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less ske le ta l  depos i t ion  of these meta ls ;  and  CATSCH and  
D u  KHUONG Lg ~ discovered cer ta in  chela t ing agents  to 
be  more  effect ive t h a n  E D T A  for removing cerium from 
t h e  skele ton.  

Table 
20 h urinary excretion of aluminium from animals after injection in 

chelated form 

Metal chelate g 

Al-diethylenetriamine 
pentaacetic acid 
Al-ethylenediamine 
N- (2-hydroxycyclohexyl)-N,N', 
N'-triacetic acid 
Al-ethylenediamine 
tetraacetic acid 
Al-ethylenediamine-N- 
(2-hydroxyethyl)N, N', N ' -  
triacetic acid 
Al-ethylenediamine,-N, N'- 
bis- (2-hydroxycyclohexyl)-N, 
N'-diacetic acid 
AI-1, 2-diaminocyclohexane-N, 
N,N' ,N ' - te t raacet ic  acid . . . 
Al-polyphosphate 

Percentage b 
of  chelate sa- 
turated with 
ahuninium 

96 

94 

98 

83 

87 

90 
unknown 

Urinary ex- 
cretion as 
pereentage 

of dose 
e d 

25 27 

35 38 

40 41 

80 50 

80 56 

95 95 
42 --  

a Chelates (containing t mg All injected intraperitoneally into 4511 g 
male guinea pigs, except Al-tripolyphosphate where 7 mg AI with 
190 mg Na-polyphosphate was injected intravenously into a 15(10 g 
female rabbit. Injection solutions were all at pH 7"4. 

b The percentage saturation of the chelate may influence the fate of 
the metal (see experiments on yttrium4). 

e Determined by the method of GENTRY and SIlI';RRJNGTON ~* on 
ashed aliquots; results of replicates quoted to the nearest 5%. 

d Determined by the method used in a but on spots cut from pawr 
chromatograms 6 (R/ about 0-07) after running atiquots; results 
are from single runs quoted to the l)earest 1%. 

A l u m i n i u m  is now repor ted  to be only part ial ly ex- 
c r e t ed  in  t he  u r ine  a f t e r  in jec t ion into guinea pigs, rab-  
b i t s  a n d  r a t s  as  AI-EDTA.  R a b b i t s  injected in t ravenous ly  
w i t h  large doses (18 mg  A1/kg) died af ter  a few days and  
showed m o t t l i n g  of the  l ivers and  to a lesser degree of the  
k idneys .  The  l ivers  h a d  undergone fa t ty  change  and  
necrosis  in  the  pe r iphe ry  of the  lobules and  the  kidneys  
showed  t u b u l a r  necrosis.  A ra t  also died af ter  e ight  days  
us ing  t he  same  dose pe r  kg. Alumin ium chelates were, how- 
ever ,  well  t o l e r a t e d  a t  reasonable  dose levels; for example,  
a 300 g ma le  r a t  in jec ted  in t r avenous ly  with 3 mg  of alu-  
m i n i u m  (as A1-EDTA) is appa ren t ly  heal t ly  eight  m o n t h s  
la ter ,  a n d  a p r e g n a n t  female  guinea pig gave b i r th  to 
a n o r m a l  l i t t e r  52 days  af te r  in t raper i tonea l  inject ion 
of 2 m g  of a l u m i n i u m  as the  1 ,2-diaminocyclohexane 
N, N, N' ,  N ' - t e t r a a c e t i c  acid chelate.  Ur ina ry  excret ions  
of a l u m i n i u m  var ied  wi th  the  che la t ing  agen t  used (Table). 

