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D a t a  p resen ted  in th is  paper  indicates  t h a t  the  pineal  
g land of the  13-day-old cockerel  is affected,  e i ther  
d i rec t ly  or indirect ly,  by  the  admin i s t r a t ion  of luteinizing 
hormone .  Since i t  has  been  shown t h a t  L H  has  no effect  
on pineal  up take  of asp in v i t ro  10 i t  m a y  be hypo thes i zed  
t h a t  the  exogenous  L H  causes an increase in release of 
tes t ieular  ho rmones  which  then  decrease pineal  ac t iv i ty  
via a nega t ive  feedback  mechanism.  Fu r the rmore ,  th is  
decreased pineal  ac t iv i ty  m a y  be a decrease in release or 
synthes is  of G n - R H  which  would  decrease p i t u i t a ry  L H  
product ion .  

The resul ts  ob ta ined  f rom 3-. and  10-day-o ld  birds  
indica te  t h a t  th i s  mechan i sm m a y  no t  be developed unt i l  
a b o u t  13 days  pos t -ha tch ing .  Differences in pineal  and  
test is  up t ake  of s2p by  3- and  10-day-old b i rds  are 
p robab ly  due to  the  differences in b o d y  weights  (Table I I I ) .  

Fu tu re  s tudies  will a t t e m p t  to  fu r ther  define the  pineal-  
gonadal  re la t ionship.  

Summary. The glandular  up take  of radioac~dve phos-  
phorus  (~sp), admin i s t e r ed  carrier-free, was used as an 
endpo in t  for t he  s tudy  of the  effects of luteinizing ho rmone  
(LH) on the  tes t is  and pineal  gland of 3-, 10- and 13-day- 
old W h i t e  Leghorn  cockerels. Pineal  up take  of 3sp of the  

13-day-old birds  decreased and tes t is  up t ake  of ~sp in- 
creased following L H  t r e a t m e n t .  M a x i m u m  effects  were 
observed  when  20 ~tg L H  was admin is te red  4.0 h before 
autopsy .  Al though  tes t i s  up take  of 32p increased following 
L H  t r e a t m e n t  in 3- and  10-day-old cockerels, pineal  
up take  of asp r ema i n ed  unchanged .  
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Cort icos tero id-Like  Effect of Cyproterone  and Cyproterone  Acetate in Mice 

Cypro te rone  (6 chloro d S-l,2 a -me thy l ene ,  17 a- 
h y d r o x y  proges te rone  SH 80 881 Schering) and  cypro-  
t e rone  ace ta te  (17 ~-acetoxy,  6 chloro, 1 cq 2~-methylene  

4 , 6  p regnand iene  3,20 dione SH 80 174) are two  of the  
mos t  act ive an t iandrogenic  s teroids blocking the  per iph-  
eral ac t ion of b o t h  endogenous  and  exogenous  te-  
s tos terone  l-a. Their  blocking effect  is man i fes ted  in the  
per iphera l  t a rge t  tissues, the  seminal  vesicles, t he  p ros t a t e  
and sebaceous glands.  The ma jo r i t y  of expe r imen t s  sug- 
gest  t h a t  t he  mechan i sm of t he  an t iandrogenic  ac t ion  of 
cypro te rone  ace ta te  consists  in compet i t ive  inhib i t ion  of 
the  act ion of t he  androgen  tes tos te rone  or d ihydro tes to -  
s terone  a t  androgen  receptor  sites in the  t a rge t  organs.  
Cypro te rone  ace ta te  is no t  only  an an t i and rogen  bu t  
also a powerful  gestagen.  Free  alcohol cypro te rone  is a 
weaker  an t i and rogen  b u t  has  no ges tagen act ivi ty1.  ' 
Cypro te rone  ace ta te  was repor ted  to  decrease the  adrenal  
weigh t  and  level of c irculat ing cor t icosteroids  in the  
rat1, s, 5, 6. 

In  order  to  ascer ta in  t he  cort icosteroid-l ike ac t iv i ty  of 
cypro te rone  ace ta te  and  cypro terone ,  the  drug  was 
admin i s t e red  to  in tac t  male  mice of s t ra in  H (Velaz, 
Prague)  weighing 40 g. The animals  were fed a s t a n d a r d  

l abora to ry  die t  (Velaz) conta in ing  23% pro te in  wi th  
wa te r  ad l ibi tum, and were kep t  in an indi rec t ly  illu- 
m i n a t e d  room wi th  a control led  t e m p e r a t u r e  of 24 + 
2~ The mice were d iv ided  into 4 groups of 8 each. 
Cypro te rone  ace ta te  Scher ing SH 80 714 and cypro te rone  
Schering SH 80 881 were  admin i s t e red  in a s t an da rd  
l abora to ry  diet  in doses of 5 mg /day  p. animal  for 21 days.  
C0rticoid prednisone  Spofa was given in the  food in a 
dose of 1 m g / d a y  p. mouse  for 21 days.  The animals  were 
weighed before and af ter  the  expe r imen t  and the i r  food 
consumpt ion  was checked daily.  No food was left, so 
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Group Body weight Seminal vesicle Adrenal Spleen Spleen Dry spleen 
final (g) (rag/100 g) (rag/100 g) (rag) (rag/100 g) (mg/100 g) 

