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Mice infec ted  w i t h  l ive Coxsackiev i rus  B3 or B4 and  
kil led on t he  18 th  day  of ges t a t ion  weighed less t h a n  
con t ro l  an ima l s  and  occas ional ly  exh ib i t ed  s l ight ly  
s t a r ing  coats  a n d  mi ld  oedema  of t h e  head  and  neck  
regions.  Macroscopical  and  his to logical  changes  n o t e d  in 
t he  l iver  a n d  panc reas  were s imi la r  to  those  descr ibed  
previously1,  2. T h e y  inc luded  hepa toce l lu l a r  vacuo l a t i on  
a n d  a degene ra t ion  a n d  a t r o p h y  of p a n c r e a t i c  exocr ine  
t i ssue  w i t h  a n  in f i l t r a te  of m ono- nuc l ea r  a n d  p l a s m a  cells. 

A t  au topsy ,  t he  s t o m a c h  and  uppe r  regions of t he  
i n t e s t i n a l  tract,  of in fec ted  an ima l s  appea red  n o r m a l  and  
did  n o t  differ  macroscopica l ly  f rom t he  controls .  However ,  
t he  i leum, caecum a n d  u p p e r  colon a p p e a r e d  to be 
d i l a t ed  a n d  o e d e m a  of t h e  l a m i n a  p r op r i a  was  ident i f ied  
his tological ly .  A l t h o u g h  the  vil l i  in  t h e  d u o d e n u m  and  
i l eum were n o r m a l  in h e i g h t  a n d  d i sp layed  a cha rac te r i s t i c  
p a t t e r n  of m u c u s  secre t ing  a n d  a b s o r p t i v e  ceils, t h e  t ips  
of these  vil l i  were f r e q u e n t l y  swollen w i t h  t he  l a m i n a  
p rop r i a  a s suming  a pebble- l ike  a p p e a r a n c e  w i t h  his tological  
fea tures  of a l y m p h a n g i e c t a s i a  as descr ibed  b y  WHITE- 
~XAD 9. Mononuc lea r  and  p l a s m a  cells were p r e s en t  in  t he  
l a m i n a  p rop r i a  in  t he  d u o d e n u m ,  i leum, caecum and  
colon b u t  were on ly  s l ight ly  more  n u m e r o u s  t h a n  in  t he  
con t ro l  an imals .  In  m a n y  ins t ances  these  increases  in 
i n f i l t r a t ed  ceils were focal. I n  t h e  caecum and  colon 
p ro found  o e d e m a  was p re sen t  w i t h  a m a r k e d  d i l a t a t i o n  
of t h e  gu t  l u m e n  assoc ia ted  w i t h  a t h i n n i n g  a n d  d i s t ens ion  
of t he  mucosae.  Foca l ly  t he  mucosa  was r educed  to  a 
single l ayer  of cubo ida l  ceils w i t h  few m u c u s  secre t ing  
ceils and  poor ly  def ined b a s e m e n t  m e m b r a n e .  Occas ional ly  
th i s  cond i t ion  was a c c o m p a n i e d  b y  a n  increased  n u m b e r  
of m o n o n u c l e a r  a n d  p l a s m a  cells. 

P rev ious  s tud ies  in  mice  infec ted  w i t h  Coxs/tckievirus 
133 h a v e  shown  t h a t  in  an i m a l s  in fec ted  on d a y  8 of 
p regnancy ,  signs of panc rea t i c  exocr ine  insuff ic iency a n d  
p ro t e in  def ic iency were ident i f ied  4 days  l a t e r  ~. This  
means  t h a t  in  an ima l s  ki l led on t he  18th  day,  t h e  per iod  
of n u t r i t i o n a l  s t ress  is shor t  a n d  t h e  i n t e s t i na l  changes  of 
oedema  and  focal mucosa l  a t r o p h y  cons i s t en t  w i t h  a shor t  
pe r iod  of p r o t e i n  deficiency.  One m i g h t  expec t  t h a t  if 
these  an ima l s  were e x a m i n e d  a t  a l a t e r  s tage  a f te r  infec- 
t ion,  more  severe s y m p t o m s  of p r o t e i n  def ic iency includ-  
ing pa r t i a l  or s u b - t o t a l  v i l lous  a t r o p h y  in t he  smal l  

