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counte rac t s  or  enhances  the  fac i l i ta tory  ac t ion  of Reser-  
pine on Metrazol  induced seizures. 
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Fig. ~.--Mean threshold (:J: s.e.m.) ]or ~onic-extensor seizures on mice 
induced by Metrazol. Metrazol was injected 15 min after various 
doses of Methylamphetamine(abscissa). MA ~Methylamphetamine 
(each point, n = 15). Ra + MA = Reserpin 5 mg/kg injected 
150 rain before Methylamphetamine (each point, n = 15). C and Ra 
same a~ in Figure 1. No normal frequency distribution was obtained 

for C and MA. 

MetrazoI-convuls ions  were induced  in whi te  mice 
(20-21 g) by  infusion of a 0.5% solut ion into  a ta i l  ve in  a t  
the  ra te  of 0.05 ml  eve ry  10 sec unt i l  the  occurrence of 
m a x i m a l  tonic-extensor  seizures (ORLOFF, WILLIAMS, and 
PFEII~I~:R~). ( + ) - M e t h y l a m p h e t a m i n e  hydrochlor ide  was 
in jec ted  in t raper i tonea l ly  21/2 h af ter  a cons t an t  dose of 
Reserpine  (5 mg /kg  in t raper i toneal ly) .  

Reserpine  considerably  lowered the  th reshold  for tonic  
ex tensor  seizures (Fig. 1, 2). W h e n  M e t h y l a m p h e t a m i n e  
12 mg /kg  was in jec ted  af ter  Reserpine,  the  animals  woke 
up  a few minutes  la ter  f rom the i r  somnolent ,  mot ionless  
state,  and a t  the  same t ime  the  low extensor  seizure 
threshold  was raised (Fig. 1). This  act ion reached its 
m a x i m u m  15 rain af ter  the  in jec t ion  of Me thy l amphe t -  
amine.  Therea f t e r  var ious  doses of the  l a t t e r  were in jec ted  
a f te r  Reserp ine  and the  Metrazol  t e s t  was carr ied ou t  
15 min  later.  F igure  2 demons t ra tes  t h a t  M e t h y l a m p h e t -  
amine in doses be tween  3 and 24 m g / k g  raised the  ex tensor  
seizure threshold  of Reserpine  pre - t rea ted  mice, t he  loga- 
r i t hm of the  dose and  the  act ion showing a p p r o x i m a t e l y  
a l inear  re la t ion wi th in  the  dose range of 3 and 12 mg/kg.  
M e t h y l a m p h e t a m i n e  alone was followed by  a marked  
e leva t ion  of seizure threshold ;  a comple te  abol i t ion of 
ton ic  ex tensor  seizures, as descr ibed by  CHt~N and  
BOHNER s, could no t  be observed  af te r  t he  M e t h y l a m p h e t -  
a m i n e d o s e s  used in these  exper iments .  

F r o m  the  fac t  t h a t  substances  like Ip ron iaz id  and  
M e t h y l a m p h e t a m i n e  bo th  an tagonize  the  seda t ive  act ion 
of Reserpine  s and abolish its CNS fac i l i t a to ry  ac t ion  
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( Iproniazid 7), i t  can  be  concluded t h a t  t he  s ta te  of alert-  
ness and spread of seizure discharge are  closely connected.  
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ratory, Copenhagen (Denmark), M a y  20, 1958. 

Zusammen/assung 

Die du tch  Reserpin  herabgese tz te  Schwelle f~r tonische 
Streckkri impfe,  ausgel6st  du tch  Metrazol  (Cardiazol), 
konnte  durch M e t h y l a m p h e t a m i n  e rh6ht  werden.  Methyl-  
a m p h e t a m i n  ist  ein wi rksamer  Antagon i s t  der  sedat iven 
Wi rkung  des Reserpins.  
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Paradoxical  Effect of Quinidine upon Coronary 
F l o w  of  the Isolated Heart at Different 

Temperatures  

According  to the  few exper imen ta l  d a t a  avai lable ,  
quinid ine  does no t  affect  the  co ronary  f low e i ther  in the 
dog hear t - lung-prepara t ion  (BoDoI), in the  perfused dog 
hear t  (ELEK and KATZ ~),, or  in t h e  r ev ived  h u m a n  hear t  
pcrfused by  the  Langendor f f  m e t h o d  (KOUNTZ 3). 

I n  our  exper iments ,  isolated r abb i t  hear ts  perfused by 
the  Langendorf f  m e t h o d  and subjec ted  to exper imenta l  
ven t r i cu la r  f ibri l lat ion ( rectangular  impulses of 10 ms 
dura t ion  and 30 H z  frequency)  were used. I n  an  o ther  
series, the  hear ts  were al lowed to  b e a t  spontaneously .  The 
isolated hear ts  were perfused wi th  w a r m  (38°C) and cold 
(26°C) Locke  solut ion a l te rna te ly .  I n  all  exper iments ,  
quinid ine  has  been adminis te red  in form of single in- 
ject ions  of 2 mg  drug in I ml  Locke solution.  In jec t ions  
were g iven to the  region of the  orifice of the  coronary  
vessels t h rough  a th in  ca the t e r  p laced in t he  aortic 
cannula .  

A t  38°C tempera tu re ,  quinidine,  af ter  a possible sl ight 
increa~se of 30-60 s durat ion,  cons is tent ly  depressed the 
coronary  flow in f ibr i l la t ing hear ts ,  whereas  a t  26°C the 
same doses increased i t  markedly .  The  same was found to 
hold for hear ts  bea t ing  spontaneously .  