Most  of t h e  u r i n a r y  a lumin ium was in the  sediments ,  
p r e s u m a b l y  in the  form of a lumin ium phosphate .  Aque- 
ous  A1-EDTA (25 ml  con ta in ing  75 mg At, p H  7-4) was 
a l lowed to  s t a n d  for 86 h a t  37°C wi th  powdered defa t t ed  
ox sh in  bone  (5 g), on t r ea t ing  the  sed iment  wi th  N HCI, 
6 m g  of a l u m i n i u m  were dissolved off. There  was 15 mg  
of ca l c ium in t he  supe rna t an t .  A1-EDTA reacted even 
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Faraday Soe. 7, 183 (19491. 

wi th  aqueous  sodium o r t h o p h o s p h a t e  a t  25°C (pH 7) to  
give a small  prec ip i ta te  of AIPOv The  reason for the  
skeletal  deposi t ion of Group  I I I meta ls  t , t  m a y  therefore  
lie in the  s tab i l i ty  of the i r  phospha tes .  T h e  ques t ion  as  to  
w h e t h e r  ca lc ium chela tes  are excre ted following admin i s -  
t r a t i on  of Group  I I I  meta l  che la tes  remains ,  b u t  is no t  
the  objec t  of th is  inves t igat ion.  

We thank Mrs. O, I,. KmntIr attd Mr. M, D. MIt)DLETON for 
a~sistance with some experiments. Messrs. Gl~mv of Basle presented 
the chelating agents and AMCt)H, South Africa, the sodium tripnly. 
phosph;ite. - This rclx~rt is published by permission of the South 
African Council fur Scientific and Industrial Research. 

D. A. SUTTON a n d  L. W. MARASAS 

Pneumoconiosis Research Unit o/the Council/or Scienti- 
/ic and Industrial Research at the South A/rican Institute 
/or Medical Research, Johannesburg, Ju ly  13, 1959. 

Zusammen/assung 
1)er ( ; rad  der  Alumin iumaussehe idung  im Ur in  hgngt ,  

nach miner  Verabre ichung  in Form yon Alumin iumche la t ,  
w)m verwende ten  Chela t  ab. l)ies ist in ( ) b e r e i n s t i m m u n g  
mi t  anderen  Metal len tier Gruppe  11I. Die Ablagerung  
dieser Metalle im Skele t t  b e r u h t  wahrscheinl ich  au l  de r  
Stabi l i tg t  ihrer  Phospha te .  

Increase of Free 5 -Hydroxytryptamlne  
in Blood P l a s m a  by Reserpine and a Benzo-  

quinolizlne Derivative 

l{auwolfia alkah)ids anti  benzoquinol iz ine  d e r i v a t i v t s  
cause a decrease of the  5 - h y d r o x y t r y p t a m i n e  (5 HT) con-  
t en t  in var ious  t issues t. T h e reb y  the  excre t ion  of 5-hydro-  
xyindole acetic acid (5 H I A A), a m a j o r  metabol ic  p roduc t  
of 5 HT, is increased in the  urine t. In  isolated blood pla- 
felets the  5 HT decreases also af ter  add i t ion  of reserpine 
or  the  benzoquinol iz ine  de r iva t ive  2-oxo-3-isobutyl-9,10-  
d i m e t h o x y - l ,  2.3, 4, 6, 7 -hexahydro-benzo[a]qu ino l iz ine  as  
m e t h a n  sulf imate (BQ)S.L I t  has  been suggested t h a t  
Rauwolf ia  alkaloids and  benzoquim)l izine de r iva t ives  ac t  
by  releasing the  5 H T  from the  b iml ing  si te  in t h e  t issue. 
The  released 5 H T  would t h e n  be oxidized by  m o n o a m i n e  
oxidase (MAO) and  excre ted  as 5 H I A A  in t h e  ur ine  s. 
There  is. however,  no proof  t h a t  5 H T  is l ibera ted  as such ;  
i t  m igh t  be metabol ized ,  e. g. a t  t h e  b ind ing  sites, an d  re- 
leased as 5HIAA.  Ev idence  for the  first  tx~ssibility con-  
sists in the  obse rva t ion  t h a t  i ncuba t ion  of r a b b i t  p | a t e l e t s  
with  reserpine in an  a tmosphe re  of n i t rogen causes  an  in- 
crease of the  a m o u n t  of 5HT in the  p lasma  6. 
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The  decrease of t he  t o t a l  5 H T  in va r ious  t i ssues  w h i c h  
is caused  b y  reserp ine  a n d  BQ can  be  c o u n t e r a c t e d  b y  
p r e t r e a t m e n t  of the  an ima l s  w i t h  MAO i n h i b i t o r s  such  
as ip ron iaz id  7, s. I t  is no t  ye t  dec ided  w h e t h e r  t h e  b reak -  
down  of 5 H T  released b y  rese rp ine  a n d  B Q  is d i m i n i s h e d  
b y  MAO inh ib i to r s  or  w h e t h e r  t h e  l a t t e r  d rugs  i n h i b i t  t h e  
l ibera t ion  of 5 H T  induced  b y  reserp ine  a n d  BQ. I n j e c t i o n  
of t he  Rauwol f i a  a lka lo id  r aunesc ine  causes  a n  increase  
of the  5 H T  in t h e  p l a s m a  of r a t s  a n d  r a b b i t s  a f t e r  ip roni -  
azid p r e t r e a t m e n t  % Th i s  p r o b a b l y  sugges ts  t h a t  t h e  me-  
t abo l i sm  of re leased 5 H T  is i nh ib i t ed .  T h e  or ig in  of th i s  
' f ree '  5 H T  remains ,  however ,  u n k n o w n .  

