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subcu taneous  rou t e  are  also g iven  for  compar i son .  I t  was 
found t h a t  t h e r e  is a l inea r  r e l a t i onsh ip  b e t w e e n  t he  fall  
of the  N a + / K  + ra t io  a n d  t he  l o g a r i t h m  of the  dose of each  
corticoid a d m i n i s t e r e d  b y  m o u t h  in t he  fol lowing ranges  : 
a ldosterone 0.06-2-00 tug; C1-F 0.05-10-00 /~g. As ex- 
pected t h e  r e sponse  o b t a i n e d  b y  t h e  ora l  r ou t e  for each  
comparab le  dose  level  was  less t h a n  t h a t  o b t a i n e d  w h e n  
the same s t e ro id  was  g iven  s ubcu t aneous l y .  F r o m  t h e  
regression l ines t a b u l a t e d  in t he  Table ,  t he  dose of each  
steroid w h i c h  p roduces  a 50% effect  on  t he  N a + / K  + ra t io  
has been  ca lcu la ted ,  th i s  be ing  for  t h e  oral  rou te  0.68 #g  
of a ldos te rone  a n d  0.59 tug of C1-F, a n d  for t h e  s u b c u t a n e -  
ous rou t e  0 .089/zg a n d  0-20 tug respec t ive ly .  

Aldos te rone ,  w h e n  a d m i n i s t e r e d  b y  s u b c u t a n e o u s  route ,  
is a t  leas t  twice  as p o t e n t  as  C1-F, as j u d g e d  b y  compar i -  
son of t h e  Calcula ted dose of e ach  s t e ro id  w h i c h  produces  
a 50% response.  I n  t h i s  c o n t e x t  i t  is of g r ea t  i n t e r e s t  t h a t  
a ldosterone is less effec t ive  t h a n  C1-F w h e n  g iven  b y  
mou th  (Table) .  These  o b s e r v a t i o n s  re inforce  t he  hypo-  
thesis s t h a t  t h e  inc reased  a c t i v i t y  of some h a l o g e n a t e d  
steroids as c o m p a r e d  w i t h  ' n a t u r a l '  h o r m o n e s  m a y  resu l t  
from a s lower  r a t e  of m e t a b o l i z a t i o n  b y  t h e  l iver.  

The  conclus ions  to  be  d r a w n  f rom th i s  e x p e r i m e n t  a r e :  
(a) the  ora l  route ,  t h o u g h  n o t  as sens i t ive  as t h e  sub-  
cutaneous ,  c a n  be  used  for  t h e  b in -a s say  of a ldos te rone-  
like ma te r i a l s  in  t he  r a t ;  a n d  b y  inference,  for  t he  as- 
sessment  of a ldos t e rone  a n t a g o n i s t s ;  (b) a ldos te rone  is 
less ef fec t ive  b y  m o u t h  t h a n  C1-F;  (c) t he  re la t ive  po- 
tency on  e l ec t ro ly t e - r egu la t i ng  a c t i v i t y  of two  or  more  
different  s t e ro ids  t e s t ed  b y  t he  s u b c u t a n e o u s  rou t e  shou ld  
n o t  be  used  as a n  i n d i c a t i o n  of t h e i r  r e la t ive  p o t e n c y  b y  
the  oral  rou te .  

