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Que la r a t e  soil  le s i te  de l ' appa r i t i on  d ' u n  an t ig6ne  
p e u t  signifier ou b ien  que  ce t t e  pro t6 ine  a n . f i n a l e  es t  
b iosynth6t i s6e  duns  le foie ou ail leurs sans  que  nous  
ay ions  r6ussi, duns  nos  cond i t ions  exp6r imenta les ,  ~ l ' y  
d & e c t e r  e t  que  la r a t e  af t  pu  l ' adsorber ,  comme elle le 
fa i t  pou r  l ' an t ig6ne  de la t u m e u r  de Walker2,L ou bien  
que  la r a t e  soft  le cen t re  de f ab r i ca t ion  de ce t  an t igone ;  
la n a t u r e  g lobul in ique  de  ce t  an t igone  p e u t  mi l i te r  en  
f a v e u r  de ce t t e  derni6re  in t e rp r6 ta t ion .  

Conclusion. Nous  avons  pu  d &ec t e r  une  globul ine 
a n o r m a l e  a p p a r a i s s a n t  darts la r a t e  de r a t s  nourr i s  au  
DAB depuis  s ix sema ines lL  

Summary. An a b n o r m a l  g lobul in  has  been  de tec ted  in  
the  spleen of F i sher  i nb red  r a t s  fed w i th  a D A B  con ta in -  
ing bas ic  diet .  Th i s  a b n o r m a l  g lobul in  appea r s  in  the  
spleen on  the  s ix th  week a f t e r  the  in i t i a t ion  of t h e  diet .  

D. DUFOUR 

Fig. 2. D6monstration immuno61ectrophor6tique du comportement 
globtflinique de l'antig~ne qui apparait clans la rate du rat nourri au 
DAB. Act  C: extrait de rate du rat nourri au DAB. Bet  D: extrait de 
rate normale. Cuves longitudinales: Sup&ieure: antis&urn de lapin 
anti-h6patome apr~s absorption par l'extrait de rate normale. In- 

f6rieure: Immuns~rum anti-h6patome. 

Ddpartement de Biochimie, Faculld de Mddecine, Uni- 
versitd Laval, Qudbec (Canada), le 3 ]uillet 1962. 
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U r i n a r y  E x c r e t i o n  o f  C 1 4 - H i s t a m i n e  a n d  M e t a b -  

o l t t e s  i n  C a t s  a f t e r  C 1 4 - H i s t a m i n e  G i v e n  I n t r a -  

v e n o u s l y ,  a n d  i n t o  t h e  C e r e b r a l  V e n t r i c l e s  

W h e n  h i s t a m i n e  is pe r fused  t h r o u g h  t h e  ce rebra l  
ventr ic les  in  a n a e s t h e t i z e d  cats ,  p a r t  of i t  escapes in to  
the  b lood s t r e a m l , L  However ,  w h e n  smal l  q u a n t i t i e s  of 
r ad ioac t ive  h i s t a m i n e  (Cl*-h is tamine)  were per fused  in 
the  same  way,  i t  cou ld  n o t  be  d e m o n s t r a t e d  in t h e  b lood  s . 
Yet,  t he  poss ib i l i ty  ex is t s  t h a t  CX~-histamine was p resen t  
in the  blood, b u t  in  c o n c e n t r a t i o n s  too  low to  be  measured .  
The  p r e s e n t  e x p e r i m e n t s  were des igned to  t e s t  t h i s  pos-  
sibil i ty,  u s ing  t h e  u r i n a r y  exc re t i on  of CX*-histamine a n d  
its me t abo l i t e s  as  a n  i ndex  of t h e i r  p resence  in t he  blood. 
In cats, i n t r a v e n o u s l y  i n j ec t ed  C14-histamine can  be re- 
covered  a l m o s t  q u a n t i t a t i v e l y  in the  u r ine  as CX4-hista - 
mine  a n d  metabo l i t e s* .  

