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The  b iochemica l  or igins  of t h e  e n z y m a t i c  a c t i v i t y  in- 
crease itself, w h e t h e r  ill ou r  p a r t i c u l a r  case, or in  those  
m e n t i o n e d  in t h e  i n t r o d u c t a r y  p a r a g r a p h ,  r e m a i n s  pro-  
b l e m a t i c :  severa l  au thors ,  a l r eady  cited,  a d v a n c e  t h e  
h y p o t h e s i s  t h a t  such  increases  in a c t i v i t y  resu l t  f rom a n  
increase  in m e m b r a n e  p e r m e a b i l i t y  ( p r e s um ab l y  due  to  
a n  inf luence  of corticosteroids~",~v), w i t h o u t  h o w e v e r  
p r o d u c i n g  s u p p o r t i n g  evidence.  Likewise,  t he  l igh t  
decrease  in h e m a t o c r i t  obse rved  d u r i n g  the  e x p e r i m e n t s  
does no t  exp la in  t he  p a t t e r n  of p l a s m a  C P K  ac t iv i ty ,  a n d  
p a r t i c u l a r l y  t h e  ex is tence  of a p e a k  of ac t iv i ty .  

The  a p p e a r a n c e  of a m a x i m u m  be t w een  t he  21st a n d  
t h e  24 th  e x p e r i m e n t a l  h m i g h t  co r re spond  to  an  inh-ad ian  
r h y t h m  of s t ress - suscep t ib i l i ty  ~s, i nduc ing  a s imi la r  
r h y t h m  of p l a s m a  C P K  a c t i v i t y ;  however ,  as t h i s  
p h e n o m e n o n  did  n o t  recur  d u r i n g  t he  81 e x p e r i m e n t a l  h, 
such  a h y p o t h e s i s  can  scarce ly  be  re ta ined .  I t  seems more  
logical  t h a t  such  an  a c t i v i t y  p a t t e r n  r ep resen t s  an  a d a p t a -  
t ion  b y  t he  an ima l s  to  e x p e r i m e n t a l  condi t ions ,  causing,  
a f te r  a n  increase,  a decrease  in t he  release of t he  enzyme,  
since a p h e n o m e n o n  as r ap id  c a n n o t  be exp la ined  b y  t he  
m o d u l a t i o n  of t he  m e c h a n i s m  of syn thes i s  and  u t i l i za t ion  
of t he  C P K  a t  o rgan i sm level. 

Therefore ,  a l t h o u g h  these  resu l t s  are p e r t i n e n t  on ly  for 
r abb i t s ,  t h e  in te r fe rence  of n u m e r o u s  fac tors  w i t h  se rum 
or  p l a s m a  C P K  a c t i v i t y  (and p a r t i c u l a r l y  t he  s t ress  ac- 
c o m p a n y i n g  b lood sampl ing  in rabbi t s )  would  seem to 
ind ica te  t h a t  a ce r t a in  care is necessa ry  in t he  i n t e r p r e t a -  
t i on  of resu l t s  in  phys io logy  and  e x p e r i m e n t a l  p a t h o l o g y  ~9, 
or of ce r t a in  cl inical  cases ~~ 21 concerned  w i t h  th i s  en- 
zyme  ~, as 
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Summary. Fol lowing w i t h d r a w a l  f rom chronic  b a r b i t a l  a d m i n i s t r a t i o n ,  6 - h y d r o x y d o p a m i n e  p r e t r e a t e d  r a t s  show a 
g rea t e r  n u m b e r  a n d  a n  ear l ier  onse t  of s p o n t a n e o u s  convu l s ive  seizures t h a n  do r a t s  p r e t r e a t e d  w i t h  t h e  sa l ine-ascorbic  
acid vehicle.  