T h e  p r e sen t  w o r k  was  u n d e r t a k e n  to  s t u d y  w h e t h e r  
reserp ine  a n d  B Q  l i be r a t e  5 H T  as such  f rom iso la ted  
p la te le t s  a n d  w h e t h e r  t h e  a m o u n t  of free 5 H T  in  t h e  
p l a s m a  can  be  increased  b y  a c o m b i n e d  t r e a t m e n t  w i t h  
a MAO i n h i b i t o r  a n d  rese rp ine  or  BQ,  respec t ive ly .  

M e t h o d s .  15 h a f t e r  i . p .  i n j ec t ion  of 20 m g / k g  of 
1 -benzy l -2- (5-methy l -3- i soxazo ly lca rbonyl )  h y d r a z i n e  HC1 
(BMIH)  ~0 a r t e r i a l  b lood  was t a k e n  b y  m e a n s  of a poly-  
e thy lene  c a n n u l a  f rom h e p a r i n i z e d  r a b b i t s  in  e t h e r  
anes thes ia ,  we igh ing  2.5 to  3.5 kg  a n d  fas ted  for  16 h.  U n -  
t r a t e d  an ima l s  se rved  as controls .  The  b lood  was  immed i -  
a t e ly  mixed  w i t h  1/9 v o l u m e  of 1% d i s o d i u m  e thy l ene -  
d i amine  t e t r a a c e t a t e  in  sal ine.  Af te r  c en t r i f ug ing  a t  200 -  
300 × g for 5 ra in  t he  p l a t e l e t  r i ch  p a r t  of t he  p l a s m a  was 
w i t h d r a w n  a n d  t he  p rocedu re  r e p e a t e d  once  or  more .  
3 -4  ml  of p l a s m a  were  i n c u b a t e d  w i t h  reserpine ,  B Q  or the  
so lvents  a lone  u n d e r  gen t le  s h a k i n g  for  30-180 m i n  in 
25 ml  E r l e n m e y e r  f lasks  a t  37°C in  room a t m o s p h e r e .  
Af te r  c e n t r i f u g a t i o n  a t  a b o u t  1700 × g for 25 in in  a t  
r oom t e m p e r a t u r e  t h e  5 H T  was  m e a s u r e d  b y  a spec t ro -  
p h o t o f l u o r o m e t r i c  m e t h o d  in t he  p l a t e l e t  poor  p l a s m a  
( s u p e r n a t a n t )  a n d  in  t h e  p la t e t e t s  (sedimentX~). Rese rp ine  
was d issolved in  glacia l  acet ic  acid,  d i l u t ed  w i t h  w a t e r  to  
a f inal  acet ic  ac id  c o n c e n t r a t i o n  of n o t  more  t h a n  0-02% 
a n d  0.025 ml  of t h i s  so lu t ion  a d d e d  in to  each  ml  of p l a sma .  
F i n a l  c o n c e n t r a t i o n  of r e se rp ine :  lag/ml 0-05 ml.  B Q  was  
dissolved in sa l ine  a n d  0.05 ml  of t h i s  so lu t ion  was  a d d e d  
pe r  ml  of p l a s m a  to  yie ld  a f ina l  c o n c e n t r a t i o n  of 20 t*g 
ba se /ml  p l a sma .  All t h e  e x p e r i m e n t s  were  ca r r i ed  o u t  in  
si l iconized glassware.  

