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Interagency Report C o n e  See attached form for 
additional informat~on 

Th~s report 1s requ~red by law (7 USC 2143). Fa~lure to report according to the regulations 
-an 

Cytimmune Sciences, Inc. 
8075 Greenmead Drive 
College Park, MD 20740 

ANNUAL REPORT OF RESEARCH FACILITY 
( TYPE OR PRINT ) 

3. REPORTING FACILITY ( List all locations where animals were housed or used in actual research, testing, or expenmentation. or held for these purposes. Attach additional sheets if necessary ) I 
FACILITY LOCATIONS ( Sites ) - See Atahed Listing 

6. Number of 
animals being - 
bred. 
conditioned. or 
held for use in 
teaching. 
testing. 
expenments, 
research, or 
surgery but not ye 

C. Number of 
animals upon 
which teaching. 
research. 
experiments, or 
tests were 
conducted 
involvmg no 
pain, distress, or 
use of pain- 
relieving drugs. 

1). Number of animals 
upon which 
experiments. teaching. 
research, surgery. or 
tests were conducted 
involving 
accompanying pain or 
distress to the animals 
and for which 
appropriate anesthetic. a 

E. Number of animals upon which teaching, 
experiments, research. surgery or tests were 
conduded involving acconpanying pain or distress 
to the animals and for which the use of appropriate 
anesthetic. analgesic. or tranquilizing drugs would 
have adversely affected the procedures, results. or 
interpretaticn of the teaching. research, experiments. 
surgery, or tests. ( An explanation of the procedures 
producing pain or distress in these animals and the 
reasons such drugs were not used must be attached to 

TOTAL NUMBER 
OF ANIMALS 

Animals Covered 
By The Animal 

Welfare Regulations 
( COLUMNS 
C + D + E )  

4. Dogs 

5. Cats 

6. Guinea Pigs 

7. Hamsters 

8. Rabbits 

9. Non-human Primate 

10. Sheep 

11. Pigs 

12. Other Farm Animals 

13. Other Animals 

ASSURANCE STATEMENTS 

1) Professionally accepteMe standards governing the care, tnr~tInet% and use of a~ifnals, including appropriate use of anestetic, analgesic, and tranquilizing dnrgs. prior to, during, and fdlCWing 
adual research, teaching, testtng, surgery, or exprimemtation wen, followed by this research facility. 

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

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

4) The anending veterinarian for this research facility has appropriate a~thon'ty to ensure the provision of adequate veterinary care and to ovenee the adequacy of other asp& of animal cars and 

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
                                                                                                                    

   

( AUG 91 ) / 

                                                                                                                           

                                    

DATE SIGNED 

w b 

A                                                                                                                            



Optional Column E Explanation Form 

This ?cr;;l is intcsded a ~q &d :o corx$e:icz the Cdurnn E ex?k?z:icn. 1; is = o f % d  fcm 
ad iu use is v o l ~ n t q .  x ~ ~ e s ,  acdresscs, prc C O C ~ S ,  veterinzrj cxz p r 3 p n s ,  and ii.,e Qe, t.2 
not rqu i rd  as p m  of an exg[ar.aecn. X C O ~ U ~ A  E e ~ h a t h  r;,cs ke y ~ 5 t ; 2 n  j0 to be 
wckrsocd b y  [a? F c j o r i  2s 'jid as s lez~ isr : .  

2- Sumber  A of animals b used in this study. 

1 

3. Species (common name) ~ a + i  k c  o f  animals used in this study. 

4. Explain the procedure producing pain a n d o r  distress. 

Rabbits are used in the LACUC approved protocol for the generation of polyclonal 
antibodies. Only onz rabbit is used for- each antigen. Under the protocol each rabbit may 
be injected only once with Freund7r ~ o m ~ k t e  Adjuvant (FCX). With the small amount 
of FCA injected subcutane~usly (0.2 ml in a totd injection volume of 0.5 d) on the back 
of each rabbit, no clinical s i g s  of discomfort have been obser~ed. 

5. Provide scientific justification why pain andor  distress could not be 
relieved. State methods or m a n s  used to determine that pain and/or distress 

0 see d i e f  would interfere with test results. (For Federdy mandated t h ,  

question 6 below) 

Rabbits are the ideal species to generate highly specific polyclonal antibodies. No 
efficient alternative method is available tha;replaces the biological response of these 
animals to specific antigens. A discussion of alternatives and the protocols followed are r 

presented in the following articles: Review of PolycIonaI Antibody Procedures in 
Mammals and Pouhy, vol. 37 (3), 1995, and Information Resources for Adjuvants 
and Antibody Production: Comparisons and Alternative Technologies 199 1-1997, AWIC 
Resources Series, no. 3. August, 1997. 

