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Summary 

T h e  in f luence  of anae rob iose  a n d  of v a r i e d  o x y g e n  
t ens ions  u p o n  r e s p i r a t i o n  a n d  h i s t a m i n e  re lease  d u r i n g  
a n a p h y l a c t i c  r e a c t i o n  in  gu ineap ig  l ung  slices in vitro 
was s tud ied .  

No h i s t a m i n e  was  l i b e r a t e d  in  t h e  absence  of  oxygen .  
W i t h  inc reas ing  o x y g e n  t ens ions ,  inc reas ing  h i s t a m i n e  
q u a n t i t i e s  were re leased ;  these  q u a n t i t i e s  r e a c h e d  t h e  
con t ro l  va lues  w h e n  t h e  a t m o s p h e r e  c o n t a i n e d  10% 
oxygen .  

These  r e su l t s  i nd i ca t e  t h a t  t h e  m e c h a n i s m  of h i s t a m i n e  
release in  t h e  a n a p h y l a c t i c  r eac t i on  is l inked  w i t h  t h e  
aerobic  m e t a b o l i s m  of t h e  cell. 

W'hi le  rese rp ine  a n d  SU 5171 dep le t e  s e r o t o n i n  in all  
t h e  o rgans  t e s t e d  (except  k i d n e y  in t h e  case of S U  5171) 
SU 3118, a t  a c o n c e n t r a t i o n  of 20 m g / k g  lowers  on ly  lung  
a n d  spleen se ro ton in .  20 m g / k g  of SU3118 are  less effect ive  
t h a n  5 m g / k g  of rese rp ine  in re leas ing  i n t e s t i n a l  se ro ton in .  

These  r e su l t s  sugges t  t h a t  l ung  a n d  sp leen  a re  more  
sens i t ive  t h a n  o t h e r  o r g a n s  to  t h e  ac t ion  of S U  3118. 
U n d e r  t h e  a c t i o n  of SU 3118, t h e  cerebra l ,  i n t e s t ina l ,  an d  
r ena l  s e ro ton in  b e h a v e  s imi lar ly .  Therefore ,  t h e  hypo-  
thes i s  of a r e s i s t ance  of t h e  b l o o d - b r a i n  b a r r i e r  to  SU 3118 
seems  unl ike ly .  
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Effect 
of Reserpine Analogues  on Tissue  Serotonin 

I n  a r e c e n t  note ,  i t  was  r e p o r t e d  t h a t  a d i f f e ren t i a l  
e f fec t  was  e x e r t e d  on  b r a i n  s e r o t o n i n  b y  re se rp ine  a n d  i ts  
ana logues  : c a r b e t h o x y s y r i n g o y l  m e t h y l  r e s e r p a t e  (SU 
3118 or syros ingopine)  a n d  me thy l -18 -O(3 -N,  N - d i m e t h y l -  
a m i n o b e n z o y l )  r e s e r p a t e  (SU 5171). Rese rp ine  a n d  SU 
5171 re lease  b r a i n  s e ro ton in  a n d  induce  seda t ion ,  whi le  
S U  3118, a n  h y p o t e n s i v e  a g e n t  w i t h o u t  s e d a t i v e  effect ,  
is u n a b l e  to  re lease  b r a i n  s e r o t o n i n l - <  

Since a poor  p e n e t r a t i o n  of S U  3118 in to  t h e  b r a i n  
m i g h t  a c c o u n t  for  t h e  lack  of b r a i n  s e r o t o n i n  dep le t ion ,  
t h e  effect  of S U  3118, in  c o m p a r i s o n  w i t h  S U  5171 a n d  
rese rp ine ,  o n  s e r o t o n i n  c o n t e n t  of o t h e r  o r g a n s  h a s  b e e n  
i n v e s t i g a t e d .  

T h e  m e t h o d  used  was  t h e  fol lowing:  S p r a g u e - D a w l e y  
r a t s  of t h e  a v e r a g e  w e i g h t  of 200 g were  i n j e c t e d  i n t r a -  
p e r i t o n e a l l y  w i t h  d i f f e ren t  c o n c e n t r a t i o n s  of r ese rp ine  
(k ind ly  suppl ied  b y  Dr.  V. Ghe t t i ,  CIBA,  S.p.A.,  Milano) 
o r  SU 3118, or  SU 5171 (received t h r o u g h  t h e  cou r t e sy  
of  Dr.  A. J .  PLUMMER, C I B A  Labs . ,  S u m m i t ,  N. J .) .  4 h 
a f t e r  t he  a d m i n i s t r a t i o n ,  t h e  a n i m a l s  were ki l led b y  de-  
c a p i t a t i o n  a n d  t h e  s e ro ton in  c o n t e n t  of b r a i n ,  in t e s t ine ,  
k idney ,  lung,  a n d  sp leen  was  d e t e r m i n e d  b y  t he  m e t h o d  
of BOGI)ANSKI et al. 4 e m p l o y i n g  a F a r r a n d  s p e c t r o p h o t o -  
f luo r ime te r .  

