0.41 calh!d Dr. Koch to discuss ear1Y endpoints. She suggested I contact our cva reviewer
asSigned to this ,firm. 1-14-04 I contacted ..our cva reviewer·an.d she stated in an emall.p;..th~·ir.tfomiatlon.thatlcurre!.l!!Y . '

......-- .c··-have-Is-thatearly -endpojnt-h'as'not:been'alJthorized-ln-Oetlln'Bim-ProCiDetiOl'\~-1;"~;;O'nWl"QtililO'Ui':'KoCliTnClfcal/ng' CVl'!i$----.
., position ,2-6.04. Dr. Koch ca/le~' ah<:t said CVa told·her they'would 'allow,an OlJtllne change_~-17.0~ I emalled our eve .

.reviewer with thls:lnformatlon and she.·checked with hediupeMsorS and said they hadli't h6artt anythIng· dlfferentJyfrom
the January decision, Attached to my email was a draft protocol. '~Data ColiectlonJor Humane ·Endpoint'Study." for her t.o .
look at. 3-1.0-04" called Dr. Koch and left word for harte retummy call to discuss; 3-23-04 Dr; Koch called me and said

, she had talked to Dr. RiCk Hill (cva Director). He sta~d~that ~he c:va was CO/illng outwtth gui~ellnes about obtalnlr)g· .
approval for early endpoints. 4-.5 throul;1h :4-7~04 Attended ''Technology and APpfoaches to Reduce, Refine and ,Replace, ' .
.Animal Testing" sponsored by APHIS ·in Ames, IA. 4·7 through 4-:9 Attended "APHIS,veterinary Biologics 'Public Meeting"
in ~mes. This meeting also had information regarding eartY endpoints. 4-12~049V8,reviewerfaxed to me CVS'Notice No:
04--0g"UseofHumane E,ndpoints in Animal Testing of 81010glcal ProdlJcts.~ 4-27-04 Dr.~e'liri, our AW inspector, sent the .'
eva Nqtice to me. 7·26-04 I called our relilewer to dIscuss the protocol, notice, and what our fin:n~s statistician's1houghts

,.were !>nnumbers of hamsters needed to generate data. 1·28-04,Our reviewer emailed 'regarding data,we.needed·to. ~ .
.submit msupport an.QlitJine change.. 8,27.(l4! sent our reviewer ilnother ~raft ofa"protoCO),wlitl, data capture forms. She

. replied th,at'the" ...Iist looked good for colleotJng aata." 9-2-04 Final ver$lon,of.protocol.r~viewedand signed. Sept. '04 '. .
conducted pilot study. Conc:flJded neededbetler'method.of IdentIfYing tn:dMdual hBm~tefS. 1Q-13-04.Meeting,wItI:i p,-nlmal '
Care .staff10 discuss next study, id~ing .harn~er's"and ~vising fO~. '10-26,04 Started a second pilot study. When we. .
have.accumulated sufficlent'data It wUl be submltted.to eVB. We will ask'for'an 'OiJtline .Charl(~e based on'the data and the
9 CFR '117.4. eva will review the data and hopefullYllllow the Outline ch8nge so that we can euthenjze the hamsters .
~'...sxhibltlng 'cllnical'slgns conslstarn with ·the exp~ct~ disease pathogenesis...." per Cva Notice no. 04-09.' WOuld be
glad to provide copies of any oft~,above 9OrrBsponcie':lCB.,· . ' '. " , '. . . ' ,

.. _. '. l...... ..
:6. What, if any, federal regulations reqUire this procec!ure? Clte-the,agency, the code of FederalRegulations (CFR) title
...·nurnberand the specific section number{e.g:.APHIS,9CFR 113.102): . :' . ..... ..

Agency: APHIS, 9 CFR 113.101,113.102, 11~.103, and
,113.104•.

Approval Status:
App'roved/Disapproved By:
Dale: -

Disapproved Reason:

CFR:



sulfina crd..t1O ce&u aod de";st and 10 be subjeet \0 penaltiel:. as provided lOr in section 21:
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UNITED STATES DEPARTMENT OF AGRICULTURE 1. CERnFICATE NUMBER, FORM APPROVEDi 42-R-0009
I
A~~IMALAND PLANT HEALTH INSPECTION SERVlCE OMB NO. 057~36_.

: CUSTOMER NUMBER: 1578

Fort·Dodge Laboratories

ANNUAL REPORT OF RESEARCH FACILITY Division Of Wyeth
( TYPE OR PRINT ) 800 5th 5t Nw ,'. f ':>..:

COpy FOR YOUR .. Fort Dodge. IA 50501· .ii (~ 'f).~t~
INFORMATION vc---Y/ - /' __

Telephone: (515) -955-4600 .;:~. (j'j . .
. . h/,,-

,
3. REPOflnN~ FACILIlY ( Us! aB locations where animaill were hauled or used in adlIlIl _rch, testing. or operimentation. or heIcI for lheselftlrpclHS•.AltactIacldltional &heets Vn..-ury ) . I

, ') P,rotesslDl'\llIly acceptable standards gawmmg the care, treatment. and use oIln""als, .,elulllng approprillla use of anesleti:, an.lgBle, and Ir8npuftl2lng lrugs. prior la, during. and. fOIlClWlng actual rase
, ~ad'ling.lesting. surgery. or el(parimentatian _re faIIawect by IhIs IIIOeSrd'I facility. . . . .

I2) Each principal irlves1lgalor has consllIered allamati_ to pa;,;fUt~: .

i 3) This faclfttr is adhering to the slIIndarcls and reQulati";' unclBr lha Act, end ~hU requirellll1l1t exceplioflS l!;lllle IIl8fldards ;"'d regullilions be specllied and aplained bY me princlplllln_g_ and ap~
InoUlulianal Animal CaR! and Use Committee (IACUC). A summary of all such ftCeptlons Is a_lid to this a"nual~ In~"" II> Idenllfying.tIIe IACUc-.oppfOYOCl _pUana, thts summary In,

I brief 8llplanalion 0I1Ile exceptions, as weJI asll1e apec;es ""d number al animals alfeetl!d. .

.L4) The anending velamarian ~r this ....earch faclllty has. appropria'l> auIhority lEI ens...elhe Falllsion oIeCIICIUllIe veterinary care and lI;l oversee tile ed8llUllty 01 olller a5O_ oIanilOal ~and use.

200 Rbekfom R~d ..... ~ l""ii-v n r;n~1t:;

I REP RTQF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY I AUlIc:h'addltionlil shilets If I'IlII:essarY or ... APHIS Form 7023A 1 I
I

E. Number eiI ~nlrna" upon which luc:hlng. experiments, F.A. ! B. Number 01 animal C. Number 01 D. Number 01 enimal$ upon
i being bred, animals upon Which expBl'imants, resurctI, surgery or tests WBll! condw:lBd iowlving

A ...... Cave,.,d
COt'Idltioned, or which leaening, leactling. 18188fCh. accompanying pain or distl'llS$ to tile arimals and for wi!

TOTAL NUMBER
hGld for .... in noseIIr'ch. survery. or l8Sls Wtlf8 the use Cl/appltlpll8ta ..""thellc. analgesic, or tranqui1i2.

OF ANIMALSy Thi! Animal t88c1\il:lg, testing, ""l*illleI'IllI, or conducted IlMIMng . d"'p -.Jd have a~venllllyB1I8ClBd thep_ura. ....
We are ~agu"'ti"ns exporimenQ, lests-e aCClOlllpenying paill or or inlarprBlallon d !he leacl'lll'lg. _r:h. experiments,

(COLUMNSreseard'l, or condUClecl distress 10 Ihe aniinalS· an surgery. or llosts. (Nt _ana1iOn ar 1lIe procedures
surgery but not y. i"""'Wlg no paln. for whlcI'I appropr1ale produdng pain or distras In these animals and 1I1el'll8_ C+O+E)
used for such Cft$ttllSS, or use 0' . a"eclnetlc, analgesic, or suen llI\lg5 were not used must be ellBChed· to lhiS repar!

!
pUrpa;8S. pa;n.re~ IrIInquDiZtng drugs were

drugs. used.

4. Dobs 203 1029 73 268 1370
5. Ca,ts 0 1161 7 128 1296
6. G~inea iPlgs

0 4874 61 0 4935
7. Hamstl.1rs 0 12.784 0 8171 20.955
B. RitbbilS 0 454 .1408 0 1862
9.· Nbn-human Primates

0 0 0 0 :. 0
'0. sheep

0 0 n n 0J

11.~gs 0 6 0 0 6
12. ~~~imals 0 8 0 .;.: 0 8

b~es
:.~ ,

:0 14 0 0 14
1~~ilimals 0 8 0

"\0.
0 8

i

GEtrbils 0 10 0 o ., 10
FEttrf:!ts 0 8 0 0 ... s: .1

I ASSURANCE STATEMENTS I

CERTIFICATION BY HEADQUARTERS ReSEARCH FACIUTY OFFICIAl
( Chief Exilc:utive OffICer or Legally Responsil>ie Institutional OfIicial )

I'llSabsO_.)

OATESIGNED

fiDv (b,O~
/"

/
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

COpy FOR YOra
INfORMATION

1. Species: Canine

2. Number of animals achieving Cat. E in this.study: 119

3. Explanation ofthe procedure producing pain and/or distress:

(b)(4)The dogs were inoculated subcutaneously with he organism that
causes the disease canine. . They were then observed for
clinical signs of • . 0 evaluate the ability of experimental vaccine to protect
against the disease.

