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COX, T AND J. LEE. Norse stress and the effects o f  vdoxazine (Vivalan), a new anttdepressant, on open field activity m 
rats. PHARMAC. BIOCHEM BEHAV 4(6) 729-730, 1976 - The effects of different types and levels of background 
noise on the response to Viloxazme (Vzvalan) were studied m rats. The results showed that increasing the level of nolse 
produced changes m activity which were dependent on its mode of presentation (type). The drug appeared to enhance 
these changes 
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METHOD 
V I L O X A Z I N E  hydrochlor ide  (Vivalan, ICI 58, 834) is a 
new ant idepressant  drug [4, 7, 10] developed by Imperial  The present s tudy  investigated the effects  o f  con 
Chemical  Industries,  which is chemical ly  unrelated to any and predictable d iscont inuous  background white  no 
existing ant idepressant  agent, and which possesses a novel  intensities (70,  80 and 90 dB), on the behavioural  r 
profile of  neuropharmacologica l  act ivi ty in animals [2, 6, to a small dose o f  vi loxazlne.  The  predictable discon 
8] .  The  effects of  the drug on the behaviour  of  the rat and noise was repea ted ly  on for 250 msec,  and off  fc 
the mouse have received a t ten t ion  during its preclinical  msec. 
s tudy,  and it has been shown to reduce  bo th  act ivi ty  and Twelve groups o f  8 male adult  Sprague-Dawley r~ 
defaecat ion in rats tested in the open field [2] .  This has tested in a circular arena, 830 mm m d i a .  wi th  wz 
been in terpre ted  as consistent  wi th  its climcal effects,  and mm high. The inside o f  the arena was painted wh: 
has been shown to be characteris t ic  o f  the tr icyclic f loor was sectored radially into 19 approximatel l  
ant idepressant  imlpramme,  and di f ferent  from the areas. White noise was imposed on the field (its lJ 
p sychomoto r  s t imulant  amphe tamine .  The open  field used being measured at f loor level), and the backgrom 
in the lat ter  investigations has been described as "nove l  and intensi ty was adjusted to be modera te ly  bright (5 
stressful",  con t inuous  background whlte noise at a pressure watt  bulbs,  1.3 m above the f loor  of  the field). 
of  70 dB contr ibut ing  to its stressful nature.  A l though  the under  test were placed indiwdual ly  in the centre 
effects  of  such noise on open  field behavlour  have been arena, and their  ac twi ty  scored for 2 mln.  Activ 
studied [1] ,  few studies have examined its effects  on the scored as the  number  o f  open field areas entered 
behawoura l  response to psychoact ive drugs. Systemat ica l ly  animal.  Half  of  the rats tested had prewously  been 
increasing the in tensl ty  of  the background noise, and with vi loxazine (5 mg/kg),  and half wlth saline (0.9 
altering its form (con t inuous  or  discont inuous)  could alter The drug was dissolved m saline and was injected 
the stressfulness of  the test env i ronment  [3 ] ,  and make in t raper l toneal  route  in volumes of  1 ml/kg.  T h  
obvious any in teract ion existing be tween  the effects  of  such inject ions were adminis tered by the same route  an~ 
an envi ronmenta l  stress and the drug under  s tudy.  Such an same volumes.  The  rats were tested 25 to 35 m 
interact ion would  be o f  part icular  interest  if the drug under  being injected.  The small dose of  the drug used h 
test was of  clinical significance, shown to alter the act ivi ty  of  b o t h  rats and mice [~ 
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The animals were r andomly  assigned to the 6 drug and 6 
cont ro l  groups,  and were designated f rom 1 th rough  8 7o, / ' , , i  . . . . . . .  
within each group.  The  order  of  testing of  the first animals 7 ~  s,,,,kg ,.p 
(1) f rom each group was randomized ,  and so on th rough  (2) 
to the last animals (8). Testing was spread over  5 days, and 60' 
t ook  place at midday  (11.30 to 12.00 hr). ~ so, 

RESULTS i.. 4o. ,.,me ~ ~ ~  

The results are shown in Fig. 1, and are described below. "-" 
An analysis o f  variance using the obta ined act ivi ty  scores ~ 3o, 

showed a stgnfficant difference due to the effects  of  
cont inuous  and discont inuous  but predictable noise F(1,84)  ;_ * 
= 21.45,  p = 0 .00001.  Act iv i ty  appeared much  reduced by a ~ ~ 20 s 
background of  predictable d iscont inuous  noise. Significant 
interact ions existed be tween  the effects  of  noise level and ~ io 
type o f  noise F(2,84)  = 7.38, p = 0.001, and be tween  drug 
and type  of  noise F( 1,84) = 6.64, p = 0.01. Increasing noise o 
levels appeared to increase ac twl ty  when the noise was ¢o s'o 9"o 7"o ~o 
cont inuous,  but  decrease it when the noise was dlScon- NOISE INTENSITYtdB) 

t inuous  but  predictable.  The  drug also appeared to increase ,.n, . . . . .  d ..... , . . . . . .  
ac twi ty  when the noise was cont inuous  but  decrease it 
when the noise was d iscont inuous  but  predictable.  No o ther  FIG. 1 The effects of no~se and vlloxazme on open field ac 
mare effects  or  interact ions were s igmficant  The effects of  rats. Group means are shown. 
the drug at 70 dB cont inuous  noxse were consistent  wi th  
those prevtously repor ted  by Cox  and Tye [2] for that  
s i tuation (present  s tudy:  14% decrease in ac t iwty,  prewous  ( immobi l i ty) :  the first 2 actwe patterns of  behaw 
study 27% decrease m activity) not  necessarily incompat ible .  Both the active and 

patterns of  stress response (flight and freezmg) ha' 
DISCUSSION described in a variety of  species and ~t ~s assumed 

The behavioural  effects  of  vl loxazine,  and possibly o ther  least m the  animals '  natural  envi ronment ,  they are a 
psychoact ive drugs, appear to be dependen t  on the pre- forms of  behawour  [5 ,9] .  
vailing envi ronmenta l  condit ions.  Factors ,  such as loud Al though  under  a low noise level (70 dB) tt 
noise, which have been described as "s t ressful"  [3 ] ,  can be appeared to reduce the level of  the ammals '  
impor tan t  de terminants  of  the response to the drug. In the lrrespectwe of  the mode  of  noise presentat ion,  at 
present s tudy the effects  of  noise on that  response are levels it appeared to enhance (or mimic  m its effe, 
described by an interact ive rather than an additive model ,  behavloural  response to that  norse. Thus under con 

Increasing background noise appears to produce ei ther noise it increased activity,  and under  dlscontmuo~ 
an increase or a decrease in act ivi ty depending on its mode  decreased it. Whether  or not  these effects  are adapl 
of  presentat ion.  These responses may represent  changes in mat te r  of  debate.  
fl~ght (or  escape) behaviour ,  in explora t ion ,  or m freezing 
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