This report is required by law (7 USC 2143). Failure to report sccording to the reguistions can
rasult in an order to Cease and desiat and to be subject lo penaities as provided for in Section 21!

See attached form for Interagency Report Control No.:
additions Information.

3. REPORTING FACILITY ( List lII

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY
(TYPE ORPRINT)

1. CERTIFICATE NUMBER: 10-F-0002 FORM APPROVED

CUSTOMER NUMBER: 430

OM8 NO. 0579-0038

Walter Reed Army Institute Of Research
Div. Of Veterinary Medicine
Building 511 Robert Grant Ave,

Silver Spring, MD 20910

Telephone: (301)-319-7100

lesting, or axperimentation, or hdd hr these purposes. Ameh nddmomu smu if necessary )

FACILITY LOCATIONS ( Sites ) - See Atached Listing

BEPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY { Attach additional shests If necessarv or usa APHIS Form 7023A)

A B. Numberofenimel | C. Numberof D, Number of animais upon E. Number of snimals upon which teaching, experiments, | F.
being bred, animals upon which experiments, resesrch, surgery or fests were conducted Involving
conditioned, or which taaching, teaching, research, 9 pein or di 1o the animals and for wh TOTAL NUMBER
Animals Covered held for use in research, surgery, or tests ware the use of lppronﬁm -nulhnﬂc‘ anaigesic, or tranquiliz %F IMAL
8y The Animal teaching, testing, esxperiments, or conducted involving drual would heve ly aff (hs res AN o
Woelfars Regulati iments, tests wers sccompanying pain or pratation of the i xpariments.
research, or conducted distress 10 the snimals sn mﬂy. or tests. ( An of the pr ( COLUMNS
surgery but not ye Invoiving no pain, for which eppropriate praducing pain or distress in these animels and the reast C+D+E)
used for such distress, or use o anesthetic, snalgesic, or such drugs were not used must ba altached to this reporl
purposes. pain-relieving tranquilizing drugs wers
drugs. used.
4. Dogs 0 0 0 0 0
5. Cats 0 0 0 0 0
8. Guinea Pigs 0 20 136 367 523
7. Hamsters 0 0 67 0 67
8. Rabbits
0 88 . 117 6 oy 211
9. Non-human Primales i }' Q v
263 387 4 0 0t~ 4 387
10. Sheep 0 0 0 0 a 0
1. Pigs 0 106 280 8 394
12. Other Farm Animals 0 0 0 0 0
.
13. Other Animals 0 0 0 0 0
| Assurance sTaTemenTs 1
1) fi p standarda g \g the care, and use of animais, including appropriste use of i igesic, and izing drugs, prior to, during, and foliowing actual rest
tuchmg |esﬂn9 surgary, of oxpenmematlon were followed by this research facility.
2) Each principal [ has consid: i ives to painful pr
3} This facility is adhering to the standards and regulations undes the Act. and it hes required that exceptions to the standards and be and axp by lhl | ir igator and ap
Institutionat Animal Care and Use Ci ittee (IACUC). A y of afl such sxceptions is attachad to this annual report. In addition to ldwl'ying the IACUC-spp this y Int
_ brief explanation of tha exceptions. as well s the species jminumhc of animals effected. e
4) The ing inarian for this facility has approp y 10 ensure the p of adeq inary care and to the adequacy of olher aspects of animal care and use.
CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
( Chief Executive Officer or Legally Responsible institutionat Officlal )
SIGNATURE OF CE.  ORINSTITUI OFFICIAL NAME & TITLE OF C.E.Q. OR INSTITUTIONAL OFFICIAL ( Type or Print } DATE SIGNED
TRt

APHIS FORM 7023 {Replaces VS FORM'18-23 (OCT 68), which is cbsolete.)

(AUG 81)
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Column E Explanation

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

1. Registration Number: _10-F-0002 \

2. Number 147 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.

The guinea pigs will be exposed to subacute or to chronic low-dose Soman, Sarin, or VX.
Neurological observations will be performed before, during, and following dosing.

Some nerve agent-exposed guinea pigs will be prepared using biotelemetry techniques for the \
collection and analysis of EEG, EKG, body temperature, and locomotor acitivity data. Guinea

pigs will be anesthetized to achieve deep surgical anesthesia using a solution containing a mixture \
of Ketamine and Xylazine. Having achieved deep surgical anesthesia, either the surgical

procedures or euthanasia will be conducted.

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)

Nerve agent exposed Guinea pigs may experience seizures. The pre- and post-seizure periods may be
accomplished by distress. The relief of the pre-seizure period of distress is difficult to predict and

pharmacological treatment is contraindicated if we are to determine the primary effects of nerve agent
exposure. \

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




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

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

1. Registration Number: _10-F-0002

2. Number 220 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.

Shigella vaccine candidates were evaluated by placing Shigella in the conjuctivae of guinea pigs’
eyes, and then the severity of inflammation was scored.

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 study of immune response to and protective efficacy of vaccine candidates directed against Shigella
requires an accurate evaluation of the immune response raised by the administration of these vaccines.
The use of analgesics, particularly opiates or narcotics, result in immunosuppression, which would
invalidate the results of experiments testing immune responses as well as increasing the severity of the
possible eye infection. Use of analgesics that are anti-inflammatory (e.g. aspirin) would also invalidate
the model since we are studying a model for inflammation of epithelial cells by bacterial invasion.

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




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

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

1. Registration Number: _10-F-0002

2. Number, 6 of animals used in this study.

3. Species (common name)___Rabbit of animals used in the study.

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

Distress due to Busulfan/Ethyl palmitate, the cytotoxic regimen, or due to antibodies used to
induce thrombocytopenia in rabbits, may weaken the animal and cause potential symptoms, such
as: significant bleeding due to thrombocytopenia (hematoma); nonspecific drug-related adverse
events—persistent anorexia, significant injection site reactions, significant decreased ambulation
or listlessness; restlessness, repetitive locomotion, and abnormal vocalization.

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 Iltem 6 below) '

Any rabbits showing any combination of these signs will be euthanized with euthanasia solution. All
other procedure will occur under general anesthesia in these non-survival experiments, so no pain is
anticipated. The potential painful procedures, i.e. the cannulation and laparotomy procedures, described
in this protocol are essential for creating the conditions necessary to study the stability and efficacy of
Multi-function Blood Substitution in vivo. However, every effort will be made to ensure maximum
comfort of the animals under anesthesia. There will be a conscious effort by the P.I. and his staff to
provide additional consideration for comfort and well being of the animals as is consistent with the
scientific integrity of the study. The attending veterinarian was consulted regarding appropriate and
humane use of anesthesia to alleviate the pain associated with the surgical procedures in this protocol.
Animals that appear distressed or moribund will be euthanized according to section V.D.7 of this
protocol.

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




Column E Explanation

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

lay persons as well as scientists.

1. Registration Number: _10-F-0002

2. Number 8 of animals used
in this study.

3. Species (common name)__Swine of animals used
in the study.

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

Piglet model for both emetic and lethal response to Staph endotoxins (SE). Piglets are dosed
orally with SE. A determination is made of the value of various potential drugs for prophylaxis
against emesis (vomiting) and lethal shock. In addition, an evaluation of how late the drugs can
be administered after SE-challenge and still retain desired efficacy of response is determined.