4. Scientific justification why pain and/or distress could not be relieved.

The studies were required to evaluate a new vaccine's ability to protect against canine
Studies are required to evaluate the relevant clinical signs of

disease without the use of treatment to establish label claims. Actions that would
have relieved pain and/or distress would not allow comprehensive observations ofthe
clinical signs as well as modify the duration and severity of the clinical signs. This
would not allow for true and accurate measure ofefficacy for products as well as
labelclaims.C~no alternatives to the use of dogs ex.ist fi.or this proced.ure.
Challengewith~ay cause severe disease. which will result in a certain
degree ofpain and distress. Since the interpretation of the results depends on the
clinical signs of the disease, treatment with antipyretic. corticosteroids, and
antibiotics for pain and distress would alter the results.

S. Cite the agency, code of Federal RegUlations (CFR) title number and the specific
section number and/or VS Memoranda that require or support this procedure
and study.

(b)(4)

(b)(4)

i
I

(b)(4)

.'····.,1 24 ""lIu"4'r~Uv LU



Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

1. Species: Canine

2. Number ofanimals achieving Cat. Ein this study: 80

• ~ t, •• II II ••

i b 4

3. Explanation of the procedure producing pain and/or distress:
Five groups were challenged with diffe t or ani ms in this study. One group was inoculated orally
and intranasally with a virulent strain 0 • • One group was inoculated intravenously
with a virulent strain 0 • • One group ofdogs was intravenously inoculated with a
virulent strain 0 • • Anot;.her group ofdogs was inoculated intravenously with a
virulent strain of • . 0 uppressed dogs was inoculated orally and
intranasally with two virulent strains 0 They then were allowed to develop the
signs of the various pathogens.

4. Scientific justification why pain and/or distress could notbe relieved. State
methods or means used to determine that pain and/or distress relief would
interfere with test results.
These studies were done to demonstrate the efficacy of the experimental vaccines. In order for the
studies to be valid it is necessary to demonstrate disease in the control animals. The use of.
medications would affect the expression ofclinical signs in the test animals and adversely affect data
interpretation.

5. Cite the agency, EU Pharmacopoeia monograph, code of FederalRegulations
(CFR) title number and the specific section number and/or YS Memoranda that
require this procedure and study.

(b)(4)

(b)(4)

(b)(4)

'.~
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

1. Species: Canine

2. Number of animals achieving Cat. E in this study: 12

3. Explanation of the procedure producing painandlor distress:

(b)(4) (b)(4)The~tal1yinfectedwith either
and~ respectively via intraperitoneal inj~ction, following
vaccination to evaluate the vaccine's ability toprot~ase caused by the
_ They were allowed to develop~and the signs were
~ed.. '

4. Scientific justification why pain and/or distress could not be relieved.

The studi~s were conducted for product registration in the Ewopean Union. The
studies~ to evaluate the vaccine's ability to protect vaccinated animals
against~while the non~vaccinated animals must show clinical signs of the
disease. Challenge with_may cause severe disease, which will result in a
certain degree ofpain and distress. Since the study relies heavily on expression of the
clinical signs of the disease, treatment with antipyretic, analgesics, non~steroidal anti~

inflarnmatories,corticosteroids or antibiotics for pain and dis'tress would alter the
results.

5. ~ite the agency and regulation that requires or supports this
procedure.

ion~. • • I

(b)(4)

The stu
as per

NOV 24 2004 • ,-=



Explanation for ColumnE
Fort Dodge Animal Health
Registration # 42-R-0009

1. Species: Canine

. 2. Number of animals achieving Cat. E in this study: 57

3. Explanation ofthe procedure producing pain and/or distress:

(b)(4)

(b)(4)

The dogs were experimentally infected with following

_
vaCCinati t. te the vaccine's ability to protect againstdisease caused by the
'. ' The dogs were infected by theintra~d
su con]uctival administration ofa suspension ofvirulen_ They were
allowed to develop and the signs were observed and recorded.

4. Scientific ju~tificatioD why pain and/or distress could not be relieved.

(b)(4)The literature reports that may be a cause 0 • . ease in dogs.
The clinical manifestations ofexperimentally induced • . however,
have not been described. This set of experiments was almat determining if
possible, whether could be an etiologic agent of clinical disease in dogs.
Also it was desired to determine whether vaccination might be ofbenefit.

The studies were required also to eva te whether a prototype vaccine protected
vaccinated animalsagains • ' while the non-vaccinated animals must show
clinical signs of the disease. a enge with some_may cause
severe disease, which will result in a certaindegre~ss. Since the
study relies heavily on expression of the clinical signs of the disease, treatment with
antipyretic, analgesics, non-steroidal anti-inflammatories, corticosteroids or
antibiotics for pain and·distress would alter the results.

5. Cite the agency, code of Federal Regulations (eFR) title Dumber and the specific
section number and/or VS Memoranda that require or support this procedure
alld study.

(b)(4)

NOV 24 2004
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

1. Species: Feline

2. Number of animals achieving C~t. E in this study: 20

.3. Explanation of the procedure producing pain and/or distress: .
Cats were anesthetized and small volume ofchallengemate~
viruleJit strain of • ' . own to cause_
in cats, was administered intranasally.. T ecats were then allowed to develop
clinical signs of the infection so that observations could be made and
recorded.

4. Scientific justification why pain and/or distress could not be relieved.
This animal study was done for the qualification process of a new feline
vaccine. Therapeutic treatments~..lU1.... affect the expresSio.n .
of clinical signs associatedwith_The daily observations of
clinical signs are an integral necessity in the outcome of the study that
demonstrates the efficacy of the vaccine. Any treatment to alleviate clinical
signs would dramatically alter the accurate scoring of study.

5. Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this
procedure and study.

HOV 24 2004



1. Species: Feline

Explanation'Cor Column E
Fort Dodge AnimalHealth
Registration # 42-R-0009

2. NU~ber of animals achieving Cat. E in tbis study: 40

3. Explanation of the procedure producing pain andlor distress:
Cats were anes e ofchallengemate~
virulent strain 0 own tocause_
in cats, was administered intranas y. e cats were.then allowed to develop
clinical signs ofthe infection so that observations could be made and
recorded.

4. Scientific justification why pain and/or 'distress could not be relieved.
This animal stU,dy was done for the qualification process of a new reference
vaccine. Therapeutic treatments c~ affect the expression
ofclinical signs associated with The daily observations of
clinical signs are an integral necessity in the outcome of the study that
demonstrates the efficacy ofthe vaccine. Any treatment to alleviate clinical
signs would alter the accurate scoring of study.

5. Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda tbat require tbis

rocedure and study. .

NOV 24 2004
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

1.

2.

3.

4.

5.

Species: Feline

Number of animals achieving Cat. E in this study: 31

Explanation ofthe procedure producing pain and/.or distress: .•
~oculatedorally an~ intranasally with a virulent strain of '
,-knownto cause disease. .

Scientific justification why pain and/or distress could not be relieved.
This stUdy was for the development of a new feline v~cine. Studies are
required to evaluate the relevant clinical signs ofdisease without the use of ­
treatment to establish label claims. Actions that would have relieved pain
and/or distress would introduced another variable into the comprehensive
observations ofthe clinical signs as well as may have modified the duration
and severity ofthe clinical signs. This would not allow for true and accurate
measurement ofthe efficacy for products as well as label claims.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memoranda that require this

rocedure and study.

NOV 24 2004



Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

1.

2.

3.

4.

5.

Species: Feline

Number of animals achieving Cat. E in this groupofstudies: 37

Explanation of the procedure producing pain and/or .distress:
. Cats were inoculated orally and intranasall with a virulent strainof.
_known to cause the emerging, • . ofthe dIsease.

The cats were allowed to develop clinical SIgns 0 e 1 ectlOn.

Scientific justification why pain and/or distress could not be relieved.
This study was for the developmentof a new feline vaccine. Studiesare
required to evaluate the relevant clinical signs ofdisease without the use of
treatment to establish label claims. Actions that would have relieved pain
and/or distress would introduced another variable into the comprehensive
observations ofthe clinical signs as well as may have modified the duration
and severity ofthe clinical signs. Tills would not allow for true and accurate
measurement of the efficacy for products as well as label claims.

Cite the agency, code of Federal Regulations (CFR) title number and the
specific section number and/or VS Memor~nda that require or support
this procedure and study.

(b)(4)

(b)(4)

NOV 24 2004



(b)(4)

I
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

1. Species: Hamster

2. Number of animals achieving Cat. E in this study: 13

3. Explanation of the procedure producing pain and/or distress:

The ose of this study was to prepare a source ofand increase the virulence of
. hall~ by growing (passage) the organism in .

hamsters. 'In-VItro eu tureor_reduces the virulence of the organism to an
nsatisfacto level. The hamsters were inoculateo by an intraperitoneal injection of

• . cultured in the laboratory. When the hamsters became sick .
ey were eu amze and thelllllllwas harvested under sterile conditions. TheIII

will contain • . wi~nhanced ability to cause disease. Th~after
processing) will be used as a source ofchallenge material for qogs to evaluate the
ability of new vaccines to protect dogs against clinical disease.caused by
infection.

4. Scientific justification why pain and/or distress could not be relieved.

, It is the intent ofthis study was to increase the virulenceof_bythe
replication ofthe organism in hamsters. The hamsters aree~ soon as they
display signs of illness. Administration ofpalliative medication will obscure the
clinical presentation of the disease process and will interfere with the researcher's'
ability to determine when humane euthanasia is warranted. ,The peracute mortality of
hamsters infected with • usually preclUdes euthanasia.

