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' Dimas Daing animals upon .::::' .'.m‘:,“;'wu , 5. 3 gdury a fesls wate
Animals Coverad bag, whuch taaching, taaching, reanorch, o invol polns d
By Tha Animal eonditionad, or avmmeh, Suigary, ar twais wera ia he animbls aad ior which 1M ute ] appropriste TOTAL NO
Wallirs Haguistione held tar 43¢ in spRrimenis, a¢ conducted Inwaving anasthetic, onalgesic, or irdngulliting drugs would OF ANUMALS
tsarhing, \nsling, lzals were accompanying pafn or have adwersaly aliscied the progedures, resuils. o
aperimenis, condueted distrens 16 the animals insa1praiation of the tesching, ressarch,
ressarch, or involving na 99 for which appropriat » aurgery, o lawis. fAn espiansiion of {Cole. C »
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4. Dogs 199% 29]+ 35 525
S, Cats
5._QGuinea Pigs 147* 461* 147 .755
7. _Hamgstars
8. _Rabbiis 686+ 650* 168 1504
_S._Non-human Primates 24+ 116%* 15% 155
10. Sheep
11, Pigs ]
1
12, _Other Farm Animals |
T
13, Other Animals
. —Chinchillas 15
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Attachment 1

USDA ANNUAL REPORT (1998-1999)
NOV 2 9 1399

“The following animals were reported on previous USDA reports under License
#22R-006. .

CategoryB | Category C | Category D | Category E

0
Dogs 0 116 132 0
Guinea Pigs 0 37 55 0_
Rabbits 0 54 163 0
Non-Human Primates 0 24 56 15

Animals Listed in Category E

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

SPECIES NUMBER PROCEDURE/JUSTIFICATION
Guinea Pigs v 5 ** Single dose |P_Toxicology 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 Toxicology study
| .Dogs 34 - ~* Oral Toxicology study
1 | ** Intravenous Toxicology 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.



- . S N

mmw.z.w&w:.mwmmmm;; e NOV & -ﬁgﬂ“m@
A a0 i e nsescnontamvcs | “3ToRo0072, Cust Td 326 | . [oMAmmove
, A mancm Memorial S"]‘.?an—l(etcerm“cer Ce
ANNUAL REP?#; Eosﬂnggls#)am FACILITY o ;ﬁﬂ’jﬁi‘f 3‘;‘*”“?502‘;" 270

:.nmn;?uem:m;lv nmdmnh-wmm.ummuuuhwdm ummlm«wam.ummm pritposes. Ameluddlbul
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' *%SEE ATTACHED**

| REPGRT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY iAttach avilisonal shoals # necesssry or uss APHS FORM 70234}
e et

A B. Number of "B C Number 2 Number of anitkein which teaching, ]
o animais baing ' | € simote avon n.m"'“ axperiments, resenrch, surgery or lesis wers F
Aniinals Coverad bind, : MM'-&*N. . tsaching, resasich, . conduetad iwolving secompenying paln or distress
By Tha Animal coaditioned, or resaarch, " sugery, or tante wers 10 the animals and lor which 1he use of appropriate _ TOTAL NO.
Wallare Regulations ' hald for vsa in - exparments, o m;“m .. snesthetic, snsigwtic, or rsnquilising drugs woukd OF ANMALS
feaching. tasting, | tests were . aceompanyiag pain of hova adversaly allecied the precadutas, rasulis, of
. .. : dutress io (he animals interpratation 86 (he tesching, ressarch,
ressarch.or R involviag no. _and for which appropriste|  SPevimbents, surgery, or tests. ¢An expisnation ol | (Cols. C +
surgery hut nol . pain, dietress, or enesihatic, sasigesic, or he prooedures producing pain or diziress in these D+ E)
yot used for such- B wie of paiee tranquiizing drgs Were animals and the reasons such drugs were nol used
putpOsEs. mam wesd el be sitached (o this report).
4. Dogs o..4'1 8 3 . . 12
5. Cais . 0 , ' - 0
8. _Guinea Pigs 0 ) ) 4 - 0
7. _Hamsters 0 4 19 ' ~ | 23
8. _Rabois 0 162 8 L. | 180
8. _Non-human Primates 0 7° .7
10. Sheep 0 - 0_
" L Py 0 0
12, Othar Farm Animals 0 0
13._Other Animals 0 ‘ ' S0
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RECEIVED

PACLITYSWESLISTING . vy 2.4 2000

'-Licensee)Registraanameé Memori Sloan.] efteri cer Center

License/Registration Number: ____ 2]-R-0072

. Please list below all sites. thaf house regulated animals under the above number. .

_ - Be sure to include ail requested information. If the line does not apply, please mark - -
' itN/A. If you have more 'thim-three (3) sites eopy this form as marry ﬁmes asneeded . -

b_e'me‘_ﬁll_m.;m.t!ssitm - -
| Site No NamelDepartment _ng_h_gm_mms_g_nrsr
| Address: 432Kast 3t Street
ew 002
Bnﬂdmg _Ksﬂm__m_mm
Floor/Room'.B_e_mmﬁ..lﬂ.llm

Contact P.erson:_ o _ - Phone No.

~ SiteNo. _2 'AName/D.epsil-t‘ment: Wé; edical Coll :eo» or ‘."Unive i
. Address 130 Q ngk Avenue
| New York,NY 10021

" Buiiding w
ﬂoorlRoom-_ZLh_ﬂgr *

_Contact Person:_ ~ Phone No.

——

o * =T
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| B O'pﬂonal Column E Explahation Form

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 explananon A Column E explanation must be written 5o as to
be understood by lay pcrsons as well as scientists, .

1. Registration Number: ___21-R-0072

2, Number 3 : of animals used in this study.

3. Species (corhmoh name) _ ' JD_gg : - ofaxﬁmils used in this study.

4. Explain the procedure producmg pam and/or distress.

Dogs were adxmmstered desoxycpoth;loneB (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, Preliminary studies in mice
revealed potential toxic effects of dEpoB were welght loss and mild leukopenia. Studies in
dogs were required because the half-lifs of dEpoB is similar in human and dog serum; the
half-life of dEpoB in mouse serum is much shorter than humans and would not adequately
reveal the human toxicity profile.

. Provide scientific Jusﬁﬁcauon 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 mandatcd testing, see quesnon 6 below).

As is standard practice for toxicity studies at MSKCC, dogs receiving toxic doses of drugs are
placed in category E prospectively. All animals exhibiting mild signs of toxicity are provided
supportive fluid and antibiotic therapy. Animals exhibiting signs of moderate ta severe
distress are euthanized. Analgesics were not administered hecause they could interfere with
the toxic effect of the test compound thereby invalidating the findings. Furthermore, the type

‘of pain and distress induced by the expected toxicity would not necessarily be relieved by the

use of analgesics, and therefore supportive therapy and enthanasia was determined to be the
appropriate method for relieving moderate to severe pain and distress resulting from drug-
induced toxicity. These determinations were based on the investigator’s experience with the

~ novel compound, hteraturc searches conducted on 6/8/99 _and IACUC deliberations.

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

Revised 11/27/00




See reverse siue for

inlersgency Report Contral No
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UNITED STATES DEPARTMENT OF AGRICULTURE 1. REGISTRATION NO. CUSTOMER NO. FORM APPROVED
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 47-R-0010 1550 OMB NO. 0575-0036

ANNUAL REPORT OF RESEARCH FACILITY

(TYPE OR PRINT)

2. HEADQUARTERS RESEARCH FAGILITY (Name ana Aqaress, as registersd win USDA,

incuae Tip Coos)

SCHERING-PLOUGH ANIMAL HEALTH

21401 WEST CENTER RD
ELKHORN, NE 68022
(402) 289-6300

l 3. REPORTING FACILITY (Lisl ail ioations whare ammais wers houseo o USA in BCLUGH researcn,

|exLng, lERCTING, OF CXPENMENLaLoN, O NalS for these purpases. Allach aadittanal

snheets | necassary.)

FACILITY LOCATIONS/se8)

Ser Attached Listing

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH PACILITY (Atach adctona: sneots ¥ nocessary ar uss AFHIS FORM 70234 )

A 8. Number of C. Numper of D. Numderof arwmmis ypOn | £, Number of animais upon which ieacrng, F.
arumsis bemg anuraig ypon wiveh axpanrnents. SXDANMBNLS, rASANCh, SUIQArY OF teats warm

Animais Covered bred, whith tesching, aachng, resesreh, conducted nvol VANMYING patn of esy TOTAL NO.
By The Anmal congitionad, or ressaren, SUTDEYY, OF 1@Bi8 Were (0 the SnuTals and tnr winch the use of appropnate QOF ANIMALS
Weifare Reguiations held for use In axpenments, or conduted involving anesihetic.analgesic, or tranguilizing arnugs wouit

teachng, (rsing, ° lests ward cLONpanyIng pain oF have adverssly affected (he procedures, resulls, or (Cala. C»
EXPOrHTRNLS, conducied aisiress (o the animals inlerpratabon of the 18aching, resasrch, D+E)
researeh, ar vaiving no and 1 which appropnale SIpANIMENLS, SUTEYY, O {ESiS. (A7 axpianalion of ,
surgery il not pain, distress, of anesthelic, pnaigesc, or the procecurss producng pain or disiress in thess
yei usaxd for such uss of pain- ranquilizing arigs wers anenais and fha ressons such Grugs were no! used
purpases. refieving drugs, used, must be aitached 10 inis repoft)

4. Dogs 0 298 48 7 353

5. Cais 0 352 41 0 393

6. Guinea Pigs 0 366 0 199 565

7. Hamstars 255 2496 0 1262 3758

8 Rabbits b 487 0 488

8. NoneHuman Primates 0 0 0 0 0

10. Sheap 0 0 0 0 0

1. Pigs 0 0 0 0 0

12. Other Farmm Animais 0 0 0 0 0

12, Other Animals

Mink 9 221 5 92 318
ASSUMANCE STATEMENTS
1) Professionatly s atandards goy g the care, resiment, and use of lnln-u. Ingluding spproprista Use of anesthatic, aneigesic, and trenguilizing drugs, prict to, during,

and following actuai resesrch, asching, luﬂng. SNTETY, OF EXperir
2) Eath principal investigator has considensd sitemsiives 10 painful m
] 'I'hll faciiity I adhemg to the stendarts and reguiations under the AR, and it has required INg1 excaptons 10 the standands and reguialions be specified and explsined dy the

aadiion m ldermfymg the IACUGGW axcepliona, this

impts 0l

a brief

by thia research facitiy.

by the insitutions! Animal Care snd Usa Committae IACUIC), A summary of all the sxceptions is sttached to this Snrwal report. In

of the axcaptions, as weil-ss the 3p and of

4} The attending vetarinanan for this rassarch fadlity has.appropnate authonty 1o ensure (he proviaion of adsauale veiennary care |r|d o cversea the sdequacy of other
aspecis of animal care and use.
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All redactions on this page are pursuant to (b)(4). '
Registration No. 47-R-0010

2003 USDA ANNUAL REPORT OF RESEARCH FACILITY
REGISTRATION No. 47-R-001o ’

cOlumn “E" Entnes

Dogs:

A total of seven dogs are lj i our dogs became ill as part of a viral
challenge as mandated b and European Pharmacopoeia Monograph
01/2002:0964. Pain and distress-relieving drugs were not utilized in these tests since they
would mask the effects of the virulent chaillenge. Three dogs became ill following bacterial
challenge. The treatment of the dogs was delayed in order to evaluate dlinical signs for
development of a new bacterin as per VS Memorandum 800.202. IACUC has approved all of
these studies.

Guinea Pigs:

igs aro listod in Column E. The guinea pigs were used in 11-
In each potency test, one or more serials were tested concurmrently in
order to reduce the number of animals by sharing the control-unvaccinated group. A total of

18 serials were tested. One hundred forty-four (144) ammals were used as vaccmated and

fifty-five (55) animals as unvaccinated controls. Th rformed
according to USDA-mandated methods specified in which
requires death as an endpoint. The 55 control animals died or were euthanized as a result of

the bacterial challenge. While all 144 vaccinated animals were protected from death, the
nature of the challenge material induced Imritation at the injection 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 proof of“ potency to be conducted
on each serial of vaccine produced. D inea pigs in this test has been used for many
years to indicate tack of protection fmm%cmstﬁdial disease in guinea pigs
almost always results in acute onset and rapid death. pid progression of the disease in
the guinea pig gives little opportunity for intervention. Furthermore, pathology would likely be
impacted by use of anti-inflammalories. 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 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-USDA-CVB is engaged in developing in vifro 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-CVB approved alternative is avallable, the standard test is obligatory.
No altemnative exists at this time, and no CVVB-approved means of relieving pain and distress
for this use of guinea pigs are yet available.

February 25, 2004 Page 1 of 2

FEB 27 2004
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. Hamsters:
A total of 1262 hamsters are listed in Column E. The hamsters were used fmm

- ed according to USDA-mandated methods
specified in These tests are required by
regulation as proof of Leptospiral vaccine potency to be 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 a fractional dose, the test
amounts to a protective endpoint determination for the vaccine being tested. Leptospirosis in
hamsters aimost always results in acute onset and rapid death. The rapid progression of the
disease in the hamster gives littie opportunity for intervention. Furthermore, 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
USDA-CVB-LPD) the scientific value of the protection endpoint detenmined by the test. Lack
of confidence in the endpoint would render the test itself useless for judging vaccine potency.

APHIS-USDA-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 avaiiable, the standard test is obligatory. No attematives
exist at this time, and no CVB-approved means of relieving pain and distress for this use of
hamsters are yet available.

V. Mink:
A total of 82 mink are listed in Column E. The mink were used in potency tests for a
accine. Tests were conducted according to USDA-

mandated methods specified in

The viral enteritis potency test is required by regulation as a proof of viral enteritis vaccine
potency to be conducted on each serlal of vaccine products. The challenge with virulent 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
1o 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 Clostridial disease. Clostridial toxin
challenge of mink aimost always results in acute onset and rapid death. The rapid
progression ofthe disease in the hamster gives littie opportunity for intervention.

For both of these required potency tests, pathology would likely be ipacted by the use of
anti-imflammatories. 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 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-USDA-CVB is engaged in developing in vitro potency test aiternatives for products
that require animal testing for product release. Our company has been an active industry
partner in these efforts. Until validated USDA-CVB approved alternatives are available, the
standard tests are obligatory. No alternatives exist at this time, and no CVB-approved means
of relieving pain and distress for this use of hamsters are yet available.