A b r u p t  w i t h d r a w a l  fol lowing t h e  long t e r m  i n t a k e  of 
b a r b i t u r a t e s  resul t s  in a n  a b s t i n e n c e  s y n d r o m e  cha rac -  
te r ized  b y  t he  occur rence  of s p o n t a n e o u s  convu l s ive  
seizures in m a n  (ISBELL e t  al. a) a n d  in r a t s  (EsslG4). The  
b iochemica l  m e c h a n i s m  u n d e r l y i n g  t he  a p p e a r a n c e  of 
these  s p o n t a n e o u s  convu l s ions  ha s  been  on ly  m i n i m a l l y  
inves t iga ted .  Acu te  t r e a t m e n t  w i t h  a n e s t h e t i c  dosages  of 
of p e n t o b a r b i t a l  has  been  s h o w n  to decrease  t he  t u r n o v e r  
of n o r a d r e n a l i n e  a n d  d o p a m i n e  (CoRRODI, FUXE a n d  
H6tCFELT 5, PERSSON a n d  WALDECIr Changes  in t h e  
a c t i v i t y  of n o r a d r e n a l i n e  a n d / o r  d o p a m i n e  c o n t a i n i n g  
n e u r o n s  fol lowing t he  long t e r m  a d m i n i s t r a t i o n  of bar -  
b i t u r a t e s  could be r e l a t ed  to  some of t h e  s y m p t o m s  of t he  
abs t i nence  syndrome ,  i.e. s p o n t a n e o u s  convuls ions .  T h u s  
i t  was of i n t e r e s t  to  d e t e r m i n e  t he  effect  t h a t  t h e  chemica l  
Iesioning of b r a i n  n o r a d r e n a l i n e  a n d  to  a lesser e x t e n t  
b r a i n  d o p a m i n e  n e r v e  end ing  w i t h  6 - h y d r o x y d o p a m i n e  
would  h a v e  on  t he  onse t  and  inc idence  of s p o n t a n e o u s  
convu l s ions  in  r a t s  w i t h d r a w n  fol lowing chron ic  b a r b i t a l  
t r e a t m e n t .  

Materials and methods. A smal l  p o l y e t h y l e n e  c a n n u l a  
(PE10) was i m p l a n t e d  in to  each  l a t e ra l  ven t r i c l e  of a d u l t  
male  Sp rague -Dawley  ra ts .  The  c a n n u l a e  were secured  
in place w i t h  d e n t a l  c e m e n t  a n d  2 s ta in less  s teel  screws 
i m p l a n t e d  in to  t he  skull.  E a c h  c a n n u l a  was k e p t  p a t e n t  b y  
t h e  use of a s ta in less  s teel  s ty le r  of t h e  exac t  l e n g t h  to 
e x t e n d  j u s t  to  t h e  t ip  of t he  cannu la .  40 r a t s  s u b s e q u e n t l y  
referred to  as 6 - h y d r o x y d o p a m i n e  p r e t r e a t e d  were 
anes the t i z ed  w i t h  e the r  a n d  g iven  100 ~g of 6 -hydroxy-  
d o p a m i n e  h y d r o b r o m i d e  (6-HODA) (Sigma) in 20 ~zl of 