N""-l" ') 4 ,.~"'!J.I, <I ""'.
'",y r.. LiJlI,



Explanation for Column E
Fort Dodge Animal Health
Registration # 42-R-0009

1. Species:Hamster

2. Number of animals achieving Cat. E in this study:·7982

3. Explanation of the procedure producing pain and/or distress

Ten hamsters per serial are vaccinatedwi~given1M. Aftet14-21 days (product
~), the hamsters. are Challen.goo intraperitoneally (~with an appropriate dilutiono.
_preparation. Ten non-vaccinated hamsters are given the same challenge dose and used

as controls. Four groups of five non-vaccinated hamsters are given a dilution ofthe challenge.
material and used as the challenge titration determination. Hamsters are observed for 14 days,
deaths recorded.

4. Scientific justification why pain and/or distress could not be relieved. .
The test is required by regulation as a proofo-.,accine potency to be

conducted on each serial of vaccine produced. Death ofhamsters in this test has been used for
many years to indicate lack ofprotectionfo~ Because the vaccine is given at a
fractional dose the test amounts to a protectiv~ermination for the vaccine being
tested. • . in hamsters almost always results in acute onset and rapid death. .The
rapid progreSSIOn 0 the disease in the hamster gives little opportuni~y for intervention.
Furthennore, pathology would likely be impacted by use of anti-inflammatories. For this reason,
neither FDAH nor USDA CVB-L uses any substance to reduce pain or distress. The impact on
length of disease, duration and severity, which might occur with use ofpain medications, is not

. known. Use of any such drugs therefore, would invalidate (according to Dr. Paul J. Hauer,
USDA-CVB-LPD-private communication) the scientific value ofthe protection endpoint
determined by the test. Lack ofconfidence in the endpoint would render the test itselfuseless for
judging vaccine potency.. .

APHIS-USDA-CVB is engaged in developing in-vitro potency test alternatives for
productsthat require this ~est and FDAH has been one of the most active industry partners in this
effort. Attached is part of a presentation given by APHIS-USDA-CVB this past June in which
they predict the replacement ofhamster testing replacement work to go well into 2007 or longer.
FDAH is drafting a proposal in the interim to move some serovars into validated in-vitro before
then. Until such time as a validatedUSDA-CVB approved altemat~ve is available, the standard
test is obligatory. No alternatives exist at this time, and no CVB-approved means ofrelieving

. pain and distress for this use ofhamsters are yet available. When the alternatives are available to
.a commercially applicable scale, FDAH will appiy them and is active in AHIJUSDA
collaborations to expedite the national project.
. In 2004, FDAR has been evaluating if intervening prior to death due to the infection for
the relief of suffering will affect the outcome of the testing. Studies are on going, yet sufficient
data has not been accumulated to make a proposaIto the APHIS-USDA-CVB in the way the
testing is perfonned. Ifno fundamental results are changed, an application to amend the Outline
ofProduction will be made in 2005.

5. Cite the agency, code of Federal Regulations (CFR) title number and the specific section
number aDd/or VS Memoranda that require this procedure and study.

NOV 24 2004
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Explanation for Column E
Fort Dodge Animal Health
Registration # 42;..R-0009

1. Species: Hamster

2. Number of animals achieving Cat. E in this study: 176

3. Explanation of the procedure producing pain and/or distress

Ten hamsters are vaccmated wit~IMoftestvaccine. Thirty hamsters are held for
use as controls during the . hamsters are challen ed
intraperitoneally (IP) wi .,
challenge material. Ten non-vaccinated hamsters are' challenged IP WI

and used as challen e controls. Four groups of five non-vaccinated
hamsters are give • . (to be used as a challenge titration
determination.) Al ams ers are 0 serve or days and deaths are recorded.

4. Scientific justification why pain and/or distress could not be relieved.

Death as an endpoint is the current standard and a necessary part of a valid test as
determined by USDA approved Outline ofProduction VS Code 1525.21. Because the
challenge is given at a fractional dose, the test amounts to a protective endpoint
determination for the vaccine being tested. Furthermore, pathology and the clinical
expression of the infection would likely be impacted by use of anti-inflammatories. The
impact on length of disease, duration and severity. which might occur with use ofpain
medications, is not known. Use of any such drugs therefore, would invalidate (according
to Dr. Paul J. Hauer, USDA-CVB-LPD- telephone communicatioIl:) Ule scientific value of
the protection endpoint determined by the test. Lack of confidence in the endpoint would
render the t~st itselfuseless for judging vaccine potency without a validated protective
dose and challenge dose being determined. Until such time as a validated USDA-CVB
approved alternative is available, the test is obligatory. No alternatives exist at this time,
and no CVB-approved means ofrelieving pain and distress for this use ofhamsters are
yet available. When the alternatives are available to a commercially applicable scale,
FDAH will apply them. .

NOV 24 2004



thiS~ is I'IQUired by law (7 USC 2143). Failule to I8PQIt-*'9l1llhe ,.1II1iGns., see"-Ie" far
result in an order 10 cease and desist and 10 l)e ~bjec:t10 penaltla as pIlllIIded tar in Sec:llon l1So. addlIicnaI~

Interagency Report Clln~;;~ • .,:. c.k
0180-DOA-AH

UNITED STATES DEPARTMSHl' OF AGRlCUL:NRE 1. R!GISTRATlON NO. t:USTOMER NO. I
ANIMAl AND PLANT HEALTH INSPECTION SERVICE 42-Ro<1020 1625 FORM APPROVEO

OMS NO. 0579-0036

ANNUAL REPORT OF RESEARCH FACILITY
(TYPE OR PRINT)

2. It&MlQUARTERS RESEARCH FAClUTY(~Md AddrN$, u~d oo/lh uSDA.
ilducte1J» CodeJ

NOVART\S ANIMAL VACCINES. INC. (NAVI)
1447 140TH STRCET
LARCHWOOD.IA 51241

1) f'totessoonany _plabla slllndards SOVemlng Ihe~._I.and UIe ClIlrUm8ls, inc:lllding appraprlabl UIe tI~WIIlQeIic. and tra/IClUiIiZiII $ugs. pr10r 10. dunng•
and tenONing actual r......""" I_dim;......ting. surgery. or IIlqleflmenla/lorl .... fCflOWed by IIVS res.rctl faCMY.

%) Eac/I prindpallnvesligalOl has CCItISi_ ailImalIves 11>"""" lll'ocedIIres.

~) Thi. radroty is adher1ng Ie IIlIt _rdS and II!gUIatiOns unow lIleAd. and II has ,.qui1'BCl1ll1l1 .-plk!llI1(1IM_.encfregulaliclns be .pecified and expIairMlll by lIle
PI1nc:ipal ilMlSligstcr and appreved by \he JnsIllutional Animal can. IlI'Id Use Ccl'M1i\tee (IACUCl. A ..._ry olen the UAPt\One. ettechecllD IhIe ennuel,.pDf'Lln
addilicn to identifying (he IACUCepproved Dceplicns. !his summary InclUdes e brtef _pIIINltiCft et lIIe llllCOp_. 85 _ as II1e ...-and~ ." anIme&s 1Illeclecl.

4) Tne auending velellnanan rer IhiS researCl\ fadtily has appRlpIiale aul/lollly 10 ensure 1M ptO¥i5iOn oIldeQl.tate veIeIlnary CIIr& end 10 __lIle ad--.:v or OCher
aspects 01 ani".1 care and use.

NOVARATIS ANIMAL VACCINES. INC. (NAVI)
LAACHWOOD.IA 51241

NOVAAlS ANIMAL VACCINES. INC. (NAVI)
BUCVRUS. KS 66013

REPORT OF ANIMALS USED BY OR UNDSl CONTROL OF RESEARCH FACIUTY(AIt4aJ aI1II/lIQnlJl sII_1f-181)1or..A1!;IIS i:oRN 71123Jl)
A. B. NumberOl C. NumllerCli O. Number of ani'" upan Eo NumtlerOf_IS upon "IlhiCh teIIC/IlnlI. F.

animals Ileillll animals UpCn WhICl\ e><Pelfments. ~ ..-ch.1&/I'QIIfY or _ were
Animala Ce-e<I bred, lIIIlil;hleBdOng, teaclling. ...-ch, c:arDdlIIIl~e~ Pllin Cl'dlllttels TOTAL NO.

By TIle Animal conditioned. or resun:tl.
surgery. It'___

1tI11le anIrNIls III1d lor w11IC1\ tile use of epproprtale OF ANIMALS
Weirare RegulllltonS Ileld for use In aperiments, or _Cl8d~ ~ orlrallll.-nG dnlgSWQl\d

teadling. lesIlng. tests_e ~~painor hIwe 8lhI!InMIy afteded Ill. prauduru..... or (CoIs.C +
experi....ts. CIlndud.ed dlIInIsa 10 the anim8Is lnlll'prellltian III tile 1e8CI\inQ• ..-n:h, C+E)
researCl\, or _gno _ fer w/1idl apprcp<f8ls ~ 1IlIQefY. or tasIs. (All~_ 01
surgery IluI nell plIln. .-.-. 01 _lheIlC, anaJgesic. 01 IINo~ /WdUCirIr1 pain or""a i111tM1»
)'l!I used far sue:h useCllpain- Irllnquflzlllg drIIgs-. iniIlaIS ana rile-.sUCII d1IJgS ..... not II!I8d
purposes. reIieWIg dtuQI. USC. musl be Mtached to tills tepaI1J

4. Dogs

5. Cats

, f6. Guinea Pigs 438 136 72 646

7. Hamstars 5853 3771 9580

8. Rabbils 7 1757 1764

9. ~ma"Primates

10.Sl1eep

11. Pigs 22- 8 28

12. Other Fann Animals

,
CALVES 47 47

13. Other Animals

GERBILS 40

ASSURANCE STATEMENTS
.. .

