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Die Messung der  G e s a m t - 3 H - A k t i v i t ~ t  (DDT + Meta-  
bol i ten)  be i  der  r e l a t i v  h o h e n  Dos ie rung  der  Serie 1 
zeigte, dass  in B l u t  u n d  G e h i r n  bei  M u t t e r  u n d  F e t u s  
d iese lben  IZonzen t r a t i onen  yon  1-1,5 bzw. 0,5-0,8 p p m  
n a c h  24-72 h a u f t r e t e n ;  e ine P l a z e n t a r s c h r a n k e  ex i s t i e r t  
also z u m i n d e s t  in  d iesem S t a d i u m  der  Fe togenese  n ich t .  
I n  der  Lebe r  t r e t e n  b e i m  M u t t e r t i e r  e twa  3 -4 fach  h 6 h e r e  
K o n z e n t r a t i o n e n  (3-4 ppm)  auf  als b e i m  F e t u s  (0,6-1,0 
p p m ) ;  die H a u p t m e n g e  wi rd  e rwar tungsgem~ss  im F e t t  
gespe icher t  ( m a x i m a l  bis  zu 90 ppm) .  I n  den  e r s ten  10 
T a g e n  n a c h  der  G e b u r t  s inken  die pr~Lnatalen W e r t e  der  
F e t e n  v o n  0,5-1,5 p p m  u m  m e h r  als 90% ab ;  d a r a u s  is t  zu 
e rkennen ,  dass  z u m i n d e s t  u n t e r  de r  h ie r  gewAhlten r e l a t i v  
h o h e n  Dos ie rung  yon  1 m g  die t r a n s p l a z e n t a r e  K o n t a m i -  
n a t i o n  des F e t u s  beach t l i che  W e r t e  erre icht .  ENGST e t  
al. e k o n n t e n  zeigen, dass  a u c h  b e i m  Menschen  u n t e r  
U m w e l t b e d i n g u n g e n  die p rAna ta le  K o n t a m i n a t i o n  m i t  
D D T  + D D E  wesen t l i ch  h 6 h e r  l iegt  als die d u r c h  die 
spAtere N a h r u n g s a u f n a h m e  s ich e rgebenden  Ri icks t~nde .  

U n t e r  H u n g e r b e l a s t u n g  t r e t e n  in  a l len u n t e r s u c h t e n  
O r g a n e n  e indeu t ig  h6he re  Rf i cks t andswer t e  auf ;  auch  h ie r  
s ind die K o n z e n t r a t i o n e n  im m a t e r n a l e n  u n d  fe ta len  B l u t  
m i t  u n d  ohne  Hungerbelastung gleJch. Die g e f u n d e n e n  
M e t a b o l i t e n  u n d  ihre  K o n z e n t r a t i o n e n  (Serie 3) w u r d e n  
in der  Tabe l le  zusammenges t e l l t .  I n  der  fe ta len  Lebe r  
werden  n u r  sehr  ger inge Mengen  D D D  gebi ldet .  U n t e r  
H u n g e r b e l a s t u n g  n i m m t  der  An te i l  a n  D D E  in der  Lebe r  

u n d  im F e t t  in  ger ingem U m f a n g e  zu, w ~ h r e n d  das  Ver-  
hAltnis der  a n d e r e n  M e t a b o l i t e n  im wesen t l i chen  kon-  
s t a n t  b le ib t .  D D E  e n t s t e h t  in  gr6sseren Mengen  n u r  bei  
ch ron i sche r  D D T - A u f n a h m e ,  wXhrend bei  ku rzen  Ver-  
suchsze i t en  n u r  ger inge Mengen  D D E  geb i lde t  werden  1~ 

Summary.  Afte r  i.p. app l i ca t i on  of 1, 0,5 and  0,1 m g  
p, p '  DDT,  label led  w i t h  ZH or 14C, to  p r e g n a n t  mice in 
d i f fe ren t  s tages  of p r egnancy ,  t he  same  level  of radio-  
a c t i v i t y  was found  in t he  f e t a l  a n d  m a t e r n a l  blood. S tar -  
v a t i o n  for 2 days  caused  a s ign i f ican t  increase  of residues,  
especial ly  in  t he  l iver.  Res idue  levels of D D T  and  i ts  
me t abo l i t e s  D D E ,  DDD,  DCB and  ( D D O H  + DDA) are  
found  in fe ta l  a n d  m a t e r n a l  blood,  b ra in ,  l iver  a n d  fat .  
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O n  t h e  E f f e c t  o f  A m a n t a d i n e  o n  M o n o a m i n e s  a n d  T h e i r  M e t a b o l i t e s  i n  t h e  B r a i n  a n d  C e r e b r o s p i n a l  