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 I[tem 6 below)

The lethal shock that is induced by the lethal SE-challenge with the LD50 test in the positive control
animals will necessarily cause pain to these animals. Positive controls are required to validate results.
Analgesics would impact the physiological parameters, exacerbating the lethal shock or emesis induced
by the SE and compromising analysis of collected data. If the experimental drugs proved their utility, the
animals should experience relief, but should they not experience relief then that indicates failure of the
drug and is necessary for that reason. In all circumstances, the animals will be under constant veterinary

care and will not be subject to any unnecessary pain.

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
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2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as registered with USDA,
inciude Zip Code)

ANNUAL REPORT OF RESEARCH FACILITY
ARMED FORCES INSTITUTE OF PATHOLOGY

(TYPE OR PRINT) 6825 16TH ST. NW
' BLDG 54 RM 5016
12-05-2001 RCVD WASHINGTON, DC 20306

(202) 782-2100
3. REPORTING FACILITY (List all locations where animals were housed or used in actual research, testing, teaching, or experimentation, or held for these purposes. Attach additional
sheets if necessary.)

FACILITY LOCATIONS(sites)

See Attached Listing

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets if necessary or use APHIS FORM 7023A )

A. B. Number of C. Number of D. Number of animals upon E. Number of animals upon which teaching, F.

animals being animals upon which expeniments, experiments, research, surgery or tests were
Animals Covered bred, which teaching, teaching, research, conducted involving accompanying pain or distress TOTAL NO.
By The Animal conditioned, or research, surgery, or tests were to the animats and for which the use of appropnate OF ANIMALS
Weifare Reguiations nelda for use in experiments, or conducted invelving anesthetic.analgesic, or trarauilizing drugs wouid

teaching, testing, tests were accompanying pain or have adversely affected the procedures, resuits, or {Cols.C +
expeniments, conducted distress to the animais interpretation of the teaching, research, D+E)
research, or involving no and for which appropnate experiments, surgery, or tests. (An explanation of
surgery but not pain, distress. or anesthetic, analgesic, or the procedures producing pain or distress in these
yet used for such use of pain- tranquilizing drugs were animals and the reasons such drugs were not used
purposes. relieving drugs. used. must be attached to this report)

4, Dogs

5. Cats

6. Guinea Pigs

7. Hamsters

8. Rabbits 72 4 368 372

9. Non-Human Primates

10. Sheep

11. Pigs

12. Other Farm Animals

13. Other Animals
Mice 3458 3458
Rats 29 16 75 91
ASSURANCE STATEMENTS

1) Professiopally acceptable standards goveming the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and tranquilizing drugs. prior to, during,
and following actual research, teaching, testing, surgery, or experimentation were followed by this research facility.

2) Each principal investigator has considered altermnatives to painful procedures.

3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the
principal investigator and approved by the Institutional Animal Care and Use Committee {IACUC). A y of ali the ti is attached to this | report. In
addition to identifying the IACUC-approved exceptions, this summary includes a brief explanation of the exceptions, as well as the species and number of animals affected.

4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veteninary care and to oversee the adequacy of other

aspects of animat care and use.

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
(Chief Executive Officer or Legally Responsible Institutional official)
| certify that the above is true, correct, and complete (7 U.S.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

/20

PART 1 - HEADQUARTERS

HIS FORM 7023 VS FORM 18-23 (Oct 88), which is obsolete

(AUG 91)




_ This separt is requ.red by law (7 USC 2143). Failure to report accorging to the regulations can

resultin-an order to cease and desist and to be subject to penaities as provided for in Section 21!

NOV 2 6 Z0Us

See attached form for
additional information.

Interagency Report Control N -

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY

(TYPE OR PRINT)

1. CERTIFICATE NUMBER:

CUSTOMER NUMBER:

14-F-0009
463

FORM APPROVED
OMB NO. 0579-0036

U.S.D.A./Human Nutrition Res. Ctr. At Tufts U
711 Washington Street
Boston, MA 02111

Telephone: (617) -556-3200

3. REPORTING FACILITY ( List all locations where animals were housed or used in actual research, testing, or experimentation, or held for these purposes. Attach additional sheets if necessary )

FACILITY LOCATIONS ( Sites ) - See Atached Listing

ﬁEPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets if necessary or use APHIS Form 7023A )

A B. Number of C. Number of D. Number of animals upon E Number of animals upon which teaching, experiments, | F.
animals being animals upon which experiments, research, surgery or tests were conducted involving
bred, conditioned, which teaching, teaching, research, accompanying pain or distress to the animals and for wh TOTAL NUMBER
Animals Covered or heid for use in research, surgery, or tests were the use of appropnate anesthetic, anaigesic, or tranquiliz OF ANIMALS
By The Animal teaching, testing, experiments, or conducted involving drugs would have adversely affected the procedures,
Woeifare Regulations experiments, tests were accompanying pain or results, or interpretation of the teaching, research,

. research, or conducted distress to the animals an experiments, surgery, or tests. (An explanation of the ( COLUMNS
surgery but not ye involving no pain, for which appropriate procedures producing pain or distress in these animals a C+D+E )
used for such distress, or use of anesthetic, analgesic, or the reasons such drugs were not used st be attached
purposes. pain-relieving tranquilizing drugs were this report ).

drugs. " used.
4. Dogs
5. Cats
8. Guinea Pigs
7.-Hamsters 37 492 529
8. Rabbits 2 2
9. -Non-human Primates -
10. Sheep
11. Pigs ’
12. Other Farm Animals
13. Other Animals
Mice 3,363 3,199 1,479 279 4,957
Rats 662 183 398 581
Ferrets 70 121 191
L
|~ ASSURANCE STATEMENTS 1

1

=

teaching, teshng, surgery, or experimentation wers followed by this research facthty

2) Each pnncnpal investigator has considered altematives to painful procedures,

Professionally acceptable standards goveming the care, treatment, and use of animals, including appropriate use of anestetic, nnalgesic. and tranquilizing druqs, prior to, during, and following actual rese

3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the principal investigator and ap
Institutional Animal Care and Use Committee (LACUC). A summary of all such ptions [s attached to this | report. In addition to identifying the IACUC-approved exceptions, this summary inc
brief explanation of the exceptions, as welf as the.species and number of animais affected. .
4) The attending veterinarian for this research facility has appropriate autharity to ensurs 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 )
NAME & TITLE OF C.E.0.'OR INSTITUTIONAL OFFICIAL ( Type or Print ) DATE SIGNED
'11-10-0]
-
. APHIS FORM/7023 (Replaces VS FORM 18-23 (OCT 88), which is obsolete.)

(AUG 91)




~ Jean Mayer (b)4)
United States Department of Agriculture
Human Nutrition Research Center on Aging

At Tufts University
Nutritional Immunology Laboratory October 15, 2001
To:
Animal Care and Use Committee, HNRCA
From:

. . b
Re:  Category E animals in Amendment to Protoco e

The major limiting factor in conducting our study is the large number of
animals needed to collect sufficient number of macrophages for our experiments.
This inherent difficulty can be overcome by intraperitoneal injection of
thioglycollate (TG) which elicits recruitment of macrophages to peritoneal
cavity. TG is a widely used stimulatory agent which induces non-infectious
acute peritoneal inflammation in mice and rats. Administration of TG has
been shown to increase the total number of macrophages up to four-fold, which will
reduce the number of animals necessary for addressing our specific aims.