I n  ca t s  u n d e r  N e m b u t a l  anaes thes i a ,  C14-histamine 
was a d m i n i s t e r e d  e i t h e r  b y  per fus ion  of t he  ven t r i cu l a r  
sys t em f rom t h e  l a t e ra l  ven t r i c l e  to  t he  aqueduc t ,  as 
descr ibed b y  Bhattacharya a n d  Feldberg s, or b y  con-  
t inuous  in fus ion  i n to  a f emora l  vein,  b o t h  a t  a r a t e  of 
0.11 ml /min .  Blood  pressure  was recorded in a femora l  
a r te ry .  Ur ine  was  col lec ted  t h r o u g h  p o l y t h e n e  c a t h e t e r s  
inse r t ed  i n t o  t h e  u re te r s ,  t h e  f i r s t  col lec t ion per iod  com-  
menc ing  w h e n  t h e  a d m i n i s t r a t i o n  of Cl*-his tamine  
s ta r ted .  T h e  u r ine  was  col lected in vessels con ta in ing  
hydrochlor ic  acid,  a n d  d iv ided  in to  a l iquots  for t he  
d e t e r m i n a t i o n  of i t s  c o n t e n t  of Cl4-h is tamine  a n d  m e t a b o -  
lites, u s ing  t h e  i so tope  d i l u t i o n  m e t h o d s  dev ised  b y  
SCrlAYER (for de ta i l s  of t h e  procedures ,  seeS,*). The  
rad ioac t ive  s amples  were  c o u n t e d  u n d e r  s t a n d a r d i z e d  
' in f in i te  t h i c k n e s s '  condi t ions* .  A t  leas t  1000 c o u n t s  
were t a k e n .  1 ~tg Cl*-h i s tamine  base,  a n d  equ imo la r  
a m o u n t s  of i t s  me tabo l i t e s ,  gave  3000 coun t s /min .  

In  two  ca t s  0.9 ~g CX4-histamine was infused in t ra -  
venously ,  a n d  t h e  ur ine  a n a l y s e d  for C14-histamine a n d  

me tabo l i t e s  (Table  I). I t  was found  t h a t  CU-h i s t amine  
a n d  C14-methylh is tamine  were on ly  excre ted  d u r i n g  the  
f i rs t  3 h. No free Ct4-imidazoleacetic acid was found.  
The  m a i n  u r i n a ry  me tabo l i t e  was C t ' -me thy t imidazo le  - 
ace t ic  acid, as shown  prev ious ly  b y  SCHAYER 4. I t  was  
sti l l  p r e sen t  in the  ur ine  more  t h a n  7 h a f t e r  t h e  end of 
t he  infusion of h i s t amine .  A t  t h e  end  of the  expe r imen t s ,  
t h e  k idneys  were r emoved .  T h e y  con t a ined  no  C x4- 

Tab. I. Urinary excretion of Cti-histamine and metabolites (ex- 
pressed as counts/min) during and after intravenous infusion of 
0.9 Ftg CX4-histamine in anaesthetized cats. Duration of infusion 

40 rain 

Experiment Minutes after start of infusion 
of Cl4-histamine 

1- 61- 18i- 301- 421- 
60 180 300 450 480 

1 Histamine 57 96 0 0 
Methylhistamine 30 10 0 0 
Methylimidazoleacetic acid 160 390 500 190 
Imidazoleacetic acid 0 0 0 0 

2 Histamine 54 5 0 0 
Methylhistamine 56 8 0 0 
Methylimidazoleacetic acid 328 760 384 184 

0 
0 
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Tab. II. Urinary excretion of C14-histamine and metabolites (expressed as counts]min) in anaesthetized cats. Comparison between ventricular 
perfusions of Cl*-histamine during 40 rain, and intravenous infusions of Cl*-histamine during 40 rain 

Experiment Route of Amount of 

administration CX4-histamine 
of C14-histamine administered 

Minutes after start of administration of C~4-histamine 

1-60 61-120 121-180 181-240  241-300 

1 Ventricular perfusion 9 tag Histamine 16 5 3~ 9 
Methytimidazoleaeetie acid 40 136 120 96 

2 Ventricular perfusion 9 tag Histamine 11 3 0 12 
Meth ylimidazoleaeetie acid 72 316 432 

3 Intravenously 0.18 ~g Histamine 23 5 5 0 
Methylimidazoleacetic acid 112 120 7~ 56 

4 intravenously 0.9 tag Histamine 72 10 3 5 

5 Intravenously 0.09 tag Methylimidazoleacetic acid '20 44 30 

0 

o 
36 

h i s t amine ,  and  only t races  of C~4-methylimidazole-acetic 
acid. 

