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Attachment 4 

Column E Explanation Forin for Regulated Species · 

This'form is ihlended. as an .aid to Completing the Coiumn E explanation . . Nar'ries, addresses, 
proto.c.ols·, veterinary. care program$, and ihe iil<e,. cire riot:required as part of an explanation. A 
Column E expl.an9tion n:iu.st bewrilte.n so as·to. be understooq by lay persons as Well as 
scientists. 

.; I 

i • . 

1. Registration Number: 72-R.:0003 

;2. Number of,.anJ.rnals used under Column E cohditiobs iri this study. 27 

3. Spedies (cori1moh narite)' ofanhnals used in thi::; study, New Zeala:nd White 
.~~~ . . 

4 . . Explain the procedure p:rod~rcing pf:lin and/or distress, induding reason(::;} for 
spec[es selected. · · · · · 

Rabbits are used in this s,tuc;ly focusing on enhanCjng regeneration ·of corneal 
nerves damaged after corneal surgery\ In this· study r:c;lbbits Wnd'ergo .ah 8 mm 
corneal diss~tdon to sever sens9r)t nerves. the :surgery is performed u.nder 
k¢tamin,e/ ~yJazihe, proparacaine anesthesi<:L MGxifloxaCiri ophthalriiiG drops . 
are given after :sttrgeiy, for infection prq·phylaxi$ .. Rabbits are used for be.ca.~ise 
they are a .gq9q model for corneal wound healing studies and the principal 
ihvestiga.tor has extensive experience with thi~ .mod.el. 

s. Provide scl$ntific justi(icptjon why pain· and/or distress'.COL.1ld ncit b.e relieved. 
State method$ or means u_se:;d to determrne. that pain and/or distress relief 
would interfere with test results. · 

Ketamine/xyl;;izihe and prnparacajne are Li$e9 ihtra~op for anesthe.sia C!hd ·analg$sia, Post op 
cinc:t19('3~ics cannot b.El used l;iecause they will.interfere. with .the .action of the experimental drug in 
WoW1d h$alihg ·and 'nerve re·g~neta(ion . the i:fnih)als are- cbeqkecJ · t~ice dally an<;! are ·alsQ closely 
observed by fhe clinical vetei;iriariari. Standard \Jeterihaty nutsihg care is ·provide(!, and if infettioh at 
excessjve pain oc_clirs the animal is treated or eufhanized if neces$ary. 
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Atfachmerif 4 

c ·otumn E Explanation Form for ReguJafed Species 

This· form is interic;led'.as an ciid to completing the Co.lurnn E explanation. Names, addresses, 
protocols, veterihary care programs,, ah.d the like; are not required as part of an explanation. A 
Column E ,explana.iioh must- be. writt~n so as to be ond~rsfood by lay persons as wefi· as 
scientists, ' 

i . Reglsfration NLm1beT: 

2. Number of anfrnctJs used Linder Column E c.onditions in: thi$ stu.dy. 2 

3. Species (common nan1e) of animals used in this stLidy: RliesLJs· Macaque 

4: Explain the. P.rocedUr'e pro\'.lucJng pain and/or distrel:?s, including reason(s} for 
species· select€ld. · · 

-Rhesus l'nacaques ~re u~ed ·because their bra.ins are sir:nifart.o h'umans .and haye 
peen shbwn fo·expre·ss d-$j:>:ress'i\ie li.ke. benavidr to different stimwlL The anFnal is 
implanted with l:?r<'!in electtod13:s to study a potentiC!I ti'.eatmentfor c;lepressioh, Brain 
~lectrodes are placed llnde:r ketatnihelxylazine and isofJurane .anesthesia. 
Analgesia is produt;:ed w'jth" Supre"hbrphine; p_nd h~1pivlcaine: Th~ ?nimals receive 
q.upren:orpine and for 3 days-afterthe pfocedµre. Every effort is taken to ensure that 
tm.reHev~'d pain doesh't-ocG.ur $s a result ofthe surg~('3ries,. 

Distress is pr_:odtmed iri cydes where the electrode$ are tLJmed on then off for 
stimulating targets . in:the brain ~md prqdCICJng beha_vior<'!I changes siiilil~r to 
.<,:l~ptession. 0.tJJing th¢s~ ON"'stimqlcition (when .e·lectro-des are turned on, t_ht1s 
aotively stimliJatJng ~ ta:tg~ts . qf:tbe~ ~rafr1) cyd¢s the an I ma IS e~peri~;mce a deprE)s'sive 
pta.te arid iii their :stress .. eXhibit'hudcj.l.ing and certain voc:;alizaJions, Neither of tl1ese 
b:e!JaViors, however, will ¢au~~physica] harm to the subjects 9ncj ·the stimulation is 
nQtpainmr i.n any-way. The ON stimulat.ions are 'applied once ~ day for 3~4 hours fa;· 
·two. weeks and then the stirnuli:t{io,ns site is changed and the:s!imulation is 
performed for 2. weel~s, During OFF-stihlulc:ltion (when electrod_es are turned off,. 
With no stimulation) the animaLsubjects do not expeirience ·any pain or n$W .distress. 

·s .. Provide-scientific jU$tlfic.atioi1 why pain ahq/6r d.istress coukf n0t be: relieved. 
St.at$ rr:iethodi5: otnieaq_s ,t,:1$¢d to detennine tbat pain .and/or distress re fief 
would interfe.re. With :test restJlts, 

. io be able to measure the·oc9Utrence, intensity,. and frequency of depressive behavior, animal 
subjects ci:mnpfbe, gfVen ariyt~ing ,beyond what is consider~d standard for primate housing, and 
er')Vjf'.Olir(lental Efririchr(i~nfto alleviate depres9}0h. "'fhe ability· fo iqdl,tce:depre,s'sion With d~ep b~ra:in 
stimUlatioh is one oHhe speCific,aii:D~ at this. study thus to try to relieve any prodl.ri:;eci depression 
(with medici;ltion) Would clir~ctly interfere-with test· resutfo: 
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