in tes t ine ,  oedema  a n d  p r o n o u n c e d  i n f l a m m a t o r y  cell 
i n f i l t r a t ion  of t h e  t y p e  r epo r t ed  b y  SI~INER et  al. 2 would  
h a v e  been  noted .  L y m p h a n g i e c t a s i a  wh ich  seems to be  a 
charac te r i s i t i c  f ea tu re  of i n t e s t i na l  changes  in acu te  
p ro t e in  def ic iency a n d  m a l a b s o r p t i o n  syndromesG, 9 was 
also p r e sen t  in  these  an ima l s  a n d  would  seem to  be  an  
ear ly  m a n i f e s t a t i o n  of t he  condi t ion .  

The  exac t  impl i ca t ions  of these  i n t e s t i na l  changes  
u p o n  t he  s t a t e  of h e a l t h  of t he  p r e g n a n t  m o t h e r  or on  t h e  
d e v e l o p m e n t  of t h e  fe tuses  a t  18 days  ges t a t ion  is 
unclear .  I n  v iew of t he  ev idence  p r e sen t ed  t h a t  only  in 
a d v a n c e d  cases of p r o t e i n  def ic iency resu l t ing  f rom 
severa l  m o n t h s  dep r iva t i on  where  vi l lous  a t r o p h y  is well  
advanced ,  is t he  a b s o r p t i v e  capac i t y  of t h e  gu t  a l t e red  s, ~0; 
i t  seems unl ike ly  the re fore  t h a t  t h e  ear ly  i n t e s t i na l  
changes  p r e sen t  in  these  Coxsackiev i rus  in fec ted  mice  
a t  t he  s tage  e x a m i n e d  p re sen t  a n y  apprec i ab le  r i sk  to t he  
h e a l t h  of t he  p r e g n a n t  mothers .  One m i g h t  specula te  t h a t  
i n t e s t i na l  changes  of a more  a d v a n c e d  t y p e  wh ich  m a y  be  
r e a s o n a b l y  expected ,  a t  a l a te r  stage,  a f t e r  infect ion,  m a y  
h a v e  adverse  effects  on  h e a l t h  of t he  an ima l s  and  on  t he  
d e v e l o p m e n t a l  p a t t e r n  in t he  fetuses.  

Zusammen/assung. Bet  graviden ,  m i t  Coxsackie-Virus  
B3 inf iz ie r ten  M~iusen war  der  obere  D a r m a b s c h n i t t  im 
Vergle ich  m i t  den  Kon t ro l l t i e r en  m a k r o s k o p i s c h  un-  
ve rgnde r t .  I m  I leum,  Coecum a n d  Colon ascendens  war  
be t  e iner  D i l a t a t i o n  ein Oedem der  L a m i n a  p rop r i a  m i t  
Zel l inf i l t ra t  v o r h a n d e n ,  w~ihrend die Mucosa  ve r e in f ach t  
war.  E i n  Z u s a m m e n h a n g  m i t  Pankreasve r~ inde rungen  
wird  als m6gl ich  a n g e n o m m e n .  
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Lysergic  Acid Diethylamide  Affects Blood Flow to 

There  are few neur0phys io log ica l  clues to  a reas  in  t he  
ne rvous  sys t em which  are  respons ive  to lysergic acid 
d i e t h y l a m i d e  (LSD) in spi te  of r ecen t  ev idence  of 
b i n d i n g  of t h i s  ha l luc inogen  in t h e  b r a i n  1, 2. As a m e a n s  of 
screening t he  va r ious  areas  of t he  b r a i n  whose  func t ions  
m i g h t  be  a l t e red  b y  such  c o m p o u n d s  we h a v e  s tud ied  the  
regional  per fus ion  of t he  ne rvous  sys t em in conscious, 
u n r e s t r a i n e d  rats .  