February 25, 2004 Page 2 of 2
| FEB 27 2004
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“This report s Paquired by lsw {7 USC 2143). Failure 1 report acconding tn the raguiations can

resuit in an orDer 1o caase and desist and (o be subjact to penaltiey a3 providad for in Section 2150. addiona! inforetion. 0180-DOA-AN \
UNITED STATES DEPARTMENT OF AGRICULTURE. 1, REGISTRATION NO. CUSTOMER NO. FORM AFFROVED
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 74-R-0065 1478 N NO. 05790036
, S TENDGUARTERS REBEARCH FACKITY (o B Adkass, 3o rogetorad whh, UADA,
ANNUAL REPORT OF RESEARCH FACILITY . ingkuge Zp Code} Y OF
(TYPE OR PRINT) 1518 HOLCOMBE BLYD
. HOUSTON, TX 77030

. (713) 792-2780
e T i R BT yesae
3, REPORTING FACIITY (List all locations wherp snimals were housed or used i sciusl research, tRsting, Iching, or axperimentation. or held for theae purposss. Attach addrional

sheets if necessary.)

" FAGIITY LOCATIONS [stss)

See Aftached Listing

RMOmeenwmmmmwmFwn(mmm:m:yammmmﬂ)
ry B NuTber of C. Number of D. Nomber of snimeis pon | E. Numbar of animais upon which toaching. F.
animats being animals Lpon which experimonts, speriments, resserh, surgery or hests worm )
Aninals Covered bred, which taaching, taaching, researth, conductad imailving Sccompanying pain or distess TQTAL NO.
By The Animnal conditioned, oF rasearch, surgery, or tash were 1o the animals and for which the use of approprisie OF ANIMALS
Wetfare Ragulations heid for use in @periments, or conducted involving snesthetic.analgesic, o Tanguilizing drvgs wouid
tesching. testing, 1% were Kcompanying pein of heve sdversely aiactad the procedures, results, or (Colm. G+
Kpexi ducted istrags 50 e shimals itenpratation of the teeching, research, D+E)
ressarch, or involving no and for which abpropriste sxpariments, SUTpEry, or feats. (An sxplanaton of
Burgery hut not pein, distress, or anosthetic, snaipesic. or the Proceckuras DIOIICING paif) of distress in these
et used for such use of pain- tranquilizing drugs wers animals dnd e reasory such dugs ware not used
purposes.. rolleving drugs. waed. must be allached 1 ihis repor])
4._Dogs 5 40 40
5. Cats
6. Guinea Pigs
7. Hamsters ] 247 13 . 260
8. Rabbits 17 52 186 238
8. Non-Human Primates 452 468 47 . 515
' 10. Shesp . 82 31 56 1 88
11. Pigs 23 17 45 ' 62
12. Other Farm Animals
Cattle _ 1 ' ‘ 1
13. Other Animals '
Horses 1 1
Geese 8 8
ASSURANCE STATEMENTS
4} Pr ionall g the care, and use of i3, including approp une of snesihelic, anaipeeic, and trenguillzing drugs. prior to, duing,

y
lndinuovdnn-dunl research. h-d-ung. lnnng surgery, or expetimeiaiion wore followed by this resesrch fasiity.
2) Each principsl investigator has considered siternatives (o painful procaduces.

3} This facility is achering to the standards and reguiations undar the A, end it hea required that axcoptions to the standerts and reguiations be spacified and eplsined by the
principal investigator and appioved by the wmc:-muum(MUC)Amohl axcaptions & sttached % this anmual report. in
aummwmmmucucappmmnmm y includies a brief axplanation of the sxcaptions, s weil as the species and number of animals affected.

4) The attending veter for this r h faciity has appropriste authorty to ansuve the provision of sdequiste vetarinary cars B 1o oversee the adequacy of other

aspects of animal core and use.

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
Officer or Legally Responsible Institutions! official)
1 certify that the above is true, comect, and compigte (7 1L.5.C. Sccﬁon2143)

| TTyge ar Brind) SIGNED

| I(

| 2/bz
hich {EADQUARTERS

NOV 14 23
R



APHIS Form 7023 Site List

The following sites have been reported by the facility.

Registration Number: 74-R-0085

Customer Number: 1476

Facility: UNIVERSITY OF TEXAS
1515 HOLCOMBE BLVD
HOUSTON, TX 77030
(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
PARK ROAD 1C
SMITHVILLE, TX 78857




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 Golumn E explanation must be written 5o as to be understood by lay persons as well as scientists.

1. Registration Number: 74-R-0065
2. Number 1 ____of animals used in this study.
3. Species (common name) sheep of animals used in the study.

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

ACUF # 07-98-04922

A surgical procedure is used to ligate a superficial motor nerve of the foreleg. If neuropathic pain
develops, the animal is maintained on drugs to relieve the nevropathic pain except during a bricf
period between experiments to evaluate altermetive peuropathic pain relief drugs. Animals which
develop peuropathic pain are maintained 63-70 days, during which time there are 3 episodes of
analgesic evaluations. The animnal is then 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
item € below) ‘ .

This model is designed to evaluate new methods of treating human neuropathic pain, by the
assessment and cvaluation of analgesics 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):

None

Agency. CFR




" .
'ms report is required by taw (7 LISC 2143). Failure to maport according to the reguistions can See reverse side for {nteregency Report Control No Um

-, Tesult in an order 10 CoRte and desist and to be subject to penatties as provided for in Section 2150. additionsl information.. 0180-DOA-AN
UNITED STATES DEPARTMENT OF AGRICULTU! 1. REGISTRATION NO. CUSTOMER NO. FORM APPROVED
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 83-R-0028 1182 OMB NO. 0575-0036
: "3, HEADQUARTERS RESEANCH FAC.ITY [Name and AJCress, 23 registerad with USDA,
ANNUAL REPORT OF RESEARCH FACILITY incluge Zip Code) - INTERde‘NAL .
(TYPE OR PRIN'T) ' 333 RAVENSWOOD AVENUE
MENLO PARK, CA 84025
{650)-859.-2000
l 3. REPORTING FACILITY (List sll locations whers animals were housat or used in aciual research, tesiing, taaching, or experimentation, or held for these purposes. Attach additional
sheels if necassary.)
FACILITY LOCATIONS{sAez)
See Attached Listing

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Atiact addilional shests ¥ necassary or use APHIS FORM 7023A )

ey
A B. Number of C. Nurrber of 0. Number of animais upon E. Number of animais upon which teaching, F.
animals being animeis upan which experiments, SXpErinants, resasrch, surgery orf tests wers
Animais Covered bred, which teaching, temching, research, conducted involving socompanying pain or disiress TOTAL NO.
By The Animal conditioned, or resgarch, surgery, or tasts ware 1o the animats and for which the use of appropriate OF ANIMALS
Welfare Regulations heid for use in experiments, or conducied involving Bnesthetic.anaiesic. or tranquilizing drugs would
_teaching, tasting, losts were accompanylng pain or have adversaly sffecied the procedures, results, or (Cols.C «
experiments, conducted distresa (o the enimal interp of the teaching, research, Deg)
resasrch, of Invoiving no and for which appropriaie apariments, surpery, of tests. (An explanation of
surgery bui not pain, distress, or anexthetic, snaipesic, o the pIocearas producing pain or distress in these
yst used for such use of pain- trenguilizing drugs were animais and the reasons such drugs were not used
purposes. relieving drugs. used. must be atiached fo this report)
4. Dogs : 86 12 0 98
5. Cats
8. Guines Piga 3 5

7. Hamsleré
8. Rabbits 26" 202 2% pr - ' ﬁ?—{

9. Non-Human Primates - : * Changa Erom Q.‘J\! » dated 411-7-&.1‘34
.

10. Sheep

11. Pigs

12. Other Farm Animais

13. Other Animals

ASSURANCE STATEMENTS
1) Professionafty P @ the care, tresimant, and use of h use of elic, analgesic, and trgnguill2ing drugs, prior 1o, during,
and foilowing actual ruum luemng. !euhna. sumery, or éxperimentation wara followed by (hia rculm Eacliity.
2) Each principal invastigstor tas considered aitematives (o painful procedures.

3) This facllity is sdhering 10 the siandards and reguiations under the Act, and i has required that exceptions to the standards and reguialions be specified and explained by the
principal Inveatigator snd approved by the Instiutional Animal Care and Use Commitize (ACUC). A summary of all the exceptions 1s atlached to this annual report. I
eddition o idenlfying the IACUC-approved sxceptions, this summary inctudes a biisf explanation of the sxcepiions, 25 weil a3 the spacias and number of animals gffected.

4) Ths atiending velerinarian for this facility has approp y 10 @nsure the p of st Yy care and (0 oversee the adequacy of other
aspedis of animal care and use.

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL

(Ghief Exscutive Officer or Legally Responsible institutional official)
| rartihs that tha ahrue la tns ~eract and cnmnlata T LTS © Saction 2143)

\TE §IGNED |

8!03

APHIS FORM 7023 (Replaces VS FORM 18-23 {Oct 88), which I obsolets PART 1 - HEADQUARTERS )QUARTERS
(AUG 91)

o tmad Fax Li[?l}% | 5



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: 16

3. Species (common name) of animals 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) rabbits experienced Category E pain/distress for approximately 1-2

h from dose administration o into the lungs. The
reated infection of the lungs. en 1t was determined that the
rabbits 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 determine 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 of anesthesia prior to decapitation was
contraindicated.

Each of the 11 rabbits was on a continuous regimen of 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 of Federal Regulations (CFR) title number and the specific section number
(e.g. APHIS, 9 CFR 113.102).

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

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

SRlinternational

333 Ravenswood Avenue « Menlo Park, CA 94025-3493 - 850.858,2000



fesul in ap arder to cease and desist and ta be subjett 1 penatllies s provided for in Sestion 21!

o s e e pps N 10 11 T EUIAWONS TN

See alacned Jorm lor
additional information.

interagency Report Contral No.:

o

2
i

i
'
i

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY

1. CERTIFICATE NUMBER:

CUSTOMER NUMBER: 55

18-R-0029 ;

\
1
i

FORM APPROVED
QOMB NO.

05790036

900 Ridgebury Road
P.0. Box 368
Ridgefieid, CT 06877

( TYPE OR PRINT )

Boehringer Ingetheim Pharmaceuticals, inc.

i

NOV 2

k
l s.iREPORTING FACILITY ( List al locations where animals were housed or used in actual research, tesfing,

or axpenmentation, of held for thase purposes, Altach sdgitional shee!

Telephone: (203)-798-9988 |
|

ts if necassary )

175 ﬂ%gar Rld%e Road FACILITY LOCATIONS { Sites) - See Atached Listing .
Ridgefield, CT 06877 \
o T
I REPORT OF ANJMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY f Attach additional sheets if necessarv or use APHIS Form YDZSA\) J
Al B. Numberof C. Numberof D. Numberafanimalsupon | £, Number of animals upon which teaching, exp:ﬁmel,ﬂs, F.
animals baing animals upon which experiments, research, surgery or tests were conducled involving!
bred, conditionen, which leaching, leaching: research, accompanying pain or distress {o [he animals and for wh TOTAL NUMBER
Animals Covered of held for use in regearch, surgery, or iesis were the use of ar ic, or _‘. i OF ANIMALS
By The Animal teacting, {asting. experiments, or conducted involving drugs would have adversety afiacted the procedures,
Wettare R periments, tests wera accompanying pain of resulls, or inferpretation of the iesching, resesrch, :
research, or conducted distress (o the animals an experimants, surgery, or tests. ( An explanation of tha ( COLUMNS
surgery but not ye favolving no paln, for whizh appropriate procedures producing pain or disiress in these animals » C+D+E )
used for such distress, or use o anesthellc, anafgesic, oF the reasons such drugs were not used must be attached
purpases, pain-relieving tranquilizing drugs were this report ). :
drugs. used. : )
4. Dogs 42 16 24 ‘ 8 | 48
5. Cats
6. Guinea Pigs 75 75
V. Hamsters ;
8. Rabbits i 10 ) 10
9. Non-human primates 164 8 216 ' 221
10. Sheep
11. Pigs 4 4

1.2. Othet Farm Animals

13, Other Animals

4

| ASSuRaNCE sTATEMENTS

/7 i

1

1) Professionally accaptable standards goverming lhe care, treatment, and use of animals, induding epprapriate use of anestefic, analgesic, and tranquilizing drugs, price to, during; and following actual rest
i teaching, testing, surgery, or experimertation were foliowad by this research faeility,

Z) Each principal investigator has considered altermalives to peinful procedures.

<

This facility is adhering to tha standards and regulations under the Act, and it has required that excaplions fo the standerds and raguiations be spectfied and explained by the pﬂﬁdpﬂ investigator end ap

Instittional Animal Care and Use Commitiee (IACUC). A sunvnary of all such exceptions is attached to this annual repert. in addition to identitying the IACUC-approved extepticns. this summary inc
brief explanation of the axceptions, @s wall as the species and number of animals affectad,

4) The attanding veterinarian for this ressarch facility has appropriate autherity to snsur the provision of adequats veterinary cars and 1o oversee the adequacy of cther espects of animal care end use.

SIGNATURE OF

| I
APHIS FORM 702.
{AUG31)

e am e —mgy weenn) IS ODSOlElE.)

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
{ Chief Executive Officeror Legally Responsible institutional Official )

DATE SIGNED

[olfo#

QoW



i
, |
E4 16-R-0029 |
The 8 dogs assigned to column E of this report were included in toxicology or safety assessment proceélurcs
in which, to meet Food and Drug Administration requirements under Good Laboratory Practice regulations
(21 CFR 58.120, 43 CFR 60013) a limited number of animals must be exposed to test compound dose |
levels toxic to the animal. Clinical signs produced by some test compounds at toxic dose levels may bé
distressfu] or pamful to the animal, if only transiently. To intercede prematurely would invalidate the L
procedure, requiring its repetition and the consequent use of more animals, !



ES 16-R-0029

The 10 rabbits assigned to column E of this report were used for hyperimmunization procedures - |
(polyclonal antibody production) in which adjuvant associated with the antigen of interest produced |
localized discomfort typical of a subacute inflammatory reaction. The lesions were treated topically to |
minimize discomfort, and in all cases the minimum quantity of least irritating adjuvant was employed that
would not have necessitated the use of additional animals. The protocol permits 10-20 intradermal J
injection sites which may be pruritic or transiently painful when subjected to normal postural adjustments
The use of systemic analgesics during the several week duration of the process is regarded as inappropriate,
since these agents interfere with the antibody production process (e.g., corticosteroids), or have systemit
side effects in chronic dosage (appetite suppression, constipation). Although the injection sites are
monitored daily for signs of excessive inflammation and treated locally with emollients, local anesthcucs
and antibiotics as indicated, a conservative classification acknowledges the potential for distress assoc:a}tcd
with what is an iatrogenic dermatitis, ‘

|




compounds.

i
!