A number of recent studies have successfully demonstrated that TG-elicited
macrophages can be used in the study of some gene expression and signal transduction.
However, the feasibility of using TG-elicited macrophages to study COX-2 gene
expression is not known.

To test this, we need to inject TG intraperitoneally to mice three days before they
are euthanized by CO; asphyxiation for macrophage collection. Peritoneal injection will
cause discomfort and moderate pain in mice, which unfortunately can not be alleviated.
Thus we have classified the animals under category E.

e .

ol WL

711 Washington Street
Bostor, Massachusetts 02111
FAX: (617) 556-3344



To: Animal Care and Use Committee
From: PI of [ Protocol
RE: Justification of Category E in WA-1 Protocol: Effects of Combined Chemopreventive

Agents (9-cis retinoic acid, celecoxib, and 1,25(OH), vitamin D,) Against NNK-induced
Lung Carcinogenesis in AJ Mice

Protocol m will include USDA Category E research in which some experimental
animal groups will experience pain and/or distress without alleviation. This letter will verify a
lack of alternative methods and assure the committee that the proposed research does not
unnecessarily duplicate previous experiments.

We propose to conduct an in vivo intervention study to investigate the etfectiveness ot 9-
cis retinoic acid, 1,25(OH). vitamin D3, and a COX-2 inhibitor drug alone and in combination as
anti-carcinogenic agents in the AJ mouse model of lung cancer. Lung tumors in strain A/J mice
resemble human lung adenocarcinoma and have become the preferred test system to study this
form of cancer. The target of chemoprevention is premalignant lung disease, making animal
models essential for evaluating the etficacy of compounds and interactions in the suppression of
tumor progression. Because symptoms rarely occur in the early stages of human lung cancer and
many of these early cancers go undiagnosed, mice genetically predisposed to this torm of cancer
allow us to study lung cancer chemoprevention over the course of months and with fewer
animals than similar studies with human subjects. The induction of lung tumors in AJ mice
progresses through several distinct stages similar to the stages of human lung cancer. In both
mice and humans, adenocarcinomas progress to adenomas and ultimately carcinomas. Further,
tumor initiation by a tobacco-derived carcinogen. 4-(methylnitrosamino)-1-(3-pyridyl)-1-
butanone (NNK), in AJ mice is characterized by premalignant legions containing a gene
alteration that is also present in some human cancers. This makes the AJ mouse an ideal mode! in
which to study lung cancer chemopreventative agents that may be of benefit to the human
population. Although we cannot alleviate tumor formation in the NNK-injected control group,
the treatment group using combined chemopreventive agents should alleviate tumor
formation/distress/animal pain.

While mechanistic hypotheses and data from cellular studies suggest that combinations of
vitamins and anti-inflammatory drugs may be effective in lung cancer chemoprevention, there is
a clear lack of in vivo work in this area. This will be the first study to examine vitamin A and
vitamin D interactions in an animal model of lung cancer and the first study to combine these
vitamins with a COX-2 inhibitor to examine synergistic effects. If successful, this study could
lead to new approaches in cancer chemoprevention, utilizing combinations of chemopreventive
vitamins and drugs in smaller and less toxic doses, thereby avoiding the side effects commonly
seen in early clinical trials testing single agents. This research cannot be done using cell models
as results cannot be applied to in vivo tumorigenesis.



TO: The HNRC Animal Care and Use Committee

FROM: NEPS Laboratory

RE: Justification of Category E in protoco (b)) “Roles of TNF and
interleukin-1 in stress-induced cachexia: Effects of age in transgenic
mice” '

Our protocol addresses the question of whether the cytokines involved in cachexia

are the same as sarcopenia (namely TNF, IL-1, and IL-6). This line of research pertains
to the mission of the NEPS laboratory, ie, the understanding and alleviation of
physiological or pathological processes leading to sarcopenia, wasting and cachexia.

Inm turpentine will be delivered subcutaneously in one of the hind limbs of wild
type and IGF-I transgenic mice. Unfortunately, turpentine injection, although not lethal,
results in a sterile abscess that cause pain. This pain is comparable to that felt by humans
with a thigh abscess. We anticipate the abscess to be maximal 16 days after injection,
and to gradually shrink thereafter. Unfortunately, the pain will not be alleviated by pain
killers, as these drugs may induce changes in the levels of muscle cytokines, one of the
major endpoints of this study. Because sub-clinical inflammation is a recognized feature
of human aging, the proposed experiments are germane to the issue of age-related
changes in protein catabolism, inflammation, and immune responses.




NOV 2 6 2003

Jean Mayer
United States Department of Agriculture
Human Nutrition Research Center on Aging
At Tufts University

November 10, 2003

Elizabeth Goldentyer, D.V.M.

Regional Director - Animal Care

APHIS, Eastern Regional Office

920 Main Campus Drive, Suite 200

Raleigh, NC 27606-5213

Reference: USDA Annual Report (Registration No.: 14-F-0009)

Dear Dr. Goldentyer:

The enclosed documents represent the U.S.D.A. Human Nutrition Research Center on Aging at
Tufts University’'s (HNRCA) “Annual Report of Research Facilities” for the Federal fiscal year,
October 1, 2002 through September 30, 2003. Aspects of this report that require comment are:

1) Animals reported under Category E:

a) Mild non-infectious peritoneal inflammation was induced in sixty-one (61) mice by the
intraperitoneal injection of thioglycollate to increase the total number of peritoneal
macrophages available (which reduced the number of animals used) for peritoneal
macrophage harvest. The letter of justification for category E research was submitted with
the IACUC animal protocol and is attached.

b) Lung tumors were induced in one hundred one (101) mice to examine the combined
synergistic effects of vitamin A, vitamin D and COX-2 inhibitors to evaluate their role in lung
cancer chemoprevention. The letter of justification for category E research was submitted
with the IACUC animal protocol and is attached.

c¢) Sarcopenia was induced in one hundred fifteen (115) mice by the subcutaneous
injection of sterile turpentine into the hind limbs of the mice to evaluate if the cytokines
involved in cachexia are the same as those of sarcopenia (namely TNF, IL-1 and IL-6) in
an effort to understand and potentially alleviate the physiological or pathological processes
leading to sarcopenia, wasting and cachexia. The letter of justification for category E
research was submitted with the IACUC animal protocol and is attached.

regarding the report, please do not hesitate to contact me.

711 Washington Street
Boston, Massachusetts 02111
FAX: (617) 556-3344
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UNITED STATES DEPARTMENT OF AGRICULTURE 1. REGISTRATION NO. CUSTOMER NO. ~
AN MAL AND PLANT HEALTH INSPECTION SERVICE 14-F0010 645 FORM APPROVED
OMB NO. 0579-0036

- -

2. HEADQUARTERS RESEARCH FACILITY (Name and Address. as registered with USDA.

ANNUAL REPORT OF RESEARCH FACILITY include Zip Code)

(TYPE OR PRINT) NATIONAL MARINE FISHERIES SERVICE AQUARIUM

166 WATER STREET
WOODS HOLE, MA 02543
: (999) 999-9999
I 3. REPORTING FACILITY (List all locations where animals were housed or used in actual research. testing, teaching, or experimentation, or heid for these purposes. Attach additianal
sheets iIf necessary.)