The  u t i l i t y  of th i s  a p p r o a c h  is based  upon  t he  assump-  
t i o n  t h a t  1. f unc t iona l  and,  therefore ,  m e t a b o l i c  a c t i v i t y  
de te rmines ,  in large pa r t ,  t h e  flow of blood to  ne rvous  
t i ssues  ~-s a n d  2. t h a t  f unc t iona l  changes  el ici ted b y  
drugs  in va r ious  p a r t s  of t h e  b r a i n  are suff ic ient ly  large 
so as to  p rovoke  changes  in b lood flow wh ich  are de t ec t ab le  
b y  our  me thod .  

Materials and methods. A re la t ive ly  c o n v e n i e n t  me thod ,  
descr ibed  elsewhere 9, was  used to  s i m u l t a n e o u s l y  measure  
t he  flow of b lood to each  of 10 regions in t he  b ra ins  of 
conscious, u n r e s t r a i n e d  male  rats .  The  m e t h o d  is our  
u p d a t i n g  of t he  Sap i r s t e in  i nd i ca t o r - f r ac t i ona t i on  tech-  
n ique  wh ich  can  ut i l ize  a n u m b e r  of l ipid soluble isotopic 

Specific Areas of the Conscious  Rat Brain 

i nd ica to r s  such  as  th iopenta l - l~C ~unlhublished observa-  
t ions),  l a - i o d o a n t i p y r i n e ,  or as employed  here,  an t i -  
pyrine-~4C. U n d e r  t he  cond i t ions  of these  expe r imen t s ,  
w h e n  such  a n  i nd i ca to r  is a d m i n i s t e r e d  in  a s ingle i.v. 
i n j ec t ion  a n d  t he  k i l l ing  t i m e  is short ,  t h e n  the  p a t t e r n  of 
a n t i p y r i n e  d i s t r i b u t i o n  in  t h e  b r a i n  is t he  same as the  
f r ac t iona l  d i s t r i b u t i o n  of t h e  card iac  ou tpu t .  
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Table I. Effects of LSD on regional brain blood flow in the rat as a function of time after i.v. injection (0.3 mg/kg) 
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Tissue Control Time after LSD 

I0 min 20 min 

Cerebellum 0.88 4. 0.02 0.94 4. 0.04 
Pons and medulla 0.79 4. 0.02 0.82 ~= 0.03 
hypothalamus 0.84 • 0.02 0.86 4. 0.04 
Basal ganglia 0.85 ~ 0.02 0.92 4. 0.03 
Midbrain 0.89 J= 0.02 0.88 4. 0.04 
Dorsal hippocampus 0.74 4. 0.02 0.69 4. 0.03 
Olfactory bulb 0.76 4. 0.02 0.80 4- 0.03 
Cortex, frontal 0.98 4. 0.03 1.11 4. 0.05 ~ 

parietal 1.01 4. 0.03 1.17 4. 0.06 i~ 
occipital 0.99 -r- 0.03 0.97 q- 0.04 

Cardiac output (ml/min/kg) 367 4. 15 357 ~ 18 
Arterial blood 

pH 7.42 4. 0.02 7.41 4. 0.01 
Pco e mm Hg 41 4. 1 38 4. 2 
Poe mm Hg 85 4. 2 84 4. 2 

Number of animals 22 10 

1.00 
0.85 
0.87 
0.91 
0.92 
0.69 
0.82 
1.11 
1.15 
0.94 
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7.39 
42 
76 
15 

4. 0.02 ~ 
4. 0.02 
4. 0.02 
4- 0.02 
• 0.02 
• 0.02 
4. 0.02 
4. 0.03 o 
4. 0.02 ~ 
• 0.02 
4.11 

4. O.Ol 
4.1 
4.1o 

Flow values are expressed as means ~ S.E., ml/min �9 g. ~ P < 0.025; b p < 0.01; ~ p < 0.001. 