F l u i d  1 

Since a benef ic ia l  e f fec t  of a m a n t a d i n e  in P a r k i n s o n ' s  
disease was f i rs t  d e m o n s t r a t e d  2, i t  has  been  conf i rmed  in 
m a n y  s u b s e q u e n t  t r ia ls  s-9. B u t  l i t t l e  is k n o w n  a b o u t  t h e  
exac t  m e c h a n i s m  of ac t ion  of t he  d rug  in i m p r o v i n g  
p a t i e n t s  w i t h  P a r k i n s o n ' s  disease.  However ,  t he  m o s t  
r ecen t  ev idence  on  e x p e r i m e n t a l  an i m a l s  po in t s  to  some 
i n t e r r e l a t i o n s h i p  b e t w e e n  a m a n t a d i n e  and  m o n o a m i -  
nes 19-14. To f u r t h e r  c lar i fy  th i s  poss ibi l i ty ,  w e h a v e  s tud ied  
t he  effect  of a m a n t a d i n e  on  t he  c o n c e n t r a t i o n s  of h o m o -  
vani l l ic  acid (HVA) a n d  5 -hydroxy indo leace t i c  acid 
(5-HIAA)  in t he  ce rebrosp ina l  f luid (CSF) of p a r k i n s o n i a n  
pa t i en t s ,  as these  c o n c e n t r a t i o n s  give some i n d i c a t i o n  of 
t he  m e t a b o l i s m  of d o p a m i n e  a n d  5 - h y d r o x y t r y p t a m i n e  
in t he  b r a i n  15. I n  add i t ion ,  t he  c o n c e n t r a t i o n  of dopamine ,  
HVA,  no rad rena l ine ,  5 - h y d r o x y t r y p t a m i n e  and  5 - H I A A  
of a u t o p s y  b r a i n  samples  of a p a r k i n s o n i a n  p a t i e n t  t r e a t e d  
w i t h  a m a n t a d i n e  was s tud ied .  T he  effect  of a m a n t a d i n e  
on  these  biogenic  amines  in  t he  r a t  b r a i n  was i nves t i ga t ed  
in t he  same  connec t ion .  

Material and methods. A sample  of ce rebrosp ina l  f luid 
(CSF) was col lected b y  l u m b a r  p u n c t u r e  f rom 13 hospi-  
t a l ized  p a t i e n t s  w i t h  P a r k i n s o n ' s  d isease  pr io r  to  a n d  a t  
1 a n d  3 m o n t h s  of a m a n t a d i n e  t r e a t m e n t .  All t he  p a t i e n t s  
h a d  i d i o p a t h i c  P a r k i n s o n ' s  disease. 5 p a t i e n t s  were female  
and  8 ma le ;  t h e i r  age r a n g e d  f rom 47 to  76 years  (mean  
62 • 4 years) .  The  d u r a t i o n  of t h e  disease was f rom 1 to 
8 years ,  ave rage  4 :k 0.5 years .  The  dose was 300 m g  
dai ly.  The  C S F  samples  were t a k e n  be t w een  08.00 h a n d  
10.00 h w i t h  t he  p a t i e n t s  r e c u m b e n t .  

The  a u t o p s y  b r a i n  samples  were o b t a i n e d  f rom a 76- 
year -o ld  ma le  p a t i e n t  who  h a d  suffered f rom P a r k i n s o n ' s  
disease for 12 years .  T he  d i s ab i l i t y  of the  p a t i e n t  was  
s tage  5 accord ing  to  t he  scale descr ibed  b y  HOErIN a n d  
YAHR in. The  cl inical  p i c tu re  of t he  p a t i e n t  was charac te r iz -  

ed b y  a ve ry  m a r k e d  ak ines ia  a n d  r ig id i ty  associa ted  w i t h  
m o d e r a t e  t r e m o r  in  t he  lef t  h a n d .  P r io r  to  his  dea th ,  t h e  
p a t i e n t  was  t r e a t e d  w i t h  a m a n t a d i n e  for 2 m o n t h s  w i t h  a 
da i ly  dosage of 200 mg. The  las t  dose of 100 m g  of a m a n t a -  
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Table I. Concentrations of HVA and 5-HIAA in the CSF of control subjects and parkinsonian patients prior to and during amantadine treat- 
ment  

Patients Homovanillic acid 5-Hydroxyindoleacetie acid 
(ng/ml) (ng/ml) 
(Mean 4- S.E.M.) (Mean 4- S.E.M.) 