FACILITY LOCATIONS(sites)

See Attached Listing

ARUAR UM SEAL FPool

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets if necessary or use APHIS FORM 7023A }

A. B. Number of C. Number of D. Number of animals upon E. Number of animals upon which teaching, F.

animals being animals upon which experiments, experiments, research, surgery or tests were
Animals Covered bred, which teaching, teaching, research, conducted involving accompanying pain or distress TOTAL NO.
By The Animat conditioned, or research, surgery, or tests were to the animals and for which the use of appropnate OF ANIMALS
Welfare Reguiations held for use in expenments, or conducted involving anesthetic,analgesic, or tranquilizing drugs would

teaching, testing, tests were accompanying pain or have adversely affected the procedures, results, or (Cols.C +
experiments, conducted distress to the animals interpretation of the teaching, research, D+ E)
research, or involving no and for which appropriate experiments, surgery, or tests. (An explanation of
surgary but not pain, distress. or anesthetic, analgesic, or the procedures producing pain or distress in these
yet used for such use of pain- tranquilizing drugs were animals and the reasons such drugs were not used
purposes. relieving drugs. used. must be attached fo this report)

4. Dogs

5. Cats

6. Guinea Pigs

7. Hamsters

8. Rabbits

9. Non-Human Primates

10. Sheep

11. Pigs

12. Other Farm Animals

13. Other Animals

HARBoR 2 2 © O 2
SEARLS TEACHING

on L\[
ASSURANCE STATEMENTS /

1) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and tranquilizing drugs, prior to, during,
and following actual research, teaching, testing, surgery, or experimentation were followed by this research facility.

2) Each principal investigator has considered alternatives to painful procedures.

3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the
principal investigator and approved by the Institutional Animal Care and Use Committee (IACUC). A summary of all the exceptions is attached to this annual report. In
addition to identifying the IACUC-approved exceptions, this summary includes a brief explanation of the exceptions, as well as the species and number of animals affected.

4) The attending veterinarian for this research facility has appropriate 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)
| certify that the above is true, correct, and complete (7 U.S.C. Section 2143)

SIGN/ T C.E.0. QRINSTITUTIONAL OFFICIAL NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Tvpe or Print) | DATE SIGNED
Y19/o1
APHIS FORM 7023 (Replaces VS FORM 18-23 (Oct 88), which is obsolete PART 1 - HEADQUARTERS

(AUG 91)
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“The following sites have been reported by the facility.

Registration Number: 14-F-0010

Customer Number: 645
Facility: NATIONAL MARINE FISHERIES SERVICE AQUARIUM

166 WATER STREET
WOODS HOLE, MA 02543
(999) 999-9999

NATIONAL MARINE FISHERIES SERVICE AQUARIUM

166 WATER STREET
WOOQODS HOLE, MA 02543



This renort 1s required by law (7 USC 2143). Failure to report according to the regulations can
result in an order to cease and desist and to be subject to penaities as provided for in Section 2150.

See reverse side for

additional information.

Interagency Report Contral No
0180-DOA-AN

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY

(TYPE OR PRINT)

1. REGISTRATION NO.
14-F-0010

CUSTOMER NO.
645

FORM APPROVED
OMB NO. 0579-0035

2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as registered with USDA.
include Zip Code)

NATIONAL MARINE FISHERIES SERVICE AQUARIUM

166 WATER STREET
WOODS HOLE, MA 02543

—

3. REPORTING FACILITY (List all locations where animals were housed or used in actual research, testing, teaching, or expenimentation, or held for these purposes. Attach additional

sheets if necessary.)

FACILITY LOCATIONSsites)

NATIONAL MARINE FISHERIES SERVICE AQUARIUM

WOQODS HOLE, MA 02543

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets if necessary or use APHIS FORM 7023A )

A. 8. quber of . C. Number of D. Number of animals upon E. Number of animals upon which teaching, F.
animals being animals upon which experiments, - experiments, research, surgery or tests were
Animals Covered bred, which teaching, teaching, research, conducted involving accompanying pain or distress TOTAL NO.
By The Animal conditioned, or research, surgery, or tests were to the animals and for which the use of appropriate OF ANIMALS
Welfare Regulations held f_or use in experiments, or conducted invalving anesthetic,analgesic, or tranquilizing drugs would
leachl_ng. testing, tests were accompanying pain or have adversely affected the procedures, results, or (Cols.C +
experiments, conducted distress (o the animals interpretation of the teaching, research, D +E)
research, or involving no and far which appropnate expenments, surgery, or tests. (An explanation of
surgery but not pain, distress, or anesthetic, analgesic, or the procedures producing pain or distress in these
yet used for such use of pain- tranquilizing drugs were animals and the reasons such drugs were not used
purposes. refieving drugs. used. must be attached to this report)
4. Dogs
5. Cats
6. Guinea Pigs
7. Hamsters
8. Rabbits
9. Non-Human Primates
10. Sheep
11. Pigs
12. Other Farm Animais
13. Other Animals
HARBOR SEALS 2 2 2
ASSURANCE STATEMENTS

1

-~

2
3

- -

Each principal investigator has considered altematives to painful procedures.

This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the
principal investigator and approved by the Institutional Animal Care and Use Committee (IACUC). A summary of all the exceptions is attached to this annual report. In

Professionally acceptable standards goveming the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and tranquilizing drugs. prior to, during,
and following actual research, teaching, testing, surgery. or experimentation were followed by this research facility.

addition to identifying the IACUC-approved exceptions, this summary includes a brief explanation of the exceptions, as well as the species and number of animals affected.

4

aspects of animal care and use.

The attending veterinarian for this research facility has appropriate authority to ensure the pravision of adequate veterinary care and to oversee the adequacy of other

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
(Chief Executive Officer or Legally Responsible Institutional official)
| certify that the above is true, correct, and compiete (7 U.S.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

10/26/2001

APHIS FORM 7023
(AUG 91)

(Replaces VS FORM 18-23 (Oct 88), which is obsolete

PART 1 - HEADQUARTERS




NOV 1 22004

See attached form for
additional information.

This report is required bylaw (7 USC 2143). Failure to report according to the regulations can result in an order 10 Interagency Keport Lontrol No.:

. cease and desist and to be subject to penalties as provided for in Section 2150.

