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Post-Coital Contraceptive Effect of 2-Br-c~-Ergocryptine (CB-154) in the Rat 

Diencepha l ic  dopamine rg ic  sys tems  a p p e a r  to  p lay  a 
s igni f icant  role in t he  cont ro l  of t he  h y p o t h a l a m i c  
re leasing fac to r  (RF) m e c h a n i s m s  subse rv ing  an t e r i o r  
p i t u i t a r y  h o r m o n e  secre t ion  1-3. T he  c o m p o u n d  2-Br-e- 
e rgocryp t ine  m e t h a n e s u l f o n a t e  (CB-154, Sandoz,  Basel),  
a dopamine rg ic  recep tor  s t i m u l a n t  4, ha s  been  shown  to  be 
an  effect ive i nh ib i t o r  of p i t u i t a r y  p ro l ac t i n  secretionS, 6 
and  a n  o v u l a t i o n  b locker  7. 

In  v~ew of t he  effect  of CB-154 on neuroendocr ine -  
r ep roduc t ive  events ,  a s t u d y  was u n d e r t a k e n  to d e t e r m i n e  
the  effect  of th i s  d rug  on p r e g n a n c y  in t he  ra t .  

Materials and methods. Female  Sp rague -Dawley  ra t s  
we igh ing  a n  ave rage  of 325 g ( range:  310-350 g) were 
used. An imals  (5/group) were caged w i t h  fert i le  males  on  
t h e  even ing  of proes t rus .  The  presence  of vag i na l  spe rm 
the  n e x t  m o r n i n g  was cons idered  day  1 of a s sumed  preg-  
nancy .  CB-154 was t h e n  a d m i n i s t e r e d  e i t he r  s.c. or  
ora l ly  (p.o.) f rom days  1-7 of p regnancy .  Animals  were 
sacrif iced on day  14 of p regnancy .  The  n u m b e r  of u te r ine  
i m p l a n t a t i o n  sites was  recorded  and  fetuses  were e x a m i n e d  
u n d e r  a d issec t ing  microscope for t he  presence  of t e r a to -  
genic signs. The  presence  of a t  leas t  one n o r m a l  fe tus  was 
t he  c r i te r ion  of p regnancy .  

CB-154 also was eva lua t ed  for  es t rogenic  a c t i v i t y  b y  
record ing  u te r ine  weigh t  in  young,  m a t u r e  ova r i ec tomized  
mice  (7/group). To ta l  dose of the  d rug  was adm i n i s t e r ed  
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Fig. 1. Effect of CB-154 on pregnancy in the rat. Numbers in paren- 
thesis = implantation sites normal/total. 
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Fig. 2. Test for estrogenicity: effect of CB-154 on uterine weight of 
ovariectomized mouse. 

s.c. over  a 3-day per iod;  an ima l s  were sacrif ied t he  n e x t  
day.  E s t r o n e  was a d m i n i s t e r e d  as a pos i t ive  es t rogen 
control .  

Results and discussiou. Figure  1 d e m o n s t r a t e s  the  
effect  of CB-154 on  p r e g n a n c y  in the  ra t .  The  d rug  is 
ef fec t ive  in  i n h i b i t i n g  p r e g n a n c y  b y  e i the r  the  s.c. or p.o. 
route .  The  e s t i m a t e d  m i n i m u m  100% effect ive da i ly  s.c. 
dose is 1500 ag /kg ;  t h a t  for oral  t r e a t m e n t  is 6000 ~g/kg. 
I n  t he  mouse  es t rogen  t e s t  (Figure 2), CB-154 was devoid  
of ac t iv i ty .  The  absence  of es t rogen ic i ty  a t  pos t -co i ta l  
c o n t r a c e p t i v e  doses of CB-154 would argue  aga ins t  a n y  
s teroid- l ike  effect. 

I n  general ,  t h e  ergot  a lkaloids  h a v e  been  shown to 
possess abo r t i f ac i en t  and  a n t i - i m p l a n t a t i o n  proper t ies ,  
mos t  l ike ly  due, in par t ,  to  t he i r  oxytocic  ac t i v i t y  s. 

CB-154 is a h igh ly  ac t ive  cerebra l  dopamine rg ic  s t imu-  
l a n t ;  i ts  ab i I i ty  to  d r a m a t i c a l l y  Iower se rum p ro l ac t i n  
levels and  i n h i b i t  ga l ac to r rhea  is well  d o c u m e n t e d  9,19 
The  p r e s u m e d  m e c h a n i s m  is v ia  i n h i b i t i o n  of h y p o t h a l a -  
mic  p r o l a c t i n - i n h i b i t o r y  factor .  I t  is t e m p t i n g  to specula te  
t h a t  CB-154 's  pos t -co i ta l  c o n t r a c e p t i v e  ac t ion  also is 
m e d i a t e d  v ia  a h y p o t h a l a m i c  sys tem,  p e r h a p s  b y  in ter -  
fer ing no t  on ly  w i t h  p ro lac t in  secret ion,  b u t  also t h r o u g h  
a d i s rup t ive  effect  on  lu te in iz ing  h o r m o n e  RF,  all of which  
m a y  be  necessary  for corpus  l u t e u m  format ion ,  proges ta-  
gen secre t ion and  e v e n t u a l  m a i n t e n a n c e  of u t e r ine  
in tegr i ty .  However ,  i t  shou ld  be  borne  in m i n d  t h a t  CB- 
154 also m a y  ac t  d i rec t ly  a t  t he  level of t he  a n t e r i o r  
p i t u i t a r y  n,  12. 

Rdsumd. Le CB-154, u n  s t i m u l a n t  du r6cep teur  dopa-  
mine rg ique  centra l ,  admin i s t r6  pos t -co i tum,  p e n d a n t  7 
jours ,  p a r  voie  s.c. ou orale, poss6de chez les r a t s  une  
ac t iv i t6  inh ib i t r i ce  de la grossesse (en fonc t ion  de la dose). 
Aux  doses con t r acep t ives  , le p r o d u i t  n ' a  a u c u n  effet  
oestrog~ne. Les r6su l t a t s  sugg&rent que le m6can i sme  
h y p o t h a l a m o - d o p a m i n e r g i q u e  joue  un  r61e dans  le ma in -  
t i en  de la  grossesse. 
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