ControI subjects 34.6 4- 1.9 (63) 24.4 4- 1.9 (10) 
Parkinsonian patients 
Prior to amantadine 13.5 4- 2.2 ~ (13) 12.8 4- 2.4 b (13) 
1 month  on amantadine 11.4 4- 1.8 (13) 12.9 4- 3.0 (13) 
3 months  on amantadine 12.7 4- 2.8 (8) 16.7 4- 1.5 (8) 

~Control/pretreatment (P  ~< 0.001). bControl/pretreatment (P < 0.01). 

d i n e  w a s  g i v e n  7 h p r i o r  to  d e a t h .  T h e  p a t i e n t  a l so  h a d  
t r i h e x y p h e n i d y l  12 m g  d a i l y  as  a n t i c h o l i n e r g i c  t r e a t m e n t .  
T h e  a u t o p s y  w a s  c a r r i e d  o u t  24 h a f t e r  d e a t h  a n d  i t  
s h o w e d  t h a t  t h e  c a u s e  of  d e a t h  w a s  b r o n c h o p n e u m o n i a .  
V a r i o u s  r e g i o n s  of  t h e  b r a i n  w e r e  d i s s e c t e d  o u t  a n d  
i m m e d i a t e l y  d e e p - f r o z e n  for  b i o c h e m i c a l  a n a l y s e s .  C o n t r o l  
s a m p l e s  of  c o r r e s p o n d i n g  b r a i n  r e g i o n s  w e r e  o b t a i n e d  
f r o m  4 p a r k i n s o n i a n  p a t i e n t s  w h o  h a d  n o t  b e e n  t r e a t e d  
w i t h  a m a n t a d i n e ,  a s  we l l  a s  f r o m  17 p a t i e n t s  of  t h e  s a m e  
age  w i t h o u t  e x t r a p y r a m i d a l  d i s o r d e r s .  

A d u l t  m a l e  r a t s  w e r e  i n j e c t e d  w i t h  a m a n t a d i n e  25 r ag /  
k g  i .p.  d a i l y  for  9 d a y s .  C o n t r o l  r a t s  w e r e  i n j e c t e d  w i t h  t h e  
s a m e  v o l u m e  of  s a l i ne  da i l y .  T h e  r a t s  w e r e  k i l l ed  60 m i n  
a f t e r  t h e  l a s t  i n j e c t i o n .  

B i o c h e m i c a l  a n a l y s e s  of  d o p a m i n e  a n d  n o r a d r e n a l i n e  
w e r e  c a r r i e d  o u t  a c c o r d i n g  t o  CARLSSON a n d  LINDQVIST 1~, 
H V A  b y  t h e  m e t h o d  of  ANDgN e t  al. is, 5 - h y d r o x y t r y p t -  
a m i n e  a c c o r d i n g  to  MAICKEL e t  a1.19 a n d  5 - H I A A  in  
t i s s u e  a s  d e s c r i b e d  b y  CtJRSON a n d  GREEN ~o a n d  in  t h e  
C S F  b y  ASCHROFT a n d  SHARMAN 21. 

Results.  T a b l e  I s h o w s  t h a t  t h e  m e a n  c o n c e n t r a t i o n  of  
H V A  a n d  5 - H I A A  in  t h e  C S F  w a s  s i g n i f i c a n t l y  l ower  in  
p a r k i n s o n i a n  p a t i e n t s  b e f o r e  a m a n t a d i n e  t r e a t m e n t  t h a n  
t h a t  o f  n o n - p a r k i n s o n i a n  c o n t r o l  s u b j e c t s .  B u t  a m a n t a d i n e  
t r e a t m e n t  d id  n o t  c a u s e  a n y  s i g n i f i c a n t  c h a n g e s  in  t h e  
m e a n  c o n c e n t r a t i o n  o f  e i t h e r  m e t a b o l i t e .  N o r  w a s  t h e r e  
a c l ea r  r e l a t i o n s h i p  b e t w e e n  t h e  c o n c e n t r a t i o n  of  t h e s e  
a m i n e s  a n d  t h e  c l in i ca l  i m p r o v e m e n t ,  w h i c h  w a s  m o d e r a t e  
in  6 p a t i e n t s  a n d  n o n e  o r  m i n i m a l  in  t h e  o t h e r s .  

