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The  an ima l s  were p laced  in 6 dosage levels  f rom 2.0 
m g / k g  to  16.0 mg/kg.  Af te r  i n t r agas t r i c  i n t u b a t i o n  of t he  
lead/oi l  solut ion,  t he  sub jec t s  w e r e - o b s e r v e d ,  w i t h o u t  
hand l ing ,  for a s t a n d a r d  14-day-per iod.  

Results. The  T a b l e  ind ica tes  t he  mor ta l i t i e s  wh ich  
resu l ted  f rom the  expe r imen t s .  W h e n  p l o t t e d  on  logar i th-  
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Tetraethyllead dose response curve. 

Mortality data for all subjects 

Dosage (mg/kg) 
Experiment 2 8 10 12 14 16 

mic  p r o b a b i l i t y  paper ,  t h e  cu rve  s h o w n  in t he  F igure  was 
ob ta ined .  F r o m  the  F igure  i t  is possible  to  o b t a i n  t he  
LDi0 va lue  (12.3). The  95% conf idence  l imits ,  ca lcuIa ted  
accord ing  to  t he  m e t h o d  of LITC~FIELD and  W'ILCOXON a, 
are 11.50 to  13.16. The  slope func t ion ,  S, is 1.2 (1.029 to 
1.134). 

Conclusions. As in t he  p rev ious  research,  3 sca les  in  the  
progress  of t he  t ox i c i t y  were n o t e d :  S tage  1: l e t h a r g y ;  
S tage  I I :  aggress ion  a n d  th r a sh ing ,  a n d  S tage  I I I :  
convuls ions  and,  in  h ighe r  dosages,  dea th .  An  in t e r e s t i ng  
p h e n o m e n o n  obse rved  in t he  t h i r d  s tage  of t he  disease was 
t h a t  14 of t he  an ima l s  exh ib i t ed  se l f - cann iba l i za t ion  of the  
feet  and  tai l .  An add i t i ona l  5 sub jec t s  r u b b e d  t he  skin  a n d  
ha i r  comple te ly  off t he i r  snouts .  A u d i t o r y  seizures were  
pa r t i cu l a r l y  m a n i f e s t  du r ing  t h e  second s tage  of t h e  
t ox ic i ty  in  v i r t ua l l y  all  t h e  animals .  

I n  an  ear l ier  e x p e r i m e n t  ~, t he  LD~0 va lue  was ca lcu la ted  
to  be  14.18 (12.62 to 15.93). The  d i sc repancy  b e t w e e n  t h a t  
va lue  and  t h e  p re sen t  one is m o s t  l ikely a t t r i b u t a b l e  to  t h e  
srnal l  s ample  size wh ich  was p rev ious ly  ut i l ized (16 sub-  
jects).  There  were 2 sub jec t s  in  the  f i rs t  e x p e r i m e n t  which  
per i shed  on  t he  15 th  day,  1 day  a f te r  t he  end  of t h e  
s t a n d a r d  o b s e r v a t i o n  period.  These  2 subjects ,  r ep resen t -  
ing 12*/=% of t he  popu la t ion ,  could h a v e  h a d  cons iderab le  
i m p a c t  on  lower ing  t h e  LD~0 va lue  since t h e y  were in 
group ~I wh ich  received 12.67 mg/kg.  

Rdsums On a donn6  g 96 ra~s ingles a lb inos  six doses 
d i f f6rentes  de p l o m b  tg t r a -~ thy le  p a r  i n t u b a t i o n  in t ra -  
gas t r ique .  Une  courbe  dose -%ac t ion  a &6 & a b l i e  & p a r t i r  
des %su l t a t s  o b t e n u s  e t  les calculs  on t  donn6  une  v a l e u r  
LD~0 de 12,3 m g / k g  (11,50 & 13,15). Cet te  va l eu r  diffgre de 
celle qu i  a 6t6 o b t e n u e  pr@c@demment. On croft  que ce t t e  
d i f f&ence  %su l t e  du fai r  q u ' u n  n o m b r e  plus  g r a n d  
d ' 6chan t i l l ons  a fit@ uti l is6 dans  ce t te  s@rie d 'obse rva t ions .  