sal ine (1 m g  ascorbic  ac id  pe r  ml) in each  la te ra l  vent r ic le .  
40 r a t s  s u b s e q u e n t l y  refer red  to  as sal ine t r e a t e d  were  
also a n e s t h e t i z e d  a n d  received on ly  t h e  sal ine vehicle.  
The  t r e a t m e n t  was r epea t ed  on a l t e r n a t e  days  for a t o t a l  
of 3 in ject ions .  Af t e r  t h e  3rd in jec t ion ,  t he  s ty le t s  were  
r emoved ,  t h e  c a n n u l a e  were c l ipped off n e x t  to  t he  skul l  
a n d  t h e n  p lugged  w i t h  d e n t a l  cement .  The  an ima l s  were 
housed  4 pe r  cage a n d  exposed to  a 14:10  l igh t  d a r k  
l i gh t ing  reginle  ( l ights on  06.00-20.00 h). 1 week  l a t e r  
32 of t h e  6 - H O D A  p r e t r e a t e d  a n d  23 of t h e  sal ine pre-  
t r e a t e d  con t ro l  r a t s  were s t a r t e d  on  a dosage r eg imen  of 
inc reas ing  c o n c e n t r a t i o n s  of b a r b i t a l  in  t h e  d r i n k i n g  
water .  The  lower  sample  sizes r epo r t ed  in t he  resu l t s  
sec t ion  ref lect  t he  loss of an ima l s  d u r i n g  the  6 weeks of 
t h e  b a r b i t a l  reg imen.  The  in i t i a l  c o n c e n t r a t i o n  of b a r b i t a l  
(no t  sod ium salt)  was  i m g / m l  wh ich  was  g iven  for  3 days.  
The  b i t t e r  t a s t e  of b a r b i t a l  was  disguised w i t h  sacchar ine  
(20 rag/l).  The  con t ro l  or n o n - b a r b i t a l  t r e a t e d  r a t s  were 
g iven  t h e  s ame  c o n c e n t r a t i o n  of sacchar ine  in t h e i r  
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Compar i son  of effects of 6 - h y d r o x y d o p a m i n e  or  sa! ine p r e t r e a t m e n t  on the  c o n t e n t  of n o r a d r e n a l i n e  a n d  d o p a m i n e  in the  t e l encepha lon  a n d  
on the  b o d y  weights  of b a r b i t a l  d e p e n d e n t  r a t s  

T r e a t m e n t  B o d y  W e i g h t  Norad rena l i ne  c o n t e n t  D o p a m i n e  c o n t e n t  
(g) (~zg/g te lencepha lon)  ({zg/g te lencepha lon)  

A) 6-HODA + barbital 322 4- 9 (20) s 0.02 =L 0.01 (4) 9 0.28 ~ 0.06 (9) 
B) Saline + barbital 401 4- 4 (27) 0.24-~ 0.02 (10) 1.00 4- 0.03 (10) 
C) 6-HODA 350 4- 18 (5) 0.02 ~- 0.01 (4)9 0.29~ 0.03 (4) 
D) Control 363 • 12 (8) 0.28 4- 0.02 (7) 1.00 4- 0.02 (7) 

A < B  p<0.0011~ A < D  p<0.005 A < B a n d D  p <  0.001; A < B a n d D p  < 
B > C  p < 0.005; B > D  p < 0.005 C <  BandD; 0.001;C< BandD. 

The  n u m b e r  in p a r e n t h e s e s  ind ica tes  the  s amp le  size. 

dr inking water .  The dosage of ba rb i t a l  was t h e n  increased 
at  0.5 mg /ml  increments  w i th  the  n u m b e r  of days  per  
dosage increasing by  1 wi th  each inc remen t  in ba rb i t a l  
concent ra t ion .  The saccharine concen t ra t ion  was also 
increased by  10 m g / m l  wi th  each inc remen t  in ba rb i t a l  
concent ra t ion .  The h ighes t  concen t ra t ion  of ba rb i t a l  
admin is te red  was 4 mg/ml  for 8 days. The barb i ta l  t r e a t ed  
ra ts  were a b r u p t l y  w i t h d r a w n  a t  16.00 h and wi th  the  
control  ra ts  were observed cont inuous ly  for 48 h. Con- 
vulsive seizures were classified as a wild run  or as clonic 
or tonic.  At  the  end of 48 h, one half  of the  surviving 
barb i ta l  t r ea t ed  ra ts  and  all of the  non-barb i t a l  t r ea t ed  
ra ts  were sacrificed, and  the  te lencephalon  was dissected 
for subsequen t  analysis  of dopamine  and  noradrena l iue  
con t en t  (S~ELL~NB~RGER and GORDONT). 