P l a t e l e t  c o u n t s  were m a d e  acco rd ing  to  FEISSLY ls in  
t h e  phase  c o n t r a s t  microscope.  1%o decrease  could  be  
found  in t he  n u m b e r  of p l a t e l e t s  d u r i n g  i n c u b a t i o n  w i t h  
reserpine or  B Q  i n d i c a t i n g  t h a t  t he  p l a t e l e t s  were  n o t  
des t royed.  

R e s u l t s . - - ( 1 )  I n  t h e  p l a t e l e t s  of r a b b i t s  p r e t r e a t e d  w i t h  
B M I H ,  i n c u b a t i o n  w i t h  rese rp ine  as well  as w i t h  BQ 
caused  a progress ive  decrease  of t h e  5HT.  T h e  5 H T  in 
t he  p l a s m a  increased  con t inuous ly ,  a m o u n t i n g  to  a b o u t  
45% of t he  to ta l  a m i n e  a f t e r  3h.  I n c u b a t i o n  of t h e  p l a t e l e t  
r ich  p l a s m a  w i t h o u t  a n y  d r u g  caused  no  app rec i ab l e  
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change  of t h e  5 H T  c o n t e n t  in  e i t he r  p la t e l e t s  or  p l a s ma .  
T h e  t o t a l  a m o u n t  of 5 H T  e x t r a c t e d  f rom p la t e l e t s  a n d  
p l a s m a  a f t e r  i n c u b a t i o n  w i t h  reserp ine  or B Q  was  some-  
w h a t  h i g h e r  t h a n  could  be expec ted .  T h e  r ea son  for t h i s  
f ind ing  is n o t  y e t  clear.  I t  could  poss ib ly  be  due  to  a 
m e t h o d i c a l  e r ro r  because  of d i f f e ren t  r ecove ry  r a t e s  of 
t h e  a m i n e  f rom p la te l e t s  a n d  p lasma .  Th i s  has ,  howeve r ,  
no  i m p o r t a n c e  for t h e  i n t e r p r e t a t i o n  of t h e  r e su l t s  
(Figure) .  
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Amounts of 5-hydroxytryptamine in platelets and platelet-free 
plasma after incubation in vitro with 1 ~tg/ml reserpine (a) or ~0 ptg/rul 
benzoquinolizine derivative (b). The animals were pretreated with 
a monoamine oxidase inhibitor of the hydrazine type (BMIH) 
(20 mg/kg Lp. 15 h before bleeding). The curves from above down 
indicate : 

no reserpine incubation, platelets; 
reserpine incubation, platelets; 
reserpine incubation, plasma; 
no reserpine incubation, plasma. 

Each value represents the mean of four experiments. 
Verticat lines: standard error. 
The 5HT values indicated correspond to the amount of platelets 
and plasma, respectively, contained in 1 cm a of platelet-rich plasma. 

(2) I n  t h e  p l a t e l e t s  of controls ,  i n c u b a t i o n  w i t h  1 f ,g/ml  
reserp ine  caused  a decrease  of t h e  5 H T  c o n t e n t  t o  77-0 ± 
5 .0% of t h e  p r e i n c u b a t i o n  va lues  a f t e r  1 h (p > 0.05) a n d  
to  56.6 ± 5'4~o a f t e r  3 h (p < 0.01). I n  t h e  p l a s m a  t h e r e  
was  no  s ign i f ican t  increase  of t h e  5 H T  c o n c e n t r a t i o n  
c o m p a r e d  w i t h  con t ro l s  w h i c h  were  i n c u b a t e d  w i t h o u t  
r ese rp ine  (p > 0.05) (controls :  1 h :  3-2 ± 1-5~o; 3 h :  
3.5 4- 1"4°/o. Rese rp ine  i n c u b a t i o n :  1 t 1 : 5 - 6  4- 1"5~o; 
3 h: 5.5 4- 2.6%). 