1 0/1 0/3 115 3/7 5[5 2/2 
2 0/1 0/3 0/5 416 4/5 2/2 
3 0/1 0/3 1[4 217 215 2[2 
4 0[2 0/5 0[4 2[7 4[5 2[2 

Total 015 0114 2118 11/27 15/20 8/8 
Percent 0 0 1I 41 75 100 
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Antagonism of 2-Br-a-Ergokryptine-Methanesulfonate (CB 154) to Certain Endocrine Actions of 
Centrally Active Drugs 

I t  is k n o w n  t h a t  in  m a n  severa l  c en t r a l l y  ac t ing  drugs  
m a y  induce  ga l ac to r rhoea  a n d  amenor rhoea .  WINxI~  and  
T E N N E N B A U M  1 w e r e  t h e  f i r s t  to  obse rve  m a m m a r y  en- 
l a r g e m e n t  and  ga l ac to r rhoea  w i t h  ch lo rpromaz ine .  AUDI- 
~ERT e t  al.~ soon showed "chat r a b b i t s  b e h a v e d  s imilar ly .  
A n u m b e r  of t ranqui l l izers ,  b u t  also p s y c h o m o t o r  s t imu-  
lants ,  a n t i h i s t a m i n i c s  and  a n t i h y p e r t e n s i v e s  a h a v e  been  
found  to increase  p r o l a c t i n  secre t ion  and  b y  th i s  mecha-  
n i sm  to exe r t  m a m m o t r o p i c  act ions .  On t h e  o the r  h a n d  
seve raLergo t  a lkaloids  are k n o w n  to i n h i b i t  p ro l ac t in  se- 
c re t ion  4-~ a n d  i t  was  the re fore  i n t e r e s t i ng  to t e s t  one of 
t h e m  w h e t h e r  i t  also i nh ib i t s  a pha rmaco log ica l ly  i nduced  
s t a t e  of p r o l a c t i n  secre t ion  in rats .  

Methods. 2 - B r - e - e r g o k r y p t i n e - m e t h a n e s a l f o n a t e  (CB 
154) was chosen  as t he  i n h i b i t o r  5, 6, reserp ine  (R) chlorpro-  
m a z i n e  (CPZ) a n d  ~ -me thy l -p - ty ros ine  (AMT) were used 
as s t imu la to r s  of p ro l ac t i n  secre t ion : .  Vi rg in  female  r a t s  
w i t h  regu la r  vag ina l  cycles of 4 days  were used. 5 an ima l s  
each  received one of t he  fol lowing t r e a t m e n t s :  1 m g / k g  IR 

S.C. on day  P~ ( =  metoes t rus) ,  or 50 m g / k g  CPZ s.c. on  day  
P~, or 100 m g / k g  AMT i.p. on  4 consecu t ive  days,  b e g i n n i n g  
on P v  These  an ima l s  fo rmed  t he  cont ro l s  to  t he  second set. 
A n o t h e r  se t  of an ima l s  (exper imenta l )  received t he  same 
t r e a t m e n t  b u t  in  add i t i on  t h e y  were  in jec ted  on  day  P~ 
w i t h  3 m g / k g  CB 154 s.c. Vag ina l  cycles were fol lowed for  
14 days.  The  an ima l s  were k e p t  in  a r oom w i t h  con t ro l led  
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f 
0B-154 3 mg/kg s.c. 

Table I. Vaginal smear patterns showing antagonism of CB 154 to 
reserpine (R). R controIs above, combined treatment below. 

f 
CB-154 B rng/kg s.c. 

Tabte I [ .  Vaginal smear patterns showing antagonism oi CB 154 to 
Chlorpromazine (CPZ). CPZ controls above, combined treatment 
below. 
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0B-154:1 x3 mg/kg s.c. 

Table I I I .  Vaginal smear patterns showing antagonism of CB 15# to 
c~-methyl-p-tyrosine (AMT). A?r control s above, combined treat- 
ment below. 

t e m p e r a t u r e  (23-24~ and  c o n s t a n t  day  l igh t  (14 h). T h e y  
h a d  free access to  food a n d  water .  