Results. The accumula t ive  number ,  to ta l  n u m b e r  and 
the  t ime of occurrence of spon taneous  convulsive seizures 
in saline p re t r ea t ed  versus 6 - t tODA pre t r ea t ed  ra ts  fol- 
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Compar i son  of t he  effects  of 6 - h y d r o x y d o p a m i n e  or  sa l ine  p r e t r e a t -  
m e n t  on the  inc idence  a n d  the  t ime  of onse t  of s p o n t a n e o u s  convul -  
sions fol lowing w i t h d r a w a l  of b a r b i t a l  d e p e n d e n t  ra t s .  The  absc issa  
ind ica tes  the  c lock  hours  fol lowing b a r b i t a l  w i t h d r a w a l .  T h e  d iag-  
ona l  l ine b a r  be low the  absc issa  ind ica tes  the  d a r k  phase  of the  
14 :10  L D  l igh t ing  reg ime  whi le  the  b l a c k  ve r t i ca l  a r rows  de l inea te  
the  24 h per iods  fol lowing w i t h d r a w a l .  T h e  o r d i n a t e  ind ica tes  the  
n u m b e r  of convuls ions  obse rved  in 6 - h y d r o x y d o p a m i n e  a n d  sa l ine  
p r e t r e a t e d  ra t s ,  r e spec t ive ly .  The  b a r  g r a p h  shows the  n u m b e r  of 
convuls ions  pe r  2 h pe r iod  whi le  the  n u m b e r  ove r  each  b a r  ind ica tes  
the  c u m u l a t i v e  n u m b e r  of convuls ions  o b s e r v e d  f rom the  t ime  of 
w i t h d r a w a l .  

lowing barb i t a l  w i thd rawa l  are shown in the  Figure.  
E x a c t l y  half  of the  102 convuls ive  seizures observed  in 
the  6 -HODA pre t r ea t ed  ra ts  dur ing  the  f irs t  48 h fol- 
lowing barb i t a l  w i thdrawa l  were observed  dur ing  the  
f irs t  24 tl of th is  period.  Dur ing  the  f irs t  24 h following 
ba rb i t a l  wi thdrawal ,  19 of the  20 6 -HODA pre t r ea t ed  
ra ts  convulsed a t  least  once. Of the  51 convuls ive  seizures 
observed in the  6 -HODA p re t r ea t ed  group dur ing  the  
first  24 h, 28 were wild runs,  12 were clonic and  11 were 
tonic  seizures. In  t he  same group dur ing  the  second 24 h 
10 wild runs,  26 clonic and 15 tonic  seizures were observ-  
ed. A to ta l  of 102 convulsive seizures were observed  in 
20 6-HODA pre t r ea t ed  animals  for a mean  of 5.1 con- 
vulsions per  animal.  

On the  o ther  hand ,  only 8 convuls ive  seizures were 
observed in the  saline p r e t r ea t ed  ra ts  dur ing  the  f irs t  
24 h following wi th-drawal .  Of the  8 convuls ions observed  
i was a wild run,  6 were clonic and  1 was a tonic  seizure. 
During the  second 24 h following ba rb i t a l  wi thdrawal ,  
58 convulsions were observed  in the  saline p r e t r ea t ed  
animals.  5 of these  convuls ions  were wild runs, 50 were 
clonic and 3 were tonic  seizures. A to ta l  of 66 convulsive 
seizures were observed in 26 of 27 saline t r ea t ed  ra ts  for 
a mean  of 2.5 convuls ions  per  animal.  

48 h of ba rb i t a l  w i thd rawa l  alone had  no effect  on 
noradrena l ine  or dopamine  c o n t e n t  in the  te lencepha lon  
or t he  b ra ins t em of saline t r e a t ed  or 6 -HODA p re t r ea t ed  
ra ts  (Table). On the  o the r  hand ,  p r e t r e a t m e n t  w i th  
6 -HODA signi f icant ly  decreased noradrena l ine  (p < 
0.001) in the  te lencephalon.  

The saline p re t r ea ted  ra ts  which  were given ba rb i t a l  
had  heavier  b o d y  weights  t h a n  those  animals  no t  given 
ba rb i t a l  (Table). On the  o ther  hand ,  r a t s  p re t r ea t ed  wi th  
6 -HODA and then  given barb i t a l  had  smaller  b o d y  weights  
t h a n  any  o ther  group (Table). The body  weights  of ra ts  
p re t r ea t ed  wi th  6 -HODA bu t  no t  given barb i t a l  were no t  
s ignif icant ly  d i f ferent  f rom those  of cont ro l  rats.  