E9 16-R-oozi9

Primates assigned to colurmn E of this report were used in various toxicology/safety assessment proccdures
pharmacologic studies of the inflammatory response or evaluation of the immunomodulatory effects of tést

ith compounds intended to producem ‘
Although doses are titrated to produce tne mmxmurL
ys g e appropriate evaluation of the test anti-inflammatory compound
normal physxologxc 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 anorexia
and limited signs of depression during the 24-hour post-test period. We feel this could be distressful to thc
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 and
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 of analgesic drugs but, because an inflammatory |
condition is induced and clinical signs may appear, it is auticipated that the monkeys may potentially }
experience the discomfort which human beings feel during the analogous condition. J

155 rhesus macaques were included in toxicology or safety assessment procedures in which, to meet Food
and Drug Administration requirements under Good Laboratory Practice regulations (21 CFR 58.120,43 |
CFR 60013) a limited number of animals must be exposed to test compound at dose levels toxic to the !
animal. Clinical signs produced by some test cornpounds 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 of the study and the consequent use of more animals.



Th.sraport is required by law (7 USC 2143). Failure to repon according 1o the regulations can

resulin an order to cease and desist and o be subject to penalties as provided for in Section 21!

NOY 2 4 2004

See atleched form for
additional informalion.

Interagency Report Controt No.:

3. REPORTING FACILITY { List all localions where animals were housed or used In aclual research, lasfing, or experimentation, or held for these purp

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY

( TYPE OR PRINT )

1. CERTIFIGATE NUMBER:  21.R-0114

OMB NQO, £578-0036

FORM APPROVED

CUSTOMER NUMBER: 336

Welll Medical College Of Cornel! University
1300 York Avenue
New York New York, NY 10021

- Box 40

Telephone: -

Attach additional sheets i r

iy )

FACILITY LOCATIONS { Sites } - See Atached Listing

I REPORT OF ANIMALS USED BY DR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets if necessarv or use APHIS Form 7023A)

1

A B. Numberof animat § C.  Number of D. Number of animats upon E. Numberof animals upon which teaching, experments, | F.
being bred, animals upon which experiments, research, surgary or lests ware conducled invalving
. conditioned, or which teaching, teaching, research, accompanying pain of distress to the animals and for wh TOTAL NUMBER
Animatls Coversd heid for use in research, surgery, or lagts wera the use of appropriate anesthetic, analgesic, or tranguiliz OF ANIMALS
By The Animal teaching, testing. expariments, or conducted Involving drugs would have adversely affected the procedures, res
Welfare Regulations experimants, tasts ware accompanying pain or or [nterpretation of {he teaching, research, experiments,
research, ar conducled disiress 1o the animals an surgery, o tests. ( An explanation of tha procedures { COLUMNS
surgery but not ye invohdng no pain, Tor which appropriate producing pain or distress In these animals and iha ressc C+D+E)
used for such distress, of use o anesthalic, anolgaesic, or such drugs ware not used must be attached 1o this report
purposss. pain-ralieving tranquilizing drugs were
drugs. used.
4. Dogs
46 .46 —
5 Cats
1 1
6. Guinea Pigs
381 381
7. Hamsters
: 76 76
8. Rabbits
65 65
9. Non-human Primates
] 12 6 18
1Q. Sheep
5 5
11. Pigs
94 o4
12. Other Farm Animals
0
13. Other Animals
~ 0]
WMC houges g non-Hu its belonging-to _
____MSKCC (Beg. % 21-§ re_counted On

v
I ASSURANCE STATEMENTS

1

4

teaching, testing, surgery, or experimentation were foflowed by this research facility.

2
3

Institutional Animal Care and Use Commities {fACUC). A summary of all such

Each principal investigator has considered altematives to painful procedures.
This facility is adhering to the standards and regulations under the Act, and it has requlred !hat uacepﬁons to he standerds and regulations be specified and explained by the principal investigator and ap

d to this

&

brisf expianatien of the exceptians, as wall as the species and number of animals aflected.

4

el

The attending veterinarian for this

h facility has approp

Professionally acceplable standards governing the care, trestrment, and use of animals, including appropriate use of anestetic, analgesic, and tranquilizing drugs, prior to, durng, and following actual rese

report. In addition fo identifying the IACUC-appraved axceptions, this summary inc

authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animal care and use.

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL

( Chief Executive Officer or Legally Responsible institutional Official )

x

SIGNATURE OF C.© ™ N2 uerfiuminaial Acrician .

NAME & TITLE OF C.E.O. OR INSTITUTIONAL o?{rtcu\L { Type or Print )

|

lDATE SIGNED

i faalod

APHIS FORM 7023
{AUG 81 )

’ (Replaces VS FORM 18-23 (OCT 88), which is obsolete.)

|
|
1



APHIS form 7623 Site List

Registration #: 21-R-0114

Customer Number: 336

Facility: Weill Medical College
1300 York Avenue
New York, NY 10021
(212) 746-1077

Harkness and S Buildin:
1300 York Avenue

New York, NY 10021
County: New York

ijs BQ‘E Buiiding
East 69 Street
New York, NY 10021

County. New York

Citigroup Imagi enter
515 East 72™ Street
New York, NY 10021
County: New York

Kettering 1.ab
425 East 68™ Street

New York, NY 10021
County: New York

Burke Medical Research Institute
785 Mammaroneck Avenue

White Plains, NY 10605
County:Westchester

USDA Annual Report WMC
Certificate Number: 21-R-0114
Date: 11/20/2004



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

1. Restriction of water 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 of 8.08
sq. f1. instead of the required 8.6 sq. fi.

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 form 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: 21-R-0114

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 animal from experiencing pain
or distress while in the primate chair. Excessive grimacing, vocalizations or
squirming may be signs that the animal is uncomfortable 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 determine 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 wouid 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 (CFR) title number and the specific section Number (e.g.,
APHIS, 9 CFR 113.102)

Agency__ CFR

USDA Report WMC/CU
Certificate Number: 21-R-0114
11/23/2004



U

Interagency Report Control No.:

rco 2z »Luug

See altached form for

I “THis reart i§ requlred by law (7 USC 2143). Failure o report according to the regulations can
: additionat information.

reéuu in an order 1o cease and desist and to be subject to penalties as provided for in Section 24!

\
|

. f ! UNITED STATES DEPARTMENT OF AGRICULTURE
H . ANIMAL AND PLANT HEALTH INSPECTION SERVICE

1. CERTIFICATE NUMBER: 21-R-0199 ga:mP:;(g\g%gs

CUSTOMER NUMBER: 537

Getober 1, 2003 to September 30, 2004

ANNUAL REPORT OF RESEARCH FACILITY

( TYPE QR PRINT)

AMENDED

Roswell Park Cancer institute
Roswell Park Cancer Institute Corp
Buffalo, NY 14263

Telephone: (716) -845-2300

3. REPORTING FACILITY { Lis! ail locations where animals were housed or used In actual research, testing, or exparimertation, or heid for these purposes. Attach additional sheets f necessary ) -

d1ca1 Research Complex
Cancer Cell Center

FACILITY LOCATIONS (Sites) - See Atached Uisting

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY  Attach additional sheets If necessarv or use APHIS Form 7023A )

|
AL B. Numberofanimal | C. Number of D.  Number of animais upon E. Number of animals upon which teaching, experiments,
: : belng bred, animals upon which experiments, research, surgery or tests were conducted involving

: conditioned, or which leaching, teaching, research, accompanying pain or disiress fo the animats and for wh

‘Animais Covered held for use in research, surgery, or tests were the use of appropriate anesthatic, analgesic, or tranquiliz TOTAL NUMBEF

. By Tha Animal teaching, testing, expariments, of conducted involving druge would have adversely affected the proceduras, res OF ANIMALS

V?elfare Regulations expariments, tests were accompanying pain or or Interpretation of the teaching, research, experiments,

! research, or conductad disiress to the animals an surgery. or tests. ( An explanation of the procedures ( COLUMNS
surgery but not ye involving no pain, for which appropriate producing paini of disiress in these animals and the reasc C+D+E)
used for such distress, of use ¢ anesthetic, analgesic, or such drugs were not used must be aftached to this report
purposes. pain-ralieving iranquilizing drugs were

, drugs. used.
‘}- Dogs 4 71 4 79
5. Céts
6. Guinea Pigs
7. Hemsters
8. Rabbits 2 3 15
9. Nah-human Primates
10, Shaep
L
11. Pigs 3 3
12 Otﬂef Farm Animals
13. Other Animals
T -
Wild mice 404 926 926
I L M
| Assurance statements |

iProfassionally accap ing the care, treatment, and use of animals, including appropriate use of anestetic, enalgesic, and ranguilizing drugs, prior to, during, and following actual rese

|1
| teaching, testing, surgery, or experimentation were followed by this research fadility.
| 2) Each principal investigator has considered aiternatives to painful procedures.

3

Thls facility is adhering to the standards and regulations under the Act, and it has required that ptions o the and r ified and expiained by the principal investigatar and ap
institutionat Animal Care and Use Committee (IACUC). A summary of all such excaptions ts attached to this annual report. in addnlon lo udenﬂfymg the IACUC-approved exceptions, this sumsmary inc

brief explanation of the exceptions. as wail as the species and number of animals affected.
b’he attending velerinarian for this research facility has appropriate authorlty to ensure the provision of adéquate veterinary care and to oversee the adequacy of other aspects of animat care and use.

a
! ' CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
: : { Chief Executive Officer or Legally Responsible Institutional Official )

A .
SIGNATURE OF C.E.D. OR INSTITUTIONAL OFFICIAL

MAME & TITLE OF C.E.Q. OR INSTITUTIONAL OFFICIAL ( Type or Print) DATE SIGNED

ARHIS FORM 7023

(Replaces VS FORM 18-23 (OCT 8a), which is obsolete.)
S {AUG91) '



Column E Explanation FEB 2 3 43

This form is intended as an aid to completing the Column E explanation. It is not an official form and its useis

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: 21-R-0032

2 Number__C=4  D=71_. - E4 ____ofanimals used in this study.

3. Species (common name) DOGS . ofanimals 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. Fr'ovide 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

ltem 6 below)

THE POINT OF PRECLINCIAL TOXICOLOGY TESTING IS TO DETERMINE A SAFE
STARTING DOSE IN MAN, TO DETERMINE THE FULL CONSTELLATION OF TOXICITIES
BOTH 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 THAT 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




* Miis report is required by law (7 USC 2143). Failure 10 repon acconding to the reguiations can

resumnmmdwlowaseamwsislaﬂdlobesmhpemﬁWdﬁfﬂmwﬂ\ﬂuv 1 92004

See attached form for
agditionst information.

interagency Report Cantrol No.:

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY
( TYPE OR PRINT )

1. CERTFICATE MUMBER:  22.R.0009
CUSTOMER NUNBER: 549

FORMAPPROVED
DOMB NO, 0578-0036

Novartis Pharmaceuticals Corporation
Bldg 437/1329

One Health Plaza

East Hanover, NJ 07936

Telephone: (873)-781-007«

IS.REPORTNGFAGILHY tLls(alllocanonsmmmabmmmdwuudmadwlmumuﬂmwemvhmﬁmmmdhmm Altach eddiional shoets if necessary ) l

FACI.HYLOGATW(M) - Ses Atached Listing

l REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY { Attach additional sheets i necessary of use APHIS Form 7023A }

A B, Numberofanimat § C. Numberof D. Number of snimals upon E. Number of animals upon which leaching, experiments, | F.
being bred, animals upon which experiments, research, surgery or tests wera conducted involving
conditioned, or which teaching, isaching, raseanch, BCCOMpanying pain or disiress o the animals and for wh JOTAL NUMBER
Anknals Covered tietd for usa in research, suTgery, of tests were mmo'appmpmemc malgeslc orn-anquwz OF ANIMALS
By The Animal teachitg, testing, experiments, o conducted involving drugs would have adversel p
Walfare Regulations experiments, teals were pain or or interp of the ing ﬁ. upe:imema.
. research, or conducted distress ko the animels an surgesy, ortests.  An explanation of the proceh { COLUMNS
surgery but not ye Involving no paln, fox which appropriaie g pain or in these animats and the reasc C+D+E)
N used for such digtrass, or yse o anesthetic, analgesic, or sud\dmgsmmtuseamabememeummmn
purposes. pain-reliaving tranquitizing drugs were
. s, |
4. Dogs - 336 14 27 377
8. Cats N/A -
6. Guinea Pigs - 42 . - 42
7. Hamsters N/A -
& Rabbis 1 398 - 67 466
8- Norhuman Primates 133 382 102 35 652
10, Sheep N/A - - - -
11. Pigs N/A _ - _ _
12. Other Farm Animals N/A ! - _ - _
13. Other Animals N/A ' - - - _

l ASSURANCE STATEMENTS

[y

1} Professionaily ptable ol g ing the care, R, and 1se of
teaching, festing, surgery, or experi ware by this rch facility.

2) Ench principal investigator has considered aitematives to painful procadures.

3) THis facility is adhering o the Sterxdards and regulations under the Act, and it has required that axceptions 10 the standards end reguiations be specified and explained by the principal investigator and ap
{nstitutional Animal Care and Use Committes (IACUC). A scmmmary of all such exceptions Is attached 1o this anvwai report. in addition ko ideniifying the IACUC-approved exceptions, this summary inc

brief explanation ¢f the exceplions. as waill as the gpacios and aumber of snimals affected.

4) Theanendmgvexainacianfarmismmmmwdewmmmmumdmmmumammmmmuaqdmmmdﬁma'wamuse-

g sppropriate use of enestetic, anslgesic, and ranquilizing drugs, prior to, during, and following actusal rese
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{ Chief Executive Officer or Legaily Responsible institutional Official )
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USDA ANNUAL REPORT OF RESEARCH FACILITY FOR 2003-2004
NOVARTIS PHARMACEUTICALS CORPORATION

USDA Registration No. 22-R-0009

Surnmary of the NACUC approved éxcepﬁons to the Standards and Regulations:

Canine Exercise Exemptions

e ecies Number

1. Absorpfion, Dog
Metabolism, and
Excretion After A
Single Oral or
IV Dose in the Dog

2.  Telemetry Device Dog
Implantation and Holding
Monkeys intended for
Use on Safety Pharmacology
Studies

3 Telemetry Device Dog
Implantation and Holding
Monkeys intended for

Use on Safety Pharmacology
Studies

6

Days Without
Exercise

10

22

Reaso
Quantitative collection

of excreta, containment
of radioactivity

Treatment of interdigital
pyoderma

Treatment for Lamenass



OPTIONAL COLU PLANATION FORM
Study Number

1. Registration Number: 22-R-0009
2. Number of animals.used in this study: 32 . Number of animals classified as category “E"- 3 .