Results. The  read ings  of t he  vag i na l  smears  of the  indi-  
v i d u a l  r a t s  a re  g iven  in  Tab les  I, I I  and  I I I ,  where  t he  
con t ro l  a n d  e x p e r i m e n t a l  groups  be long ing  to a p a r t i c u l a r  
p ro l ac t i n  s t i m u l a t o r  are assembled .  I n  the  t ab les  the  dif- 
f e ren t  da i ly  vag ina l  smea r  p a t t e r n s  are  s y m b o l y z e d  b y  t h e  
fol lowing l e t t e r s :  P, for l eucocyte  d o m i n a n c e ;  Pro, for 
P rooes t rus  ; O, for oestrus.  The  n u m b e r s  a t  t he  h e a d  of t he  
t ab les  c o u n t  t he  days  since t he  b e g i n n i n g  of t r e a t m e n t .  

All  t h r ee  basic  t r e a t m e n t s  (R, CPZ, AMT) suppressed  
t h e  cycl ic -changes  of vag ina l  smea r  p a t t e r n  for 11 to  13 
days  and  induced  a leucocyte  d o m i n a n c e  in t he  smears  in- 
s tead.  This  vag ina l  s m e a r  p ic tu re  is cha rac t e r i s t i c  of ac t ive  
co rpo ra  lu tea ,  w h i c h  m e a n s  u n d e r  t h e  cond i t ions  of t he  ex- 
p e r i m e n t :  p s e u d o p r e g n a n c y .  In  a d i f f e ren t  se t  of exper i -  
m e n t s  n o t  r epo r t ed  here  t he  s ame  t r e a t m e n t  schedule  sup-  
p o r t e d  s c r a t ch  i nduced  dec iduomas .  

I f  in add i t i on  to t he  basic  t r e a t m e n t  CB 154 was in jec ted  
on  day  P2 t he  suppress ion  of cye l ic i ty  did  no t  las t  as long. 
I n s t ead  in all  th ree  groups  a new prooes t rus  to oes t rus  
smea r  appea red  w i t h i n  4 days  a f t e r  CB 154 appl ica t ion .  

Discussion. CB 154 i n t e r r u p t e d  in r a t s  a pha rmaco log i -  
cal ly induced  p r o l a c t i n  d o m i n a t e d  s t a t e  a n d  t h e r e b y  pre-  
v e n t e d  t he  d e v e l o p m e n t  of p seudop regnancy .  I t  is k n o w n  
t h a t  t he  t h r ee  p ro l ac t i n  s t i m u l a t o r s  h a v e  d i f fe ren t  me- 
chan i sms  of ac t ion  in t he  CNS. R deple ts  m o n o a m i n e  sto- 
res, CPZ acts  a t  synapses  and  AMT in ter feres  w i t h  the  
syn thes i s  of the  t r a n s m i t t e r  amines�9 I n d e p e n d e n t l y  of 
t h e i r  p r i m a r y  ac t ion  all  t h ree  induce  a q u a l i t a t i v e l y  s imi la r  
s t a t e  of p ro l ac t i n  secret ion,  and  t h i s  is c o u n t e r a c t e d  b y  
CB 154. I t  is t h u s  p robab le ,  t h a t  t he  a n t a g o n i s m  b e t w e e n  
t he  ergot  a lka lo id  and  R, CPZ or ANIT does no t  t a k e  place  
a t  t h e i r  p r i m a r y  s i te  of ac t ion  b u t  somewhere  more  peri-  
phera l ly .  This  site could sLiI1 be a t  a h y p o t h a l a m i c  levels  
or i t  could  be a t  t he  p i t u i t a r y  level% The  resul t s  show t h a t  
no t  on ly  phys io log ica l ly  i nduced  s t a t e s  of increased  pro-  
l ac t in  secre t ion  can  be i n h i b i t e d  b y  CB 154, b u t  t h a t  i t  ac ts  
also in e x p e r i m e n t a l  models  of d rug  induced  p ro lac t in  se- 
cre t ion.  I t  is k n o w n  cl in ical ly  t h a t  CB 154 i nh ib i t s  post -  
p a r t u m  l ac t a t i on  9 as well  as n o n - p u e r p e r a l  ga l ae to r rhoea  l% 

" Zusammen/assung. Bet  R a t t e n  n i t  drei  v e r s c h i e d e n e n  
Model len  p h a r m a k o l o g i s c h  i nduz i e r t e r  Pseudogravidi tS ,  t 
wi rd  gezeigt,  dass  2 -Br -c~-e rgokryp t in -methansu l fona t  
(CB 154) auch  die d u t c h  P h a r m a k a  s t imu l i e r t e  P ro l ac t i n -  
sek re t ion  zu h e m m e n  ve rmag .  
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