6. What, if any, federal r q u h t i o n s  require this procedure? Cite the agency, 
the Code of Federal Reguht ions  (CFR) title number  and the specific section 
number (c.g., APHIS, 9 CFR 113.102): 

Agency CFR 



Th~s reocfl ,s requ~red by law (7 USC 2143). Falure to repotl according !o the regulations 

ANNUAL REPORT OF RESEARCH FACILITY 
( TYPE OR PRINT ) 

See attached fcrm for Interagency Report Czntnl NO.: 

3dd1t1onal lnformat~on 

1. CERTIFICATE NUMBER: 5 1 -R-0025 

CUSTOMER NUMBER: 91 

University Of Maryland College Park w 
Graduate Studies & Research 
College Park Campus 
College Park, MD 20742 

Telephone: (301 ) -405-4921 

can 

~ F G S  USED BY OR UNDER CONTROL OF RESEARCH FAClLrrY I Attach additional sheets if necessarv or use APHIS Form 7023A I 

b 

1 MTED STATES DEPARTMENT OF AGRICULTURE 
ANIMAL AND PLANT HEALTH lNSPECTlON SERVICE 

3. REPORTING FACILITY ( List all locations where animals were housed or used in actual research, !sting, or experimentation. or held !or these purposes. Attach additional sneets if necessary ) I 

4. Dogs 

-- 

FACILITY LOCAmONS ( Sites ) - See Atached Lsting 

A. 

Animals Covered 
By The Animal 

Welfare Regulations 

8. Rabbits 0 
9. Non-human Primate 0 

B. Number of 
animals bemg- 
bred. 
conditioned. or 
held for use in 
teaching. 
testing, 
expenments. 
research. or 
surgery but not ye 

10. Sheep 
n 

11. Pigs 0 
12. Other Farm Animals l o  

C. Number of 
animals upon 
which teaching. 
research. 
expenments, or 
tests were 
conducted 
~nvolvlng no 
pain. distress. or 
use of pam- 
relieving drugs. 

Number of animals 
upon which 
expenments. teaching. 
researcfi. surgery. w 
tests were conducted 
involvmg 
anompanyng pam or 
distress to the animals 
and for which 
appropnate anesthetic. a 

E. Number of anlrnals upon which teachmg, 
expenments. research. surgery or tests were 
conducted ~nvolwng acCompanyng pain or distress 
to the animals and for which the use of apprcpriate 
anesthetic. analgesic, or tranquilizing drugs would 
have advene!y affeded the procedures. results. or 
interpretation of the teaching. researm. expenments. 
surgery, or tests. ( An explanation of the procedures 
producmg pain or disuess in these an~mals cind the 
reasons such drugs were not used must be attached to 

TOTAL NUMBER 
OF ANIMALS 

( COLUMNS 
C + D + E )  

I ASSURANCE STATEMENTS I 

13. Other Animals 

Ferrets 

Ground S q u i r r e l  

1) PfwfeUimally acceptable standards governing the care, treatment, and use of animals imludig appropriate use of anestetic, analgesic, and banquilizing drugs, prior to, during. and following 
actual research. teaching, testing, surgery, or experimentation were followed by this reseam facility. 

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

3) This facility is adhering to the standards and regulations under the Ad. and it has required that exceptions to the standards and regulations be s p e e d  and explained by the principal 
investigator and approved by the Institutional Animal Care and use Committee (WCUC). A summary of all such exceptions is attached to this annual report In addition to identnying the 
IACUC-approved exceptions. this summary indudes a bnef explanatjon of the exceptions, as well as the species and number of animals Meed.  

                                                                                                         priate authority to enswe the provision ot adequate veterinary care and to oversee the adequacy of other aspects of animal care and 

          IFICATION BY HEADQUARTERS RESEARCH FAClLrrY OFFlClAL 
        ief Executive Officer or Legally Responsible Institutional Official ) 

0 

0 

                                                                                                 hlch is obsolete. 
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11 
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This report IS required by law (7 USC 2143) F~t ture  to report accarbtng to the regulations can 
result In an order l o  cease an4 desist and l o  be subpct ro penalties as provlded lor in Section 2150 

Sne reverse sde  lor lnterlgency Report Control ,NO 

additional inlormatton. 01 80-DOA-AN 

UNtTED STATES DEPARTMENT OF AGR 
.- - - -- 

I 
2. HEADQUARTERS RESEARCH FAClUlY (Name end Address. as regrrtered wnh USOA 

include a p  Code) 

CONTINUATION SHEET FOR ANNUAL REPORT I U n i v e r s i t y  of  Maryland C o l l e g e  Park 
OF RESEARCH FACILITY Graduate S t u d i e s  & Research 

( TYPE OR PRINT) Col l ege  Park  Campus 
Co l l ege  Park ,  MD 20742 

I REPORT OF ANIMALS USED BY OR UNDER CONTROL 

Antmals Covered 
By The Antmal 

Welfare Regulations 

12. UOR 13. Other 
rbsr bv slpecies) 

a Number of 
antmals betng 
bred. 
conditioned, or 
held for use in 
teachtng, testtng. 
expertmenls. 
research. or 
surgery but not 
yet used tor such 
P"rP"==- 

OF RESEARCH FACILITY (Attach adiditionat sheets 11 necessary or use h i s  form.) 