1. CERTIFICATE NUMBER:  21-F-0001

FORM APPROVED
OMB NO. 0579-0036

UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE
CUSTOMER NUMBER: 447

USDA, ARS, NAA )

Plum Island Animal Disease Ctr o
P.O. Box 848 =
Greenport, NY 11944

ANNUAL REPORT OF RESEARCH FACILITY
( TYPE OR PRINT)

Telephone: (516) -323-2500

3. REPORTING FACILITY (List all locations where animals were housed or used in actual research, testing, or experimentation, or held for these purposes. Attach additional sheets-if necessary)

FACILITY LOCATIONS (Sites) - See Attached Listing

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets if necessary or use APHIS Form 7023A |
A B. Number of animal C. Number of D. Number of animals upon E. Number of animals upon which teaching, experiments, F.
being bred, animals upon which experiments, research, surgery or tests were conducted involving
conditioned, or which teaching, teaching, research, accompanying pain or distress to the animals and for when
held for use in research, surgery, or tests were the use of appropriate anesthetic, analgesic, or tranquilizer
teaching, testing, experiments, or conducted involving drugs would have adversely affected the procedures,
experiment, tests were accompanying pain or research or interpratation of the teaching, research, TOTAL NUMBER
Animals Covered research, or conducted distress to the animals an experiments, surgery, or tests. (An explanation of the OF ANIMALS
By The Animal surgery but not ye involving no pain, for which appropriate procedures producing pain or distress in these animals and
Welfare Regulations used for such distress, or use o' anesthetic, analgesic, or the reasons such drugs were not used must be attached (COLUMNS
Purposes. pain-relieving drugs. tranquilizing drugs were to this report C+D+E)
used.
4. Dogs
5. Cats
6. Guinea Pigs 4 4
7. Hamsters
8. Rabbits 7 7
9. Non-human Primates
10. Sheep 6 46 52
11. Pigs 30 127 106 263
12. Other Farm Animals
Cattle 4 73 12 89
13. Other Animals
Horses 10 10
ELK 8 8

ASSURANCE STATEMENTS

1) Proft;ssionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and tranquilizing drugs, prior to, during, and following actual
research
teaching, testing, surgery, or experimentation were followed by this research facility.

2) Each principal investigator has considered altematives to painful procedures.

3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the principal investigator and
approved
Institutional Animal Care and Use Committee (IACUC). A summary of all such exceptions is attached to this annual report. In addition to identifying the IACUC-approved exceptions, this summary

includes brief explanation of the exceptions, as well as the species and number of animals affected. X .
4) The attending veterinarian for this research facility has appropriate 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)

ATE SIGNED

/5"/5: "(;L(

SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Type or Print )

APHIS FORM 7023

(AUG91) (Replaces VS FORM 18-23 (OCT 88), which is obsolete.)



This report is required bylaw (7 USC 2143). Failure to report according to the regulations can result in an order 10 See attached form for Interagency Keport Lontrol No.:
cease and desist and to be subject to penalties as provided for in Section 2150. additional information.
UNITED STATES DEPARTMENT OF AGRICULTURE 1. CERTIFICATE NUMBER:  21-F-0001 FORM APPROVED
ANIMAL AND PLANT HEALTH INSPECTION SERVICE OMB NO. 0579-0036
CUSTOMER NUMBER: 447

USDA, ARS, NAA
Plum Island Animal Disease Ctr
ANNUAL REPORT OF RESEARCH FACILITY P.O. Box 848
(TYPE OR PRINT) Greenport, NY 11944

Telephone: (516) -323-2500

3. REPORTING FACILITY (List all locations where animals were housed or used in actual research, testing, or experimentation, or held for these purposes. Attach additional sheets if necessary)

FACILITY LOCATIONS (Sites) - See Attached Listing

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

A B. Number of animal [C. Number of D. Number of animals upon E. Number of animals upon which teaching, experiments, F.
being bred, animals upon which experiments, research, surgery or tests were conducted involving
conditioned, or which teaching, teaching, research, accompanying pain or distress fo the animals and for
held for use in research, surgery, or tests were when the use of appropriate anesthetic, analgesic, or
teaching, testing, experiments, or conducted involving tranquilizer drugs would have adversely affected the

. experiment, tests were accompanying pain or procedures, research or interpretation of the teaching, TOTAL NUMBER
Animals Coyered research, or conducted distress to the animals an research, experiments, surgery, or tests. (An explanation OF ANIMALS
By The Animal surgery but not ye involving no pain, for which appropriate of the procedures producing pain or distress in these
Welfare Regulations used for such distress, or use o anesthetic, analgesic, or animals and the reasons such drugs were not used must (COLUMNS
Purposes. Pain-relieving tranquilizing drugs were be attached to this report. C+D+E)
drugs. used.

Chicken 40 335 3755

Mice 10 10

ASSURANCE STATEMENTS

1) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic; and tranquilizing drugs, prior to, during, and following actual
research teaching, testing, surgery, or experimentation were followed by this research facility.

2) Each principal investigator has considered alternatives to painful procedures.

3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the principal investigator and
approved Institutional Animal Care and Use Committee (IACUC). A summary of all such exceptions is attached to this annual report. In addition to identifying the IACUC-approved exceptions, this summary
includes brief explanation of the exceptions, as well as the species and number of animals affected.

4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animaj care and use.

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
(Chief Executive Officer or Legally Responsible Institutional Official)
| certify that the above is true, correct, and complete (7 U.S.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

/0 -/E <

APHIS FORM 7023A
(AUG 91) (Replaces VS FORM 18-23 (OCT 88), which is obsolete.)



Plum Island Animal Disease Center, New York
Annual USDA Report Form
October 15, 2004

An explanation of the procedures producing pain or distress in animals listed in column E and the
reasons such drugs were not used:

Animals listed in column E of this annual report of Plum Island Animal Disease Center
(PIADC) were infected experimentally with viruses and other agents that cause natural
diseases in agricultural animals.

Analgesics were not given to these infected animals when their administration would have
masked the clinical signs needed to diagnose their diseases, or demonstrate their signs to
students of PIADC’s national and international courses.

Animals demonstrating sings of pain were euthanatized as soon as possible in order to
minimize pain.



Interagency Raport Control

See reverse side for
0180-DOA-AN

This report is required by law (7 USC 2143). Failure to report according to the reguiations can
result in an order to cease and desist and to be subject to penaities as prowded for in Secton 2150 sagitional information.

UNITED STATES DEPARTMENT OF AGRICULTURE 1. REGISTRATION NO. CUSTOMER NO.
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 31-F-0002 442

FORM APPROVED
OMB NO 0579-0038

2. HEADQUARTERS RESEARCH FACILITY (Name and AGress. a3 regarered wih USOA

nciuce Jo Cooe)
OPERATIONAL TOXICOLOGY BRANCH
2760 Q ST, AREA B, AFRUHEST
WRIGHT-PATTERSON AFB. OH 45433

(999) 999-9999
' 3. REPORTING FACILITY (List ail locations where animais were housed or used 11 actual researcn. 'estng, 16acrung. or expenmentaton, or heid for these PUrposes. Attach aocibonal
sheets if necessary.)

ANNUAL REPORT OF RESEARCH FACILITY
(TYPE OR PRINT).

FACILITY LOCATIONS(s«es)