CERTIFICAnON BY HEADQUARTERS RESEARCH FACILJlY OFFICIAl
(Chief Executive Officer or Legally Responsible Institutiona' official)

I <:ertif1 thallhe above is true. Q)J'I'ect, and~ (7 u.s.C. SectiC)n 2143)
SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL INAME & TITLe OF C.E.O. OR iNSTITUTIONAL. OFFICIAL (Type 01 Print)

l l
DATE SIGNED

11123f2004

APHIS FORM 7023
(AUG 91)
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1. Registration Number: 42-R-Q020 / 1625

213. Species (common name) & Number of animals used in this study:

Guinea Pigs (72)

4. Explain the procedure producing pain and/or distress.

Clostridium Chauvoei Potency Tests. This procedure is a vaccination/challenge model in which death is the endpoint. In
accordance with 9CFR117.4.e animals showing clinical signs of illness due to the test are euthanjzed to prevent further
pain and distress. Tetanus Antitoxin Potency Tests. This procedure is a comParative toxin-antitoxin neutralization test that
requires controls to be down and unable to rise as an endpoint for the challenge.

5. Provide scientifIC justification why pain and/or distress could not be relieved. State methods or means used to determine
that pain and/or distress relief would interfere with test results. (For Federally mandated testing. see Item 6 below)

Clostridium Chauvoei Potency Tests. This is a vaccination/challenge model in which control animals must contract the
illness, therefore. therapeutic intervention would significantly alter the results of the test. Tetanus Antitoxin Potency Tests.
This procedure is a comparative toxin-antitoxin neutralization test that requires controls to be down and unable to rise as
an endpoint for the challenge.

6. What, if any, federal regulations require this procedure? Cite the agency, the <;ode of Federal Regulations (CFR) title
number and the specific section number (e.g., APHIS. 9 CFR 113.102):

Agency: Clostridium Chauvoei ; USDA APHIS cve; CFR:
9CFR113.106(c): Tetanus Antitoxin Potency TestS.; USDA
APHIS CV8; 9CFR113AS1(b)

Approval Status:
Approved/Disapproved By;
Date:

Disap,proved Reason:



1. Registration Number: 42·R.Q020 /1625

2/3. Species (common name) & Number of animals used in this study:

Hamsters (3727)

4. Explain the procedure producing pain and/or distress.

The procedure is a vaccination/challenge model in which death Is the endpoint. In accordance with 9CFR117.4.e. animals
showing clinical signs of illness due to the test are euthanizedto prevent further pain and distress.

5. Provide scientific justification why pain and/or dIstress could not be relieved. state methods or means used to determine
that pain and/or distress relief would interfere with test results. (For Federally mandated testing. see Item 6 below)

This is a vaccination/challenge model in which control animals must contract the illness, therefore, therapeutic intervention
would significantly alter the results of the test.

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulatiol'is (CFR) title
number and the specific section number (e.g., APHIS, 9 CFR 113.102):

Agency: USDA APHIS cve; 9CFR113.101(c); cFR:
9CFR113.102(c); 9CFR113.103(c); 9CFR113.104(c)

Approval Status:
ApprovedIDisapproved ay:
Date:

Disapproved Reason:



.-

1. Registration Number: 42·R·0020 /1625

213. Species (common name) & Number of animals used in this study:

Pigs (6)

4. Explain the procedure producing pain and/or distress.

This procedure is a vaccination/challenge model in which death is the endpoint. In accordance with 9CFR117.c animals
showing clinical signs of illness due to the test are euthaniZed to preventfurther pain and distress.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to determine
that pain and/or distress relief would interfere with test results. (For Federally mandated testing. see Item 6 below)

This is a vaccination/challenge model in which control animals must contract the OIness, therefore. therapeutic intervention .
would significantly alter the results of the test.

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations (CFR) title
number and the specific section number (e.g., APHIS. 9 CFR 113.102):

Agency: none

I
Approval Status:
ApprovedJDisapproved By:
Date;1-.........,

"

CFR:



is ieouiredbyla~' (7 USC 2143). Fpllurelc repori ac;;::>rtlmg r:;l the ~ticns=an
. ~ ., II t ""! urcer -:0 ca~se and dtsk5t and to be sublet:: to penatties as~ed ;01""' Smion 21 ~
~.

See allaChell form for
adllillonal inhnnalion.

Interagency Re:>crt C""troI No_'

Telephone: (816l~753-7600

UNITED STAID DE?ARTMENT OF AGRICULTtJRE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY
( TYPE OR PRINT)

1. CSUJACATE NUMBER: 43--R-D009

CUSTOMER !AAlBeR: 1399

F£6 f I -~s:- A-~ ,,- I,

Midwest Research lnst A- tt,.,
425 Volker Blvd ~()
Kansas City, MQ 64110 6

~/r

FORM APPROVED

;>. REPORilNG rACIUTY (Ust a1lloCll1lans where animals ",ere hausellcr used In aaualresearctl.leSting. '" el<Pertmenlalian, ... IIdd faru-e puIlI(l\IlI5. AlIach IIddilional sheelS l-.y r

FACILITY LClCATlONS (sa.s l • S. A111~Ustln;

I REPORT OF ANIMAl.S USED BY OR UNDER CONmOL OF RESEARCH FACIU1Y I AttKh additlDnlJl sheetl5 Ifnecessarv or use APMIS Form 7023A I ,
,

I
j F.A. B. Number af animal C. Number of D. Number~ anill'Ials upan E. NlImber It lIIIilrials upcn wllictllfllll:hlnll. elCjOeI1menls.

being brell, animal!; upon lOI'IiI:IIeJ<P8riments. rcaemn. surgery or lBslS were CDndlJdeCllnllCMng I
I

canclitianr.!. or wllictllUd1in1lo leaching. _n:h. accompanying pain ardi_ to llle animals ar.~ ;0' wit
'TOTAL NUMBERAn'''....,.C,,'''''''''' hot~ far~in resurch.

""'i"'Y....__
e Ihe use of apprcpriate anlSlllelil:, analgesic. or uanlllliliz

By TIt" AniJn;ol leaCl1lng. IesI1ng. eocperIments. or CIlnduClell inval'*'g IlIUgs WOUIllhiMI allVI!lS8ly atfeeted the procedurea. res OF ANIMALS
weJfanl-RlIQI.IlatlDns ""!'en_. tests """"' ~pal1JllngpIIitt Ql' or inlel;lretalilln at ltle ldC/lIng.~. experimenlS,

tIlSeardl. ar ecncIuCUld listress 10 the animals an SUIlleIY. or II!lSIll. (/VI e:cpIenatillll of Ille-procedures ( COLUMNS
surgery bU\ not }Il! involving no pain, tar_which apprcprilte praclucing ~n CII' Il!Ill'as In ltlue animals and lhIl rea$< C+D+E)
used fer such d'1Slress. CIt use" anesltllldc, anelQllSlc. or such dNgs -.. nat used mllSllle attaenelllO Illis repan f
pull'''''''''•. pain-felleW1g ltIInquirDlg d/vgI were

dt'Ulli. lJSed.

4. Dogs
32 32

5. Cat> I
~-

6. Guinea Pigs
1,060 I 1.442 12 .50 ?

7. Hamsters
I

8.. Rabbits 10 10
9. Non-human Primates i

I
10. Sheep

11. Pigs I I I It

12. Olher Farm Anirmls I I I
I I

I
1---

13. Other Animals I I
I

I I\

I
II

I I I
ASSURANCE SfATEloIE)ITS ,

CERTIFICATION 6Y HEADQUARTERSRESEA~~~IAL
( C~ef Executive Officer or Legally RespCltlSlbl )iStituuonajOlf!C!!ii

OAIESIGNED

NOV 16 2004



Column E Explanation

This form is intended as an aid to completing the Column E explanation. ltis not anofficial form and its use is
voluntary. Names, addresses, protocols, veterinary care programs, and the I.ike, are not required as part of an
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists..

I

1. Registration Number: 4_3_-_R_-_O_O_O_9 _

2. Number__~2_,_4_p_7 of animals used in this study.

3. Species (common name) Gl1i 0ea Pi g ofanimals used in the study.

4. Explain the procedure producing pain and/or distress.

See attached document for complete explaination.

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to
determine that pain and/or distress relief would interfere with test results ..·(For Federally mandated testing, see
Item 6 below) .

6. What, if any, federal regulations require this proCedure~ Cite the .agency, the code of Federal Regulations
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): .