Table  I a summarises  the  m a x i m a l  changes in the  
coronary  flow in f ibr i l la t ing hear ts  a t  different  t emper-  
atures.  'Max imal  flow' means  the  highest  va lue  of coronary  
f low observed dur ing  the  drugs action,  expressed in 
ml /min .  

Tab le  I b gives the  changes in the  to ta l  flow dur ing drug 
action. 'To ta l  f low'  indicates  the  a m o u n t  of Locke  solution 
in ml, f lowing th rough  the  coronaries f rom the  onset  of 
drug  act ion unt i l  t he  evanescence  of the  la t ter .  'Changes 
in the  to ta l  f low'  means  the  difference be tween  the  above 
va lue  and  the  flow observed  in the  absence of the  drug 
dur ing  a corresponding cont ro l  period.  

Table  I I  a and I I b  represen t  t he  cor responding  changes 
in t he  spon taneous ly  bea t ing  hear t .  
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Table /'.--The action of quinidine upon coronary flow in the perfused fibrillating rabbit heart at 88 ° C arid 26 ° C temperatures 

a} Maximal changes in coronary flow 

~6 ° C 

Coronary flow ml/min 

Initial Treated 

24.80 
± 1-73 

3-50 
I 2.63 

Change 

+ 8-75 
4- 1.65 

t = 5-30 
p < 0-001 

%change 

+35-3 10 

38 ° C 

Coronary flow ml/min 

Initial Treated 

37.60 26.40 
4- 2.96 A: 2.50 

Change 

- 11.20 
± 1.65 

t = 6.80 
p < 0-001 

%change 

- 29-8 

~6o c 
b) Changes in the total flow 

Total coronary flow ml 

Initial Treated 

10 78.70 
4- 9.67 

92"60 
=[=14.22 

Change 

+ 13.90 
4- 3-76 

t = 3.7 
p > o-oo1 
p < 0-01 

% change 

+17-7 

38 ° C 

Total coronary flow ml 

Initial Treated 

10 264.10 
~25.16 

218.35 
± 19.32 

Change 

- 4 5 . 7 5  
8.61 

t = 5"32 
p < 0-o01 

%change 

- 1 7 . 3  

10 

Table/ / . - -The action of quinidine upon coronary flow in the perfused spontaneously beating rabbit heart at 88 ° C and 26 ° C 

26 ° C 

Coronary flow ml]min 

Initial Treated Change 

+ 9"85 
± 1.34 

t = 7.35 
p < o,ool 

25.90 35"75 
t 2.42 4- 3.07 

temperatures 

a. Maximal changes in coronary flow 

%change  n l" 

+38 .0  10 

3s°C 
Coronary flow ml/min 

Initial Treated 

30.70 
± 3"47 

23-05 
± 2"26 

Change 

-- 7"65 
i 1-47 

t = 5"21 
p < 0.001 

% change 

-- 24"9 

10 

26 ° C 

Total coronary flow ml 

Initial Treated 

91-80 
4- 4"66 

104.90 
4- 5.02 

Change 

+13.10 
4- 2.04 

t = 6.42 
p < o.ool 

b. Changes in the total flow 

% change n 

+ 14.5 10 

38 ° C 

Total coronary flow ml 

Initial Treated Change 

159,35 
4-15.35 

142.32 
4-11'94 

- 17.03 
4- 4.55 

t = 3-75 
p > 0.001 
p < O.Ol 

% change 

-- 10 .9  

Z u s a m m e n / a s s u n g  

N a c h  L a n g e n d o r f f  wird a m  isol ier ten  I ~ a n i n c h e n h e r z e n  
gezeigt ,  d a s s  die T e m p e r a t u r  der  D u r c h s t r b m u n g s f l i i s s i g -  
ke i t  sowoh l  a n  s p o n t a n  s c h l a g e n d e n  wie a u c h  a n  e l ek t r i s ch  
ge re i z t en  H e r z e n  bei  K a m m e r f l i m m e r n  die I£oronar ien-  
w i r k u n g  des  Ch in id ins  g runds / i t z t i ch  abzu~indern  v e r m a g .  
Bei  26°C T e m p e r a t u r  wi rd  der  K o r o n a r d u r c h f l u s s  d u t c h  
C h i n i d i n  st~indig e r h 6 h t ,  w~ihrend bei  38°C C h i n i d i n  die 
Herzkranzgef~tsse  v e r e n g e r t .  

D i e  W i r k u n g  

v o n  s y n t h e t i s c h e m  O x y t o c i n  ( S y n t o c i n o n )  u n d  

A c e t a z o l a m i d  a u f  d i e  A u s s c h e i d u n g  y o n  W a s s e r ,  

N a t r i u m  u n d  K a l i u m  

E i n  E x t r a k t  de r  N e u r o h y p o p h y s e  (NH),  de r  re ich  a n  
Oxy toc in ,  a b e r  f a s t  frei v o n  V a s o p r e s s i n  ist ,  ve r s t / i r k t  d ie  
W i r k u n g  des  A c e t a z o l a m i d s  (ACA) a u f  die \Vasser - ,  
N a t r i u m -  u n d  K a l i u m d i u r e s e .  D a  die W q r k u n g  y o n  
100 m E  O x y t o c i n  u n d  die fiir die H e m m u n g  de r  Carbo-  
a n h y d r a s e  n6 t ige  m a x i m a l e  Dosis  y o n  A CA  s ich  s u m m i e -  
ren,  b e s t e h t  die M6gl ichkei t ,  dass  de r  ~ V i r k u n g s m e c h a n i s -  
m u s  des  N H - P d i p a r a t e s  v o n d e r  C a r b o a n h y d r a s e  u n a b -  
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