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 a pharmaceutical 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 pelvis and a severe
dermatitis. ‘

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,

What, if any, federat regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tile 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 frials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COL EXPLANATION FORM
Study Number;

1. Registration Number: 22-R-0009

2. Number of animals 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 and/or disress.
These dogs were dosed with a pharmaceutical compound.

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

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 resuits. (For
Federally mandated testing, see question 6 below) -

The overall clinical condiion noted was not deemed so severe that the animal could not
continue on study. Relieving the cause of the diarrhea wouid have defeated the pumose of the
study.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tile 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 pharmabeuﬁcals
published in the Federal Register on November 25, 1997 (62 FR 62822)



OPTIONAL COLUMN E EXPLANATION FORM

Stady Number: RN

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 a pharmaceutical compound.

Two animals on this study experienced cornpound related effects of being found in a moribund
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 guestion 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 Cade 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)(B). 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 phannaceuﬁcals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLUMN E EXPLANATION FORM
Study Number:; (1)

1. Registration Number: 22-R-0009
2. Number of animals used in this study: 24 . 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 a pharmaceutical compound.

Two animals on this study experienced compound related effects resulfing in decreased
locomotor activity, recurnbency and labored breathing that lead to a moribund state.

5. Provide scientific justificaion why pain and/or.distress could not be relieved. State methods or
means used to determine that pain and/or distress refief would interfere 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
Reg:laﬁons (CFR) file 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 conduct of human clinical frials for phammaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLUMN LANATION 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° - 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 a pharmaceutical compound.

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

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. '

What, if any, federal regulaions require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) file 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 conduct of human clinical frials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62022)



OPTIONAL COLUMN, ATION FORM
Study Number:

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 and/or distress.
These dogs were dosed with a pharmaceutical compound.

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

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

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

What, if any, federal requlations require this brocedure? Cite the agency, the Code of Federal
Regulations (CFR) tile 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)



OPTIONAL COL ATION FORM
Study Number:

1, Registration Number: 22-R-0009

2. Number of animals used in this study: 31 . 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 and/or distress.
These dogs were dosed with a pharmaceutical compound.

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

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 indicafing that an animal was experiencing pain or distress, it
was euthanized,

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) ffle 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)



OPTIONAL COLUMN E EXPLANATION FORM
Study Number-

1. Registrafion Number: 22-R-0009
2. Number of animals 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 and/or distress.
These dogs were dosed with a pharmaceutical 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 o 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 diarhea 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) tile number and the specific section number (e.g, APHIS, 9 CFR
113.102):

The general reference is 24 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)



OPTIONAL COLU PLANATION FORM
Study Number:

1. Registration Number. 22-R-0009

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

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

3,

Explain the procedure producing pain and/or distress.
These dogs were dosed with a pharmaceutical compound.

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

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.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tile number and the specific section number (e.g., APHIS, 8 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
metf. More specific guidelines may be found in the following:

1) M3 Nonclinicat 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 NATION FORM
Study Numbe

1. Registration Number: 22-R-0009
2. Number of animals used in this study: 44 . Numl;er of animals classified as category ‘E” - 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 a pharmaceutical compound

One animal on this study expenenced compound related effects resuiting in dlarrhea of greater
than § days duration, ,

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

The overalf 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) tile 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)



OPTIONAL COLUMN E EXPLANATION FORM
Study Number: [[318)

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 15 . Number of animals classified as category 'E™- 15 .

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 a pharmaceutical compound.

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

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

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

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) fite 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, 1897 (62 FR 62922)



OPTIONAL COLUMN, ATION FORM
Study Number:

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 30 . Number of animals classified as category ‘E” - 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 a pharmaceutical compound.

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

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. :

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tile 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 spegcific guidelines may be found in the following:

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



OPTIONAL COLU | TION FORM
Study Namber:

1. Registration Number. 22-R-0009

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

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 a pharmaceutical compound.

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.

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)

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

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tile number and the specific section number (e.g., APHIS, 8 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 cfinical trials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COL ON FORM
Study Number:

- 1. Registration Number: 22-R-0008

2. Number of animals used in this study: 30 . Number of animals classified as category “E”- 6 .

3. Species {common name)___ Rabbit of animals used in this V"study.

4,

Explain the procedure producing pain and/or distress.
These rabbits were dosed with a pharmaceutical compound. -

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

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 quesfion 6 below)

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

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

The general reference is 21 CFR 31 2.23(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)



OPTIONAL COLU ATION FORM
Study Number

1. Registration Number: 22-R-0008

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

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 a pharmaceutical compound.

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

Provide scientific jusfification why pain and/or distress could not be relieved. State methods or
means used to determine that pain and/or distress refief 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.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tile 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, 1897 (62 FR 62922)



OPTIONAL COL JON FORM
Study Number:

1. Registration Number: 22-R-0009

2. Number of animals used in this study: 22 . Number of animals classified 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 a pharmaceutical compound.

Four rabbits on this study experienced compound related eﬁ'ects and were euthanized.
Fourteen rabbits were found dead while on study.

Provide scientific justification why pain anrd/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.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tite number and the specific section number (e.g., APH!S 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 guidefines may be found in the following:

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



OPTIONAL COLUI NATION FORM
Study Number:

1. Registraion Number: 22-R-0009

2. Number of animals used in this study: 100 . Number of animals classified as category “E”- 14 .

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

A

Explain the procedure producing pain and/or distress.
These rabbits were dosed with a pharmaceutical compound.
Fourteen rabbits on this study experienced compound related effects and were euthanized.

Provide scientific justification why pain and/or distress could not be refieved. 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.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal

Regulations (CFR) tile 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, 1957 (62 FR 62922)



OPTIONAL COLU : EXPLANATION FORM
Study NumberiQIC

1. Registration Number: 22-R-0009
2. Number of animals used in this study: 14 . Number of animals classified as category E"- 1 .

3. Species {common name)____Marmoset of animals used in this study.
4. Explain the procedure producing pain and/or distress.
These marmosets were dosed with a phaﬁnaceuﬁcai compound.

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

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

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
Regt;igﬁons (CFR) tile 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)



OPTIONAL COLU ORM
Study Number

1. Registration Number; 22-R-0009
2. Number of animals used in this study: 8 . Number of animals classified as category “E"- 1 .

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

4. Explain the procedure producing pain andlor distress.
These marmosets were dosed with a pharmai:eutical compound.

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

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

This animal was immediately scheduled for humane euthanasia and necropsy but it died in
fransit. '

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
l;(egulations (CFR) tite number and the specific section number (e.g., APHIS, 9 CFR
13.102):

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)



OPTIONAL COLU: ION FORM
Study Number:

1. Registration Number: 22-R-0009
2. Number of animals used in this study: 24 . Number of animals classiﬁed as category “E"- 2 .

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

4. Explain the procedure producing pain and/or distress.
These mamosets were dosed with a pharmaceutical compound.

Two of the animals on this study experienced compound relafed effects. One animal had
diarrhea for greater than § 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 refieved. Staté methods or
means used to determine that pain andior distress relief would interfere with test results. (For
Federally mandated testing, see question 6 below)

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
diarhea 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? Cile the agency, the Code of Federal
Regulations (CFR) tile number and the specific section number (e.g., APHIS, 9 CFR
113.102):

The general reference is 21 CFR 31 2.23(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 guidefines may be found in the following:

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



OPTIONAL COLUMN E EXPLANATION FORM
Study Number (b){4)

1. Registration Number: 22-R-0009

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

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

4

Explain the procedure producing pain and/or distress.
These marmosets were dosed with a pharmiaceutical compound.

Seven of the animals on this study experienced compound related effects such as
hypothermic, lethargy, anorexia and diarhea that resuited in this animal being euthanized.
One other animal on this study was found dead.

Provide scientific justification why pain andior 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 § 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.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tile 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 Novernber 25, 1997 (62 FR 62922)



OPTIONAL COL : TON FORM
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 name)___ Manmoset_____ of arimals used in this study.
4. Explain the procedure producing pain and/or distress.
These marmosets were dosed with a pharmaceutical compound.

Six of the animals on this study expenenced compound related effects such as diarrhea for
greater than 5 days 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 6 below)

The overall clinical conditions observed was not deemed so severe that the animal could not
confinue 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) tile 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 cnmcal trials for pharmaceuticals
published in the Federal Register on November 25, 1897 {62 FR 62922)




OPTIONAL COLUMN E EXPLANATION FORM
Study Number: [y .

1. Registration Number: 22-R-0009

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

3. Species (common name)____Cynomolgus monkey

4,

of animals used in this study.

Explain the procedure producing pain and/or distress.
These monkeys were dosed with a pharmaceutical compound.

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

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 inferfere with test results. (For
Federally mandated testing, see question 6 below)

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

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal -
Regulations (CFR) tite number and the specific section number (e.g., APHIS, 8 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)



OPTIONAL COLU ‘ ORM
Study Number;

1. Registration Number: 22-R-0009
2. Number of animals used in this study: 32 . Number of animals classified as category ‘E"- 7 .

of animals used in this study.

3. Species (common name)___Cynomolgus monkey.
4. Explain the procedure producing pain and/or distress.
These monkeys were dosed with a pharmaceutical compound.

Seven animals on this study experienced compound related effects such as emesis,
decreased locomotor acfivity, 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 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) file 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)



OPTIONAL COLUMN ORM
Study Number:

1. Registration Number. 22-R-0009

2. Number of animals used in this study: 32 . Number of animals classified as category ‘E” - 5

3. Species (common name)____Cynomolgus Monkey.

4.

of animals used in this study.

Explain the procedure producing pain and/or distress.
These monkeys were dosed with a phMeM compound.

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

Provide scientific justification why pain and/or distress could not be relieved. State methods or
means used o determine that pain and/or distress relief would mterfere with fest results (For
Federally mandated tesfing, see question 6 below) ,

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

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) file 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 frials for pharmaceuticals
published in the Federal Register on November 25, 1997 (62 FR 62922)



OPTIONAL COLUMN E EXPLANATION FORM
Study Number St}

1. Registration Number:  22-R-0009

2. Number of animals used in this study: 10 . Number of animals classrﬁed as category ‘E°-3 .

3. Species {common ﬁame)_____CynomoIgus Monkey.

4,

of animals used in this study.

Explain the procedure producing pain and/or distress.
These dogs were dosed with a pharmaceuﬁcal compound.

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

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 resuilts. (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.

What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal
Regulations (CFR) tite 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)
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NV 2 4 2004

Registration Number; 22-R-0036

Navember 19, 2004

Elizabeth Goldentyer, DVM ‘
UNITED STATES DEPARTMENY OF AGRICULTURE
Animal and Pian Health Inspection Service

Regulatory Enforcement end Animal Care

Eastem Reglan Office

620 Main Campus Drve -

Suile 200 ’
Rateigh, NC 27606

Dear Dr. Goldentyer.

Listed below. are comments to accompany the annual report of research faciliies for éite
number 1. '

A Summary of exceptions to the regulations and standards:

The environmental enrichment program has exceptlons -{or social housing for nonhuman
primates. Twenty-one rhesus monkeys are housed separately due to special study
requirements for controliing and monitoring food consumption as pant of the research
projects. Thirteen cynamoigus monkeys wara housed separataly for brief periods (1-5 days)
white padicipating in telemetric monltoring studiss and six cynomolgus monkeys were
housed separately for 14 days for individual coflection of excreta in a radiolsotope labeled
compound metabolism study. All the animals are included In all the other aspects of the

environmental enrichment program. The protocols with an exemption are approved by the

IACUC and reviewed during the semi-annual program raview. ..

One exception to the canine exercise program is O be reported. It ,nvo!ved the use of
speclal canine metabolism cages for radicisotope letféled drug metabolism studies 1o safely
and accurately collect excreta. The canine metabolism cages provida greater than 100%
require floor space, but less than 200% of required space far exerclse. The pariod of tima In
the cages vary with the test compound and study. This study lasted for 37 days. Positive
human Interaction Is greatly increased during this period, Five canines were Involved with

these studies. The protocol with the exemplion Is appraved by the IACUG and reviewed
during the semi-annual program review.

B, General Colurrin ‘E Jﬁsﬂﬂcaﬂon Statement: .

Six cynomolgus monkeys developed unexpecied acute complications during a study. The
animals were closely monitored by the research and veterinary staft during the study. When
significant complications developed, the animals were humanely euthanized without delay.
Due to their iliness, they are retrospectively being reported in coiumn E.



Registration number 22-R-0036

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

A Summary of exceptions to the regulations and standards:

There were some exceptions to the pair housing requirement of our IACUC approved program for
the psychological well-being of non-human primates. Most exemptions ware for approximately
two weeks In duration. Three hundred forty-four non-human primates wers single-housed for two
out of the five week quarantine perlod for the purposes of acclimation and health assessment;

ninateen for various periods of time while suitable cage mates were Itied; and ten because they
lacked suitabie cage mates.

B. General Column “E" Justification Statement:

Listed below are the animals that retrospactively or prospectively experienced or may have
experienced pain or distress while on study,

©One non-human primate became {ll on study and was given symptomatic treatment The animal
was euthanized due to a lack of response to the reatment and weight loss, One primate on
study developed a tae njury unralated 1o the study and Injury was freated by the veterinary staff.
The Injury did impair some of the non-human primate's mobtlity but remalned on study. All
studies are approvad by the JACUC and conducted in ascardance with the FDA requcrements

[FDA 21 OFR 312,23 (a) (8), 21CFR 58, 62 FRE2822 and 59 FR 48744).

One canine had a very acute and unexpected death whille on study. Thres canines expeﬂenced
same short selzures white on study. On of the studies objactives was to monitar for seizures and
treatment would have interfered with compounds safety evaluation. The anlmals were clossly
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, 62
FRE2922 and 59 FR 48746},

Six rabbits developed unexpected terminal medical complications while p’amctpatlng in a atudy.
Of tha six rabbits, 4 died suddenly and 2 were humas€ly euthanized. One other rabbit
experienced abnormal posture and tremors but was well enough to compiete the study. All
studies are appraved by tha [ACUC and conducted In accordance with the FDA requirements
[FDA 21 CFR 312.23 (a) (8), 21CFR 58, 62 FR62922 and 59 FR 48746].
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nnd lonmu pctei ru.mn:h. taaching, lasllna, iumery or Epaitmentalion ware foliowed Ly this mumh fecliiy.
F) Eol:h principal ligaior hea »d 10 pairmiui p

i 3) This far.il!y Is adhéring to the slandarde sid rmgulalions nder the Acl, ndt has Paqlhﬁ {hal axcepliors 1o the lunhrdl and mnlfﬂﬂm ba spacified and emhmld by the -
: principal invesiigeior apd approved by the insiifulionsl Animel Care anc Use Commitiee (IACUC), A of afl the

hed to this annual report.in
addilon 16 identiying the ICUC-appri eplions, this summary L] maf p of lhe empﬂms. a5 well af the lpedn and nismber of enimals affecied,
4) Tha rian for thi

thi fndnyhn ppropr bmahmumwﬁuﬁwywawmmmmqum.
especis of aninal care and use,
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‘ 4. Explain the procedure pr'oliucir'\g paln and/or distress,

1+

1‘”'

1. Registration Number: = 42-R-0001 /1573

12/8. Specles (common name)-& Number of animals; used' in thl:s study:

Hamsters (2606) .