Agency. . FDA CFR--:6Q.J..JuO-.l-J....0 _
Pharmacopeial Forum· Vol. 29 (4) 2003



4. Explain the procedure producing pain and/or distress.

Agency
Ph rmacopeial Forum

CFR 610.10
Vol.29 (4) 2003

NOV 16 2004



Illt~a!Jtrrll".Y T"'l'=f./Ult .....Ulllll",t1 , ..u,.'-. '/"I./ 'See ""ached lorm for
MI' \'1 I'

T....l~ r......·~::I·s r~Cluired by law (7 USC 2143). Failure '0 repOf1 according 10 (he regulatiOns can
•• I' I d d 'I rld I b• ~SU l r~ Sri Cir;· .er 0 c~ase fin eSIS a a e su ,eel 10 pMalhes as provided 101 in SeCliO(l 2'~ a Ilona to Orrn8 ~li. / .•1 - /./ .'. \

UNITED STATES DEPARTMENT OF AGRICULTURE 1. CERTlfICAll; NUMBER: 47-R·()024 FORM APPROVED !
ANIMAL AND PLANT HEALTH INSPECTIONSERVICE OMB NO, 0579-0036 ICU:;TOMER NUMBER; 1610

I
/' I

Pfizer Inc /' I
r)~l oSANNUAL REPORT OF RESEARCH FACILITY 601 W Comhusker Hwy /' f

( TYPE OR PRINT ) Lincoln, NE 68521 6C7 t
I

Telephone:
I

• !

I
3. REPORTING FACILITY ( List aliloc.etions where animals were housed or used in ..dual researcl"\, tes-ling, or experimanlation, or held fot these purposes. Attach additional sheets if neees$ilry 1. I

t,See Alacheel UslingFACILITY LOCATIONS (S'tes)

') Profe.s8ionltlly acceplable s1t~nderds.governlng the ca,e, treBttTlent, and us.e of anrm&ls.. mcludlng appropriate use of ansSlehc. analgeSIC. and tranqUlNzH"Ig drugs, pnor 10. dunng, and fo~owlng Bctual reS€·

1eaGtUng, tes1ing, surgery, Of experimenle.tK:in were fonowed b)' this reseerch facility.

, -
ii,,',r: ifi

I REPORT OFANrMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets if n~essarv or use APHIS F~~4'W~~,~;-'; ~,iUCk I
A. B. C. Numbero! D. E.

h{ :'~,Number of animal Number of animals upon NLm'l.ber of ardma!8 upon which teaet:ting, experiments.
being bred, animals upon "'"ich experiments, lesearch,surgery Ctf tesls were conduc:led InvOlving
cOndilioned, or which leaching, teaching, researe", a=mpanying pain or dili"eos 10 lhe animals and 101 wr.

TOTAl NUMBERAhlma~ Co....ered held lor u.e In research, surgery, or rests were the use o!'appropriale anesLhetic.. analgesic, 0I1ranquiJi:
By The Animal leaCmng, lesPng, experiments, or coneuc1ed i"volvi~g dNg. wCllI.ld have adversely affected the pro"edures, res OF ANIMAlS

Welfare Regulations experiments, tests were accompanying p~1n Of or in,erpretB1;on of the teaching, reaeard1, ekpelime"ls.
rese-erch, or CMdueted distress 10 the .nimats .un surgery, 9r tests. I An explanation oItl\e procedures ( COLUMNS
,uraery but no! Yf. involving no pain, lor wI1ic:ll appropriate prOlluCingpain or distress irIlhese animals and the teas< C+O+E)
used 101 'uch dis1re••• Of use 0 Bnesthelie, analgesk. or such drugs were not used must be attached to this repon
purpo..", pain-relieving IranquiiZi"9 drugs were . .'

drugs. "sed.----- ~- .,

~, Dogs
. ?L.l 2465-, -

5. Cals
711 2 713---.....-_._---_. .-'

6, Guinea Pigs
.2051 2051

_.,~ '''._.''_.''

7, Hamslers I
5238 2245317215_.... _._...~-~~. -..._.-.....~_ ...

B, Rabbits 3691 3691_._. _._- .. ~.- ......__..-'--
9. Non-human Primates
--- , _._-----,
10. Sheep
-- -_. ----_. - ........._-
11. Pigs_.... - ..,-..

"12. Other Farm Animals I--',0 ._..._-

.J
..-.. - .

,_.................~. --_._-
13. Other Animals

j,~....._--- - -._--_... -

-" ..~.._......-.- -
I_~_~~~·_._.

I
I --- -.......--.....-...... I '

I ASSURANCE STAll;MENTS J
.. ,

2) Each principal invest~a1()rha$. eonsldered allematlves Ie psinNl! procedure~.

3\ This lacili\y is adhering 10 lhe standaltlo and regulaUons underlhe Acl, and" has required Lhal eX<:epliO'" 10 lhe slandard. one r.gulollons be .pecified and explained by lhe princip~1 inve.lIgator and 'PI
loSlilulional Animal Care and Use CDmmillee (!AGUe). A summ..-y of aLl such .xceplion. I. anachad 10 thl. annual raport. III add"ion 10 Id""tllyiog the IAGUG,approved exceplions. In.. summary ,n
brief e.plal'lalion 01 Ihe """eplion•. 8S wen 8. 'he spec... ant! 'lIImbel of anima', aneoed,

4} The attending vEllerlnaria-n for Ihis research tadmy h.a!9 appropNte 'UJChority to en~ure 'he prOvision of adequsfe veterinary c.are and to oversee the a-deqv.cy of Clthe( aspeds. of ~nirnat care and \.lse~

jI 6 2DO·~·

Reolaces VS fORM 18·23 (OCT 88). Which IS obsolete.)A, illS .ORM 702.

(AUG 61)

CERTIFICATION BY HEADQUARTERS RESEARCH FACILIlYOFFICIAL
( Chier Executive Officer or Legally Re-sponsil)le Institutional Official)

SIGNATlt~I:'··f"l~r.. f= f"l f"'lQ II\Jr::::TITI IT,,"",MAI 1"\C~t""I";" NAME & 'TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL ( Type or Prinr ) OATE SIGNED

/1 N..,'! ,,'-i
, -
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USDA Annual Report of Research Attachment No.1
Explanation For Animals Listed In Category E - Aphis Form 7023

For The 2003-2004 Annual Report of Research Facility
No. 47-R-0024

Species: Dogs .
Number Reported on Form 7023: 5
Study: Challenge Model Development

The study objective was to • ' in dogs. Five of
the animals in the study died. pain relieving drugs were not used in the dogs. Two of the dogs,
without recognized clinical signs, were unexpectedly found dead. Previous challenges had been
mild. The other three dogs were administered supportive therapy without antibiotics and they
succumbed to the challenge. Antibiotics were not administered so that the challenge organisms
could be identified on re-isolation from the affected animals. Failur~ to re-isolate the challenge
org~ismwould have required that the study be repeated.

Species: Cats
Number Reported en Form 7023: 2
Study: Vaccine Protection .

he cause of death in th • ' cat could

(b)(4)The study objectives were to
Feline Immunodeficiency Virus (FIV) by challenging vaccinated and control cats. The two cats
were found dead in their cages with no previous signs of clinical illness. Pain relieving' drugs
were no~ used in the cats. The cats were submitted to the local veterina dia ostic laboratory
for necropsy.

Species: Hamsters
Number Reported on Form 7023: 5238
Study; 9CFR 113.101, 113.102,113.103,113.104

(b)(4)The study objective was to determine the potency a in hamsters as outlined
in 9CFR 113.101, 113.102, 112.103, and 113.104. The tests are required by regulation as proof
a_potencyin each vaccine roduced. Death in this test has been used for
m~ lack of protection fro .' . Because the vaccine is given at a
fractional dose, the test amounts to a protective en pomt etermination for the vaccine being
tested. The rapid progression of the disease in the hamster makes death intervention difficult.
Pathology would likely be impacted by the use of anti-inflammatories. For this reason, neither
Pfizer INC nor USDAJCVB-L uses any ~l1hstance to reduce pain or distress. The impact on
length of disease, duration of severity, which occur with use of pain medication, is not knov.-n.

.Use of drugs, therefore, would invalidate the scientific value of the protection endpoint



Page 2

determined by the test. Lack of confidence in the endpoint would render the test useless in
judging vaccine potency.

On April 1, 2004, the USDA-eVE published Notice No. 04-09 (Use of Humane Endpoints in
Animal Testing of Biological Products). This publication indicates that animals used in testing
of biological products may be treated or humanely destroyed if illness has progressed to a point
where death is certain to occur. Pfizer' is in the process of implementing humane
endpointing as part of the • . testing. Company documents are being updated to
incorpor~te th~ verbiage out me In t e pohcyse~~on of Notice ~o.04-09. In;plementation of
the practIce WIll fonow those updates WIth an antIcIpated completIon date of 2 Quarter 2005.

N-· ., ,r ni



FORM APPROVED
0t.tB NO. 0579-0036

Interagency Report CQ1troNlo.: \
I

See aftlldted form far
llddltiOllllllnfomlatjon.

1. CERTIFICATE NUMBER: 52-R-oOOO
CUSTOMER NUMBER: 507

'. UNITED STATES DEPARTMENT OF AGRICULTURE
_ ANIMAL AND PLANT HEALTH INSPECTION SERVICE

-{fhlS ~PCll1 is required by law (7 USC 2143). Failure to repoI'\ ac;cordlng to 1he reguilltions cen
result:in an order to cease and desist and 10 ba subjeCt 10 panal~es lIS prolltded for in Secllon 211

·r·1 ', I ..~ :~

!

