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activities of desamino*-arginine-vasopressin, only that on 
the chicken blood pressure is higher than the correspond- 
ing potency of arginine-vasopressin. The suppression of 
the N-terminai amino group of arginine-vasopressin does 
not equally affect the so-called vasopreesin-like activities. 
The pressor activity is practically unchanged, whereas the 
antidiuretic potency is approximately tripled. With an 
antidiuretic activity of 1300 IU/mg, desamino-arginine- 
vasopressin is the most active compound so far found in 
the field of the neurohypophysial peptides. The dose. 
response curves of arginine-vasopressin (Inten~tiomd 
Standard) and desamino*-arginine-vasopressin shown in 
the Figure were obtained in 6 rats by repeating each dose 
ten times in a fully randomized sequence. Statistical anal- 
ysis showed that  the calculated dose-response curves can 
be regarded as parallel. Consequently the high antidiuretic 

activity of demmdnot4qtnino-vampmmin is not confined 
to a particular does range, but can be cons/dered a8 p n -  
erafly vadid. 

Z t ~ a m . u . q a ~ ,  Die Syutheee und die phannakolofl-  
~hen  H a u p t ~ g ~  yon Deemnino*-Arsinin-Vuo- 
premin werden beechrteben. Dieeee Peptid b t  dutch eine 
hohe (1300 IE/ms) und rel~tiv selektive Imtidinretische 
Wirlammkeit &uqezetclmet. 

11. L. Hvoum~m. E. ST0nMZn. 
R. A. BOXUONNAS. t nd  B. B z n v z  

Foy~_A~q~simbor~oJ~ da~ 5dmdog AG, Bee;:. 
(S~/m,e~,~). Now, W~ 27, ~. 

G o n a d o t r o p h i c  Ac t iv i ty  in H y p o t h a l a m l c  
E x t r a c t s  

I t  has been published repeatedly that some hypotha- 
lamic extracts can release the pituitary hormones. Several 
authors claimed success in obtaining a hypothalamic ex- 
tract with LH releasing activity t-4. The depletion of 
ovarian ascorbic acid, the direct visualization of the tubal 
ova, the appearance of recent corpora lute~ in the an- 
drogenized sterile female rat, were used as a test of the 
LH release. The extracts used by these authors were pre- 
pared from rat or sheep brains. 

GUILLEMIN 4 reported that  the administration of hypo- 
thalamic extracts to sterile rats produced corpora lutes, 
and concluded from this and other evidence that theae 
extracts contained an LH releasing factor. For the general 
work of our laboratory, it was important to check this 
conclusion in the androgenized sterile hypophysectomized 
rats. 

Sheep hypothalamic extracts were prepared, following 
exactly the indication given by GUILLEMIN. Sterile rats 
were obtained by means of injecting them with 200 pg of 
testosterone propionate on the 4th day after birth. 

Animals were used when adult; some of them were 
hypophysectomized by way of parapharingeal or trgns- 
auricular technique. Extracts were injected intravenously 
immediately after they were prepared. When hypo- 
physectomized sterile rats were used, extracts were in. 
jected after the operation, as soon as the anitA! had re- 
covered. Injected animals were killed 48-72 h after the 
injection. Immediately before the injection of the extract 
one of the ovaries was removed, weighed, fixed in Helly 
solution and kept as control of the action of the extracts. 
Weight and appearance of the corpora lutea were taken 
as indicators of gonadotrophic activity. 

In  the first experiment 6 sterile rats and 8 hypophysec- 
tomized sterile rats were injected with hypothalamic ex- 
tracts. Corpora lutea were found in the ovaries of all the 
sterile rats and five out of eight hypophysectomised ster- 
ile rats showed also corpora lutea after the injection of 
hypothalamic extracts. In all the injected animals the 
weight of the remaining ovary increased. This experiment 
showed clearly that  the production of corpora lutea can- 
not be attributed to an LH releasing factor but to an in- 
trinsic gonadotrophic activity of the hypothalamic ex- 
tracts (Figure 1). 

A second experiment was undertaken in order to verify 
whether the gonsdotmphic activity was found throujhout  
the whole hypothalamus or  conc~t ra ted  In the region of 
the median eminence. 