D i s c u s s i o n . - -  T h e  resu l t s  show t h a t  in p l a t e l e t  r i ch  
p l a s m a  of r a b b i t s  p r e t r e a t e d  w i t h  t h e  MAO i n h i b i t o r  
B M I H  t h e  free 5 H T  in t h e  p l a s m a  increases  m a r k e d l y  
a f t e r  i n c u b a t i o n  w i t h  rese rp ine  a n d  BQ. T h e  5 H T  rise 
f o u n d  in t h e  p l a s m a  co r r e sponds  to  t h e  5 H T  decrease  in 
t h e  p la te te t s .  Th i s  is s t r o n g  ev idence  for t h e  f ac t  t h a t  
reserp ine  as well  as B Q  are  ab le  to  l i be ra t e  5 H T  as such  
f rom t h e  p la te le t s .  T h e  f ind ings  d e m o n s t r a t e  f u r t h e r m o r e  
t h a t  r ese rp ine  a n d  B Q  sti l l  cause  l i b e r a t i o n  of 5 H T  if 
MA O  is i nh ib i t ed .  Th i s  s u p p o r t s  t i le  a s s u m p t i o n  of  in-  
c reased  free 5 H T  ill t h e  t i ssues  a f t e r  c o m b i n e d  t r e a t m e n t  
w i t h  MA O  i n h i b i t o r s  a n d  R a u w o l f i a  a lka lo ids  or  benzo-  
qu ino l iz ine  d e r i v a t i v e s  respec t ive ly .  T h e  q u e s t i o n  as  to  
w h e t h e r  MA O  i n h i b i t o r s  also i n h i b i t  t h e  r e se rp ine  i n d u c e d  
l i be ra t i on  of 5 H T  f rom p la t e l e t s  h a s  been  i n v e s t i g a t e d  
s e p a r a t e l y  14 

Af t e r  i n c u b a t i o n  of p l a t e l e t  r i ch  p l a s m a  f rom non -  
p r e t r e a t e d  a n i m a l s  w i t h  reserpine ,  t h e  5 H T  in t h e  p l a t e -  
le ts  decreases  w i t h o u t  s ign i f i can t  increase  of 5 H T  in  

la M. K. PAASONEN and A. PLETSCHER, ExpeL, in press (1960). 
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p lasma .  Th i s  and  t he  previous  resul ts  indicate  t h a t  blood 
is able  to  des t roy  endogenous 5HT th rough  an  enzyme 
s y s t e m  w h i c h  can  be  inh ib i t ed  by  MAC inhibi tors .  This  
f ind ing  conf i rms  earl ier  exper iments  which showed t h a t  
h u m a n  b lood  se rum oxidizes added 5HT, an  effect which  
is i n h i b i t e d  b y  t he  MAC inh ib i to r  iproniazid~L The  in- 
crease  of 5 H T  in t he  plasma, a f te r  incubat ion  of plate le ts  
w i t h  r e se rp ine  in  N ,  a tmosphere  ~ can  probab ly  also be 
a t t r i b u t e d  to  inh ib i t ion  of th i s  enzyme. I t  is no t  known, 
however ,  w h e t h e r  t he  b reakdown of the  5HT derived front 
p l a t e l e t s  t akes  place in the  plate le ts  or  in  the  plasma,. 

M. K. PAASONEN* and  A. :PLETSCltER 

Medizinische A bteilung der F. Ho/[mann-La Roche & Co. 
& Co. A.G., Basel, October 5, 1959. 

Zusammen/assung 

N a c h  V o r b e h a n d l u n g  yon  Kaninchen  mi t  einem Mono- 
a m i n o x y d a s e - H e m m e r  des Hydraz in-Typs  wurde p la t t -  
chenre iches  :Plasma m i t  Reserpin und  einem Benzo- 
ch ino l i z in -Der iva t  inkubier t .  I m  P lasma kam es dadurch  
zu e inem A n s t i e g  des n i ch t  an  Thrombozy ten  gebundenen  
5HT,  de r  d e m  Abfa l l  des Amins  in den Thrombozy ten  
e n t s p r a c h .  Bei  Kont ro l l t i e ren  (ohne Monoaminoxydase-  
H e m m e r )  f i ih r te  die I n k u b a t i o n  yon  p la t tchenre ichem 
:Plasma m i t  Reserpin.  zu ke inem Anstieg des Ireien 5HT 
ira P l a sma ,  obgleich es in den Thrombozy ten  ztl einer 
s t a r k e n  S e n k u n g  des Amins  kam.  