I
I I

ANNUAL REPORT OF RESEARCH FACILITY
( T't;PE OR PRINT)

Covance Laboratories Inc NO
9200 Leesburg Turnpike i I V2 2214
Department Of Laboratory Animal Medicine.
Vienna, VA 22182

Telephone: (703) -245-2200

I~' RE~ORnNG FACILITY l Ust ell 10000000ns INhere enlme/s were hou!l8d or liIsed In adU81 _rdl, IllIIIing, orallp8ltll1llnWtlon, or held far tII.e pulllOSA Altach adl IIon8l sheets If-ry) I

I
I I
FACILITY LOCATIONS{ Sites) - see AtacI1ed UlIIIng I

I I

IIREPoRT OF ANIMALS USED BY OR'UNDER CONTROL OF RESEARCH FACl.rrv I Attach addIIIonal.heet8 If~ or 11M APHISF~ 7023.\ I I
J,'-

Anima.. Covered
8)' TM Animal

W1iIf...Regulations

~. Dogs

~. Cats

~. Glilnea Pigs
" .

~. Hamsters

~. Rabbits

~. NOh-human Primates

1ei!. Sheep

12. OIl!ier Fann Animals
i·

1~. Other Animals

I

i ·
I !ASSURANCESTATEMENTS! I

1rProfesslonally scceptlIbla standards governing 1I1e cere......1m8nt, end use or animals. IlIdudlng appruprtele use orenest8Gc. _1geIIc, MlCllrBnquillZing drugs) plIor to. dUnng. and following aeluel .......
teaclllng. tesUng, surgery. or e.perimantlltlon _e followed by this r8Si1/srdlfaclll1y. i

,
2) .ElIch princlpalln'lllStigalor ha. consklenld altemeUv. 10 peinlul plllC4lClures. I

3) ThIs facility Is adhering 10 the .standards and r8g1.Catlons under the Ad. ~nd Mh. """il'lllllllat e.ceplions to tile stlndards and r...etIona be IPBdtied end exJ.ned by the principlll inv...flgalor and ap
Inlllltu\lDnal Animal Cere end Use Comml""" {IACUC). A elllllllWY of ,,11·euch exlllllllaM Ia 8II8CtIed to thIa 8l1IllIIIINport.In llddlflon 10 idantIfyIng the IACUC-epproved elO:8Pllons, thlssul'M18lY !Ill
brief lIlIP'anation or the exceptions. as _II as the species end number ¥animals atreeted.

4) The attending veterinarian for ltIts~ facUlty has approprI8te auektty to _the PI'OVfslon of8dequate veterfnary care and to o_theIIdequecy of olher aspec:\sof animal care and use.

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAl
( ChIef Exec~ve 0lIlc:er or Legally Responsible lnstllUllonal~l )

'-""U\,':J\:fIJ



E. Animals were used on a FDA-mandated sub-lethal irradiation study aimed to develop apd
characterize the best radioprotective medication. Based on FDA requirements only partial
palliative/symptomatic treatment could be provided to animals. Animals were observed more
frequently and those in pain/distress were euthanized i

,



I n,. report is 'required by law (1 USC 2143). Failure to report according to tile regulaUons can
resull in an oroer to cease and desist and to be subjecllo panalUas as provided ror In Section 21'

.JAN 0 Q'''1 20.A~ee alladled fotm for
l1;jQdlUonal InforrrilUon

Inleragency Report Contra! 110.:

1 UNITED STATES DEPARTMENT OF AGRICULTURE
i

1. CERTIFICATE NUMBER: 57-R-0003 FORM APPROVED
ANIMAl.. AND PLANT HEALTH lNSPECTlON SERVICe OMB 110. 0519-0038

CUSTOMER. NUMBER: 896

Emory University
ANNUAL REPORT OF RESEARCH FACILITY Whitehead BiomedIcal Research Bldg

( TYPE OR PRINT ) 615 Michael Street SuiteG02
Atlanta, GA 30322

Telephone: (404)-727-7428

3. R~R.nNG FACILITY (Lisl ell locallons where animal. were haused ar Uled in ec:lual _rch, lesUng, or expenmen/aUan, or held for U1ese purpaaes. Allac:h 'ddillonll.heets If_ry ) I
,

FACJL.ITY LOCAnONS ( Sites) - See Alached U.Ung

1) Ptofesslanlilly aCl:elllallle Ilandarda gO'lllming "'e care. lreatmen~ end use of animalS, InClUdIng apprap.,ate Ule d anestelle, analgeslc. and 11anqulllzlng drugs, prtar 10. during, "" roIlOW1ng aclUa res<
teaching. le!IUng, sUl'll"ry, or .""erfmenletlon Were followed bylhls~ tacflily.

z} each pnndpal in_tigatar haa canaldered al!ema~ to painful procedures.

3) This facility is lldher1ng to "'e standarda and regutations under lhe Act. and it hal requlned Illa! _tions 10 lhellandalds and regulallons I>e apllcined and ""Piained by the plfnClpel i~gator and ap
InsUtutional ...,,;""', care and Use COmrniftoe (IACUC). A _ry Of all 811011 axClpdol1ll It Ittac~"" r.o tN. lIMUlI repOlt. In lddltion to Idenllf\!ing the IACuC...ppraved l!llCePtians, 1II11.unmory Inc
llllef explanlldan of "'e exception.. 81 well as the spedes and nUmber ofanimals llfl'ected.

i 4) The atlending Yelerfna~an for thiS researdl facility hal appropnale sulhanty to ensure the ptl2Ytslon <II adequate ""lerinary ClInIlIIId III ovetSee tile adequacy of olIIer aapecIS <II animal carw and use.

!

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACIL.ITY I AttaCh addItional sheets Ifn_arv or lISe APHIS !Form 1023A I r
i

A. B. NUmber of animal C. Number of D. NUmber of enlmal. upon E. NUrnlllll' of II/Iimals upon Wllch leacl)ing, ellPlI1'1ments. F.
being bred, anlmala upOn whldl expenmenls, research, sul'llery or lasts w.... cond~ed Involving
cand/Uoned, or which teaching, leaching. rueardl. lIQ;a~nyfng pain ar ell... to III, anlll'8is and for wh

TOTAL NUMBERAnIma,," Covered hllld for use In research, SUI'llIlY, or teslS WIII'8 fhe use at apprapnate anesthede, ~Igeslc, or tranquillz
, By The AnImal teaCl1tng, leSUng, uper1l1l11ntl. 01' canducleclln\lO\IIlng d",g. wOuld htI"" adversel)' .tIecI8d:Ille pnocedUI'III, I'a!I

OF ANIMALS

~alfal'll Regulations experiments, Iests were ICCOmpany!"Il pain or or InterpretaUon of!he teaching. reaearen, axpen".nll,
neseerch, or conducted dietrus la the .,11I'81! an .utgery,1lr leall. (An uplllneDOn oi Ille praceduru ( COLUMNS
....rge<y but not )II InvoIlllng na pain, far which Ippropriate produd~ pain or distress in fh.ellt::: 8I\d lIIe 1'881( C+D+E)
used for such d1streu. or use a IIne.lI1eUe, analge.lC; or such dnlgI_ nol .ned "'-'01 be a i dlad to IIIls repoI1
purposes. paln-relill'llng tnlllClulllung drugS _e

IdNgs• used,

.4, DOgs 6 15 100 0 I 115
,tCats 0 0 64 0 64i

~. Guinea Pigs a 0 34 0 34
t Hamsters a 0 0 0 0
~, Rabbits a 189 44 0 233
~. Non-human Primates 2000 762'" 1541 21 232~/:"

-

19. Sheep 0 7 26 0 (33
d. Pigs 0 0 379 0 379;

1:; Other Farm AnImals

• VOLES ,
0 462 908 1370

1i Other Animals

:

i

i

!

I AlIsURANce STATEMENTS I
d I

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
lief Executtve Officer or Legally Responsible Institutlonlll Offldal )

__C
t1lch I. ollaoIete.}
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Annual Report to USDA
Facility Locations

Peavine Creek Kennels, Emory University
O. Wayne Rollins Research Center, Emory University
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Wesley Woods, Emory University
Dental Building, Emory University
South Clinics (Winship Cancer Center and Eye Center), Emory University
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Cardiothoracic Research Labs at Crawford Long Hospital, Atlanta, GA
Yerkes National Primate Research Center, Emory University
Yerkes Field Station, Lawrenceville, GA .
Whitehead Memorial Research Building, Emory University
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discrimination studies for studies0"­
In these studies,BllJrugs withdi~

are evaluated. The objective is to identify and stu4y those
componen s 0 g action that underlie potential for abuse. It should be noted that an
alternative species, rats, is used for most ofthese studies and squirrel monkeys are lnvolved to a
lesser extent. ' ' i
Squirrel monkeys are trained to dilM!Crim'reference d.rpg, such as _

_ and a placebo in a trial • ' Monkeys are loosely seate<il in a primate
~g these studies. Durin e traJ.nm an aversive stimulus tq respond

during discrimination trials, a. ' stimulus may be delivdred to the
monkey's tail after 5 seconds e egmmng 0 e trial. The monkeys can te$inate the
trial and prevent the by pushing on one of two levers (corresponding to the
reference drug or the placebo). The monkeys quickly learn to avoid the stimulus by responding
during the five seconds after the start of the trial. After the initial training session, the monkeys
rarely, ifever, receive an_stimulus. _arenever given indiscrimin=without
providing the monkey the opportunity, through lever manipulation, to prevent theODfSll

Pain-relieving drugs are not used in these studies because any pain experienced wilI:be transient
(one second or less) and the animal can take action to avoid all pain (by pushing a lev,er within 5
seconds ofa clear cue). Addi_onpain-relieving drugs, such as ~otics, will confound the
phannacological effects of th .' ompounds studied. '

Disorders affecting_such_areassociafed with
disrupted sleeppatt~smon.k~yto investigate the
cellular mechanism ofthese sleep disorders and how medications act and can be better used to
manage them. Nonhuman primates 'ven th • . e used as am e

Induc i auses

Human patients with a wide range ofillnesses may exhibit a high rate ofdepression mediated by
activation ofthe immune system and the release0_The latter can exerte~n
the brain leading to altered behavior. For example, about SOO/ct ofhumans given the_
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Social

Physical Restraint
Monkeys in these studies are trained to do simple motor tasks such as reaching, depressing a
lever, touching a target on a video screen, depressing a key to make a video tar et
controllin a'o

Physical Restraint and Exemptions from Social Enrichment for Nonhuman Primates: Single-
housing In Sight and Sound of Conspecifics: .
Included in this section are primates that were housed in any condition other than grollP or pair
housing for any significant period of time. For example, study subjects discussed below include
those that were housed continuously in protected-contact housing, and those housed in protected
contact and/or group or pair housing for a significant portion, but not the entirety of the period
covered in this report.
A. Some animals used undllthe conditions are in studies of nonnal control ofmovement
or motion disorders induced b •. Monkeys given .' ay be ke t in social i .
fot periods ofthree daysa~ administration and we. e
excreted. Before and afterBII~dministration, monkeys . ese les are tramed to do

Confidential & Pronrietarv Tnformation
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, e
con: ac ousmg is required during this period to avoid removal 9fcatheters by cagemates.