T h e  r e su l t s  o b t a i n e d  a re  r e p o r t e d  in a Tab le .  
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Riassunto 

L a  d i f fe renza  di c o m p o r t a m e n t o  d i m o s t r a t a ,  nel  r i du r r e  
il t a sso  di  s e r o t o n i n a  di  d ivers i  organi ,  d a  due  d e r i v a t i  re- 
serp in ic i  (SU 3 1 1 8 - S U  5171) n o n  s e m b r a  po te r s i  r icon-  
d u r r e  solo a d  u n a  d i f f e ren te  c a p a c i t ~  di a t t r a v e r s a m e n t o  
del la  b a r r i e r a  e m a t o e n c e f a i i c a  d a  p a r t e  delle d u e  mole-  
cole in  i s tudio .  

T h e  S t e r e o c h e m i s t r y  
of some Natural ly  Occurring Guaianolides 

and Isophotosantonic  Lactone 

R e c e n t  work  on t h e  s t e r e o e h e m i s t r y  of c y c l o h e p t a n e s  1, 
h a s  p o i n t e d  o u t  t h e  genera l  s i m i l a r i t y  of these  s y s t e m s  to 
t h e  more  wide ly  s t u d i ed  c y c l o h e x a n e  c o m p o u n d s .  The  
a p p l i c a t i o n  of t h e  p r inc ip les  d iscussed  b y  the se  workers ,  
n a m e l y  t h a t  a s u b s t i t u e n t  g roup  in a c y c l o h e p t a n e  prefers  
t h e  quasi-equatorial c o n f o r m a t i o n ,  a n d  t h a t  e l i m i n a t i o n  
r eac t i ons  p roceed  via t h e  s ame  trans-anti-parallel r o u t e  as 
in  cye lohexanes ,  coup led  w i t h  t h e  logical  e x t e n s i o n  f rom 
t h e  c y c l o h e x a n e  field t h a t  a cis fused  y - lac tone  is more  
s t ab l e  t h a n  t h e  c o r r e s p o n d i n g  trans i somer ,  p e r m i t s  t h e  
d e d u c t i o n  of p rov i s iona l  s t e r eochemica l  r e l a t i onsh ip s  in  
seve ra l  s e squ i t e rpen i c  lac tones .  BARTON 3 h a s  a l r e ad y  
ass igned  s t r u c t u r e  I to  geiger in  o n  t h e  bas i s  of r o t a t o r y  
d i spers ion  da ta% a n d  a n  a s s u m p t i o n  r e g a r d i n g  t h e  n a t u r e  
of t h e  l ac tone  r ing  s imi la r  to  t h a t  w h i c h  we h a v e  made .  
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Treatment 

Controls 
Reserpine 
Reserpine . . , 
SU 3118 
SU 3118 
SU 5171 
SU 5171 

Dose 
mg/kg i. p. 

2.5 
5 
20 
50 
5 
7-5 

Brain 

0-43 ± 0,08 
0.17 4- 0.005 
0.12 4- 0-006 
0.46 ± 0.005 
0.13 I 0,011 
0.25 4- 0.009 
0.12 4- 0.005 

Serotonin content (71g± S.E.) 

Intestine 

4 .764-0-24  
2-954-0 .15  
2 ,044-0 .12  
3 . 3 7 ± 0 . 3 6  
2 .644-0 .05  
3 .984-0 .24  
2 .734-0-21 

Kidney 

0 .34  nk 0-03 
0.19 ± 0-02 

0,29 + 0.03 

0.49 4- 0.07 
0.28 4- 0-02 

I Lung 

2-86 ± 0.16 
1,6 ± O.23 

1.64 4- 0.27 

1.84 -4- 0.28 
1-21 -4- 0.07 

I Spleen 

3.51 4- 0.24 
1-09 ± 0.24 

1-04 4- 0.09 

2-23 4- 0.73 
0-59 4- 0-03 

Each value represents the average of at least 8 determinations. 