See Attached Listing

BUILDING 838 AREA B WPAFB BUILDING 433 AREA B WPAFB

BUILDING 79 AREA B WPAFB

REPORT OF ANIMALS USED BY QR UNDER CONTROL OF RESEARCH FACILITY (Aftach acditonat sheats 4 necessary or use APHIS FORM 7023A )
A, B. Number of C. Number of D. Numper of ansmass upon E. Numoper of aimats upon which teaching, F.
animais being ammals upon which expenments, e1penNmMents, research, surgery of tests were
Animals Covered bred. which teaching, taachuing. research. conaducted voiving accompanying pain of disuess TOTAL O
By The Animal conditioned, or research, surgery. or tests were 1o the arumals and for which the use of appropnate CF ANIMAL S
Weifare Regulations heid for use in expenments, or conguctead Nvohang anesthedc. anaigesic, of tranquiizing drugs woulkd
leaching, testing, tests were 3CCOMPANYING pasn of Rave adversely affected the procedures, results, or (Cote C o
expenments, conducted distress 10 the anerar erpretanon of the teaching, research, D+E)
research, or nvolving no and for whech a0prcona’e expenmaents, surgery, of tests. (An explanation of
surgery but not pan, distress, or NESINGNC. MNMGESC. OF (Mo Procedures producing pain or disress in these
yet used for such use of pain- FaNQUILDING NG were arwnais and he reasons such drugs were not used
purposes. reheving drugs. used must be atacned I s report
4. Dogs
5. Cats
6. Guinea Pigs
7. Hamsters
8. Rabbits 17 17
9. Non-Human Primates
10. Sheep
11. Pigs 17 17
12. Other Farm Animals
13. Other Animals
FERRETS 8 8
ASSURANCE STATEMENTS
1) Professionally acceptable stancaras goverming e care. treatment. and use of ANIMAIS, NCUGING 8D0700r-S1¢ Lse of snesthetc. Anaigesic. and ranquizing drugs. pnor 10, Sunng
and following actual research, teaching, testing, surgery. or expenmentanon were followed Dy thes resesrch tacity
2) Each principal investigator has considered aiternatives to painful procecures.
3) This facility is adhenng to the standards and requlahons under the ACt, and it has requwred INat 8xcechons !0 the Standards and regulabons be spectfied and explained by ™e
principal investigator and approved by the institubonal Anmail Care and Use Commites (LACUC) A y of all the 18 hed to this annual report. in
addition to identifying the IACUC-approved exceptions. this Summary inciudes a bnef explansoon of the excacbons a3 wed 38 the species and number of ammals affected
4) The attending vetennanan for this research facity has appropnate authonty 10 ensure the provis.on of acequate vetennary care and (o oversee the adequacy of other
aspects of animal care and use. .
CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL
(Chief Executive Officer or Legally Responsibie Institutional official)
| certify that the above 1S true. corect. ang complete (7 U S C Section 2143)
| DATE SIGNED

| NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Type or Print)

L /

(Replaceg VS FORM 18-21 (Oct 88), which is obsolate

SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL

APHIS FORM 7023 PART 1 - HEADQUARTERS

(AUG 91)



B 1 T
L UNITED STATES DEPARTMENT OF Au.<ICULTURE
" . ANIMAL AND PLANT HEALTH INSPECTION SERVICE

( TYPE OR PRINT )

=

ANNUAL REPORT OF RESEARCH FACILITY

\

1. CERTIFICATE NUMBER: 42-F-0007

CUSTOMER NUMBER: 1588

FORM APPROVED
OMB NO. 0578-0036

Nat'L Ani Dis Center
P.O.Box 70
2300 Dayton Ave

, Ames, IA 50010

Telephone: (515) -663-7200

B/z, Vs
e L4

e e s e e e e e @
———— -
3. REPORTING FACILITY ( List all Iocations where animals were housed or used in actual research, testing, or experimentation, or held for these purposes. Attach additional sheets if necessary ) I

FACILITY LOCATIONS ( Sites ) - See Atached Listing

I REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets if necessarv or use APHIS Form 7023A ) J
A. B. Numberofanimal | C. Numberof D. Number of animals upon E. Number of animals upon which teaching, experiments, | F.
being bred, animals upon which experiments, research, surgery or tests were conducted involving -
conditioned, or which teaching, teaching, research, accompanying pain or distress to the animals and for wh
Animals Covered held for use in research, surgery, or tests were the use of appropriate anesthetic, analgesic, or tranquiliz TOTAL NUMBER
By The Animal teaching, testing, experiments, or conducted involving drugs would have adversely affected the procedures, res OF ANIMALS
' Welfare Regulations experiments, tests were accompanying pain or or interpretation of the teaching, research, experiments,
research, or conducted distress to the animals an surgery, or tests. ( An explanation of the procedures ( COLUMNS
surgery but not ye involving no pain, for which appropriate producing pain or distress in these animals and the reast C+D+E )
used for such distress, or use o anesthetic, analgesic, or such drugs were not used must be attached to this repon
purposes. pain-relieving tranquilizing drugs were : i
drugs. used.
4. Dogs
5. Cats
6. Guinea Pigs
7. Hamsters 15 4 3 22
8. Rabbits 6
9. Non-human Primates
10.
0. Sheep 125 80 205
11. Pigs 391 20 194 605
12. Other Farm Animals
Cattle 231 20 18 269
13. Other Animals
Bison 105 105
Elk 26 26
WT Deer 71 71
LASSURANCE STATEMENTS J

1) Professionally acceptable standards goveming the care, treatment, and use of animals, including appropriate use of anestetic, analgesic, and tranquilizing drugs, prior to, during, and following actual rese:
teaching, testing, surgery, or experimentation were followed by this research facility.

2
3

Institutional Animal Care and Use Committee (IACUC). A summary of all such

Each principal investigator has considered altemnatives to painful procedures.

ptions is attached to this

brief explanation of the exceptions, as well as the species and number of animals affected.

4

This faéility is adhering to the standards and regutations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the principal investigator and apf
report. in addition to identifying the IACUC-approved exceptions, this summary in:

The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animal care and use.

CERTIFICATION BY H

DQUARTERS RESEARCH FACILITY OFFICIAL

( Chief Executive Officer or Legally Responsible Institutional Official )

SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL

| | NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL ( Type or Pnint )

DATE SIGNED

APHIS FORM 7023
(AUG 91)

(Replace€ ¥& FORM 18-23 (OCT 88), which is obsolete.)

DEC 0 2004



This repor is required by law (7 USC 2143). Failure t
, ' resull’in an order 10 cease and desisl and to be'subject

‘1 according 1o the regulations can
~enalties as provided for in Section 2150.

See ( se side lor

additional information.

Interagency Repori Control No.

0180-DOA-AN

g ; UNITED STATES DEPARTMENT OF AGRICULTURE
ANIMAL AND PLANT HEALTH INSPECTION SERVICE

-
- t“

Y

7 s et

CONTINUATION SHEET FOR ANNUAL REPORT &
OF RESEARCH FACILITY
( TYPE OR PRINT)

1. REGISTRATION NO.

42-F-0007 _ Cust. #1588

FORM APPRQVED
OMEB NO. 0579-0036

2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as registered with USDA,
¥ include Zip Code)

Nat'l Ani Dis Center
P.0. Box 70

2300 Dayton Avernue
Ames, TA 50010

Telephone: 515-663-7200

[REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach adiditional sheets if necessary or use this form.)

Al . B. Nu_mber ol. C Number ol D.. Number of animals upon E. Number ol animals upon which teaching,
animals being animals upon which experiments, experiments, research, surgery or lests were
Animals Covered bred._ which teaching, teaching researchl conducted involving accompanying pain or distress
By The Animal conduioned,_or research, surgery, 'or tesls w'ere 10 the animals and lor which the use of appropriate TOTAL NO.
Welfare Regulations held lor use in experiments, or conducted involving anesthelic, analgesic, or tranquilizing drugs would OF ANIMALS
Ieach!ng. testing, lests were ‘accompanying pain or have adversely aifected the procedures, resuits, or
experiments, o conducted distress 1o the animals interprelalion of the teaching, research,
research, or involving no and lor which appropriate experiments, surgery, or tests. (An explanation of (Cols. C +
i om e ) e R e 7  surgery but not pain, disiress, or anesthetic, analgesic, or the procedures producing pain or distress in these D+ E)
12. &/OR 13. Other yet used for such use ol pain- lranquilizir‘xg drugs w'ere animals and the reasons.such drugs were not used
(List by species) purposes. relieving drugs. used, must be attached to this report).
12. Goats 14 14
Horse 2 2
13. Reindeer 17 17
Raccoons 2 43 45

[ ASSURANCE STATEMENTS

]

1). Professionally acceplable standards governing the care, treatment, and use of animals, including approriate use of anesthetic, analgesic, and tranquilizing drugs, prior to, during,
and following actual research, teaching, tesling, surgery, or experimentation were followed by this research lacility.

