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Column E ExpL·mation Form 

I. Registration Number: 3 1-R-0021 

2. Nwnbcro fanimals 11,ed: 21 

3. Species (common name) ofanimal'i used in this study: Rhesus macaque 

4. Explain the procedur e producing pain and/or distre,Ss: 

The dosing procedw·e involved intratnll'iCUlar administration of nerve agent and tre-.atments which did not cause 
more than momentary pain or di'itress; hmvevcr the resultant intoxication with nerve age.nt 111.ay have call'ied 
pain and/or distress including respirato ry distress and fascic.ulation.'i. T his ,vork was conducted to determine the 
efficacy of scopolamine in the nonhwnan primate following nerve a1,.,e.nt exposure. 

5. Provide scientific just ification why pain andfor distres.s could not be relieved. State methods or means used to 
de.tennine that pain and/or di°i' trcss relief \Voukl interfore with test re.suhs. 

Analgesics, anal1,.,e-sics or trnnquilizers woukl be expected to mask the clinical appearance or potentiate the 
effocts and thus confound res ults or invalidate the. study. Experienced staff vetc.rinarians and animal te.c.lmicians 
were on site to monitor the animal s tatus and he-alth <luti ng study conduct, and any potential animal welfare 
issues. The development of scientifically rohll°i'.t data was critical to the development of hum.an .safety data for 
eventual FDA licensure of scopolamine. 

6. What, if any, federal regut,tions require. this procedure• Cite the a&oency, the Code of Federal Regulatior» 
(CFR) title number and the specific section number: 

This ,vork was conducted to validate or qualify a model and/or develop data ne.ces.'i:.-lr y for de.flnitivc studies 

[that are required by the federal govemment under 21CFR.3 14.610 • subpart I -approval of new d rugs when 
human eff'icacy studie,, arc not ed1ical or feasible, and/or 2 1 CFR60 I. 91 • subpart H -approval ofbiolo&•ic.al 

products when human efficacy studies arc not ethical or feasible]. 

Column E Explanation Form 

I. Registration Nwnber: 3 1-R-0021 

2. Nwnber ofanimal°i'. llscd: 41 

3. Species (common name) of anitnals used in this study: Rhesus macaque 

4. Explain the procedure producing pain and/or dist ress: 

The dosing procedure. involved intr:.unll'iCUlar administration of nerve agent and tre.atme.nts \'lhich did not cause. 
more than momentary pain or distre.s.s; however the re-~sultant intoxication with nerve agent may have caused 
pain and/or distress including re.piratory di'itrC."'i.S and fasciculations. This work was conducted to determine the 
phanuacokinetics and efficacy of Hl•6 in the, nonhuman primate following nerve agent exposure .. 

5. Provide. scientific justification why pain and/or distress could not be re.lieved. State methods o r means used to 
dctennine that pain and/or distress relief \voukJ interfere with te.."'it re-suhs. 

Analgesics, anal1,.,e-sics or trnnquilizers woukl be expected to mas k the clinical appearance or potcntiate the 
effects and thus confoWld results or invalidate the study. Experienced staff vetetinarian.s and ani1nal technicians 
\Vere on site to monitor the, anim.al s tatus and health during study conduct, and any 1x>tential animal welfare 
issues. The development of scientifically rohll°i'.t data was critical to the development of hum.an safety data. 

6. What, if any, federal regulations require thi'i procedure? Cite the agency, the Code of Federal Re1,rulations 
(CFR) title number and the specific section nwnber: 

Agency: FDA 

CFR: As appropriate, study conducted ,mder Title 2 1, Food and Daugs, specitically, 2 1CFR314.6 JO, approval 
based on evidence of effectivc.ness from studies in ani1nals (under subpart J ~approval of new drugs when 
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Column E ExpL·mation Form 

I. Registration Number: 3 1-R--002 1 

2. Number of animals used: 24 

3. Spc.cies (common name) of anitnal°i'. used in this study: Swine 

4. Explain the procedure producing pain and/or di.•itress: 

The swine, \Vere subjected to an inhalation exposure to chlorine gas. The chlorine exposure did cause more than 
momentary distress in animals. Anim.al°i'. e.xhibited clinical sign s such as labored bre.athing. and often returned to 
nonnal prior to euthanasia. Thi.,; work was conducted to suppo11 future effo11s planned to assess candidate 
countermeasures. 

5. Provide. scie.ntific just ification why pain and/or distrc,'ics could not be relieved. Sta te 1ncthod°i'. o r 1ne.an.°i'. ll'it'd to 
de.tennine that pain and/or di'i' trcss relief \Voukl interfore with test resuhs. 

Analgesics, anal,&resics or tranquilize.rs \Vould be expected to 111.ask the clinical appear ance or potentiate. the 
effects and thus confow1d results or invalidate the study. Experienced staff veterinarians and animal technicians 
were on site to monitor the animal s tatus and he-a Ith <luti ng study conduct, and any potential animal \Vclfar e 
i.'icsucs. T he. development of scientifically robll'it data was critical to the development of human safety data. 

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: 

This ,vork was conducted to validate a model and develop data nece.s .. 'iary for definitive studies [required by the 
federal govemment w-1der 2 I CFR.3 14.610 .. subpatt 1 -approval of new drugs when human efficacy s tudies are 
not etl1ical or feasible, andlor 21 CFR60 I. 91 • subpart H -approval of biological products when human efficacy 
studies are not ethical or feasible]. 
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Column E ExpL·mation Form 

I. Registration Number: 31-R-002 1 

2. Number ofanimals ll<ied: 30 

3. Specie., (common name)of animals used in this study: New Zc~land White rabbit 

4. Explain the proct'dure producing pain and/or distress: 

Aerosol c hallenges with bacterial spores. The challen ge procedure itself is not painful but re.sultant bacterial 
infection with select agent 1nay have callsed pain and/or di'i:trc.ss including lethargy. respiratory distrc.ss in some 
anitn.als and occasionally seizures. Some anitnals sho,v no signs prior to being found de.ad. This work ,vas 
conducted to evaluate the protective. eff"tcacy of a candidate treatment administered prior to challenge. 

5. Provide scientific justification why pain and/or distre.ss could not be relieved. State tnethods o r mean.'i: ll'ied to 
detennine that pain and/or distress reliefwoukl interfere with test results. 

Ane.sthe.tics, analgesics or tranquilizers would be e xpected to alter the pathogenesis, signs/symptoms and/or 
progression of any resulting infoctious procc ... 'i:s and thus confound results or invalidate the s tudy. There are no 
known c haracterized, sutTogatc markers to pre.diet mo11aHty . Experienced staff veterinarians and animal 
technicians ,vere on site to monito r the :mimal status and health during study conduct, and any potential animal 
,,..-el fare i'isues. .A..nimals exhibiting clinical sign.'i meeting euthanasia criteria per protocol o r those which ,ve.rc 
moribund ,vere euthanized to alleviate individual animal sp ecific pain and dist re..-ss. The develop1ne.nt of 

scie.ntifically robust data was critica l to the develop1ne.nt of human safety data. 

6. Wha~ if :my, federal regulations require this procedure'' Cite the agency, the Code of Federal Regulations 
(CFR) title nwnber and the specific section number: 

This work wa.s conducted to validate or qualify a model and develop data nece ... s.s.ary for definitive studies [that 
are required by the, federal government under 2 JCFR.314.6 JO • subpart I -approval of new dtugs whe.n human 

efficacy studies are not ethical o r feasible, :md/or 2 ICFR60 I. 91 • subpart H -approval of biological products 
when human efficacy s tudies are not ethical or feasible). 
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