15 G. MARTIN, N. F-RIKSEN, and E. P. Bsm)xzT, Fed. Prec. 17, 
447 (1958). 

* Guest worker from the Department of Pharmacology, thriver- 
sity of Helsinki (Finland). Supported by a grant from the Fimfish 
Medical Society Duod¢cim. 

(~ber die villikininartige Wirkung des Harnes 

ohne Einfluss auf  den 131utdruck. In  s e i n e r W i r k u n g  i ihnel t  
tier m i t  Nor i t  ausgeschi i t te l te  uncl zum S iedepunk t  er- 
h i t z te  H:trn dcm Villildnin, das  cl~mfalls nicll t  a n  Nor i t  
absorb ic r t  wird, t he rmos tab i l  is t  an d  den B lu td ruck  n i ch t  
beein flusst. 

Es  is( unwahrschein l ich ,  dass  die D a r m z o t t e n b e w e g n n g  
nach  in t r aven6se r  Appl ika t ion  des ] t a rn e s  d u t c h  I-l-Sub- 
s ( a l l e n  oder  die Subs t anz  p 6  v e r u r s a c h t  wird, d~t diesc 
beiden Stoffc eine t3h l td rucksenkung  hervorrufen ,  de r  m i t  
Nor i t  a,usgcschiit telte Ha rn  jedoch den  131uldrnclc n ich t  
verSmler t .  

Ich danke ih,rra Prof. l.ul)]~SY und lterrn Dr. GJ, TI ntis dell 
lhtthophysiologischen Instltut ill lhldalwst ffir (tie l~lllerl)rfifuug 1111(I 
Bestiitigung nwincr l.;rgebnisse, I)h,se Forsclwr habcn nfieh darauf 
aufmcrksant gcn~achtp tlass (tit; I)ariBTJ~ttcllbewcgung~ wclchc dutch 
Villikinilt sowJe auch (hitch il|tr;lvcn6se (;al)c|t VOlt ll;|rn allsgc.liNt 
wirdp durch llcxatm, thonium bhwkicrt werdcn k;lllll. 

A. SVATOg 

l:orschm,gsinstitut [iir Pharmazie and Biochemie, Prag 
(Tschechoslowakei), 7. Juli 1959. 

Slo~lmary 

I n t r av en o u s  appl ica t ion  of ]llllll~l.n Ilritle to dogs has  
s imilar  effects as villikinin, Nor i tcabsorbed,  hea ted  and  
filterecl ur ine s t i nn thdes  tile n m v e n l e n t  of tile ines t inal  
villi b u t  has  no effect on blood pressure.  

G. LUDANY, T. GA'rl, ST. SZAIIO llnd J. t hm:.(;, Arch. int. Phar- 
Inacodyll. 118~, tP2 { 19~}ll). 

Changes of Evoked Potentials in Lateral Genicul- 
ate Body and Visual Cortex during Repetitive 

Photic Stimulation In the ,Cerveau isol6' Cat t 

Die D a r m z o t t e n b e w e g u n g  wird hormonal  durch das 
Vi l l ik in in  ges teuer t ,  das du t ch  sekretogene Impulse  aus 
de r  D i i n n d a r m s c h l e i m h a u t  freigesetzt wirdLL Die Wir-  
k u n g  des  Vi l l ik in ins  verschwinde t  nach  Ganglienblok- 
k a d e L  

Es  wurde  un t e r such t ,  ob die intravenSsc Verabre ichung 
y o n  M e n s c h e n h a r n  die Darmzot tenbewegung  beeinflusst.  
Die Ver suche  w u r d e n  an  23 H u n d e n  nach  der  Methode 
v o n  KOKAS u n d  LUDANV durchgef l ihr tL Den Tieren 
w u r d e  f r i scher  n a t i v e r  H a m  yon Gesunden bei nfichter-  
nero  M a g e n  i n t r a v e n 6 s  verabre ich t .  Ferner  wurde der  
H a m  m i t  N o r i t  ausgeschfi t te l t ,  zum Siedepunkt  e rh i t z t  
u n d  n a c h  Abk i ih l en  fi l tr iert .  Der  dera r t  aufgearbci te te  
H a m  w u r d e  ebenfal ls  in t r aven6s  verabreicht .  