2). Each principal investigalor has considered aiternatives to painlul procedures. *

»

3). This facility is adhering lo the standards and regulations under the Act, and it has required thal excepltions 1o the standards and regulations be specified ‘and explained by the
principal investigator and approved by the Inslilutional Animal Care and Use Commitiee (IACUC). A summary of all such exceptions is attached to this annual report. in
addition to identifying the IACUC-approved exceplions, this summary includes a brief explanation ol the exceptions, as well as the species and number of animals altected.

4). The attending veterinarian lor this research facility has appropriate authority to ensure the provision of adequate velermary care and lo oversee the adequacy of other aspects of

animal care and use.

CERTIFICATION BY HEADQUARTES RESEARCH FACILITY OFFICIAL

(Chief Executive Officer or Legally Responsible Institutional Official)
| certify that the above is true, correct, and complele (7 U.S.C. Section 2143).

DEC

0 2004

SIGNATURE OF C.E.Q. OR INSTITUTIONAL OFFICIAL‘

NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Typé or Print)

DATE SIGNED

APHIS FORM 7023A
(AUG 91

PART 4 - HEADG




Registration #42-F-007
National Animal Disease Center

o

Explanation of protocols for Category III animals listed on the APHIS
Report Form 7023 submitted by NADC - October 1, 2003 - September 30, 2004

. Studies inciude 271 animals: Cattle, Swine, Hamsters

Cattle:

1. This a study of characterization and modulation of Bovine Diarrhea
Virus virulence. The pathological effects of the infection are to
be evaluated. The pathological effects expected may include
malaise, listlessness, anorexia, or diarrhea. Symptoms are the
result of vascular leakage caused by the virus infection. The
objective of the study is to determine if differences in genomic
sequences or protein processing correlate with differences in
pathology.

2; Anti-diarrheal or anti-spasmodic drugs, and drugs that would
increase the clotting ability of the blood would interfere in
normal manifestation of the disease and may alter the pathology.

To minimize the animal discomfort, the platelet counts are
monitored, and all animals with platelet counts below 10,000 will
be euthanatized. The animals in Cat. I are the animals that did not
exhibit ahy pain or distress (controls that were not challanged)
and the animals that were euthanatized as the result of low
platelet count. The disease had not progressed beyond exhibition of
mild symptoms of the disease. The Cat. III animals are those that
went off feed, became weak and/or developed diarrhea before the
platelet count was below 10,000. On the basis of these symptoms
these animals were also euthanized.

Cat. I 23: Cat. III - 12: Total - 35

1. The objective is to study the immune function of both early and
late disease infection in the cow, the target species. An
associated objective is to test and evaluate diagnostic tools for
detection of bovine paratuberculosis.

2 Paratuberculosis is a chronic disease, and study of the disease
requires the observation and sample collection from the animals
over several years. Symptoms of the disease; diarrhea, weight
loss, and inappetence for up to 7 years, may occur and must be
manifested for evaluation of the disease. Animals that exhibit
severe weight loss, body condition (some below 2.0 - Penn State
University), or are recumbent over 24 hours will be euthanized.
Cat. I -41: Cat. III - 2: Total - 43

4 [ The objective of the study is to determine if, when, or how 0157:H7
E. coli and other Shiga toxin-producing E. coli colonize and cause
lesions in the gut of weaned calves. The parameters stated include
shedding of organisms and histologic lesions. The study requires
the disease be allowed to develop and symptoms be manifest.

2 . The use of interventions (treatments) anti-microbial that might
prevent the pain or distress of diarrhea associated with 0157
nNEC 0 2004



NADC #42-F-007

R

(Cattle continued)

Swine

colonization would interfere with colonization and interpretation

of the results of the study.
Cat. I -2: Cat. III - 2: Total - 4

The objective is to determine the efficacy of intimin vaccines in
cattle. Fecal samples will be collected before and after
inoculation for bacterial counts and antibodies, and as need for
diagnostic microbiology.

The use of interventions (treatments) anti-microbial that might
prevent the pain or distress of diarrhea associated with 0157
colonization would interfere with colonization and 1nterpretat10n
of the results of the study.

Cat. I -14: Cat. III - 2: Total - 16

The objective of this research is to identify S.Typhimurium genes
involved in survival during exposure to the swine stomach. The
harsh environment of the stomach is thé host’s first line of
defense following ingestion of a Salmonella-contaminated substance.
Our goal is to understand how Salmonella survives exposure to the
porcine stomach since swine are an important reservoir of the food-
borne pathogen. An understanding of these survival mechanism may
assist in the development of more effective prevention strategies.

Validity of the experimental results require that the infectious
disease induced by S. Typhimurium be allowed to manifest itself
without the use of therapeutic drugs. Otherwise, the altered state
of the host due to the use of antimicrobials will change the
clinical response, potentially modifying the observed pathogenicity
of the Salmonella mutants.

Cat. I -0: Cat. III -12: Total - 12

The objective of the study is to determine which pathogens act as
primary agents predisposing to secondary infection in respiratory
disease in swine.

Only mild respiratory disease signs are expected. In this study of
40 pigs, 30 develop mild signs, they needed to be allowed to
develop to the point of causing some distress in the pig; anorexia,
pyrexia, dyspnea, coughing, and nasal discharge. Administration of
therapeutics to reduce the symptoms would interfere in
manifestation of the disease in pigs, therefore, could not be
given. If signs become severe and pigs unable to rise, they were
euthanized. No pigs required euthanasia prior to the end of the
two week study.

Cat. I -10: Cat. III -30: Total - 40

Objective of study is to evaluate the pathogenesis of SIV field
isolates and the efficacy of SIV vaccines. SIV causes major
economic losses to swine producers. We do not have any information

DEC 0 2004



NADC #42-F-007 )

(Swine Continued)

of the pathogenesis of newly emerged SIV’s and on the efficacy of
vaccines against these viruses.

Severe clinical signs are not éxpected following inoculation of
pigs with SIV. Mild clinical signs consisting of pyrexia,
anorexia, listlessness, sneezing, and coughing could develop. The
onset of clinical signs is necessary to judge the pathogenic
effects of the challenge virus and also to evaluate the efficacy of
the respective vaccines.

Cat. I -22: Cat. III -144: Total - 75

Objective of study to investigate the pathogenesis of a putative
new filterable agent that is thought to be the etiologic agent for
an epidemic of vesicular disease reported in the field.
Significance: tissue samples from this epidemic were tested by the
Foreign Animal Disease Laboratory at Plum Island and no known viral
vesicular disease agents were identified in the tissues. So, this
epidemic of vesicular disease has an unknown etiology, and it is
important to determine what the etiology was. ST -

Following challenge, mild clinical signs consisting of anorexia and
listlessness may develop along with possible vesicular lesions on
the snout, oral cavity, and coronary band. The onset of clinical
signs is necessary to judge the pathogenic effects of the challenge
and to study the pathogenesis of the disease. Drugs that might
alleviate the clinical signs would obscure the pathogenic effects
of the challenge and thus the pathogenesis of the disease.