C. Number 01 D. Number of animals upon L Number o l  antmals upon which leachmg, 
an~mals upon expertments. research. surgery or t a t s  were 

F 
whbch axqerimenls, 

which teachtng, te~chtng. research. conducted involvtng accompanying pain or distress 
research. suryery. oc tesls were to the antmals and for which the use of appropriate TOTAL NO. 
exPertments. or conducted involving anesthetic. analgesic. or tranquilizing drugs would OF A & I ~ ~ ~ s  
tests were accompanymg patn or have adversefy aftecled the procedures, results, or 
conducted distress to the antmals interpretation ot the teaching. research. 
tnvolvtng no and lor which approPoate experlments. surgery, or tests. (k, explanation of (~01s. c 
pan, d~s~ress. or anesthetic, or the procedures producing pain or distress in these 

drugs were m i m a k  and the reasons such drugs were not used 
D + E) 

use 01 paln- 
rdieving drugs. ,,d. m u d  be atiached to this repori). 

P r a r i e  Voles 0 

Peromycus sp .  0 

Montane v o l e  0 

~ r a s s h o p ~ e r  mice 0 

F r u i t  ba t s  0 

I n s e c t j v  bats 3 1 

I I I 
ASSURANCE STAEMENTS 

1). Professionally acceplsbk standards governing the cane. treatmenl. and use of artilnals. includrng approtiate use of atresthettc. analgesic. and Iro~tqu~l iz ing drugs, prior to, du:log. 
and followtny ~ c t u a t  rcse~rch. leachtng. testtng. sutyery. or enpertmentattot1 ware lollowed by thts research lacility. 

2). Each princrpal mvestigator has considered alternalives to pairrful procedures. 

3). Thts lactlity IS adhermg to the s t~r tdards  and regulattons under the Act, and 11 has requtred that excepltotts to the s l~ndards  and regulattons be specllied and exptdlned by the 
prrncipal investtgator and approved by the I t rs t t tu t~ot~~I  h t t n a l  Care and Use Cotnmtttee (IACUC) A summary of  all such exceptions is a t tsched t o  thts annual repor t  111 

additton to ldentttytng the 1ACUC-approved erceptlons. this suntmary Includes J boel explanatton of Ihe erceptwns. as welt as the species and nuntbar ot ~ntrnals allected 

4). The attending veterinart~n tor thls research lacility has Jpproprtate authority to ettsure the provtstott of Jdequ~te vetertriary care and to oversee the JUeqUJCy of other aspects ot 
anlmal care and bse. 

CERTIFICATION BY HEADQUAHTES HESEAHCH FACILITY OFF1 ClAL 
                        ive Officer or Legally Responsible Institutional Official) 
                hat the above IS true. correct. and complete (7 U S C Seclton 21 43) 

  
                                                                                                                        

                                                           
                                                      

DATE SIGNED 

/I 3,' cn' 
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PART 1 - HEADQUARTERS 



Special Use: 

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: 51-R-0025 

2. Number 11 of animals used in this study 

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

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

Ferrets are being trained to detect differences in sounds using operant training. The 
ferrets are placed on water restriction (no water in their home cages) and given water 
when in the testing chambers. They generally are tested twice daily (am and pm) and after 
the pm testing session are allowed to drink to satiation. Maximum amount of time of 
water restriction is 24 hours. Ferrets are monitored daily for weight loss and skin 
turgidity. Ferrets must be taken off study if their skin turgidity indicates dehydration or 
their weight goes below a minimum (based on fiee food and water weight). As mandated 
by the IACUC, at a minimum, each ferret must be given 2 days of free water every two 
weeks. Current practices give the ferrets free food and water during the weekends. 

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) 

Extensive attempts to train the ferrets to work for a food reward proved to be 
unsuccessll. Under the current paradigm they all seem to be doing well both with the 
research and with their overall health. 

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



Thls report IS required by law (7 USC 2143). Failure to report accordmg to the regulations 
can 

See attached form for 
additional information 

Interagency Report Control No.: 

I 
UIUITED STATES DEPARTMENT OF AGRICULTURE 

ANIMAL AND PLANT HEALTH INSPECTION SERVICE I 1. CERTIFICATE NUMBER: 5 I -R-OO~ 1 
CUSTOMER NUMBER: 532 I FORM APPRO 

ANNUAL REPORT OF RESEARCH FACILITY 
( TYPE OR PRINT ) I Washington Biotechnology, Inc. 