T h e  m e t h o d  e m p l o y e d  here  p e r m i t s  t h e  e s t i m a t i o n  n o t  
o n l y  of t h e  f r ac t i ona l  d i s t r i b u t i o n  of t h e  ca rd iac  o u t p u t  
b u t  also t h e  m i n i m u m  a b s o l u t e  f low of  b lood  w h i c h  
e x c h a n g e s  n u t r i e n t s  w i t h  a g iven  region.  All  s t ud i e s  were  
p e r f o r m e d  on  73- to  83-day-o ld  m a l e  W i s t a r  r a t s .  O n  t h e  
d a y  of m e a s u r e m e n t ,  a n d  e i the r  i so ton ic  sa l ine  or  L S D ,  
300 ixg/kg in 1 m l  of i so ton ic  sal ine so lu t ion ,  w a s  in j ec ted  
s lowly  in to  c a t h e t e r s  i m p l a n t e d  t h r e e  d a y s  ear l ie r ;  equ iv -  
a l en t  w e i g h t s  of t h e  2 -me thy l ,  6-nor,  or  A s, 9 L S D  de r iva -  
t i ve s  were  s imi l a r ly  p r e p a r e d  a n d  a d m i n i s t e r e d .  I n  t h e  case 
of L S D ,  f low m e a s u r e m e n t  c o m m e n c e d  10 or  20 m i n  l a te r ;  
e f fec ts  of  t h e  L S D  d e r i v a t i v e s  were  d e t e r m i n e d  20 m i n  
a f t e r  in jec t ion .  R e g i o n a l  b lood  f low w a s  m e a s u r e d  
e m p l o y i n g  a s t a n d a r d  p r o t o c o l  w h i c h  h a s  been  desc r ibed  
in de ta i l  p r e v i o u s l y N  

R e s u l t s .  L S D  - T a b l e  I .  I n  genera l ,  all a n i m a l s  a p p e a r e d  
s o m e w h a t  a r o u s e d  d u r i n g  t h e  f i r s t  10 m i n  a f t e r  i n j ec t i on  
of L S D ,  as  ev idenced  b y  inc reased  sn i f t ing  a n d  g r o o m i n g .  
D u r i n g  th i s  t i m e  b lood  p r e s s u r e  w a s  e l eva t ed  t y p i c a l l y  

a b o u t  15 m m  H g  a b o v e  m e a n  pre in j  ec t ion  levels  of 118 m m  
H g ;  h o w e v e r ,  ca rd iac  o u t p u t  w a s  u n c h a n g e d .  B y  20 m i n  
a f t e r  L S D  a d m i n i s t r a t i o n ,  w h e n  b e h a v i o r a l  effects  were  
m a x i m u m ,  a n i m a l s  were  m u c h  less ac t ive ,  m o r e  a p p r e -  
hens ive ,  a n d  o i t e n  a p p e a r e d  to  be  s t a r i n g  f ixed ly  in to  
space ;  neve r the l e s s ,  t h e y  w o u l d  o r i en t  qu i ck ly  to  a s h a r p  
sound .  B lood  p r e s s u r e  a t  t h i s  t i m e  h a d  r e t u r n e d  to  
p r e i n j e c t i o n  levels  a n d  ca rd iac  o u t p u t  w a s  aga in  un -  
changed .  

A t  t h e  t i m e  w h e n  b e h a v i o r a l  effects  of L S D  were  stil l  
m i n i m a l  b u t  c a r d i o v a s c u l a r  effects  we re  m a x i m a l ,  i.e., 
10 min ,  p e r f u s i o n  of m o s t  r eg ions  of t he  b r a i n  w a s  s l i gh t ly  
b u t  c o n s i s t e n t l y  e l eva t ed  a n d  f lows to  f r o n t a l  a n d  p a r i e t a l  
c o r t e x  were  s i g n i f i c a n t l y  increased ,  13 a n d  15%,  respec-  
t ive ly .  H i p p o c a m p a l  f low, on  t h e  o t h e r  h a n d ,  w a s  r e d u c e d  
s l igh t ly .  B y  20 m i n  w h e n  t h e  full  b e h a v i o r a l  ef fec ts  we re  
ev iden t ,  cerebel lar ,  as  wel l  as  f r o n t a l  a n d  p a r i e t a l  f lows  
were  s i gn i f i c a n t l y  e l eva t ed  a n d  f lows  to  t h e  occ ip i ta l  
c o r t e x  a n d  h i p p o c a m p u s  were  s l i gh t l y  depressed .  N o  