Eight sterile fenude mr8 were injected with 
prepared from the resion of the median eminence (Figure 
2) and eight other rats with e~h,,cts prelxUUi with the 
r e ~  h y p o ~  

Every animal of the g ,  mp injected w i th  the extracts 
from the median eminence showed corpora lutea in their 
ovarim, where~ the premace o~ corpora lu tm amens  the 
aniauds of the group injected with the 'mmsiuin~ hypo- 
thalamus was shown by only one of them. This experi- 
ment pointed out that  the ip~mdotrophic activity of the 
h y p o ~  extracts w u  hisher in the msiou of the 
median eminence than in the remaining hypothalmn~.  
I t  is convenient to remember that  the neuroh ophymal 
tissue which constitutes the median eminence sod the 

I'/g. I. ~ of • e l  h~oph~mmmu~m/n,t. Left: the ovary 
t~om i ~  of the eah-aot. Itl~t: flu ~ .L . ,%.  
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p i t u i t a r y  s t a l k  lies side b y  side w i t h  t h e  pa r s  t ube ra l i s  of 
t h e  a d e n o h y p o p h y s i s  (F igure  2). W h e n  a n  e x t r a c t  of t h e  
m e d i a n  e m i n e n c e  reg ion  is p repa red ,  t h e  m a t e r i a l  con-  
t a i n s  n o t  o n l y  n e u r o h y p o p h y s e a l  t i s sue  b u t  pa r s  t u b e r a l i s  
also. 

F o r  p r o p e r  e v a l u a t i o n  of t h e  resu l t s  o b t a i n e d  w i t h  
h y p o p h y s e c t o m i z e d  an imals ,  i t  is i m p o r t a n t  to  keep  in 

m i n d  t h a t  t h e  gonads  of h y p o p h y s e c t o m i z e d  an imMs 
r e a c t  in  a d i f fe ren t  w ay  f rom t h o s e  of n o r m a l  a n i m a l s  x,5,*. 
Al l  t he se  fac t s  shou ld  be  t a k e n  i n to  a c c o u n t  w h e n  t h e  
g o n a d o t r o p h i c  re leas ing  a c t i v i t y  of a h y p o t h a l a m i c  ex- 
t r a c t  is c l a imed  to  h a v e  b e e n  found .  E n o u g h  ev idence  h a s  
been  a c c u m u l a t e d  to  a d m i t  t h e  ex i s t ence  of a c e n t r a l  
n e r v o u s  s y s t e m  con t ro l  of t h e  p i t u i t a r y  g land ,  b u t  d o u b t s  
m a y  be  cas t  on  some  of t h e  e x p e r i m e n t s  w h i c h  c la imed 
success in  o b t a i n i n g  h y p o t h a l a m i c  e x t r a c t s  w i t h  gonado-  
t r o p h i c  re leas ing  ac t iv i ty .  O u r  e x p e r i m e n t s  show t h a t  
GUILLEMI~'S e x t r a c t s  h a v e  in t r ins i c  g o n a d o t r o p h i c  ac- 
t iv i ty .  

Rdsumd. Si l ' on  a d m i n i s t r e  ~ des  r a t s  st6ri les p a r  tes tos -  
t6 rone  des  e x t r a i t s  h y p o t h a l a m i q u e s  de  m o u t o n  pr6par6s  
s u i v a n t  la t e c h n i q u e  de GUILLEMIN, On d6c lenche  l ' ap-  
p a r i t i o n  des  corps  j aunes  auss i  b ien  chez  les r a t s  en t ie rs  
que  chez  les a n i m a u x  pr iv6s  d ' h y p o p h y s e .  Ces e x t r a i t s  o n t  
une  ac t iv i t6  g o n a d o t r o p h i q u e  in t r ins6que .  

J.  H. TRAMEZZANI a n d  L. M. VOLOSCHIN 

Instituto de Biolog[a y Medicina Experimental, 
Laboratorio de Neurobiologla, Obligado 2490, Buenos Aires 
(Argentine), June 1, 1964. 