Sowohl  de r  n a t i v e  H a r n  als auch  der  mi t  Nor i t  aus- 
gesch t i t t e l t e  u n d  zum Siedepunkt  e rh i tz te  H a r n  riefen 
u n g e f ~ h r  gleich s t a rke  Darmzo t t enbewegungen  hervor .  
(Abbi ldung . )  Diese d a u e r t  nach  der  n iedr igs ten  Dosis 
10 min ,  n a c h  de r  h0chs t en  Dosis l~inger als 30 min.  l )e r  
n a t i v e  H a r n  bewi rk t e  Blu tdrucksenkung ,  der  mi t  Nori t  
ausgeschf i t t e l t e  u n d  zum Siedepunkt  e rh i tz te  Ur ic  war  

i E. KOKAS und G. LUDAN¥, Pflfigers Arch. 23Z, ~293 (193:|). 
2 E. KOKAS und G. LUDANY, Pfliigcrs Arch, 234, 182 (19:1.1). 
s T. GATI, G. LUDANY" und A. SANTHA, Arch, int. l*harmacodyn. 

lzs, 390 (195s). 
E. KOKAS und G. LUDANY, Pflijgcrs Arch. 231, ~0 (193~). 

Folh)wing prolonged repe t i t ive  phot ic  s t inmla t ion ,  the  
ewfl<ed po ten t ia l s  recorded from the  visual  cor tex  an d  
tile la teral  geniculate  body  decrease marked ly  in ampl i -  
tude.  This  phenonlenon,  usual ly  referred to as ' h a b i t u a -  
t ion '  2,a has  been a t t r i b u t e d  to the  ac t iv i ty  of the  ascend-  
ing reticul;tr sys tem,  in  an  a t t e m p t  to ascer ta in  tile role 
of the  re t icular  fo rmat ion  in tile process of visual  hab i tua -  
t ion,  we h:we perhwxnetl exper iu lcn ts  which are repor ted  
below, 

'Cerveau isol6' ca ts  wi th  in tercol l icular  t r ansec t ion  
were used, The  e lect rocor t ical  ac t iv i ty  was recorded 
monopola r ly  on an  inkwri ter ,  while a CRO was used for 
recording t h e  evoked po ten t i a l s  of the  p r i m a r y  v isua l  
cor tex  and  of the  la teral  genicula te  body.  The  phot ic  s t im-  
u la t ion  consis ted of t / s - f lashes  tff whi te  l ight,  the  in- 
t ens i ty  of which wa.s hekl  c o n s t a n t  t h r o u g h o u t  tile per iod 
of tile exper iment .  Ol fac tory  s t i rmflat ion was used for 
p roduc ing  ' d i shab i tua t ion '~ ,L  T h e  mesencepha l ic  re t ie-  
u lar  fo rmat ion  was s t i nmla t cd  t h r o u g h  concen t r i c  clot-  

I This re~carch ha~ been spnnsored johltly by tilt. Office of 
Seieutific Research . f  the Air bh.seart'h i[lld I)CVt'IopIIlP|It ColBlllalld t 
United States Air Force, thronvfl~ its I.;uropeaa Office, tu,h,r Con- 
tract No. AF 111{05~)-107 and by thc Roekcfi,lh, r Foundation. 

[{. III.:RNA.NDIt.z-lh':()Nj C, (;ZTZMAN-];Lt)RI~.q, M. ALCARAZ~ alld 
A. FI.:R~Am~V.z-GvARz~mLA, Fcd, proc. 16, 91 (1956). 

s R. lh.:l~sAnm.:z-lh.:6N, C. (;vz.~As-Fz.ozu~s, M. AI.CARAZ, and 
A. FI':RNANDI';Z-(;UARDIOLA, Acta m'urol, latinoanwr. 4, IOl (1958). 