Cat. I - 16: Cat. III - 8: Total - 24

Hamsters:

1.

The purpose of the study is to evaluate leptospira clones for
virulence. Weanling hamsters will be inoculated with live

organisms.

Observation of clinical signs and how signs progress is necessary
to evaluate virulence. Alleviation or relieving of the signs would
interfere in the assessment. The pain would be the result of
severe hemorrhage, or vascular leakage. The primary signs used to
evaluate the disease are jaundice or hemorrhage. To relieve the
pain or distress as the result of the infection would reduce the
level of jaundice or hemorrhage. To minimize severe or terminal
signs, animals are observed every eight hours and any animal
exhibiting hemorrhage is euthanized. The Cat. I animals are those
that show no signs of pain or distress; Cat. II are those that are
detected with jaundice early and are given pentobarbital; and Cat.
III are those that die acutely before jaundice or hemorrhage.

Cat. I - 15: Cat. II -4: Cat. III - 3: Total - 22
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. 3 ., UNITED STATES DEPARTMENT OF AGRICULTURE
F ANIMAL AND PLANT HEALTH INSPECTION SERVICE

ANNUAL REPORT OF RESEARCH FACILITY
( TYPE OR PRINT )

1. CERTIFICATE NUMBER: 42-F-0008 ga:h:‘gpég(;i%gs
CUSTOMER NUMBER: {726 '
CVB-VS-APHIS-USDA ~
1800 Dayton Rd . ¥

Ames, IA 50010 ({;r%i
663-8331 i

Telephone:. (515)

<5

»
3. REPORTING FACILITY ( List all locations where amimals were housed or used in actual research, testing, or experimentaticn, or held for these purposes. Attach additional sneets if necessary )
FACILITY LOCATIONS ( Sites ) - See Alached Listing
I REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets if necessarv or use APHIS Form 7023A ) ]
; !
A. B. Numberof animal | C. Number of D. Number of animals upon E. Number of animais upon which leaching, experiments, | F.
being bred, animals upon which experiments, research, surgery or lests were conducted involving
X conditioned, or which teaching, teaching, research, accompanying pain or distress fo the animats and for wh TOTAL NUMBER
Animals Covered held for use in research, surgery, or tesls were the use of appropriate anesthelic, anaigesic, or Iranquiliz %F ANIMALS
By The Animal teaching, lesting, experiments, or conducted involving drugs would have adversely affected the procedures, res
Welfare Regulations experiments, tesls were accompanying pain or or interpretation of the teaching, research, experiments,
research, or conducted distress to the animals an surgery, or tests. ( An explanation of the procedures ( COLUMNS
surgery bul not ye involving no pain, for which appropriate producing pain or distress in these animais and the reas¢ C+D+E )
used for such distress, or use o anesthelic, anaigesic, or such drugs were not used must be attached to this repori
purposes. pain-relieving tranquilizing drugs were :
drugs. used.
4. Dogs 10
10
5. Cats
6. Guinea Pi | 4
. Guinea Pigs
! g 1| 245 155 40 0
7. Hamsters
2202 707 2909
8. Rabbils 31 161 9 201
9. Non-human Primates
10. Sheep
11. Pigs s
12. Other Farm Animals

13. Other Animals

[ ASSURANCE STATEMENTS

1

teaching, testing, surgery, or expenmentaticn were followed by this research facility.
2) Each principal investigator has considered allernatives to painful procedures.

3

brief explanation of the exceptions, as well as the species and number of animals affected.

~

The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate velerinary care and to oversee the adequacy of other aspects of animal care and use.

Professionally acceplable standards governing the care, Ireatment, and use of animals, including appropriate use of anestetic, analgesic, and tranquilizing drugs, prior lo, during, and following actual rese:

This facility is adhering to the standards and regulations under the Act, and It has required that exceptions o the standards and regulations be specified and explained by the principal investigator ana apf
Institutional Animal Care and Use Commitiee (IACUC). A summary of all such exceptions is attached to this annuai report. in addition to identifying the IACUC-approved exceptions, this summary in

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

SIGNATURE

e
APHIS FORM 7023 (OCT 88). which is obsolete.)

(AUG 1)
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DATE SIGNED

24-0 8- )




November 29, 2004

Annual report of the Center for Veterinary Biologics (CVB) for the period of O
October 1, 2003, through September 30, 2004. @

1. All facilities are located at the 1800 Dayton Road location.
2. Statement of reasons for not using drugs in experiments involving pain and distress:

The CVB-L’s main function is the testing of veterinary biologicals for safety, efficacy, and
purity. Drugs to alleviate pain and distress produced by the infectious disease agents are
contraindicated as they suppress the immune system causing the disease to be more severe and
run a longer course. Most cases are also not allowed according to the requirements found in the
9 CFR, Chapter 113. Making sick animals comfortable and disturbing them as little as possible
provides better treatment to these animals and quicker recovery than occurs by administering
pain relievers. Euthanasia or curative treatments are employed as soon as allowed by the Animal
Care and Use Committee approved animal use procedure.

3. Exceptions to adherence to the standards and regulations under the Act: None
4. Protocols involving unrelieved pain or distress were as follows:

See following attachments for Facility 42-F-008

o Cenna
NOY 30 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, protocols, veterinary care programs and the like, are
not required as part of an explanation. A Column E explanation must be written so be
understood by a lay persons as well as scientists. @

1. Registration Number: __42-F-0008 i W
2. Number 138 (31 in Cat. E) : of animals in this study.
3. Species (common name) Guinea Pigs of animals used in the study.

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

Clostridium chauvoei and C. haemolyticum challenge tests- animals became ill from
challenge with these organisms as required by 9 CFR 113.

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)

Mandated by 9 CFR 113

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):

APHIS, 9 CFR 113.106 and 113.107

FY 2004
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Column E Explanation

This form is intended as an aid to completing the Column E explanation. It is not an official form
and its use is voluntary. Names, addresses, protocols, veterinary care programs and the like, are
not required as part of an explanation . A Column E explanation must be written so as to be
understood by a lay persons as well as scientists. - 7

1. Registration Number:  42-F-0008 "5.";«;, |
2. Number 74 (9in CatE) of animals in this study.
3. Species (common name) Guinea Pigs of animals used in the study.

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

‘Potency testing of tetanus toxoids and antitoxins - animal getting insufficient
protection from the tetanus antitoxin become sick from tetanus toxin challenge..

5. Provide scientific justification why pain and/or distress could not be relieved. State methods
or means used to determine that pain and/or distress relief would interfere with test results. (For
Federally mandated testing, see Item 6 below)
Mandated by 9 CFR 113
6. What, if any, federal regulations require this procédure? Cite the agency, the code of
Federal Regulations (CFR) title number and the specific section number (e.g., APHIS, 9
CFR 113.102): ' ]

APHIS, 9CFR 113.114 and 113.451

FY2004
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Column E Explanation

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

%

1. Registration Number:  42-F-0008

2. Number 2909 (707 in Cat. E) of animals in this study.

3. Species (common name) Hamsters | of animals <ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>