Po Box 21 1 
Simpsonville, MD 21 150 

13 REPORTI~JG FACILITY ( L~st all locat~ons where animals were housed or used in actual research. testing. or expenmentation, or held for these purposes. Attach additional sheets ~f necessary ) 

FACILITY LOWIONS ( Sites ) - See Atacfed Listing 

6200 Freeport Centre, Baltimore, Maryland 2 1 2 2 4  
REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY I Attach additional sheets if necessaw o r  use APHIS Form 7023A 1 1 

Animals Covered 
By The Animal 

Welfare Regulations 

B. Number of 
animals being - 
bred, 
conditioned. or 
held for use in 
teaching. 
testing. 
experiments. 
research. or 
surgery but not yc 

4. Dogs 

5. Cats 

7. Hamsters 

8. R a b b i  I 

ASSURANCE STATEMENTS s 
9. Non-human Primate 

10. Sheep 

11. Pigs 

12. Other Farm Animals 

chicken 
13. Other Animals 

-- - -- - - - 

C. Number of 
anirrrals upon 
which teaching, 
research. 
experiments, or 
tests were 
conducted 
involving no 
pain. distress, or 
use of pain- 
relieving drugs. 

94  

-- - 

D. Number of anlmals 
upon whlch 
expenments, teadnng. 
research. surgery, or 
tests were conducted 
lnvolvlng 
accompanymg pain or 
dtstress to the an~mals 
and for which 
appropnate anesthebc, a 

- - - - - -- -- - -- - - - - 

1 E. Nu- of animals upon which leaching. 
experiments, research. surgery or tests were 1 conducted invotving accompnying pain or distress 
to the animals and for which the use of appropnate 
anesthetic, analgesic, or tranquilizing drugs would 
have adversely affected the procedures. results. or 
interpretation of the teaching. research. experiments. 
surgery, or tests. ( An explanation of the procedures 
producing pain or distress in these animals and the 
reasons such drugs were not used must be attached to 

TOTAL NUMBER 
OF ANIMALS 

( COLUMNS 
C + D + E )  

1) Professionally acceptable standards governing the care, treatment, and use of animals, induding appropriate use of anestetic, analgesic, ond tranquilWng m s ,  prior to, during, ond follawing 
actual t h i n g .  testing, surgery, or expefirnentation were followed by this research faality. 

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

3) This facility is adhering to the standards and regulations under the Act, and 1 has required that exceptions to the standards and r8gulations be specified and explained by the principal 
investigator and approved by the Institutional Animal Care and Use Committee (IACUC). A summary of all such exceptions Is attached to this annual report. In addition to identifying the 
LACUC-approved exceptions, this summary includes a brief explanation of the exceptions, as well as the spedes and number of animals affected. 

4) The attending veterinarian for this research facility has appropriate authority to enswe the provision of adequate veterinary can, and to o m  the adequacy of other aspects of animal cue and 

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFlClAL 
( Chief Executive Officer or Legally Responsible Institutional Official ) 

                                                                                                                                                                                                                          IOATE SIGNED 

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

( AUG 91 ) 

                                       
  



Special Use: 

Column E Explanation 

an aid to completing the Column E explan This form is intend ation. 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: 51-R-0031 

2. Number 6 4  of animals used in this study. 

3. Species (common name) G u i n e a P i of animals used in the study. 

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

see attached 

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) 

see attached 

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

Agency FDA Office of CFR 21CFR 610.10 

Establishment Licensing and Product Surveillance 
-- 

Division of Biological Quality Control 



4. Guinea pigs are injected subcutaneously with a Diphtheria toxidvaccine mixture, 
Tetanus tojcin/vaccine mixture, Diphtheria toxin alone or Tetanus toxin alone. The end 
point of the assay is survival of the animals due to the potency of the vaccine or death of 
the animals in the presence of toxin done or in conjunction with an ineffective vaccine. 
During the 8 day duration of this assay, the animals are assessed for the degree of 
Diphtheria or Tetanus symptoms experienced. 

5. The purpose of the assay is to determine the potency of the Diphtheria and Tetanus 
vaccines intended for human use. Any relief of the pain or distress of the animals, i.e. the 
inhibition of the effects of Diphtheria or Tetanus .toxin, would negate the purpose and 
effectiveness of the test 

NO in vitro tests are available or accepted as a substitute for the efficacy evaluation of 
Diphtheria/Tetanus vaccines intended for childhood immunizations. The Washington 
Biotechnology, Inc. protocol is based on an FED mandated test procedure and includes 
the results of uptodate literature search for alternative. methods. 