Table II. Differential effects of LSD and some derivatives on regional brain blood flow in the male rat 20 rain after i.v. injection 

Tissue Control LSD 2-methyl LSD 6-Nor-LSD As,9-LSD 

(0.3 ing LSD equivalent/kg) 

Cerebellum 0.88 4. 0.02 1.00 4. 0.02 ~ 0.85 -1- 0.07 
Pons and medulla 0.79 -4- 0.02 0.85 4. 0.02 0.74 4. 0.06 
Hypothalamus 0.84 4.4- 0.02 0.87 4. 0.02 0.79 4.4- 0.07 
Basal ganglia 0.85 -- 0.02 0.91 4. 0.02 0.80 -t- 0.07 
Midbrain 0.89 4. 0.02 0.92 • 0.02 0;86 -~ 0.07 
Dorsal hippocampus 0.74 4. 0.02 0.69 4- 0.02 0.70 J_ 0.06 
Olfactorybulb 0.76 4. 0.02 0.82 4.4- 0.02 0.66 ~ 0.065 
Cortex, frontal 0.98 4. 0.03 1.11 4. 0.03 ~ 0.93 4. 0.06 

parietal 1.01 4- 0.03 1.15 4- 0.02 ~ 0.95 ~ 0.07 
occipital 0.99 4. 0.03 0.94 4. 0.02 0.97 4. 0.09 

Cardiac output (ml/min/kg) 367 4- 15 351 4. 11 379 4. 15 
Arterial blood 

pH 7.42 4. 0.02 7.39 4. 0.01 7.42 4. 0.01 
Pco2 mm Hg 41 • 1 42 q- 1 41 i 1 
Poe mm Hg 85 4. 2 76 4. 1 99 4. 1 

Number of animals 22 15 8 

0.92 4. 0.05 
{).80 4. 0.04 
0.87 4.4- 0.04 
0.89 4. 0.05 
0.92 4. O.04 
0.76 4. O.05 
0.75 4. 0.04 
O.96 4- 0.04 
1.06 + 0.06 
0.99 4. 0.O5 

276 4. 17 b 

7.40 4. 0.01 
41 4.4- 1 
83 4- 2 
8 

0.91 i 0.04 
0.80 -~ 0.03 
0.87 4. 0.02 
0.86 4. 0.03 
0.92 4. 0.03 
0.75 4. 0.03 
0.75 4. 0.03 
0.99 • 0.04 
1.03 4.4- 0.04 
1.03 4- 0.04 

382 4.4- 21 

7.42 4. 0.01 
40 i 1 
90 ~ 2 

7 

Flow values are expressed as means • S.E., ml/miu �9 g. ~ P < 0.05; b p < 0.01; o p < 0.001. 
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subcor t icaI  s t ruc tu res  were affected s igni f icant ly .  Thus,  
the  gross b e h a v i o r a l  a l t e r a t ions  were preceded  b y  changes  
in regional  perfusion,  wh ich  b e c a m e  less va r i ab l e  a n d  more  
p r o n o u n c e d  w i t h  t ime.  Blood gases were unaf fec ted  a t  
10 m i n  a f te r  in jec t ion  of L S D  a l t h o u g h  a s l ight  h y p o x i a  
was observed  b y  20 rain.  