Controls 37.5 4- 2.88 474.9 i 72.4 15.6 =[= 1.8 211.4 + 52,4 562.8 • 145.9 142.0 • 36.0 
(4) (2.4) (2, 4) (24) (2.4) (2-4) 

Cyproterone 34.0 4- 2.68 210.6 =[= 37.5 8.6 4- 1.5 53.2 4- 7,8 157.7 -t- 26.7 38.8 4- 6.3 
acetate (3) (1, 3, 4) (1, 3) (1, 3) (1, 3) (1, 3) 

Cyproterone 38.1 4- 2.10 285.8 4- 32.8 13.7 • 3.6 125.0 i 25.3 327.2 4- 60.5 82.8 4- 15.4 
(2, 4) (i, 2, 4) (2, 4) (1, 2, 4) (1, 2, 4) {1, 2, 4) 

Prednisone 33.3 4- 1.4 630.2 • 120.9 7.5 4- 0.8 52.8 4- 5.3 158.7 4- 18.2 39.7 4- 4.1 
(1, 3) (1-3) (1, 3) (1, 3) (1, 3 (1, 3) 

Means i 95% confidence limits. The numbers of groups with statistically different means are given in brackets. 
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t h a t  t he  a m o u n t s  of food ea t en  co r responded  to  t he  dose 
of g iven  drug.  Af te r  21 days  t he  an ima l s  were killed, t he  
ad rena l s  s emina l  vesicles a n d  spleen were r emoved ,  
c leaned  and  weighed  on  a to r s ion  ba lance .  Organ  we igh t s  
were expressed  in b o t h  abso lu te  a n d  re la t ive  va lues  (mg/  
l o o t  b. wt.) T h e  resu l t s  were e v a l u a t e d  s t a t i s t i ca l ly  b y  
m e a n s  of t he  D u n c a n ' s  t e s t  v. The  resu l t s  a te  g iven  in t he  
Table .  S ign i f ican t  changes  were obse rved  in t he  semina l  
vesicles, wh ich  are  a h i g h l y  a n d r o g e n - d e p e n d e n t  t issues.  
The  a d m i n i s t r a t i o n  of cyp ro t e rone  a n d  cyp r o t e rone  
ace t a t e  to  i n t a c t  mice caused a s ign i f i can t  decrease  
c o m p a r e d  w i t h  controls .  Prednisone ,  on  t he  con t r a ry ,  
s t i m u l a t e d  t h e  g r o w t h  of t he  accessory  sexua l  glaI~ds. 
The  s t a t i s t i ca l ly  s ign i f ican t  decrease  in ad rena l  we igh t  
a f te r  all  3 s te ro ids  was in a g r e e m e n t  w i t h  obs e r va t i ons  
in  ra ts ,  cyp ro t e rone  ace t a t e  be ing  a p p r o x i m a t e l y  equ iva -  
l en t  to  p redn i sone  4,6. Cypro te rone  exer t s  a s imi la r  
ac t ion  b u t  to  a smal le r  ex ten t .  A d r a m a t i c  decrease  of t he  
we igh t  of spleen was caused  b y  cyp r o t e r one  ace t a t e  a n d  
prednisone ,  a n d  less p r o n o u n c e d  b u t  sti l l  s ign i f i can t ly  b y  
cypro te rone .  The  d r y  we igh t  of spleen cor responds  to the  
e x t e n t  of t he  decrease  in we t  we igh t  of spleen in t he  
e x p e r i m e n t a l  animals .  