A s  c a n  be  s e e n  in  T a b l e  I I ,  t h e  c o n c e n t r a t i o n  of  d o p -  
a m i n e  a n d  H V A  in  t h e  e x t r a p y r a m i d a l  b r a i n  r e g i o n s  o f  
p a r k i n s o n i a n  p a t i e n t s  w a s  s i g n i f i c a n t l y  d e c r e a s e d  c o m p a r -  
ed  w i t h  c o r r e s p o n d i n g  v a l u e s  of  c o n t r o l  s u b j e c t s .  B u t  
a m a n t a d i n e  t r e a t m e n t  d i d  n o t  i n d u c e  a n y  s i g n i f i c a n t  
c h a n g e s  in  t h e  c o n c e n t r a t i o n s  o f  d o p a m i n e ,  H V A  or  
n o r a d r e n a l i n e  in  t h e  b r a i n  of  t h e  p a t i e n t  o n  a m a n t a d i n e  
t h e r a p y .  

E x p e r i m e n t s  c a r r i e d  o u t  on  r a t s  s h o w e d  (Tab le  I I I )  
t h a t  a m a n t a d i n e  t r e a t m e n t  for  9 d a y s  d id  n o t  s i g n i f i c a n t l y  
a l t e r  t h e  c o n t e n t s  of  d o p a m i n e ,  H V A  or  n o r a d r e n a l i n e  in  
t h e  b r a i n .  

Discussion.  S t u d i e s  c o n c e r n i n g  t h e  m o d e  of  a c t i o n  of  
a m a n t a d i n e  h a v e  s h o w n  t h a t  i t  h a s  e s s e n t i a l l y  n o  a n t i -  
c h o l i n e r g i c  a c t i v i t y  1~ B u t  t h e r e  is r e c e n t  e v i d e n c e  t h a t  
t h e  a d r e n e r g i c  s y s t e m  m i g h t  b e  i n v o l v e d .  E x p e r i m e n t a l  
s t u d i e s  h a v e  s h o w n  t h a t  a m a n t a d i n e  is a b l e  to  r e l e a se  
c a t e c h o l a m i n e s  f r o m  n e u r o n a l  s t o r e s  in  t h e  p e r i p h e r a l  
n e r v o u s  s y s t e m  1~ a n d  a l so  i n d u c e  r e l e a s e  of  d o p a m i n e  

1~ A. CARLSSON and M. LINDQVIST, Acta physiol, scand. 54, 87 (1962). 
i s  N.-E.  ANDI~N, B.-E. Roos and B. WERDINIUS, Life Sci. 7, 448 
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2o G. CURZON and A. R. GREEN, Br. J. Pharmac. 39, 653 (1970). 
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19, 153 (1962). 

Table II. Concentration of dopamine and homovanillic acid in brain regions of a patient with Parkinson's disease treated with amantadine 
(200 mg daily for 2 months). ~ Number of patients im parentheses. 

Group Dopamine (~xg/g) Homovanillic acid (~zg/g) 

Controls Parkinson patients Controls Parkinson patients 

Without  With Without  With 
amantadine amantadine amantadine amantadine 

1. Caudate nucleus 1.20 i 0.16 (10) �9 0.24 ~ 0.03 (4) 0.23 2.53 :h 0.42 (17) 0.54 4. 0.33 (4) 0.66 
2. Putamen 2.05 4. 0.23 (9) 0.18 4- 0.07 (4) 0.01 5.00 • 0.56 (17) 0.72 4. 0.21 (4) 0.71 
3. Pallidum 0,98 i 0,14 (10) 0.10 • 0.05 (4) 0.01 3.26 • 0.50 (16) 0.82 4. 0.31 (4) 0.47 
4. Substantia nigra 0.63 4. 0.10 (8) 0.09 -4- 0.03 (3) 0.14 1.81 • 0.13 (16) 0.60 4. 0.27 (4) 0.17 
5. Thalamus 0.35 i 0.10 (9) 0.26 4. 0.09 (4) 0.32 0.33 j= 0.09 (8) 0.18 4. 0.33 (3) 0.04 
6. Hypothalamus 0.41 • 0.10 (7) 0.16 -4- 0.08 (4) 0.15 0.64 -4- 0.18 (8) 0.31 4. 0.38 (3) 0.04 
7. Cerebral cortex 0.19 4. 0.05 (10) 0.13 -t- 0.11 (4) 0.01 0.09 4- 0.07 (8) 0.01 4- 0.07 (3) 0 
8. Cerebellar cortex 0.26 4- 0.06 (10) 0.08 4- 0.02 (4) 0.10 0.02 4- 0.03 (8) 0.04/2 0.17 (3) 0 