To satlsfyFederally mandated testing for Leptosplra bacteﬁns a vacclnaﬂon-challenge model is used to determlne '
potency of the vaccine. Virulent Leptospira organisms are injécted intraperttoneally into hamsters to determine the .
potency of the bacterin and LD50 of the Leptospira suspsnsion: Leptospiracauses death in unprotected (unvacc.nated)
hamsters. From the comparisen of the protected (vacqna'rad) five hamsters to-the unprotected dead hamsters the -

" potency of the bacterin and the LD50 are obtalned

. valde screntrﬁc justification why pain and/or. dlstress could not ba relieved. State methods or means used to datermine

that pain and/or disiress relief would interfere with test results (For Federa“y mandated tesﬂng, see ltem’ 6 below)

Interventlons such as analgeslcs and antiblofics, would. Irkely prolong the course of the d)saase, and may prevent or dalay-
death, thus interfering with the test resuits. Death is'the endpoint requirement for this potency test. Our firm has-been
working with the- CVB regarding early endpolnts under.9 CFEO'i 17.4.and USDA, APHIS Center for Blologics (CVB) Notice .
No. 04-09. Please see the timelirie.as follows, 12-16-03 We recelved a letter from Dr, Koch asking us'to explain the .
hamsters in Category E. 4-9-04 | called Dr. Koch to discuss early endpoints, She suggested | contact our CVB reviewer

.assigned to this firm. 1-14-04 |- contacted.our CVB reviewer- and she stated in an emaill, ".,.the information that | curreggy R
- -haye-ls-that early endpoint-has-not-been-authorizéd in-Outiines-of Productisn” 1 1-15704 T WiGta 16 Dr. Koth indicafing

position 2-6-04 Dr, Koch called-ahd said CVB told-her they would allow.an Outline, ‘change. 2-17-04 | emailed our CVB
.reviswer with this:information and she checked with her’ supefvisors and sald they hadh't heard anything. differently from
the January decision, Attached to my email was a draft protocol, “Data Coliéction.for Humane Endpoint Study,” for her fo .

- ook at. 3-10-04 1 called Dr. Koch and left word for het to return my call to drscuss 3-23-04 Dr: Koch called me and said
. she had talked to Dr. Rick Hill {CVB Director). He stated-that the CVB was coming out with guidelines about obtalning - -
_approval for early endpoints, 4-5 through 4-7-D4 Attended "Technology and Approaches to Reduce, Refine and Replace

.Animal Testing" sponsored by APHIS in Ames, |A, 4-7 through 4-8 Attended "APHIS Veterinary Blologics ‘Public Meeting®
in Ames, This meeting aiso had information regarding earfy endpotnts, 4-12-04 CVB-reviewer faxed to me CVB Notice No."
0409 "Use of Humane Endpoints in Animal Testing of Blojogical Products.” 4-27-04 Dr. Beliiri, our AW inspector, sent the -
CVB Npotice to me. 7-26-04 | called our reviewer to discuss the pmtocol notice, and what our firm's statistician's thoughts _

*“were on-numbers of hamsters needed to genarate data, 7-28-04. Our reviewer emailed regarding data'we neededto- .
*submit to Bupport an-Ovitline change.: -8-27-04.1 sent out reviewer another draft of a'protocol with, data ﬁpture forms. She

. teplied that the *...list jooked good for. coliecting data,* 9-2-04 Final version.of protochl. reviewedand signed. Sept.*'04 . . -
-conducted pliot. study. Concluded nesded betiermethod of jdentffying indeual hamsters. 10-13-04.Meeting. withAnlmal AR

- . Care staffto discuss next study, iding hamsters, and revising forms. "40:26-04 Started a second pilot study Whenwe =

have accumulated sufficient-data |t will be submitted o CVvB. We will ask for an Outline Change based on'the data and the -
9 CFR 117.4. CVB will review the data and hopefully allow the Outline change so that we can euthanize the hamsters .

- ™..exhibiting clinical sighs conslstent with the expected disease pathogenesls . per CVB Noﬂce no 04-08, 0 would e . )
' glad 1o provide copies of any of the above con'espondenca ) i . o

1:6. What i any, federal regulatlons requrre this procedure? CIteihe agency, the code uf Faderal Regulauons (CFR) trﬂe .
| .-~ number and the specific sectron number (e g:; APHIS 2] CFR 1 13 102)

. 'Agency APHIS QCFR113 101 113.102, 113.103, and CFR:
113,104, -

Approval Status:
Appraved/Drsapproved By:
Date:

-| Disapproved Reason:




“‘|=Pl-l Pla)uuw»y o g wmee ey - -
sultin nr! ordef'to cense and desist and ta be sub}ect to penalties 35 provided for in Section 21!

. )‘ E UNITED STATES DEPARTMENT OF AGRICULTURE 1. CERTIFICATE NUMBER:  42.R.0009 : PORM APPROVED
: | ANIMAL AND PLANT HEALTH INSPECTION SERVICE cusToMER MuMBER: 1578 .

?
{ : an-Dcdge Laboratories
| ANNUAL REPORT OF RESEARCH FAClLlTY Division Of Wyeth ) o R
| (TYPEORPRINT) ' 800" 5th St Nw - ' ¥ N
- Fort Dodge, 1A 50501 o S
f £OPY FOR YOUR | renTedes A s e D }M"
, INFORMATION | Telephone: (515)-9554800 “AeS / 65,

) REPOFTING FACILITY ( List all locgtions where animal- were housed or used in actusl research, testing. or axpuimaﬂmion. or heid for these purposes, Aftach additional sheets i necessary)

800 fth Street NW, Fort Dodge, TA 30501, ocanons (8373 g.im 43 East, Charles C:Lty, IA 50616

2000 Rbckford Road, Charles Citv. TA 50616
REPGRT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additiona sheets if necessarv or use APHIS Form 7023A 3 _ i
A. l’ B. Numberofanmal | G. Numberof D. Number of animais upon E. Number o animals upon which teaching, experiments, | F.
: being breg, . animais upon which expenments, research, surgery or tests were conducted involving
{ condhioned, or which teaching, teaching, resesrct, g pain of distress 1o the animals and for Wh | oy, ypeR
Ahimais Covered held for use in research, surgery, of tests were the use ¢of appropriata anesthetic, analgesic, or tranquiix OF ANIMALS
y The Animal feaching, lesting, § experiments, or - conductad Involving * drugs would have ety afl thep Ires, res
Welfara i‘iuqulations expeanimerts, tests were accompanying pain or or intespretation of the leachlna research, nperimemx
: research, of conducted distress o the animals an surgery, or tests. { An expl o thep { COLUMNS
surgery but not ye imvoiving no pain, for which appropriate producing pain or distress in these animals and the reas C+D+E)
used for such distress, or use @  snesihetic, analgesic, of such Trugs were not used must be sttached to this repor )
; plurposes. pair-relieving tranquilizing drugs were
[ : ’ o drugs. ’ used. .
4. Dogs . - : .
s 203 Jio20 =N 268 1370
5 Cas | 0 1161 7 128 1296
5. Giinea Pigs ' - '
i 0 4874 61 0 ‘ 4935
7. Hamste . . ' :
i 0 12,784 0 8171 ; 20,955
8. Rabbity - ' : '
] 0 454 1408 0 1862
9," Non-hu i ! :
Jn—urnanvF'nmates 0 o - 0 0
10. Sheep:
Sheee 0 0 0 lo
11. Figs - . ' .
all 0 6 0 10 16
12. Qthgefamnimals |- () 8 0 0 18
H‘lorsc-:-s 0 14 0 0 114 -
1 o
mg'mmals 0 8 ) 0 % 0 8
Ge“:rb;.-ls 0 10 0 Q" 10
Ferrets 0 8 0 0 8
L AS}.SUR{\NGE STATEMENTS ' I : i |
1) Professionatly acceptab slandards governing the care, tragtment, and use of animals, nciuting appropriate use of anestetc, analgsn:, and tranguilizing drugs, prior to, during, and follo\mng actual fese:
! teaching, testing, surgery, or experi ion wera fofiowed by this research fnuhry R »
l 2) Each pnn-pal igator has consid I to paintul p

3) This 1admy is adhering to the standards and regulaions under the Act, and i has required that exceptions 10 the standards and mgunmm be specified and explained by the principal investigater énd epg
Insiftutional. Animal Gare and Use Committee {IACUC). A summary of al such exceptions is attached t0 this annual report. in adgition i identifying the lACUC-appmd mpﬂonl. this summary In.
 brief expianation of the exeepnons as well as the speaas and nurnber of gnimals sffected,

i 4) The ahending veterinarian for this research faciity has appropriate authority to ensure the provision of adequate velerinary care and fo pe the adequacy of other of animal care and use.

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
DATE SIGNED
v (b,0F

{ Chief Executive Officer or Legally Responsible Institutional Official )
HIS runm rucs NS v e o h is-'nbsalme.) ' ) s
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. T . Co ‘.i '
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COPY FOR Yiiy

Explanation for Column E INFORMATIGH
Fort Dodge Animal Health
Registration # 42-R-0009
1. Species: Canine
2. Number of animals achieving Cat.E in thislstlidy: 119
3. Explanatlon of the procedu re producmg pain and/or distress:
The dogs were inoculated subcutaneously with he organism that

causes the disease caninc/fiPH Thcy were then observed for
clinical signs of [fiYE o evaluate the ability of experimental vaccine to protect

against the disease.
4. Scientific justification why pain and/or distress conld 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

dlsease without the use of treatment to establish label claims. Actions that would
have relieved pain and/or distress would not allow comprehensive observations of the
clinical signs as well as modify the duration and severity of the clinical signs. This

“would not allow for true and accurate measure of efficacy for products as well as
label claims. Currently no alternatives to the use of dogs exist for this procedure.
Challenge with“may cause severe disease, which will result in a certain
degree of pain 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.

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

(b)(4)

j(b)(4)

ROV 24 2004
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Explanation for Column E
Fort Dodge Animal Health Lory pgp
Registration # 42-R-0009 IF Mﬁﬁﬂlﬁi# !

Species: Canine
Number of anjmals achieving Cat. E in this study: 80

Explanation of the procedure producmg pain and/or distress:

Five groups were challenged with different organisms in this study. One group was moculated orally
and intranasally with a vxrulent strain of TYIZ} One group was inoculated intravenously
with a virulent strain o One group of dogs was intravenously inoculated with
virulent strain of {rRYPM Another group of dogs was inoculated intravenously with a
virulent strain of {9} i uppressed dogs was inoculated orally and
mtranasally with two virulent strains om They then were allowed to develop the

signs of the various pathogens.

Scientific justification why pain and/or distress could not be relieved. State
methods or means used to determine that pain and/er distress relief would
interfere with test results. ‘ y

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 animials. The use of .
medications would affect the expression of clinical slgns in the test animals and adversely affect data

interpretation.

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

require this procedure and study.

NOV 24 204



Explanation for Column E W 0/?,;,'40 Qp
Fort Dodge Animal Health w
Registration # 42-R-0009

1. Species: Canine
2. Number of animals achieving Cat. E in this study: 12
3. Explanation of the procedure producing pain and/or distress:

The dogs were experimentally infected with either (SIE)] (b)(4)
and “ respectively via intraperitoneal injection, following

vaccination to evaluate the vaccine’s ability to protect aiainst disease caused by the

m They were allowed to develop and the signs were -
observed and recorded. : : :

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

The studies were conducted for product registration in the European Union. The
studies were reguired to evaluate the vaccine’s ability to protect vaccinated animals
againsthhile the non-vaccinated animals must show clinical signs of the
disease. Challenge with [[SYJJflimay cause severe disease, which will resuitin a
certain degree of pain and distress. 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 and regulation that requires or supports this
procedure. '

The study was conducted to meet the registration requirement for the Europe ion
as perw

OV 24 204 - =



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

1. Species: Canine
2. Number of animals achieving Cat. E in this :stl'ldy: 57

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

The dogs were experimentally infected with following

vaccination t te the vaccine’s ability to protect against disease caused by the
W'me dogs were infected by the intraperitic d

subconjuctival administration of a suspension of vimlcnw They were

allowed to develop[{SIf3 and the signs were observed and recorded.

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

The literature reports that{{3IE) may be a cause of 1G] disease in dogs.
The clinical manifestations of experimentally induced [{E) however,
‘have not been described. This set of experiments was aimed at determining if -

possible, whether (313 could be an etiologic agent of clinical disease in dogs.
Also it was desired to determine whether vaccination might be of benefit.

The studies were required also to evaluate whether a prototype vaccine protected
vaccinated animalsagainsw while the non-vaccinated animals must show
clinical signs of the disease. Challenge with some may cause
severe disease, which will result in a certain degree of pain and distress. 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.

/4
He, £
gy 1,
/‘?/i’ 7

5. 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. _ : '

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

Species: Feline

Number of animals achieving Cat. E in this study: 20
Explanation of the procedure producing pain and/or distress:
Cats were anesthetized and small volume of challenge material. containing a
virulent strain of _mown to cause

in cats, was administered intranasally. - The cats were then allowed to develop

clinical signs of the infection so that observations could be made and
recorded.

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 for pain or distress can affect the expression -
of clinical signs associated with 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.

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.

(b)(4)

WOV 24 2004



Explanation for Column E

| Fort Dodge Animal Health G,

: Registration # 42-R-0009 7 70
| ’ ' ' VN
|

Species: Feline
Number of animals achieving Cat. Ein th‘is study: 40

Explanation of the procedure producing pam and/or dlstress

Cats were anes e of challenge mategjal containing a
virulent strain o own to cause
in cats, was administered intranasally. 1he cats were then allowed to develop

clinical signs of‘ the infection so that observations could be made and
recorded.

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

This animal study was done for the quahﬁcatlon process of a new reference
vaccine. Therapeutic treatments in or distress can affect the expression
of clinical signs associated with 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 alter the accurate scoring of study

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

procedure and study.