The re  is a wel l -known decrease  in t h y m u s  we igh t  a f t e r  
cor t icoids  8, 9 in  t h e  spleen;  t he  loss of we igh t  fol lowing 
cor t i sone t r e a t m e n t  is no t  as p r o n o u n c e d  as in  t he  t h y m u s  
b u t  follows t h e  same  pa t t e rn~ ,  9. T he  cor t icos tero id- l ike  
effect  ha s  been  descr ibed  in some ges tagens  10, n.  T h o u g h  
cyp ro t e rone  ace t a t e  cor t icoid- l ike effect  could be  con-  
nec t ed  w i th  i ts  ges tagenic  proper t ies ,  th i s  is no t  va l id  for 

t h e  cyp ro t e rone  effect:  cyp ro t e rone  ha s  no  ges tagen ic  
effectL W h e n  c o m p a r e d  w i t h  prednisone ,  c y p r o t e r o n e  
ace t a t e  ha s  a p p r o x i m a t e l y  ~/5 of t he  cor t icoid  p o t e n c y  of 
prednisone ,  expressed  b y  t h e  decrease  of t he  sp leen  
we igh t ;  a n d  so i t  co r responds  in i ts  eff iciency to  cortisol.  
I f  cyp ro t e rone  ace t a t e  were to exe r t  t he  cor t icoid- l ike  
effect  also in o t h e r  pa r ame te r s ,  t he  c o m b i n a t i o n  Of 
a n t i a n d r o g e n i c  p roper t i e s  a n d  cor t icoid  ac t ion  would  
m a k e  th i s  d rug  su i t ab le  for  t h e  t r e a t m e n t  ol v i r i l iz ing 
ad rena l  hyperp las ia .  

Summary. Cypro te rone  a n d  cyp ro t e rone  ace t a t e  exe r t  
t he  cor t icoid- l ike  effect  on  t h e  ad rena l  a n d  spleen we igh t  
in t he  mice. W h e n  c o m p a r e d  w i t h  prednisone ,  cyp ro t e rone  
ace t a t e  ha s  a p p r o x i m a t e l y  1/5 of t he  cor t icoid  p o t e n c y  of 
prednisone ,  expressed  b y  t h e  decrease  of the  spleen 
weight .  
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Effect  of C o r t e x o l o n e  on  the  F e e d b a c k  A c t i o n  of D e x a m e t h a s o n e  

Cortexolone  (pregn-4-ene-17cq21 diol-3,20 dione) was 
shown to  ac t  as a n  an t ig lucocor t ico id  in t h e  t hymus~ .  I t  
was  found  to b i n d  to a n d  to displace t he  biological ly  
ac t ive  glucocor t icoid  f rom cy top la smic  cor t icos te ro id  
recep tors  of t he  t h y m u s  ~0, a and  in some regions  of t he  r a t  
b r a in  a. Specific g lucocor t icoid  recep tors  h a v e  been  
d e m o n s t r a t e d  in var ious  areas  of the  cen t r a l  ne rvous  
s y s t e m  5 8 

I n  t he  p r e sen t  s tudy ,  t he  role of these  cy top l a smic  
recep tors  in t he  glucocor t icoid  f eedback  ac t ion  was 
i nves t i ga t ed  b y  t e s t i ng  the  effect  of cor texo lone  on  t he  
f eedback  ac t ion  of d e x a m e t h a s o n e .  

Materials and methods. Male a lb ino  r a t s  of t he  C F E  
s t ra in ,  m a i n t a i n e d  on  a s t a n d a r d  d ie t  w i t h  free access to  
water ,  acc l imat ized  to a n i m a l  room cond i t ions  of un i fo rm  
t e m p e r a t u r e  (24 4- 1 ~ and  cont ro l led  re la t ive  h u m i d i t y  
(50-75%)  were used. T h e y  were in jec ted  s.c. w i t h  e i t he r  

1 mg  of cor texo lone /100  g (Koch-L igh t  Labo ra to r i e s  
dissolved in 0.5 ml  of sunf lower  oil (Groups 2 and  4 in t he  
Table) ,  or 0.5 ml  oil/100 g (Groups l and  3 in t he  Table) .  
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Effect of cor texolone (1 rag/100 g) on the s t ress-react ion of ra t s  t rea ted  wi th  50 ~tg/100 g dexame thasone  

Group 1 Group 2 Group 3 Group 4 

Subcutaneous  in jec t ion  oil cor texolone oil cor texolone 

Intraperitoneal injection saline saline dexamethasone dexamethasone 

Restingpre- 12.61 ~ 1.74 9.98 -L 2.08 3.22 zt= 0.72 ~ 4.48 ~= 1.46~ 
stress level (9) (10) (10) (10) 

Inc remen t  induced  by  16.03 =t= 3.86 14.90 =~ 2.18 6.55 4- 1.56 �9 14.69 ~ 1.90 
histamine stress (9) (10) (10) (10) 

Mean ~ S E ~  in ~xg corticosterone[100 ml plasma.  ~significantly different  (p ~ 0.01) from i ts  respect ive  control  group eva lua ted  by  the method  
of analys is  of var iance  for two-way layout .  Numbers  in parentheses  denote  n u m b e r  of de te rmina t ions .  