Corresponding analyses were also carried out on non-parkinsonian control patients and patients with Parkinson's disease without amantadine 
treatment.  Mean -4- S.E.M. 
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Table III. Effect of amantadine on the concentration (~xg/g =L S.D.) of dopamine, homovanillic acid and noradrenaline in rat brain 

59 

Group Dopamine Homovanillic acid Noradrenaline 

Control 0.18 4- 0.13 (4) �9 0.03 4- 0.02 (9) 0.26 4- 0.08 (6) 
Amantadine (25 mg/kg i.p., daily for 9 days) 0.20 =t= 0.09 (4) 0.03 ~- 0.01 (13) 0.23 -E 0.06 (12) 

Number of rat brains. 

w i t h i n  t he  b r a i n  11,12. On t h e  o t h e r  hand ,  large a m o u n t s  of 
a m a n t a d i n e  i nh ib i t s  t h e  u p t a k e  of d o p a m i n e  and  nora-  
d rena l ine  b y  r a t  b r a i n  h o m o g e n a t e s  18 a n d  t h a t  of d o p a m i n e  
b y  b lood platelets13;  this ,  however ,  seemed to  be  r a t h e r  
unspecif ic  a n d  obv ious ly  w i t h o u t  a n y  physio logica l  
s ignif icance.  The  resu l t s  of t he  p r e s e n t  i nves t i ga t i on  did  
no t  d e m o n s t r a t e  a n y  s ign i f ican t  changes  in t he  concen t r a -  
t ions  of H V A  and  5 - H I A A  in t he  CSF, which  m i g h t  ref lect  
t he  m e t a b o l i s m  of d o p a m i n e  a n d  5 - h y d r o x y t r y p t a m i n e  
in t h e  b r a i n  15. The  u n c h a n g e d  c o n t e n t  of amines  ana lyzed  
in t he  b r a i n  of a p a r k i n s o n i a n  p a t i e n t  on  a m a n t a d i n e  
t h e r a p y  f u r t h e r  s u p p o r t e d  t h i s  po in t .  Correspondingly ,  
a m a n t a d i n e  did  no t  a l t e r  t h e  endogenous  c o n c e n t r a t i o n  
of dopamine ,  n o r a d r e n a l i n e  or H V A  in the  b r a i n  of t he  
ra t .  However ,  i t  m u s t  be  t a k e n  in to  cons ide ra t ion  t h a t  
a m a n t a d i n e  m i g h t  h a v e  ce r t a i n  effects on  t h e  t u r n o v e r  
of these  amines  in t he  b r a i n  w i t h o u t  a l t e r ing  t he i r  endoge-  
nous  concen t r a t i on .  F u r t h e r  s tud ies  will  be  necessa ry  to 
e luc ida te  w h e t h e r  a sugges ted  a m p h e t a m i n e - l i k e  mecha-  

n is ln  on  m o n o a m i n e s  1~ m i g h t  a c c o u n t  for the  cl inical  
eff icacy of th i s  d rug  aga ins t  P a r k i n s o n ' s  disease.  

Zusammen/assung. Nachweis  des s t a r k  h e r a b g e s e t z t e n  
S~uregehal t s  der  Homovani l l ins~ture  u n d  der  5 -Hydroxy-  
indolessigs/ iure i m  L iquor  ce rebrosp ina l i s  v o n  P a r k i n s o n -  
k r a n k e n  im Vergle ich  m i t  n o r m a l e n  Versuchspersonen .  
Die A m a n t a d i n - T h e r a p i e  h ingegen  e rgab  ke ine  bedeu t en -  
den  V e r ~ n d e r u n g e n  und  der  G e h a l t  von  Dopamin ,  Nor-  
ad rena l i n  und  Homovan i l l insXure  im G e h i r n  der  behande l -  
t en  P a r k i n s o n p a t i e n t e n  e n t s p r a c h  s u c h  den  W e r t e n  der  
i ibr igen P a r k i n s o n k r a n k e n .  Ausse rdem h a t t e  A m a n t a d i n  
ke inen  Einf luss  auf  den  endogenen  G e h a l t  dieser  A m i n e  
im R a t t e n g e h i r n .  
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Paradoxical  Inhibition of the Effects of Bradykinin by some Sulfhydryl Reagents 

