
1310 Specialia EXPERIENTIA 32/10 

The  Effects  of D l 6 - M e t h y l - 8 - [ / ~ - i s o p r o p y l a m i n o e t h y l ]  e r ~ o l i n e - I  o n  the  Lac ta t ion  in N u r s i n g  Rats  

M. AUgKOVX, K. ]~EZiBEK, A. ~ERNf,  M. KRAJCROVi, ~V~. SEMONSK~ 1 

Research Znstitute /or Pharmacy and Biochemistry, Kourimska 17, CS-130 60 Praha 3 (Czechoslovakia), 
1 March 1976. 

Summary. D-6-Methyl-8-[f l - isopropylaminoethyl]  ergoline-I [Vl~FB-107261, beginning  f rom the  dose of 0.05 mg/kg  
p.o., suppresses  l ac ta t ion  t h rough  the  inhibi t ion of prolact in  secret ion in nurs ing rats.  

Suppression of lac ta t ion  af ter  admin i s t ra t ion  of cer ta in  
ergoline der iva t ives  have  a l ready  been repor ted  2. Ano the r  
compound  of th is  t y p e  is the  compound  VIJFB-10726, 
D-6-methyl -8- [ f l - i sopropylaminoethyl  3 ergoline-I bis [hy- 
drogen maleate]  3. In  female rats,  a f ter  uni la teral  ovarec-  
tomy,  it enhances  the  secret ion of to ta l  h y p o p h y s e a l  go- 
nado t rop ins ;  i t  possesses a modera te  an t i se ro tonin  ac- 
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Fig. 1. Effects of VI~FB-10726 alone and combined with Luteo- 
tropiu Spofa on body-weight gain in suckling rats. 

, Control; - - . ,  VT2FB-10726 0,5 mg/kg p. o. daily per 
nursing mother rat; ........... , VdFB-10726 0,5 mg/kg p.o. plus Lu- 
teotropin Spofa, 5 mg i. m. daily per nursing mother rat; ~,, days 
of administration. 
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Fig. 2. Effects of VOFB-10726 alone and combined with Luteotropin 
Spofa on presence of 'milk spots' in suckling rats, expressed in per 
cent saturation. 

, Control; - - ,  VOFB-10726 0,5 mg/kg p.o. daily per 
nursing mother rat; , VOFB-10726 0,5 ing/kg p.o. plus Lu- 
teotropin Spofa, 5 nag i.m. daffy per nursing mother rat; ~, days of 
administration. 

t i v i t y  4 and lowers the  blood pressure.  In  an acute  tox ic i ty  
t e s t  wi th  oral admin i s t r a t ion  to S-strain mice (bred at  the  
I n s t i t u t e ' s  f a rm Rosice), the  LDs0 was found to be 108 mg/  
kg (confidence l imits  98-120 mg/kg).  

We have  inves t iga ted  the  effects  of the  co mp o u n d  on 
lacta t ion.  The an t i l ac ta t ion  ac t iv i ty  was s tudied  by  a 
rout ine  m e t h o d  in p r imiparous  ra ts  (Wistar,  220-250 g, 
6 young wi th  each mother)  ; cr i ter ia  of lac ta t ion  were the  
mean  dai ly b o d y  weight  gains of the  suckling young  and 
the  presence of milk in the i r  s tomachs ,  de tec ted  in the  
fo rm of so-called milk spots  5,6. The compounds  was ad- 
min is te red  by  s tomach  tube  in aqueous solution, in doses 
be tween  0.01 and 1 mg/kg /5ml  act ive base. The med ium 
effect ive doses were calcula ted for b o t h  criteria. The de- 
pendence  of the  an t i l ac ta t ion  effect  on the  inhibi t ion of 
pro lac t in  was p robed  by  concur ren t  admin i s t r a t ion  of the  
co mp o u n d  (0.5 mg/kg/5 ml  p.o.) and  prolac t in  (Luteo- 
t rop in  Spofa, f rom bovine hypophyses ,  5 mg i.m. per  ra t  
per  day). 

An an t i l ac ta t ion  effect  of the  p repa ra t ion  was de tec-  
t ab le  f rom a dai ly dose of 0.05 mg/kg  upwards .  Doses of 
0.5 and 1 mg/kg  comple te ly  s topped  lac ta t ion;  in the  fe- 
maIes whose  young  did survive s ta rva t ion ,  this  effect  was 
reversible af ter  drug  wi thdrawal .  The medium effective 
dose, EDs0, reducing the  mean  values of the  dai ly body-  
weigh t  gain of the  offspr ing to 50% of the  initial value, 
was 0.15 mg/kg  (95% confidence l imits  0.10 to 0.24 mg/  
kg). The ED~0 reducing the  presence of 'milk spots '  to 
50% was 0.06 mg/kg  (0.02 to 0.10 mg/kg).  Exogenous  
supp ly  of prolac t in  p r e v e n t e d  the  an t i l ac ta t ion  effect  of 
t he  co mp o u n d  (Figures 1 and 2). 

The descr ibed an t i l ac ta t ion  ac t iv i ty  of the  c o m p o u n d  
VI~FB-10726, as ev iden t  f rom the  results  of our experi-  
ments ,  is d i rec t ly  connec ted  wi th  the  inhibi t ion of pro-  
lact in p roduc t ion  as shown in expe r imen t s  conduc ted  by  
KREJ~f et  al. 7. 
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