In  t he  following e x p e r i m e n t s  (Table II) ,  only  C 14- 
h i s t amine  and  C~*-methylimidazoleacetic  acid were  
measured .  Small  a m o u n t s  of C~-h i s t amine  were excre ted  
dur ing  and  a f te r  t h e  ven t r i cu la r  perfus ions  w i th  C ~4- 
h i s tamine .  Large  a m o u n t s  of CX4-methylimidazoleacetic 
acid were s imul t aneous ly  excre ted .  I n t r a v e n o u s  infusion 
of 0.18 ~g Ca4-histamine resu l ted  in the  u r ina ry  excre t ion  
of C~4-histamine and  C~4-methylimidazoleacetic acid in 
a m o u n t s  r a t h e r  s imilar  to  those  observed  in t he  ven t r i cu-  
lar  perfus ions  w i th  9 tag Cl t -h is tamine .  Correspondingly ,  
0.09 tag CX4-histamine in t r avenous ly  gave less C~4-methyl - 
imidazoleacet ic  acid, and  0.9 tag in t r avenous ly  gave 
more  C~4-histamine, t h a n  9 t~g Ca4-histamine per fused  
t h r o u g h  t h e  ventr icles .  This  implies  t h a t  rough ly  2% of  
t he  Cl*-his tamine per fused  t h rough  the  ven t r i cn t a r  s y s t e m  
escaped  in to  t he  b lood s t ream.  However ,  th i s  conclusion 
m a y  be s o m e w h a t  unce r t a in  since it is known  t h a t  h is ta -  
mine  ca tabo l i sm in vivo can take  place in the  feline 
bra in  a and  k idney  7.L The  la t t e r  organ is p robab ly  s imilar  
to  t h a t  of t he  dog, which  has  a cons iderable  capac i ty  to  
m e t h y l a t e  h i s t amine  in vivo% In  t he  p r e sen t  expe r imen t s ,  
also o t h e r  organs  m a y  h a v e  con t r i bu t ed  to  t he  ca tabo l i sm 
of admin i s t e r ed  h i s tamine .  

Using the  gast r ic  secre t ion as an index  of the  absorp t ion  
of h i s t amine  in to  t he  b lood s t ream,  DRASKOCI e t  a13 

ob ta ined  values  ind ica t ing  t h a t  1 - 2 %  of t h e  h i s t amine  
per fused  t h r o u g h  the  vent r ic les  en t e red  the  blood s t ream.  
Thus ,  t h e  e s t ima te s  p re sen ted  here  agree fair ly  well  w i th  
those  o b t a i n e d  w i t h  doses of h i s t a m i n e  severa l  h u n d r e d  
t imes  g rea te r  2. I t  r ema ins  to  be es tab l i shed  w h e t h e r  the  
h i s t amine  and  its me tabo l i t e s  en te r  t he  b lood s t r eam 
d i rec t ly  f rom the  ven t r i cu la r  fluid, or via t he  bra in  tissue. 

Zusammen/assung. In  narko t i s ie r te  K a t z e n  w u r d e  C 1*- 
H i s t a m i n  e n t w e d e r  du rch  H i r n v e n t r i k e l  p e r f u n d i e r t  oder  
i n t r aven6s  inj iziert .  Seine Aussche idung  u n d  /vIeta- 
bol i te  in Ur in  wurde  gleichzei t ig b e s t i m m t :  C a . 2 %  des 
d u r c h  die H i r n v e n t r i k e l  p e r f u n d i e r t e n  C l* -His t amins  
w u r d e  im B l u t s t r o m  r e s o r b i e r t .  
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T h e  E n d e c a p e p t i d e  E l e d o i s i n  as  P o w e r f u l  V a s o -  
d i l a t ing  and  H y p o t e n s i v e  A g e n t  in  Man 

R e c e n t l y  SANDRIN and  BOISSONNAS h a v e  syn thes i zed  
the  e n d e c a p e p t i d e  'E ledois in  '1, t he  ac t ive  pr inciple  of 
t he  pos te r io r  sa l ivary  g lands  of Eledone moschata and  
A ldrovandi. This  pr inciple  has  been  recognized,  isolated 
and  puri f ied b y  ERSPAMER 3. I t  has  a s t r ik ing hypo tens ive  
effect  in several  an imal  species and  par t i cu la r ly  in t he  
dog;  the  non-vascu la r  s moo th  muscles  are equal ly  v e r y  
sensi t ive  to  th is  pep t ide  a. The effects  of eledoisin have  
no t  y e t  been  t e s t e d  in man .  

The p re sen t  p a p e r  deals  wi th  in fo rma t ion  ob ta ined  
expe r imen ta l ly  on the  effects  of the  syn the t i c  eledoisin 4 
on the  ar ter ia l  and  spinal  fluid pressure  in man.  This  

p a p e r  a ims also a t  assessing some th resho ld  effects 
compar ing  th is  subs t ance  wi th  o t h e r  vasoac t ive  com- 
p o u n d s  wi th  g rea te r  v a s o m o t o r  power,  n a m e l y  Brady-  
kinin and  H i s t a m i n e  4. We  wished to  assess also whe the r  
hype r t ens ive  subs tances ,  such  as Norep inephr ine  and 
H y p e r t e n s i n  4, would an tagon ize  the  h y p o t e n s i v e  etfect  

1 E. •ANDRIN and R. A. BOISSONNAS, Exper. 18, 59 (1962). 
V. ERSeAMER, Exper. 5, 79 (1949). 
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eledoisin (ELD 950) and bradykinin (Br 640), to Roche Co. of 
Basel for histamine dihydroehloride (Imido), to Ciba Co. of Basel 
for Hypertensin, to Recordati Co. of Correggio (Italy) for norepi- 
nephrine (Nor-Adree). 