P h e n y l b u t a z o n e  a n d  s imi la r  a n t i i n f l a m m a t o r y  drugs  
i n h i b i t  b r a d y k i n i n  induced  b r o n c h o c o n s t r i c t i o n  in t he  
gu inea-p ig  1, a n d  t he  second phase  of t he  h y p o t e n s i o n  
evoked  in r a b b i t s  and  guinea-pigs2,  3. The  same  drugs  

i n t e r f e r e  w i t h  t he  ac t ion  of S R S - A  4, a rach idon ic  acid 5, 
a n d  SRS-C 6, 7, in  guinea-pigs ,  r a b b i t s  and  dogs. These  a n d  
o t h e r  resu l t s  led to  t h e  sugges t ion  t h a t  all  agonis t s  whose  
in v ivo  pha rmaco log ica l  effects are  i n h i b i t e d  b y  analgesic  
a n t i i n f l a m m a t o r y  drugs  re leased a c o m m o n  media to r ,  in  a 
process  where  those  a n t a g o n i s t s  in terfere .  A new principle ,  
cal led ' r a b b i t  a o r t a  c o n t r a c t i n g  s u b s t a n c e '  (RCS), 
re leased  f rom gu inea -p ig  lungs  b y  b r a d y k i n i n ,  S R S - A  
a n d  anaphy l ax i s ,  has  b e e n  p roposed  as such  a media to r ,  
as i ts  re lease is b locked  b y  a sp i r in  a n d  i n d o m e t h a c i n  s, o. 
W e  h a v e  r ecen t ly  shown  t h a t  i n j ec t ion  of SRS-C a n d  
a r ach idon i c  acid is fol lowed b y  a release of RCS f rom 
i so la ted  gu inea-p ig  lungs  a n d  t h a t  th i s  release is s imi la r ly  
b locked  b y  asp i r in  a n d  p h e n y l b u t a z o n e  10. 

The  p r e s e n t  resu l t s  show t h a t  ce r t a in  su l fhydry l  agents ,  
k n o w n  to  p o t e n t i a t e  t he  vascu la r  effects  of b r a d y k i n i n  11, 12 
a n d  t h e  n o n - s u l f h y d r y l  r eagen t s  pyrogal lo l  a n d  h y d r o -  
qu inone ,  also i n h i b i t  t h e  in  v ivo  b r o n c h o c 0 n s t r i c t i o n  
due  to  b r a d y k i n i n  in t he  guinea-pig .  Moreover  some of 
those  a n t a g o n i s t s  a t  c o n v e n i e n t  doses cu r t a i l  t h e  effects  
of b r a d y k i n i n  in t he  r abb i t ,  as does p h e n y l b u t a z o n e .  
F i n a l l y  those  d rugs  suppress  t h e  release of RCS f rom 
i so la ted  gu inea-p ig  lungs  in j ec t ed  w i t h  b r a d y k i n i n .  New 
ev idence  is t h u s  p rov ided  for t h e  c o m m o n  m e d i a t o r  
h y p o t h e s i s  and  i t  is sugges ted  t h a t  in  t h e  s y s t e m  respons ib-  
le for t he  release of RCS a n  ox ida t i ve  s tep  is involved ,  
wh ich  is b locked  b y  a n t i o x i d a n t s  and  b y  acidic an t i -  
i n f l a m m a t o r y  drugs.  

Materials and methods. The  b lood  pressure  of r a b b i t s  
and  guinea-pigs  a n a e s t h e t i z e d  with sod ium p e n t o b a r b i t o n e  
was recorded ; g u i n e a - p i g p u l m o n a r y  res i s t ance  to  in f l a t ion  
was also m e a s u r e d  b y  a p p r o p r i a t e  t r a n s d u c e r s  on  a pen  
recorder .  Guinea-p igs  were p r e t r e a t e d  w i t h  p roprano lo l  
to  p r e v e n t  a n t a g o n i s m  of b r o n c h o c o n s t r i c t i o n  due to  
release of ad rena l ine  13. All  in jec t ions  were g iven  in t r a -  
venous ly .  

Release  of RCS  f rom i so la ted  gu inea-p ig  lungs  was  
i nves t i ga t ed  as descr ibed  b y  PIPER a n d  VANE 9 w i t h  
s i m u l t a n e o u s  record  of p u l m o n a r y  res i s t ance  10. I so la ted  
s t r ips  of r a b b i t  a o r t a  and  p u l m o n a r y  a r t e r y  and  of r a t  
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