L S D  derivatives - Table I I .  The  2 -me thy l -LSD,  
6 -nor -LSD a n d  As,9-LSD de r iva t i ve s  fai led to a l t e r  r a t  
b e h a v i o r  in  a n y  obse rvab le  way  a t  a dose level  wh ich  
was m a r k e d l y  effect ive in the  case of L S D ;  in a d d i t i o n a l  
subgroups  of an ima l s  b e h a v i o r a l  effects were no t  de tec ted  
b e y o n d  40 m i n  a f te r  i.v. in ject ion.  F u r t h e r m o r e ,  t he  2- 
m e t h y l  and  A s,9 de r iva t i ve s  also fai led to a l t e r  b lood 
pressure  or cardiac  ou tpu t s .  The  6-nor-LSD,  however ,  
appea red  more  p o t e n t  in m i m i c k i n g  the  pe r iphe ra l  effects 
of LSD b y  e leva t ing  a r te r ia l  pressures  by  a b o u t  40 m m  
H g  above  m e a n  pressures  and  s igni f icant ly  reduc ing  
card iac  o u t p u t s  b y  25~o. None  of these  c o m p o u n d s  
affected regional  per fus ion  of t he  bra in ,  w i t h  t he  possible  
excep t ion  of 2 -me thy l  L S D  wh ich  caused a fall  in  ol- 
f ac to ry  bu lb  flow. 

Discussion. The  flo%v changes  to  t he  pa r i e t a l  and  f ron t a l  
cortex,  cerebel lar  and,  pe rhaps ,  t he  dorsal  h i p p o c a m p a l  
regions a p p e a r  to  be  r e l a t ed  to t he  behav io ra l  effects. The  
f indings  w i t h  2 -me thy l  LSD,  6-nor  LSD,  and  A s, 9 L S D  to 
which  ra t s  are no t  v i s ib ly  responsive,  revea l  no changes  in 
regional  per fus ion  of the  bra in ,  a l t h o u g h  some of these  
c o m p o u n d s  h a v e  cons iderab le  pe r iphe ra l  ca rd iovascu la r  
effects (Table  II) .  Assuming  as o the r  do 8-s then ,  t h a t  
regional  b lood flow in t he  b r a i n  is s econda ry  to funct ion ,  
the  m o s t  pa r s imon ious  e x p l a n a t i o n  for these  f indings  is 
t h a t  t he  flow changes  s ignal  ne t  increases  in t he  ac t iv i t i es  
of t h e  par ie ta l ,  f ronta l ,  and  cerebel lar  coreices of the  r a t  
a t  t he  same t i m e  t h a t  some func t ions  of t he  dorsa l  
h i p p o c a m p u s  p e r h a p s  decrease.  I n  p a s t  s tudies  in  con- 
scious men~~ and  anes t he t i z ed  ca ts  ~ gross cerebra l  
per fus ion  appea red  u n c h a n g e d  b y  L S D  admin i s t r a t i on .  
T h a t  LSD,  indeed,  increased t he  flow of b lood to ce r t a in  
areas  of the  b ra ins  of conscious r a t s  emphas izes  our  
c o n t e n t i o n  t h a t  these  re la t ive ly  res t r i c ted  responses  were 
t he  resu l t  of t i ssue  ac t i v i t y  responses  l ikely to be  obscured  
b y  whole  b r a i n  m e a s u r e m e n t s  or t he  use of anes the t i c s  9 

A l t h o u g h  t he  changes  in regional  per fus ion  of t he  b ra in  
m a y  s ignal  changes  in funct ion,  t he  p r i m a r y  si tes of 
ac t ion  of L S D  r e m a i n  obscure.  Some regions wh ich  r e t a i n  
rad io labe l led  LSD h a v e  been  i n t e r p r e t e d  as possible  si tes 

of ac t ion  ~. Thus ,  a c c u m u l a t i o n s  of L S D  in  those  mesen-  
cephal ic  a n d  d iencepha l ic  s t ruc tu re s  assoc ia ted  w i t h  
a u t o n o m i c  centers  in  t he  b r a i n  cor re la te  well  w i t h  t he  
cen t r a l l y  m e d i a t e d  a u t o n o m i c  effects of t h e  d rug  ~. 
A l t h o u g h  LSD also b inds  se lec t ive ly  to a m i n o r i t y  of cells 
in f r on t a l  cor tex  a n d  cerebe l lum t, 2, regions to  which  t he  
flow of b lood  also is increased,  t he  widespread  u p t a k e s  of 
L S D  in m a n y  subcor t i ca l  areas  are no t  para l le led  b y  flow 
changes .  Along w i t h  ~he acknowledged  effects in  sub- 
cor t ical  regions  then ,  t he  flow d a t a  sugges t  t h a t  some 
cor t ica l  regions  a n d  ce rebe l lum also are respons ive  to LSD.  
At  th i s  t ime,  however ,  i t  is in lposs ib le  to  d i s t ingu i sh  
be tween  seconda ry  f u n c t i o n a l  aspec ts  a n d  p r i m a r y  s i tes  
of d rug  ac t ion  ~3. 