ROV 24 2004
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Explanation for Column E %ﬁf
Fort Dodge Animal Health 4;;&;72,4,

Registration # 42-R-0009

| ‘Species: Feline

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

~ Explanation of the procedure producing pain and/or distress:

inoculated orally and intranasally with a virulent strain of{IE)]
known to cause disease. ‘ '

Scientific justification why pain and/or distress could not be relieved.
This study was for the development of a new feline vaccine. 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 introduced another variable into the comprehensive
observations of the clinical signs as well as may have modified the duration
and severity of the clinical signs. This would not allow for true and accurate
measurement of the efficacy for products as well as label claims.

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

procedure and study.

NOV 24 2004



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

Species: Feline
Number of animals achieving Cat. E in this group of studies: 37

Explanation of the procedure producing pain and/or distress:

- _Cats were inoculated orally and intranasally with a virulent strain of (GG}
(b)(4) known to cause the emerging,m& the disease.

The cats were allowed to develop clinical signs of the mfection.

Scientific justification why pain and/or distress could not be relieved.
This study was for the development of a new feline vaccine. 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 introduced another variable into the comprehensive
observations of the clinical signs as well as may have modified the duration
and severity of the clinical signs. This 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 Memoranda that require or support
this procedure and study. .

(b)(4)
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1.

2,

3.

nsatisfactory level. The hamsters were inoculated by an intraperitoneal injection of
“cultured in the laboratory. When the hamsters became sick
ey were euthamzed and th as harvested under sterile conditions. The

Explanation for Column E gy

Fort Dodge Animal Health
- Registration # 42-R-0009

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

Explanation of the procedure prbducixig pain and/or‘ distress:

The ose of this study was to prepafe a source of and increase the virulence of
hhall aterial by growing (passage) the orgamsm in
hamsters. "In-vitro cu hlre:;ﬁreduces the virulence of the organism to an

will contain an enhanced ability to cause disease. Th after
processing) will be used as a source of challenge material for dogs to evaluate the
ability of new vaccines to protect dogs against chmcal disease caused by )Y
infection.

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

* It is the intent of this study was to increase the virulence of m by the
replication of the organism in hamsters. The hamsters are euthanized as soon as they

display signs of illness. Administration of palliative 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.

NOV 24
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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: 7982

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

Ten hamsters per serial are vaccinated wi given IM. After 14-21 days (product
dependent), the hamsters are challenged intraperitoneally (JP¥ with an appropriate dilution o

Mpreparation. 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 of the challenge
material and used as the challenge titration determination. Hamsters are observed for 14 days,
deaths recorded :

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

The test is required by regulation as a proof o accine potency to be
conducted on each serial of vaccine produced. Death of hamsters in this test has been used for
many years to indicate lack of protection fo Because the vaccine is given at a
fractional dose, the test amounts to a protective endpomt determination for the vaccine being

tested. Min hamsters almost always results in acute onset and rapid death. The
rapid progression of the disease in the hamster gives little opportunity for intervention.

~ Furthermore, 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 of pain 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 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-USDA-CVB is engaged in developing m—v1tro potency test altemanves for
products that require this test 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 of hamster 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 validated USDA-CVB approved altemnative is available, the standard
test is obligatory. No altematives exist at thlS time, and no CVB-approved means of relieving

- pain and distress for this use of hamsters are yet available. When the alternatives are available to

.a commercially applicable scale, FDAH will apply them and is active in AHI/USDA

~ collaborations to expedite the national project.
In 2004, FDAH 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 proposal to the APHIS-USDA-CVB in the way the
testing is performed. If no fundamental results are changed an application to amend the Outline
of Production will be made in 2005.

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.

RO\
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- Intraperitoneally (IP) with{S§IZ!

and used as challenge controls. Four groups of five non-vaccinated
hamsters are givenmao be used as a challenge titration
determination.) All hamsters are observed 1or /7 days and deaths are recorded.

Explanation for Column E 2,

Fort Dodge Apimal Health %@;ﬁg
Registration # 42-R-0009 "%lﬁa
2%
: O

1. Species: Hamster
2. Number of animals achieving Cat. E in this study: 176
3. Expianation of the procedure producing pain and/or distress

Ten hamsters are vaccinated mt}MlM of test vaccme Thirty hamsters are held for
use as controls during the ghallepe ated hamsters are challenged

challenge material. Ten non-vaccinated hamsters are challenged IP with [

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 of Production 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 of pain
medications, is not known. Use of any such drugs therefore, would invalidate (according
to Dr. Paul J. Hauer, USDA-CVB-LPD- telephone communication) 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 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 of relieving pain and distress for this use of hamsters are
yet available. When the alternatives are available to a commercially apphcable scale,
FDAH will apply them. :

HOV 24 2004



This report is required by law (7 USC 2143), Failure io repant according 1o the negulations can See reverss side for Interagency Report Control Na 1. Jweh

resuitin an order to caase and desist and 1o be subject to penalties 35 provided far in Section 2150. addiional Information. 0180-DOA-AN
UNITED STATES DEPARTMENT OF AGRICULTURE 1. REGISTRATION NO. CUSTOMERNG. FORM AP
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 42-R-0020 1625 OME NO. OSTF RO m"Eﬂu
[z READQUARTERS RESEARGH FAGILITY (Name and Address, as registered with USDA,
ANNUAL REPORT OF RESEARCH FACILITY include 2lp Code) AL VACGINES. INC. (NAV
VARTIS
(TYPE OR PRINT) :‘37 ‘I4DTHASNTREET w )

LARCHWOOD., 1A 51241

l 3. REPORTING FACILITY mszanwammw-mmauuammlmm.mmwmmﬂm"m’“mm'Am“ﬁé/olub g
sheels if necessary.) ’ /N

FACILITY LOCATIONY/sles)

NOVARAT!S ANIMAL VACCINES, INC. (NAV!)
LARCHWOOD, |A 51241

NOVARIS ANIMAL VACCINES, INC. {NAVI)

BUCYRUS, KS 66013

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARGCH FACILITY (Attach adgiticral sheels Fmasalyor use APHIS FORM 70234 )

A, B. Number of €. Number of TD. Number of animals upon E. Nuenter of animais upon which teaching, F.
animals being animails upon which experiments, expernimients, research, surgery of lests were
Animals Covered tred, which teaching, tgaching, research, conduciad irvolving sccompenying pain or distress TOTAL NO.
By The Animal conditioned, or research, Surgery, o lesis were to the anirais and for which the use of appropriale OF ANIMALS
Waeltare Requiations heidt (o use in experiments, or conduciad involving anesthatic,anaigesic, of ranquilksng dnugs would
teaching, testing. tests were accompanying pain o have adversely affecied the procedures, resulis, or {Cols.C +
xperi ducted i 1o the an ) Lerpratation of the leachs B+ E)
research, or involving ne ang for which appropriate experimants, surgery, o tesis. {An expianation of
surgery but not pain, distress, or angsthatic, analgesic, or the procedurss producing pein or disiress in thase
yet used for such use of pain- tranquilizing drugs were animals and the reasons such grups wers not used
purpeses, relisving drugs. usad. must be altached io this regart)
4. Dogs
5. Cats
. , 7
.| 6. Guinea Pigs 438 136 72 646
7. Hamsters 5853 az 9580
8. Rabbits o, 7 1757 1764

9. Non-Human Primatss

10. Sheep
11. Pigs 2 ’ 6 28
12. Other Farm Animals
CALVES iy 47 ; 47
13, Other Animals
GERBILS : 40
ASSURANCE STATEMENTS \
1) meewwnympwueswmgovmng the care, lrealment, and use of animals. including appropriate use of hetic, analgesic, and tranquitizing diugs, oriar to, during,
Q actual %, g. lesting, surgary, or exp were & by this research facilty.
2) Each principal investigater has considered allamativas to painful procasures. '
3) This facility is achering 10 (he standards and regulations under the Act, and it has requirad that plians 6 the end Jdations be specified and explaingd by the
principal investigator and apprevad by the Inslitutional Animu Careand Use Cornmmn {ACUC). A wmrnary of all the exceptions is attached o this annual report.in
addition (o identifying the IACUC-app m Y inch ep as well 35 the speciss and nuTber of 3nimals affected.

4) The attending valesinanan for this research taciity has appropriate authority 1o ensure the provision of adequate vetesnary care and to overses the adequacy of ether
aspects of animal care and use.

CERTIFICATION BY HEADOUARTERS RESEARCH FACILITY OFFICIAL
(Chief Executive Officer or Legally Responsible Institutional official)
| certify that the abave is true, cocract, and (7 U.5.C. Section 2143)

SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Type or Print) DATE SIGNED
11/23/2004
APHIS FORM 7023 (Replaces VS FORM 18:23 (Oct 88), which is ahisolsts PART 1 - HEADQUARTERS

(AUG 91)



1. Registration Number:  42-R-0020 / 1625
2/3. Species (common name) & Number of animals used in this study:

Guinea Pigs (72)

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

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

5. Provide scientific justification why pain and/or distress could nat 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 ltem 6 below)

Clostridium Chauvoei Potency Tests. This is a vactination/chalienge model in which control animals must contract the
iliness, therefore, therapeutic intervention would swgmﬁcantly alter the resuits 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 code of Federal Regulations (CFR) htle
number and the specific section number (e.g., APHIS, 5 CFR 113.102):

Agency: Clostridium Chauvoei ; USDA APHIS CVB; CFR:
8CFR113.108(c); Tetanus Antitoxin Potency Tests.; USDA
APHIS CVB; SCFR113.451(b)

Approval Status:
Approved/Disapproved By:
Date:

Dlsapprovad Reason




1. Registration Number:  42-R-0020/ 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 made! in which death is the endpoint. In accordance with 9CFR117.4.e. animals
showing clinical signs of illness due to the test are euthanized to 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 Itam 6 below)

This is a vaccination/challenge model in which controt animals must contract the iliness, therefore, therapeutic intervention
would significantly zlter the resuits 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: USDA APHIS CVB; 9CFR113.101(c); CFR:
9CFR113.102(c); 9CFR113.103(c); 9CFR113.104{c)

Approval Status:
Approved/Disapproved By:
Date:

Disapproved Reason:




1. Registration Number:  42-R-0020/ 1625
2/3. 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/chalienge model in which death is the endpoint. In accordance with SCFR117.c animals
showing clinical signs of iliness due to the test are suthanized to 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 refief would interfere with test results. (For Federally mandated testing, see Item & below)

This is a vaccination/challenge model in which control animals must contract the iliness, 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 Regulabons (CFR) title
number and the specific section number (e.g., APHIS, 9 CFR 113.102): '

Agency: none CFR:

Approval Status:
Approved/Disapproved By:
Date;

E Disapproved Reason:




is requireq by law [7 USC 2143). Failure 1o report accoreing » the regulations zan See attached form for Interagency Reaart Conpra! No.:
_; | o LMEr {6 £2388 and desist and 1o Be subject to penaities 26 Drovided for in Section 24¢ additional information.
UNITED STATES DEPARTMENT OF AGRICULTURE 1. CERTIFICATE NUMBER:  43.12.0009 FORM APPROVED
ANIMAL AND PLANT HEALTH INSPECTION SERVICE TS ns
_ CUSTOMER NUMBER: 4388

ANNUAL REPORT OF RESEARCH FACILITY

{ TYPE OR PRINT)

P

FZB ¢ I 9'*95_ ﬂ’ ’( (L I/
Midwest Research Inst
425 Volker Bivd
Kansas City, MO 64110

Telephone: (816)-753-7600

3. REPORTING FAGILTY ( List all locattons where animals were hioused or used in actual researsh, testing, or experimentation, or held for these purposes. Attich additional sheets i necessary )’

/3 /oS

e

FACILITY LOCATIONS ( Sites } - Ses Atachad Listing

l REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY { Attach additional sheets if necessarv or use APHIS Form 7023A 1

'

A B. Numbercfanima | C. MNumberof D. Mumber of animais upon E. Number of animais upon which feaching, experiments,
being breg, animais upon which experiments, TES@IITI, SUrgery or tests were conducted invoving
conditioned, or whigh leaching, teaching, resaarch, accompanying pain or distress tothe animats and BT WL ) L men
Animals Coveret hetd for usein rasegrch, surgary, or tests were the use of appropriate anesthetic, anaigesic, o tranguiiz OF ANIMALS
By The Animal teaching, testing, experiments, or conducied invoiving dfugs would-hava Y the pracedures, res
Welfare R b P X ests were ascampanying pain of - of interpretation of the teaching, research, experiments,
research, of congured fisirees & the animals an surgery, or test. { An expianation of the procadures { COLUMNS
surgery but not ye invoiving no pai, for which appropriate producing pain or distress in these animals and the reasc C+D+E )
. used for such distress, oruse & anesthetic, gnalgesic, or such drugs were not used must be attached to this repon
PuIPOSES, . pain-refieving franquilzing drugs were
drugs. used. L
4. Dogs j 32 ’_ 32
5 Cats ( L
' 6, Guinea Pigs »
| 1,060 1,442 2,502
7. Hamsters . f i ’
. 8.. Rabibits 10 . f_ 10
9. Non-human Primates l
10. Sheep J
14, Pigs

12 Other Farm Animals

——

13, Other Animals

ASSURANCE STATEMENTS

i

1

has d alter

1o painful procedures.

2} Each principal i
3

Institutionat Animal Care and Use Committee (IACUC). A

ions to the

This facility is adhering to the standards and requiations under the Act, and it has req

ired that

y of aif such

brief expianation of the exceptions, a5 well 25 the speties and number of animals affecled.

%

The attending veterinarian for this research faciiity has appropriate authority to ensure e provision of adequats velerinary care and to cversee the adequacy of ather aspects of animal care and use.

Proféessionally accentabie standards goveming the care, freatment. and usa of animais, including appropriate use of anestetic, analgesis, and ranquitizing dnigs, prior to, during, and foliowing actual rese:
teaching, 1asting, surgety, of experimentation were fallowed by this research facifity.

p ciards and reguiations be specified and explained by the principal investigator and 2y
s ¢ 1o this anrusl report. in addifion to identifying the IACUC-approved exceptions, this summary im

CERTIFICATION BY HEADQUARTERS RES
{ Chief Executive Officer or Legally Responsibid

EARCH

ACLI DL OEFICIAL

UG 81)

: | DATE SIGNED

D loy

Nov 16 2004

-



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, protocals, veterinary care programs, and the like, are not required as part of an
explanation. A Column E explanation must be wrjtten so as to be understood by lay persons as well as scientists. -

1. Registration Number: 43-R~0009

2. Number _2 r 467 : of animals used in this study.

3. Species (common name) _Guinea Pig  of animals 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 u;ed to
determine that pain and/or distress.relief would interfere with test results.. (For Federally mandated testing, see

[tem 8 below) - ‘

“

6. What, if any, federal regulations require this pracedure? Cite the agency, the code of Federal Reguiations
(CFR) title number and the specific section number (e.g., APHIS, 8 CFR 113.102): ‘

Agency__FDA CFR__§10.10
Pharmacopeial Forum - - Vol. 29 (4) 2003

¥

uy 16 906



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

Relative Potency Test for Anthrax Vaccine is detailed in the Pharmacopelal
Foum 29(4) 2003 and has beeh ap proved by the FDA. Briefly, Anthrax Vaccine
linto 12 guinea pigs per

dilution. Twenty our unvaccinaed gumea pngs a']located to three Qroups ;

p
All animals ‘are observed for 10|days post challenge. For a valid test, some o
non-vaccinated animals and any vaccinated guinea pigs not protected by the
article must.die in order to confirm the virulence of the challenge organlsm and to
demonstrate the relative potengy of the vaccine. This requirement is described in
the Pharmacopeial Forum Volume 29 (4) 2003.and is mandated by the FDA.
Death of the/challenge guinea pigs ensues very quickly, thus there is no
evidence of ,&gain or distress during daily clinical health observations. This
Relative Potency Test has beeh designed and validated by sponsor and ‘
approved by FDA as the only test on which to base the release of safe and |
efficacious: Anthrax Vaccine for the active immunization agalnst Bacillus
anthrac:s of mdmduals between 18 and 65 years of age.