• Growth regulation of the neurobiology ofpuberty: 44 rhesus macaques

B.

Confidential &. Proprietary Infonnation

simple motor tasks such as reaching, touching a targe~ on a video screen, depressing a key to
make a video target appear, and controlling ajoystick.!to move a cursor to a target on a video
sere' s, these monkeys are looselY] restrained in a chair and typically spend.

. the laboratory. During these periods, monkeys with 4ead appliances
fixed head restraint to access the appliances ~

lly, the administration of the. .
• . auses physical impairments pu suc /UlllDals at risk

e socla or: er and wounding and fight injury from a cage matd...
Consequently, animals giv~aregenerally housed singly, but in colony rooms within
sight, sound and close physical proximity ofother animals of the same species. Likewise, to
prevent damage to expensive and sensitive surgically-implanted devices by a consPecific,
monkeys may be housed sin I . .

• Title:.
• Title:.

D. (b)(4)
IhH,4\ - ~~...... • III •.". ,. • ,,; .. ,

bloodc

• (b)(4)

E. Infectious disease vaccine development studies may require single housing to prevent disease

_
. . .. Some of the studies described here involve the development ofa

• . investigation of the role ofhost immune response in protecting against or
con u ng to the appearance of immune system damage following AIDS infection,
evaluation of the function of the thymus during infection with SlY, evaluation of the
development and pathogenicity of mutant viruses that develop over time in chronically
infected animals, the effect ofopiate dependency on the progression ofAIDS, and the testing
ofthe immunogenicity and efficacy of different AIDS vaccines and treatment regimens.
Single housing is required after exposure to the virus to prevent transmission ofvirus from
animal to animal. In addition, the animals need to be accessed frequently for blood draws.
The experimental design requires that the efficacy ofvaccines will be assessed after a single
exposure and without the possible confound ofexposure to mutant viruses. Infected animals

Confidential & PronrietarV lnfonnation
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in an experimental group will be housed together after approximately one morith. In some
experiments, animals are singly housed one month prior to inoculation to allow sufficient
time for acclimatization to the new housing arrangement so that the stress of s~aration
doesn't influence susceptibility to or course ofinfection. i

(b)(4)

.. .. ,r tit=._

1 uay meta olism
ages. IS IS usUally required·for a period of 1-2 months. It is also necessary to house the

animals indoors to prevent contact with the local mosquito population. Follow4J.g blood
collections and treatment of the malaria infection, the animals are returned to their nonnal
housing environment. Protected-contact housing is utilized in other malaria vaCcine studies
in monkeys due to the requirement ofdaily heel or ear sticks (as well as blood collection and
immunization), as well to avoid frequent reunions following stressful procedures. During the
period to evaluate viral load and safety testing ofgene therapy in a hepatitis C study, it is
necessary to maintain the animals in metabolism cages. This is due to frequent blood
collections and surgical interventions during the initial 4-6 weeks on study. :

i
i

• Core A: Preclinical trials and pathology (part ofN~VDGGrant: DNA and protein
immunogens for SIVIHIV vaccines): 77 rhesus macaques

• Core A: Nonhuman primates (program Project Grant): 37 rhesus macaques.,
• New live viral vectors in candidate AIDS vaccines: animal trials core: 44 rhesus

macaques
• CellUlar immune responses and AIDS pathogenesis: 22 rhesus macaques and 16

mangabeys
• Induction ofP vivax, P ovale, P malariae and other plasmodium infections in

chimpanzees to obtain large volumes ofparasites for malaria vaccine studies: 7
chimpanzees

• Molecular evolution ofmultiply deleted SIV in vitro: 24 rhesus macaques
• Core C: Primate Studies: 88 rhesus macaques
• Infant immunoprophylaxis against a primate lentivirus: 30 rhesus macaques
• Mechanism oforal SIV transmission: 5 rhesus macaques
• Analysis of thymic function during SIV infection:, 6 mangabey, 1rhesus macaque
• T cell turnover in nonnal and SIV infected sooty mangabeys: 3 mangabeys
• smv macaque model oforal immunization against sexually transmitted HIV: 4 rhesus

macaques and 8 pigtail macaques
• Replication defective HIV vaccine: 6 rhesus macaques
• Role ofvirus specific immunity in primate AIDS: 3 mangabeys, 20 rhesus macaques
• Molecular analysis ofantigenic variation in malaria: 17 rhesus macaques
• Malaria, pregnancy and immunophysiopathology: 1 rhesus macaque

A study testing the effects 0 requires
frequent antibody infusions t
(animals are assessed up to 4 times per week), followed by weekly blood draw$ for the
remainder ofthe study, which lasts 2 months. Because these animals will be filequently
handled for testing, animals are housed in protected contact ho\J.sing. :

-'re being done to develop a vaccine and to pro~ide antigens fot: serologic and
~, genomic libraries, antibody productio and .. . f
. mosquitoes. Other relate' ..

Confidential & ProorietarV Infonnation
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• In vivo evaluation ofcandidate drugs: 11 rhesus macaques
• AIDS & opiates: a monkey model: 20 rhesus macaques
• Combination DNA and attenuated virus vaccine for SIV: 14 rhesus macaques
• Immune modulation ofneurotropin in SIV infection: 23 rhesus macaques
• Expenmental Inoculations ofMacaques with Rotavirus: Oirhesus macaques, 12 pigtail

macaques
• Face Processing in Chimps Using PET: 4 chimpanzees
• Environmental Enrichment of Yerkes Primate Center Animal Colony: 2 rhesus

I
macaques .

• Colony Management Support: 131 rhesus macaques (Recently received ~als in
quarantine) .

• Project 3: attenuated listeria vectors as an AIDS vaccine in macaques: 28 rhesus
macaques '

• Pox virus immunity and DNNMVA HlP vaccines: 16 rhesus macaques
• Therapeutic vaccine for HIV: 9 rhesus macaques !
• Immune modulation ofneurotropin in SIV infections: 17 rhesus macaques
• Safety testing of AAV vectors in the liver ofhepatitis C virus infected chimpanzees: 4

chimpanzees :

F.

wound.
• Use ofosteoinductive factors to enhance spine fusion: 10 rhesus macaques
• Use ofosteoinductive factors (BMP2)-spine fusion: 3 rhesus macaques

G.
,

ec ons, an Iver biopsies, as well as physical exams necessitate single cage housing for
45 days.

• Safety evaluation ofanti·APO·I lFas antibody in the chimpanzee: 10 chimpanzees

H. The integration offunctional MR.I (fMRI) technology with proven utility will significantly
advance research efforts in biomedical and behavioral sciences. One to sal is'direc
towards brai

In studies on
o OglCl an neuroc emistry

experiments involving the placement ofan indwelling venous catheter for drug delivery
during daily sessions lasting 1-2 hours. Some animals also have indwelling guide cannulae.
The catheters and guide cannulae must be protected from contact by other animals. Ifcontact
is allowed, the preparations can be compromised with the risk ofphysical injury and
infection. Protected contact housing reduces the risk since both ~mals can control
proximity to others. The animals may require single housing ifthey persistently place
themselves at risk to damage their indwelling venous catheters or guide cannulae, or that

. demonstrate a proclivity to damage another animal's catheter.

Determining the relationship between prefrontal cortical circuitry and components of
dopaminergic neurotransmission is the focus ofone research study that will enhance

Confidential & Pronrietarv Information
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understanding ofthe cognitive processes subserved by the prefrontal cortex. This will
hopefully shed light on human disease states, notably schizophrenia. In order to identify
particular neural connections in the prefrontal cortex ofmacaques, axonal tracers will be
injected intracerebrally. Following stereotaxic surgery, craniotomies will be !made over the
prefrontal cortex. Subjects must be in protected contact housing to protectcrapiotomy sites
and sutures.