Zusammen/assung.  Die i.v. V e r a b r e i c h u n g  yon  LSD an  
R a t t e n  s te iger t  den  B lu tk re i s l au f  im H i r n s t a m m  sowie im 
f ron t a l en  u n d  p a r i e t a l e n  Cor tex  selekt iv.  Es  w u r d e n  d u r c h  
6-Nor-LSD,  2 -Me thy l -LSD u n d  Ao,9-LSD weder  wahr -  
n e h m b a r e  V e r h a l t e n s ~ n d e r u n g e n  noch  A n d e r u n g e n  des 
reg iona len  B lu tk re i s l au f s  ve ru r sach t .  
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Inhibition of Prostaglandin Synthetase by Psychotropic Drugs 

According  to  t he  hypo thes i s  a d v a n c e d  b y  VANE, t he  
p h a r m a c o d y n a m i c  ac t i v i t y  of non-s t e ro ida l  an t i - in f l am-  
m a t o r y  agen ts  (NSAA's)  is a t t r i b u t a b l e  to  the  i n h i b i t i o n  
of p r o s t a g l a n d i n  (PG) s y n t h e t a s e l - a .  I t  the re fore  seemed 
of i n t e r e s t  to  d e t e r m i n e  w h e t h e r  th i s  effect is pecul ia r  to  
th i s  class of compounds .  W i t h  th i s  end in view, and  in the  
l igh t  of r ecen t ly  pub l i shed  obse rva t ions  i nd i ca t i ng  t h a t  
ce r t a in  psycho t rop ic  agen t s  m a y  in ter fere  w i th  P G  syn- 
thes is  4, 5, we u n d e r t o o k  expe r i m en t s  to  f ind  ou t  w h e t h e r  
c o m p o u n d s  possess ing neurolept ic ,  a n t i d e p r e s s a n t  a n d / o r  
t r anqu i l l i z ing  proper t ies ,  i nh i b i t  P G  s y n t h e t a s e  in vi t ro .  

Material and methods. T he  e n z y m a t i c  assay  was carr ied 
ou t  accord ing  to  a modi f i ca t ion  of t he  t e c h n i q u e  descr ibed 
b y  TAKEGUCHI et  a1.% The  i n c u b a t i o n  m e d i u m  c o n t a i n e d  
3 m g  of t he  lyophi l ized mic rosomal  f r ac t ion  of b o v i n e  
semina l  Vesicle as enzyme,  0.33 tzM 14C-labelled arachi -  
donic  acid (spec. a c t i v i t y :  58 m C i / m M )  a n d  9.85 ~ M  
unlabe l led  a rach idon ic  acid as subs t ra t e ,  and  2.95 m M  

1-adrenaline and  2.93 m M  reduced  1-gluta thione as 
cofactors  in 5 ml  Tris buffer  a t  p H  8.3. E a c h  of t he  com- 
p o u n d s  t e s t ed  was added  to  t he  r eac t ion  m i x t u r e  in  t h r ee  
d i f fe ren t  concen t ra t ions .  Af te r  i n c u b a t i o n  for 30 min,  the  
r eac t ion  was s topped  b y  t h e  a d d i t i o n  of one drop  of 
c o n c e n t r a t e d  hydroch lo r i c  acid, a n d  t he  l ipid f rac t ion  ex- 
t r a c t e d  twice  w i t h  e thy l  ace t a t e  a n d  s epa ra t ed  b y  th in -  
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