Agency gl FD CFR 610,10
' Pharmacopeial Forum Vol.29 (4) 2003

woy 16 2004




T‘:ts fesilc] s reauired by Jaw {7 USC 2143). Failure lo report according (o ihe regulations can
Tesuli 1 gn orv.er to cease and desist and to be subject 1o penallies as provided for in Section 21!

See attached form for
sodilional information.

HHES BYETILY TEPUIL LA el v,
. d

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY
{ TYPE OR PRINT)

1. CERTIFICATE NUMBER: 47-R-0024

CUSTOMER NUMBER: 1610

VA

FORM APPROVED
OMB NQ.0579-0036

o ——— Y ———

Pfizer Inc
601 W Cornbusker. Hwy
Lincoln, NE 68521

Telephone:

e

< A

ooy

3. REPORTING FACILITY (List all jocations where animais wete housed or used in pctual research, testing, of €xperimaniation, or held {or these purposes. Atiach additional sheets if necessary )

! FACILITY LOCATIONS { Sites ) - Ses Atached Listing

| REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets if necessarv or use APHIS Farm 7022A ¥ »

i

=
E. Humber of animats upon which teaching, experiments, g

A. B, Numverofanimal | €. Numberof D. Number of gnimals upon
being bred, animals upon which experimants, research, surgery of lests were condutted involving
condilioned, or which teaching, teaching, resaarzch, accompanying pain of distress 10 the animals ang for wh TOTAL NUMBER

Animaic Covered held fof use in Tesearch, sutgery, of tests were the use of appropriate aneslhefic; analgesic, o ranqulliz OF . Nw s
By The Ankmal teaching, lesling, expeniments, or conducted involving drugs would have adversely affected the procedures, res ANIMALS
Welfare Regulations experiments, tests were accompanying pein of o interpretation of the leaching, regearch, experiments,
research, of conducted distress to the animals an surgery, gr tests, { An explanation of the procedures ( COLUMNS
surgery but not ye involving no paia, for which appropriate producing pain or distress in these animals and the reasc C+D+E)
used for such distress, eruse @ anasthelie, analgesic, of such drugs were nol used must be atached (o this repon
putpeses. pain-refieving tranquilizing arugs were ¢ !
drugs. used.
4, Dogs .
. 941 5 246
5. Cats
711 2 /13
6. Guinea Pigs
. i 2051 2051
T

7. Hamsters 17215 5238 | 22453

8. Rabbits 3691 3691

9. Non-human Primates

10. Sheep

11, Pigs

"12. Other Farm Animals

13. Other Animals

[ ASSURANCE STATEMENTS

]

1) Professionally accepiable sianderds governing the care, Ireatment, and use of animals, including appropfiale se of anestetic, anaigesic, and tranquikizing dnugs, prior 1o, during, and following sctual rese.

1eaching, 1esiing, surgery, or experimentalion were followed by this reseerch faciity.

2} Each prncipal investigator has consldered allernatives Ic painful procedures.

3

brief explanalion of the exceptions, as wefl s the species and number of animais aflecled.

4

The atlending velerinarian for this research facifity has appropriate authority to ensure the provision of adequate velerinary care end to aversee the adequacy of cther aspects of animal care and use:

This facifly is adhering 1o the standards and regulations under the Acl, and 1 has required that exceptions io Ihe slandards and requislions be specified and explained by the pﬁndpql invesl}gator and apy
tnglitutionsl Animal Care and Use Committee (IACUC). A surmmary of all such exceptions is attached 10 this annual raport. in addition 10 identilying the IACUC-approved exceptions, this summary in

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
{ Chief Executive Officer or Legatly Responsitie Institutional Official }

SIGNATURE AR M E A AR INGTITUTIRMAT ACTiaral

NAME & TITLE OF C.E.0. OR INSTITUTIONAL OFFIGIAL [ Typeor Prinl }

DATE SIGKED
I h/\',v oH

APMIS FORM 702°

‘Reolates VS FORM 18-23 (OCT 88), which is absolete.)
{AUG §1) :




Page 1

USDA Annual Report of Research Attachment No. ]
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 S RN i ogs. 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
coulfi be identified on re-isolation from the affected animals. Failure to re-isolate the challenge
organism would have required that the study be repeated. . o

Species: Cats
Number Reported én Form 7023: 2
Study: Vaccine Protection

The study objectives were to [{31eN
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 not used in the cats. The cats were submitted to the Jocal veterinary diag
for necropsy.

be clearly identified.

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

The study objective was to determine the potency of ({5 in hamsters as outlined

in 9CFR 113.101, 113,102, 112.103, and 113.104, The tests are required by regulation as proof
0 potency in each vaccing produced. Death in this test has been used for
many years to mndicate lack of protection fro . Because the vaccine is given ata
fractional dose, the test amounts to a protective endpoint determination 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 USDA/CVR-L uses any substance to reduce pain or distress. The impact on
length of disease, duration of severity, which occur with use of pain medication, is not known.
“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-CVB 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. Plizer Li is in the process of implementing humane

- endpointing as part of the Westing Company documents are being updated to
incorporate the verbiage outlmed 1n the policy section of Notice No. 04-09. Implementation of

the practice will follow those updates with an anticipated completion date of 2™ Quarter 2005.




-Jiis reporl is required by law (7 USC 2143). Failure to repar| according 1o the regulations can
resultiin an order to ceass and desist and to be subject to penalties as provided for in Section 21!

Sae allached form for
additional information.

Interagency Report Controlo.: \

. 4 - " UNITED STATES DEPARTMENT OF AGRICULTURE
. ANIMAL AND PLANT HEALTH INSPECTION SERVICE

i

I

ANNUAL REPORT OF RESEARCH FACILITY
( TYPE OR PRINT ) |

REPORTING FACILITY ( List all locations where animals were housed or used In actual rasearch, testing, o experimentation,

1. CERTIFICATE MUMBER: 52-R-0006 |
CUSTOMER NUMBER: 507 ‘

FORM APPROVED
OMB NO. 0579-0038

Covance Laboratories Inc
9200 Leesburg Tumpike
Department Of Laboratory Animal Medccine

Vienna, VA 22182

Telephone: (703)-245-2200 i

or held for these purpases. Aftach adﬁlﬁonal shests if necessary )

N0V 2 o

FAcuuw LOCATIONS [ Sites ) - See Atached Listing
REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY { Attach additional sheets if necessarv or use APHIS Farm 7023A | i
A . Number of animal | C. Number of i D. Number of animals upan E. Number of snimals upon which teaching, experiments, | F.
i being bred, animals upon! witich experimerts, ' resesrch, surgery or tests were conducied inveiving
i conditioned, or which teaching, teaching, ressanch, accompanying pain or distrass to the ammls and for wh TOTAL NUMBER
| Animale Covered held for use in resoerch, | surgery, or tests were the use of appropriate anesthetic, fc, or tranquiliz OF ANIMALS
By The Animal teaching, testing, experiments, or conducted involving drugs would have saly affectad the pr es, res
Wiilfare Regulations experiments, tasts were | accompanying pain o or interpratation of the teaching, resaarch, qndmenb.
research, or conducted | distress to the animais an surgery, or tests. { An explanation of the procedures ( COLUMNS
surgery but not ye Involving no [;ain. for which appropriate producing pain or distress in these anirhals and the reasc C+D+E)
used for such distress, or use & enesthetic, analgesic, or such drugs were not used must be afiached fo this report
purposes, pdmlhving‘ ranquitizing drugs were . .
i drugs. I used. ‘
4. Dogs 37 1651 134 0 1785
5. Cals 0 0 0 0 | 0
& Guinea Pige 0 55 “ 423 0 ‘ 478
7. Hamsters 0 15 | 6 0 21
8 Rabbits 30 217 1268 0 1485
. Non-human Primates 447 1246 181 20 (see attachment) 1447
10 Sheep 0 0 0 0 r 0
1 j\ . Pigs ‘ 0 : 0
1? Other Farm Animals 0 0 0
13. Other Animals 0 0 0 0 0
| . 1
i‘ |

1)' Professionally acceptable standards governing the care, treatment, and use of animals, inciuding appropriate use of anestetic, analgesic, and trenquilizing dtugsy prior to, during, and following actual rese

teaching. testing, surgery, or experimentation were followed by this uﬁarda facility.

2,

-

| Assurance statements
\
[
i
1

.Each principal investigaior has considered altematives to painful pmco-lum.

3) This facility is adhering to the standards and regulations under the Act, and it has

Institutional Animal Care and Use Committee {IACUC). A eummary ofa

irad that

tions to the dards and J
IlmnmmeﬂmmmhMiﬂmbWMI

be spacified and w‘dnod by the principal investigator and ap
proved exceptions, this surnmary Ind

brief explanation of the exceptions, as well as the sp and of animals

| 4) The ing for this .fadlifyhnappropﬂalewmwwamhmmdmmemmrym“b the ad y of ather cts of amimal care and use.

X CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL

; ( Chief Executive Officer or Legally Responsible Institutional Official )
: | DATE SIGNED
i
7
1

I Vv e ) |

5@’



Animals were used on a FDA-mandated sub-lethal irradiation study aimed to develop and
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. [



' Nis feport is raquired by law (7 USC 2143). Failure ta rapart according to the regutations can ' J AN 0 6 ZGﬁ qe attached fom for ! Intaragency Repact Cantro! No.:
result in an order to tease and desist and to be subject to panallias as provided for in Saction 21 ditional informatian.

UNITED STATES DEPARTMENT OF AGRICULTURE 1. CERTIFICATE NUMBER: §7.R-0003 - FORM ARPRQVED
ANIMAL AND PLANT HEALTH INSPECTION SERVICE i OMB NO. 0573-0038
o CUSTOMER NUMBER: 846 :

L Emory University
.ANNUAL REPORT OF RESEARCH FACILITY . Whitehead Biomedical Research Bidg
{ TYPE OR PRINT ) 615 Michael Street  Suite G02

Attanta, GA 30322

Telephone: (404)-727-7428

3, REPORTING FACILITY (List aif locations where animais were housed ar uaed in actual resaarch, lesting, of experimentation, or held for these purpases. Atiach additional shasts (f necessary )

| FACILITY .OCATIONS ( Sites ) - Sea Atached Listing

! .
RE_PORT OF ANIMALS USED BY OR UNDOER CONTROL CF RESEARCH FACILITY { Attach additianal shects If necessarv or usa APHIS §Furm TO23A) . ]
A B. Numberofanimat | C. Numberof D. Number of animals upon E. Numger of animals upon which teaching, experiments, | F.
! beling bred, animals upon which axpariments, rasearch, surgery of lasts were conducted invalying
’ conditfonad, or which teaching, teaching, ressarch, acsomeanying pain ar distress to the anirals and for wh TOTAL NUMB!
i Animals Covered held for use in rasearch, surgary, or tests were the use of Bppraprials anesthatic, ansigesic, ar tranguiliz FA'- N "LSER
. By The Aninnal teaching, tasting, experiments, or canducted invaiving drugs would have y aftaciad'the procedures, ras OF ANIMA
Welfare Regulations expedments, tests were accomparying pain or ' or intarpretation of the isaching, ressarch, exparimants,
i regearch, or conducted distress to the animais an surgery, or tests. { An axplanation of the procedurss ( COLUMNS
! surgery but not ye Inveiving no pain, far which appropriate pradycing pain ar distress in these a‘tmls and the reasc C+D+E)
(y usad for such distreas, or use & . anesthatic, analgesic, ar such drugs were not used must be attachad to this repart )
i purposas. pain-reliaving traaquilizing drugs were ’ 1
‘, dnugs. usad, %
1 i =
4. Dogs 6 15 100 0 115
8 Ca 0 64 0 64
- é{‘ Guinea Pigs 0 34 0 34
7. Hamsters 0 0 0 0
8. Rabbits 0 189 44 0 233
8 Non-hwman Primates | 2000 762 1541 21 2324
10. Shéep 0 7 | 26 0 (33
X ; " 1
14, Pigs 0 0 379 0 379
1?. Other Farm Animals '
- VOLES 0 462 908 1370
13, Othier Animals ' |
i 1
| Assurance starements : " : 1
i 1) Professionally acceptanie standards goveming the cars, treatment, and use of animais, including spprofriate use of aneststic, anaigesic, and tranquilizing drugs, prior to, during, and failawing actual rese
i teaching, testing, surgery, or axpert 1 were follawsd by ihis facility. .

| 2) Each principal investigator has considered aitematives to painful procedures.

. 3) This facility is adhering to the standards and ragulations under tha Act, and it has required that exceptions [o the standards and regulations be specified and explained by the prncipal investigator and ap
! Institutional Animmal Care and Use Committee (IACUG). A summRry of aJi such exceptions is attached 10 this annuai report. In addition 1o identfying the IACUC-appraved exceplians, this summary inc
briaf axplanation of the exceptians, as wall as the species and numaer of animais affected.

4) The atianding veternarian for this research facliity has appropriate autharity 1o ensure the pravision of adequate veterinary cara and 10 cversee the adequacy of cther aspects of animal care and usa.

I‘ CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
tief Executive Officer or Lagally Rasponsible institutional Officlal }

NANM } TE SIGNED

0

hich is cbsclete.)