Assessment of specific roles of separate neuronal structures are
evaluate

eamg as fcurred.
~plantsmay require single cage housing to prevent damage to implants in incpmpatible
ammals. . . i

• Transition states ofdrug addiction in nonhuman primates: 12 rhesus mac~ues
• Development of functional magnetic resonance imaging (MRI) for behavtoral studies

in nonhuman primates: 8 Rhesus Macaques I
• Cocaine use and pharmacotherapy effectiveness in monkeys: 5 Rhesus m\acaques
• PET neuroimaging and cocaine neurophannacology in monkeys: 26 RheSus macaques
• Cocaine use and monoamine function in nonhuman primates: 39 squirrel monkeys
• Cortical circuitry related to neurotransmission proteins: 2 rhesus macaques
• Analysis of the neuronal microcircuitry basal ganglia: 1 squirrel monkey .
• Orbitofrontallimbic ontogeny and earlydysfunction: 12 rhesus macaques
• Development of reversible inactivation technique: 2 rhesus macaques
• Development ofmedial temporal lobe function: 6 rhesus macaques

.1. Visual, vestibular and oculomotor systems must work together for nonnal visual function.
Various disease processes or injuries can compromise the nonnal interaction of these
systems. Research in this area will provide a basic science foundation for understanding eye
movement control in humans. Primates are ,used since they exhibit the same set ofeye
movements as humans. To facilitate the research, scleral search"'Coils are implanted to
precisely measure eye movement. In addition, head movements need to be restricted during
visual testing to allow accurate tracking ofvisual targets. Therefore,a stainless-steel.
receptacle is implanted. It is sometimes necessaTy to house aniIJ'tals in protected housing
when they have surgical implants. This is to protect the animal from any injury due to
aggressive behavior ofother animals. Animals also sometimes \fear goggles which may be
removed during paired housing.

• Neural control ofvisual vestibular behavior: 2 rhesus macaques
• Visual Processing and Smooth Eye Movement: II rhesus macaques
• Binocular coordination ofeye movements in monkeys: 6 rhesus macaques

J. Studies ofpancreas, kidney, and bone marrow transplants as well as arterial grafts are
investigating the ability ofcostimulation blockade to protect the 9rgans from rejection. For
experiments involving bone marrow transplantation, single housing is required for the first
75-100 days following the transplant due to the potential complications including
immunosuppression, anemia, leukopenia and thrombocytopenia. After that time, the animals
may be paired with same sex and age animals. In the pancreatic islet cell transpl~t model,
daily monitoring of urine and stool output are necessary to diagIlose steatorrhea, P91yuria and
ketoacidosis. In additio~ pancreatic enzyme replacement and Rapamycin are ad¢tinistered
orally in a treat and it is essential that the amount consumed by each animal is recorded.

Confidential &: Pronrietarv lnfonnation
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Following renal transplantation, animals will require protected housing so that ,an accurate
assessment ofdaily food/water intake and urine/feces production be accounted. Prior to
surgery, animals may be pair-housed. With immunosuppressive therapy, healing can be
delayed.

• Non-human primate pancreatic islet cell transplantation: 16 rhesus macaques, 8
baboons

• The effect ofdosing strategy for LEA29Y on renal allograft survival in [rhesus
macaques: 23 rhesus macaques

• Activation. apathy, anergy, and apoptosis in transplantation: 6 rhesus
• Transplant Tolerance Project 2: 11 rhesus macaques i
• Transplant Tolerance in Non-Hwnan Primates: Costimu:lation, chimerispt and

tolerance in transplantation (Project 3): 52 rhesus macaques

K. In this study to evaluate replacement ofarteries with vascular grafts. subjects will have aorto­
iliac graft implants. Animals are singly housed to permit healing following this. major
surgery and evaluation ofcomplications. Animals remain on study 1 month fol~owing
surgery.

• Evaluation ofsmall vessel prostheses: 20 baboons

Physical Restraint, Exemptions from Social Housing. and Food or Water Restriction of
Nonhuman Primates '.
Nonhuman primates used under these conditions are in motion disorder studies or studies of
brain function. Most of the animals are used to research the cause and treatm n .
Disease PD because ofthe

. 0 eys In t esc studies
on, so on y one side of the brain i$ affected.

These monkeys have only slight deficits in precise control ofmoveII1ents on one side of the body
and have. no substantial movement problems.~1, isolation hO.·.·.using is Only. do.ne for a3
day period immediately after administrationo~during the time of excretion of the
neurotoxin in the feces and urine. Otherwise, monkeys in these studies are housed within sight
and sound ofother animals of the species and pennitting physical contact with a coIJ!lpatible
conspecific. .

Monkeys in studies requiring food or water restriction are provided ad libitum food and water on
weekends according to standard husbandry practices. During weekdays, food or water is
restricted overnight and in the morning (12-15 hours total) and thenfood or water is provided to
satiety during morning or afternoon test sessions as an inducement to perform video-based tasks.
Single housing is necessary to facilitate food or water restriction - otherwise a conspecific would
be subjected to unnecessary restriction or food sharing might occur. Monkeys are trained using
food or water as an inducement to perform simple motor tasks such .as reaching, touching a target
on a video screen, depressing a key to make a video target appear, and controlling a joystick to
move a cursor to a target on a video screen.. These monkeys, except as indicated, are loosely
restrained in a chair and typically spend 4-6 hours per daily session in the laboratory. During
these periods, the monkeys with head appliances may also undergo short-term fixed head
restraint to access the appliances for neurophysiologic recording'and microdialysis. Water or
food is provided during and immediately after the testing session to meet the daily ration. The
total intake of the restricted material, food or water, is recorded daily and the animal's body
weight is checked and recorded at least twice weekly to ensure that are being well maintained.

Confidential & PrODrietarv Infonnation
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1. Food restricted, but provided during and after laboratory testing sessions:
• Title: Basal ganglia discharge patterns in Parkinsonism: 5 rhesus monkeys
• Title: Influence ofsubthalamic nucleus on striatal dopamine: 4 rhesus

monkeys
• Title: Pathophysiology of the basal ganglia in Parkinsonism: 5 rltesus

monkeys
• . Title: Deep brain stimulation in the Parkinsonian monkey: 6 rhe~us monkeys
• Title: Cortical·mechanisms ofmotor processing: 4 rhesus monk:eys
• Title: Development ofgaze-holding abilities: 6 rhesus macaqu~

2. Short-term physical restraint only:
• Title: Transition states ofdrug addiction in nonhuman primates: 12 rhesus

mac~oos :
• Title: Glutamate in Parkinson's disease: 6 rhesus macaques
• Title: PET neuroimaging and cocaine neurophannacology in monkeys: 26 rhesus

mac~ues

• Title: Cocaine use and pharmacotherapy effectiveness in monkeys: 5 Rhesus
macaques

• Title: Cocaine use and monoamine function in nonhuman primates: 39 squirrel
monkeys

• Title: The error signal for postnatal eye growth in the primate: 3 rhesus macaques
• Title: Emotional and Endocrine Covariates ofMacaca mulatto: 48 rhesus macaques
• Title: Orbitofrontallimbic ontogeny and early dysfunction: 12 rhesus macaques
• Title: Development ofreversible inactivation technique: 2 rhesus macaques
• Title: Development ofmedial temporal lobe function: 6 rhesus macaques

Exemptions from Exercise for Dogs
Dogs with an inherited motoneuron disease may be restricted from exercise for 3-4 days while
acutely recovering from surgery.

• Title: Functional studies in motoneuron disease: 14 dogs.

Food or Water Restriction ofSwine
Swine to undergo survival bowel surgery are restricted from solid food and given an all-liquid
diet for 2-3 days prior to surgery in order to fully cleanse the gastrointestinal tract inoluding the
lengthy spiral colon.

• Title: Laparoscopic ureteral replacement with reconfigured colon: 1pig.

Confidential & PronrietarV Tnfonnation
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This form is intended as an aid to completing the Column E explanation. It is not cln' Officialf~rm and its use is
voluntary. Names, addresses, protocols; veterinary care programs, and the like, are not req~ired as part of an
explanation. AColumn E explanation must be written so as to be understood by lay person~ as well as scientists.

1. Registration NUinber:.__....;q'--3~-_·_«--....,..-_0_'_'1_0-.Jq.......-. _

. 2.· Number_'--.c......-..-_-c-. ....:.+ -'--__.of animals l:I~eel iA tflie aluEly.

3. Species (common name) ----.t&!:~.::::::·~:>~b:;..:·£,~.·r!...--·_ofanimals used in the study.
i
I

4. Explain the procedure producing pain and/or dist~ess. i
/, OI1~ or -h~ ~b~-h 6h-.,CL -k.5f:' ~~. >~'=.

The.. ~d WC...) ..el,»~tJl·d. NuroP>£.1 {~c~f~

the 3.le:-ke,~ ;;.::.a.s n,,-r- {~~ =+0 b€. -jeSt ~;;t{-e·-i ve.-[Cf.J.ed\

-to 'ksP' {4r. ey--e
ad'lIeA';Se t~ e-1:L I)to). .

e.<.t.-bk~,3e.d

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see
Item 6 below) ,.

'n' C:-"'-~S ~l)o.~.d (;t) CL~OVe.1 \-\;e.4-e WaS. LA-O, r~ tYro
cl--tS-tY.ess C'AVi.+e..y:>e:de6- ~-t. ~e ~T. Of .s.~. .
V0h.~ ~r- ()q::u~~ ~ Pine ~(I\,l,'MO.l ~ 'v~...e e-u..*,~i"\13e.C

~ Q.-.~w~.e-d ~ ·.~.A-ev+V(5')l\.lC. RcO\-ds:-+o r..e.f{-t'ct"· .
{t\.e- C~4< ~f'c.cti--e-jO'f~ •

. 6. What, if any, federal regulations require this procedure? Cite the agency, the code ofFederal RegUlations
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102):
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