The Effect of 17~-Ethyl -19-Nortestosterone  
on the Estrus Cycle 

17x-Ethy l -  19 -no r t e s to s t e rone  (Ni levarN)  1 is r e p o r t e d  to 
show a p o t e n t  a n a b o l i c L  p r o g e s t a t i o n a P ,  a n d  dec iduo-  
magen ic  4 a c t i v i t y  in  ra ts ,  a n  a n t i - e s t r o g e n i c  ef fec t  in  
spayed  e s t r o g e n - t r e a t e d  r a t s  s, t o  i n h i b i t  t h e  p i t u i t a r y  
g land  in p a r a b i o t i c  r a t s  e, a n d  to d a m a g e  t h e  r e p r o d u c t i v e  
process as ev idenced  b y  t he  i n h i b i t i o n  of t h e  o v u l a t i o n  in  
r a b b i t s  4 a n d  b y  t he  an t i f e r t i l i t y  4 effect  in ra ts .  I n  t he  
course of our  i nves t i ga t i ons  on  t h e  poss ib ly  p r o t e c t i v e  
effects  of th i s  new s y n t h e t i c  h o r m o n e  in a d u l t  female ,  
e t h i o n i n e - t r e a t e d  i n t a c t  ra t s ,  we h a v e  o b s e r v e d  t h a t  t h e  
es t rus  cycle was  comple t e ly  i n h i b i t e d  d u r i n g  t h e  t i m e  of 
t h e  i n t r a m u s c u l a r  a d m i n i s t r a t i o n  of 0.5 m g / k g  b o d y  
weight ,  a dose be ing  h i g h l y  anabol ic ,  b u t  n o t  ye t  a n d r o -  
genicL Since the  an ima l s  h a d  to be ki l led a f t e r  13, or  22 
days  respect ively ,  i t  c a n n o t  be sa id  w h e t h e r  or w h e n  t h e  
n o r m a l  cycle would  h a v e  been  re s to red  a f t e r  t he  med ica -  
t ion  ha s  been  s topped .  Tes to s t e rone  p r o p i o n a t e  in  cor-  
r e spond ing  non-ad rogen ic  doses  8, i.e. 0-04 m g / k g  b o d y  
weight ,  d id  n o t  i nh ib i t  t he  e s t ru s  cycle :  On ly  2 o u t  of 16 
an ima l s  h a d  a pro longed  a n e s t r u s  for  t h e  f i r s t  12, or  13 
days  respect ively .  All con t ro l  a n i m a l s  t r e a t e d  w i t h  t h e  
vehic le  (sesame oil) alone, showed  no c h a n g e  of t h e i r  nor -  
ma l  cycles. The  es t rus  c y c l e - i n t e r r u p t i n g  ef fec t  of 17~- 
e thy l -19 -nor t e s tos t e rone  can  be  e x p l a i n e d  b y  t h e  k n o w n  
inh ib i t i on  of t he  p i t u i t a r y  g l and  e a n d / o r  b y  t he  a n t i -  
m e t a b o l i t e  effect  on  the  es t rogens  ~ p r e s e n t  in t he  i n t a c t  
an imal .  F u r t h e r  de ta i led  s tud ies  a re  in  progress .  
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Rdsumd 

On d ~ m o n t r e  que chez le ra t ,  l ' a d m i n i s t r a t i o n  orale de 
l 'a ldost~rone e t  s u b s t a n c e s  s imila i res  pou r  essai b iologique 
est p r a t i q u a b l e  e t  sfire, b i en  que mo ins  sensible  que  Fad-  
min i s t r a t ion  pa ren t6 ra l e .  P a r  inference,  il es t  sugg6r6 que 
cette m 6 t h o d e  es t  u t i l i sab le  p o u r  l ' 6va Iua t ion  des a n t a -  
gonistes de  l ' a ldos t~rone .  

A l ' inverse  de  leur  efficacit6 re la t ive  p a r  vole pa ren t6 -  
rale, l ' a ldos t6 rone  es t  p a r  vole  orale moins  ac t i f  chez  l e r a t  
que l ' ac6 ta te  de 9~-chlorocor t isol  p o u r  p rodu i re  l ' abaisse-  
ment  du  r a p p o r t  N a + / K  +. 
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Zusammen]assung 

I m  Ver laufe  unsere r  U n t e r s u c h u n g e n  m i t  17~-Athyl -  
19 -nor te s tos te ron  (Nilevar)  b e o b a c h t e t e n  wir, dass  bei  
e rwachsenen  weibl ichen,  m i t  d iesem n e u e n  H o r m o n  be-  
h a n d e l t e n  R a t t e n  kein 0 s t r u s  m e h r  a u f t r a t ,  w ~ h r e n d  
T e s t o s t e r o n p r o p i o n a t  in  e n t s p r e c h e n d e n ,  n i c h t  a n d r o g e -  
nen  Dosen  den  6s t r i schen  Zyklus  n i c h t  s i gn i f i kan t  be-  
einflusste.  
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