Annual Report to USDA
Facility Locations

Peavine Creek Kennels, Emory University

O. Wayne Rollins Research Center, Emory University

Woodruff Memorial Research Building, Emory University

Wesley Woods, Emory University

Dental Building, Emory University

South Clinics (Winship Cancer Center and Eye Center), Emory Umvers1ty
Briarcliff Campus Building, Emory University

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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Summary of Studies (Animal) Listed in Column E

discrimination studiés for studies ow
ies, [[Sfldrugs with ditiering or unknown

P14 are evaluated. The objective is to identify and study those
components of drug action that underlie potential for abuse. It should be noted that an

alternative specles rats, is used for most of these studies and squirrel monkeys are involved toa
lesser extent. '1

Squirre] monkeys are trained to discrimi reference drug, such as
P and a placebo in a malw Monkeys are loosely seated in a primate

chair during these studies. During the training phase and as an aversive stimulus to respond
during discrimination trials, aff§) stimulus may be dehvered to the
monkey’s tail after 5 seconds Yom toe beginning of the trial. The monkeys can terminate the
trial and prevent the by pushing on one of two levers (correspondmg 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, if ever, receive an{{SIZ stimulus. are never given mdlscnmmate;l or without
providing the monkey the opportunity, through lever manipulation, to prevent them

" Pain-relieving drugs are not used in these studies because any pain experienced will:be transient
(one second or less) and the animal can take action to avoid all pain (by pushing a lever within 5
seconds of a clear cue). Additjon: pain-relieving drugs, such as narcotics, will confound the
pharmacological effects of th: ompounds studied.

Title:

3 ‘
Disorders aﬁectinnguch M associated with
disrupted sleep patterns and arousal. Rhesus monk: ed in y to investigate the

cellular mechanism of these sleep dlsorders and how medications act and can be better used to

: pecnﬁc and appropriate intervention, may be used
animals on this study.

Human patients with a wide range of illnesses may exhibit a high rate of depression mediated by
activation of the immune system and the release off{SSlll The latter can exert effects upon
the brain leading to altered behavior. For example, about 50% of humans given the
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Mherapcutically develop depression. In these tudie istration M
causes chronic immune activati similar to depression
in humans. Monkeys given the Gy now 1t disrupts brain neurochemist

and to develop treatment interventions. TheMmay also be [y
Potentially animals may also experience faear
painiul stimult and other neurological abnormalitic

(b)id)
immediately follo
{b)(4)

(b)(4)
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’ Exceptions to Regulations and Standards

'; Physical Restraint and Exemptions from Socia] Enrichment for Nonhuran Primates: Social

' Isolation '
There are a variety of human diseases (Parkinson’s Disease, Huntington’s Disease, progressive
-supranuclear palsy, nar ciated
with uncontrolle : ;

g administration while

j and i xcreted. On a scheduled basis afterwards, these animals are
placed in a cage specially andwin a room
separated from the other monkeys. Individual monkeys may be maintained in the observation
and recording room for a maximum of 7 days and are then returned to their home cage in a

colony with other monkeys of the same species for at least 7 days before repetition,; Isolation
from other monkeys is necessary in order to permit sleep undisturbed by commotion caused by

other monkeys or ffic in and out of the room. Monkeys dy are instrumented
with| hich telemeter theinfye) This telemetric
app OWS studying sleep beha ior in monPEUs ool ore pnzasiageear] In addltion, physwal

restraint in a chair is don
facilitate[fSIm)

o Title: [

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 target apnea
controlling a joystick to pugve 3 oLto St et (b)(4)

Physical Restraint and Exemptions from Social Enrichment for Nonhuman Primates: - Singie-
housing In Sight and Sound of Conspecifics: '_ '

Included in this section are primates that were housed in any condition other than group 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 under theii conditions are in studies of normal control of movement

or motion disorders induced b Monkeys given [[J/Z}Jlimay be kept in social isolatio
for periods of three days after administration and while /P
excreted. Before and aﬁeMadministration, monkeys i

dies are trained to do

‘ Confidential & Proorietarv Information
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simple motor tasks such as reaching, touching a target on a video screen, depressing a key to
make a v1deo target appear, and controlling a joystick to move a cursor to a target on a video

s, these monkeys are loosely restrained in a chair and typically spend Jli

the laboratory. During these periods, monkeys with head appliances

ﬁxed head restraint to access the appliances f;
Additignally, the administration of the to induce
auses physical impairments put such animals at risk

AT ¢ social order and wounding and fight injury from a cage mate.
Consequently, animals ngenMare generally housed singly, but in colony rooms within

sight, sound and close physlcal proximity of other animals of the same species. Likewnse to
prevent damage to expenslve and sensmve surg1cally-unplanted devices by a conspecific,

died following injections of
The safety and efficacy, of
ingle or protected contact housing is required after

contact housing is required during this period to avoid removal of catheters by cagemates
e Growth regulation of the neurobiology of puberty: 44 rttesus macaques

blood collectio

. Infectious disease vaccine development studies may require single housing to prevent disease
t ission. Some of the studies described here involve the development of a
Winvestigation of the role of host immune response in protecting against or

contributing to the appearance of immune system damage following AIDS infection,
evaluation of the function of the thymus during infection with SIV, evaluation of the
development and pathogenicity of mutant viruses that develop over time in chronically
infected animals, the effect of opiate dependency on the progression of AIDS, and the testing
of the immunogenicity and efficacy of different AIDS vaccines and treatment regimens.
Single housing is required after exposure to the virus to prevent transmission of virus from
animal to animal. In addition, the animals need to be accessed frequently for blood draws.
The experimental design requires that the efficacy of vaccines will be assessed after a single
exposure and without the possible confound of exposure to mutant viruses. Infected animals

Confidential & Proorietarv Information
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in an expenmcntal group will be housed together after approximately one month 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 separation
doesn’t influence susceptibility to or course of infection. _!

A study testing the effects of ‘
frequent antibody infusions a8 : weeks of the trebtment
(animals are assessed up to 4 tunes per week), followed by weekly blood draws for the

remainder of the study, which lasts 2 months. Because these animals will be frequently
handled for testing, animals are housed in protected contact housing. o

Me being done to develop a vaccine and to provide antlgens f01l serologlc and
molecular studies, genomic hbranes, antlbody production, and game . :

(b}(4)

i > ly ih metabolism
15 1s usually required for a penod of 1-2 months Itis also necessary to house the

animals indoors to prevent contact with the local mosquito population. Following blood
collections and treatment of the malaria infection, the animals are returned to their normal
housing environment. Protected-contact housing is utilized in other malaria vaccine studies
in monkeys due to the requirement of daily 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 of gene 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.
e Core A: Preclinical trials and pathology (Part of NCVDG Grant: DNA and protein
immunogens for SIV/HIV 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 of P vivax, P ovale, P malariae and other plasmodium infections in
chimpanzees to obtain large volumes of parasites for malaria vaccine studies: 7
chimpanzees v
Molecular evolution of multiply deleted SIV in vitro: 24 rhesus macaques
Core C: Primate Studies: 88 rhesus macaques '
Infant immunoprophylaxis against a primate lentivirus: 30 rhesus macaques
Mechanism of oral SIV transmission: 5 rhesus macaques
Analysis of thymic function during SIV infection:: 6 mangabey, 1 rhesus macaque
T cell turnover in normal and SIV infected sooty mangabeys: 3 mangabeys
SHIV macaque model of oral immunization against sexually transmitted HIV: 4 rhesus
macaques and 8 pigtail macaques '
Replication defective HIV vaccine: 6 rhesus macaques
Role of virus specific immunity in primate AIDS: 3 mangabeys, 20 rhesus macaques
Molecular analysis of antigenic variation in malana 17 rhesus macaques
Malaria, pregnancy and immunophysiopathology: 1 rhesus macaque

Confidential & Provrietarv Information
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* In vivo evaluation of candidate drugs: 11 rhesus macaques
e AIDS & opiates: a monkey model: 20 rhesus macaques '
e Combination DNA and attenuated virus vaccine for SIV : 14 rhesus macaques
e Immune modulation of neurotropin in SIV infection: 23 rhesus macaques
[

Experimental Inoculations of Macaques with Rotavirus: 6 rhesus macaques, 12 pigtail
macagques

Face Processing in Chimps Using PET: 4 chimpanzees

¢ Environmental Enrichment of Yerkes Primate Center Ammal Colony: 2 rhesus
macaques

e Colony Management Support: 131 rhesus macaques (Recently recelved ammals in
quarantine)

e Project 3: attenuated listeria vectors as an AIDS vaccine in macaques: 28 irhesus
macaques

Pox virus immunity and DNA/MVA HIP vaccines: 16 rhesus macaques
Therapeutic vaccine for HIV: 9 rhesus macaques |
Immune modulation of neurotropin in SIV infections: 17 rhesus macaques

Safety testing of AAV vectors in the hver of hepatitis C virus infected chlmpanzees 4
chimpanzees

e Use of osteoinductive factors to enhance spine fusion: 10 rhesus macaques

Use of osteoinductive factors (BMP2)—spine fusion: 3 rhesus macaques

o Safety evaluation of anti-APO-1/Fas antibody in the chimpanzee: 10 chxmpanzees

H. The integration of functional MRI (fMRI) technology with proven utility will significantly
advance research efforts in b10med1ca1 and behavmral sciences. - One proposal is directed

In studies on

experiments mvolvmg the placement of an mdwellmg 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. If contact
is allowed, the preparations can be compromised with the risk of physical injury and
infection. Protected contact housing reduces the risk since both animals can control
proximity to others. The animals may require single housing if they 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 of one research study that will enhance

Confidential & Proorietarv Information
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understanding of the 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 of macaques, axonal tracers will be
injected intracerebrally. Following stereotaxic surgery, craniotomies will be'made over the
prefrontal cortex. Subjects must be in protected contact housmg to protect cramotomy sites
and sutures.

Implants may requlre single cage housmg to prevent damage to implants in incompatible
animals.

e Transition states of drug addiction in nonhuman primates: 12 rhesus mac;ques

. Development of functional magnetic resonance imaging (MRI) for behavxoral studies
in nonhuman primates: 8 Rhesus Macaques

Cocaine use and pharmacotherapy effectiveness in monkeys: 5 Rhesus mlacaques

PET neuroimaging and cocaine neuropharmacology in monkeys: 26 Rhesus macaques

Cocaine use and monoamine function in nonhuman primates: 39 squirrel monkeys

Cortical circuitry related to neurotransmission proteins: 2 rhesus macaqués

Analysis of the neuronal microcircuitry basal ganglia: 1 squirrel monkey

Orbitofrontal limbic ontogeny and early dysfunction: 12 rhesus macaques

Development of reversible inactivation technique: 2 rhesus macaques

Development of medial temporal lobe function: 6 rhesus macaques

‘1. Visual, vestibular and oculomotor systems must work together for normal visual function.

-Various disease processes or injuries can compromise the normal 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 of eye
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 of visual targets. Therefore, a stainless-steel
receptacle is implanted. It is sometimes necessary to house animals in protected housing
when they have surgical implants. This is to protect the animal from any injury due to
aggressive behavior of other animals. Animals also sometimes wear goggles which may be
removed during paired housing.

e Neural control of visual vestibular behavior: 2 rhesus macaques

e Visual Processing and Smooth Eye Movement: 11 rhesus macaques

¢ Binocular coordination of eye movements in monkeys: 6 rhesus macaques

J. Studies of pancreas, kidney, and bone marrow transplants as well as arterial grafis are

investigating the ability of costimulation blockade to protect the organs 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 transplant model,
daily monitoring of urine and stool output are necessary to diagnose steatorrhea, polyuria and
ketoacidosis. In addition, pancreatic enzyme replacement and Rapamycin are administered
orally in a treat and it is essential that the amount consumed by each animal is recorded.

Confidential & Proprietarv Information
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Following renal transplantation, animals will require protected housing so that:an accurate
assessment of daily food/water intake and urine/feces production be accounted. Prior to
surgery, animals may be pair-housed. With immunosuppressive therapy, healmg can be
delayed. '
e Non-human primate pancreatic islet cell transplantation: 16 rhesus macaques, 8
baboons
¢ The effect of dosing strategy for LEA29Y on renal allograft survival in rhesus
macaques: 23 rhesus macaques :
Activation, apathy, anergy, and apoptosis in transplantation: 6 rhesus i
Transplant Tolerance Project 2: 11 rhesus macaques '
Transplant Tolerance in Non-Human Primates: Costimulation, chlmensm and
tolerance in transplantation (Project 3): 52 rhesus macaques :

K. In this study to evaluate replacement of arteries with vascular grafts, subjects will have aorto-
iliac graft implants. Animals are singly housed to permit healing following this major
surgery and evaluation of complications. Animals remain on study 1 month followmg
surgery. |

e Evaluation of small vessel prostheses: 20 baboons f

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

bram funct10n Most of the a.mmals are used to research the cause and treatmini i‘ iw }
(b)(4) onkeys in these studies

. : at only one side of the brain is affected.
These monkeys have only shght deﬁcxts in prcc1se control of movements on one side of the body
and have no substantial movement problems. In general, isolation housing is only done for a'3
day period immediately after administration o during the time of excretion of the
neurotoxin in the feces and urine. Otherwise, monkeys in these studies are housed within sight
and sound of other animals of the species and permitting physical contact with a compatible
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 then food 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 & Proprietarv Information
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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 of subthalamic nucleus on striatal dopamine: 4 rhesus
monkeys

Title: Pathophysiology of the basal ganglia in Parkmsomsm 5 rhesus
monkeys

. Title: Deep brain stimulation in the Parkinsonian monkey: 6 rheésus monkeys |

Title: Cortical mechanisms of motor processing: 4 rhesus monkeys
Title: Development of gaze-holding abilities: 6 rhesus macaques

2. Short-term physical restraint only: |

e Title: Transition states of drug addiction in nonhuman primates: 12 rhesus
macaques

Title: Glutamate in Parkinson's disease: 6 rhesus macaques

Title: PET neuroimaging and cocaine neuropharmacology in monkeys: 26 rhesus
macaques

o Title: Cocaine use and pharmacotherapy effectiveness in monkeys: 5 Rhesus
macaques

¢ Title: Cocaine use and monoamine function in nonhuman primates: 39 squirrel
monkeys

Title:
Title:
Title:
Title:
Title:

The error s1gnal for postnata] eye growth in the primate: 3 rhesus macaques
Emotional and Endocrine Covariates of Macaca mulatto; 48 rhesus macaques
Orbitofrontal limbic ontogeny and early dysfunction: 12 rhesus macaques
Development of reversible inactivation technique: 2 rhesus macaques
Development of medial 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.

o Title: Functional studies in motoneuron disease: 14 dogs.

Food or Water Restriction of Swine

Swine to undergo survival bowel surgery are restricted from solid food and given an all- hquld
diet for 2-3 days prior to surgery in order to fully cleanse the gastrointestinal tract including the
lengthy spiral colon.

e Title: Laparoscopic ureteral replacement with reconfigured colon: 1 pig. 3

Confidential & Proorietarv Information
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