Fig. 2, Sagittal section of the hypothalamic region of sheep. H : hypo- 
physis. O.ch.: optic ehiasm. M,E.: median eminence. P.T,: pars 

tuberalis. 
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D - A m i n o s i i u r e h a l t i g e  A n a l o g a  d e s  E l e d o i s i n s  1,2 

Bei  der  Mehrzah l  de r  d u r c h  A m i n o s / i u r e a u s t a u s c h  syn-  
t h e t i s i e r t e n  P e p t i d w i r k s t o f f a n a l o g a  wurde  als a u s t a u -  
s chende  AminosAure  eine s t r u k t u r e l l  v e r w a n d t e  A m i n o -  
siiure, e ine Aminos / iu r e  m i t  g te icher  ode r  en tgegenge -  
s e t z t e r  Pola r i tAt  oder  eine Aminos~ure ,  die d u t c h  das  E in -  
f i ihren,  ~,Veglassen ode r  d u r c h  S u b s t i t u t i o n  e iner  f u n k -  
t ione l l en  G r u p p e  e n t s t a n d e n  ist,  v e r w e n d e t .  E i n  a n d e r e r  
Weg  w u r d e  vo r  e in iger  Zei t  in u n s e r e m  L a b o r a t o r i u m  zur  
B e u r t e i l u n g  de r  B e d e u t u n g  j ede r  e inze lnen  ind iv idue l l en  
Aminos~iure ftir die biologische A k t i v i t / i t  e ingesch lagen  
u n d  s y s t e m a t i s c h  jede Aminos l tu re  des B r a d y k i n i n s  gegen 
A l a n i n  a u s g e t a u s c h t  u n d  so die Re ihe  Ala  1- bis  Ala  ~- 
B r a d y k i n i n  s y n t h e t i s i e r t  a. 

I n / i h n l i c h e r  Weise  h a b e n  wir  in  d e m  C- te rmina len ,  die 
Aminos~iuren 5-11 u m f a s s e n d e n  H e p t a p e p t i d a n a l o g o n  
des  E ledo i s ins :  

5 6 7 8 9 10 11 
H-Gly-L-Ala-L-Phe-L-Val-Gly-L-Leu-L-Met-NH~,  

das  ans te l l e  de r  Asparag ins / iu re  in  Pos i t i on  5 e inen  Glycyl -  
r e s t  u n d  ans te l l e  des I so leue ins  in  Pos i t i on  8 e inen  Valy l -  
r e s t  en th i i l t  u n d  das  au f  mo la r e r  Bas is  e t w a  30% der  Ak-  
t i v i t ~ t  des E ledois ins  be s i t z t  4, alle op t i sch  a k t i v e n  A m i n o -  
s / iuren jeweils  gegen die e n t s p r e c h e n d e  D-Aminosl iure  

a u s g e t a u s c h t .  Dar f iber  h i n a u s  w u r d e n  wei tere  Analoga  
m i t  2, 3 u n d  4 D-Aminos/ iuren  sowie die Al l -D-Verb indung  
m i t  5 p -A mi n o s / i u r en  syn the t i s i e r t .  F e r n e r  w u r d e n  zwei 
H e p t a p e p t i d e  m i t  je e iner  n-Aminos~ture  zu d en  eledoisin- 
a n a l o g c n  U n d e k a p e p t i d e n  ver l / inger t .  

I n  de r  Tabe l le  s ind ffir diese V e r b i n d u n g e n  die Grenz- 
dosen  f l i t  die K o n t r a k t i o n  des Meer schwe inchen- I l eums  
u n d  fiir die S e n k u n g  des  K a n i n c h e n b l u t d r u c k e s  zusam- 
m e n g e s t e l l t  u n d  die r e l a t i v e n  A k t i v i t / / t e n  bezogen  au f  das 
A l l - L - H e p t a p e p t i d a n a l o g o n  = 100 angegeben .  Z u r  Er- 
m i t t l u n g  dieser  R e l a t i o n e n  w u r d e n  die Dos is -Wirkungs-  
k u r v e n  in de r  g r a p h i s c h e n  D a r s t e l l u n g  % S e n k u n g  = f 
(log Dosis) he rangezogen .  

\Vird  eine de r  C - t e r m i n a l e n  5 A mi n o s / i u r en  gegen die 
e n t s p r e c h e n d e  D-Aminos~iure a u s g e t a u s c h t ,  so f i ih r t  das 
zu e iner  R e d u k t i o n  de r  Ak t iv i t l i t  au f  u n t e r  1%.  Die 
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