Discussion. The mos t  s t r ik ing obse rva t ion  of th is  s t u d y  
was the  marked ly  earlier onse t  of spon taneous  convuls ive  
seizures in those  ba rb i t a l  d e p e n d e n t  ra t s  whose  noradrena -  
line and dopamine  levels were mark ed l y  decreased by  
p r e t r e a t m e n t  w i th  6-HODA. The barb i t a l  d e p e n d e n t  ra t s  
which  had  been  p re t r ea t ed  w i t h  6 -HODA also h a d  a 
grea ter  n u m b e r  of convulsive seizures dur ing  the  f irs t  48 h 
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fol lowing wi thd rawa l .  T he  t y p e  of convu l s ive  seizures  
obse rved  also seemed to  be inf luenced  b y  6 - H O D A  pre-  
t r e a t m e n t  since nea r ly  equa l  n u m b e r s  of wild  runs,  clonic 
a n d  ton ic  seizures were obse rved  in these  an i m a l s  whi le  
clonic seizures were  b y  far  t he  m o s t  c o m m o n  t y p e  ob- 
served  in sal ine p r e t r e a t e d  rats .  

Ea r l i e r  s tudies  h a v e  also d e m o n s t r a t e d  close correla-  
t ions  b e t w e e n  convu l s ive  seizure suscep t ib i l i ty  a n d  low 
b r a i n  no rad rena l ine .  SCHLESINGER a n d  BOGGAN 11 showed  
a co r re l a t ion  b e t w e e n  age d e p e n d e n t  audiogenic  seizure 
su scep t ib i l i t y  a n d  b r a i n  n o r a d r e n a l i n e  con ten t .  REITER 
and  MORGAN IS d e m o n s t r a t e d  a close co r re l a t ion  b e t w e e n  
t h e  convuls ion  suscep t ib i l i t y  of p a r a t h y r o i d e c t o m i z e d  
r a t s  fol lowing s u b s e q u e n t  p i n e a l e c t o m y  a n d  a decrease  in 
b r a i n  no rad rena l ine .  ARNOLD, RACINE a n d  WISE 13 
d e m o n s t r a t e d  a n  increase  in s ens i t i v i t y  to  e lec t r ica l ly  
induced  convu l s ive  seizures fol lowing n o r a d r e n a l i n e  
dep le t ion  w i t h  6 -HODA.  

Those  r a t s  w h i c h  were f i rs t  p r e t r e a t e d  w i th  6 - H O D A  
a n d  t h e n  t r e a t e d  ch ron ica l ly  w i t h  b a r b i t a l  h a d  s ign i f ican t -  
ly  lower  b o d y  weigh ts  t h a n  e i the r  con t ro l  r a t s  or r a t s  
p r e t r e a t e d  w i t h  sal ine a n d  t h e n  g iven  ba rb i t a l .  P rev ious  
i nves t iga to r s  h a v e  shown  t h a t  t he  i n t r a v e n t r i c u t a r  a d m i n -  
i s t r a t i on  of 6 - H O D A  resu l t s  in a decrease  in food c o n s u m p -  
t i on  and  a lower b o d y  we igh t  14. I n  t h i s  s t u d y  r a t s  w h i c h  
rece ived  on ly  6 - H O D A  p r e t r e a t m e n t  did  n o t  h a v e  

s ign i f i can t ly  lower b o d y  weigh ts  t h a n  controls ,  b u t  th i s  
m a y  be  r e l a t ed  to t he  v e r y  low sample  size of th i s  pa r t i c -  
u la r  group.  I n  th i s  s t u d y  chronic  b a r b i t a l  t r e a t m e n t  
a lone resu l ted  in s ign i f i can t ly  h igher  b o d y  weights .  
F u r t h e r  s tud ies  will be  requ i red  to  d e t e r m i n e  if th i s  is a 
cons i s t en t  f ind ing  and  if i t  is s econda ry  to  a s t i m u l a t i o n  of 
food consumpt ion .  The  p r e sen t  d a t a  show t h a t  t h e  de- 
p le t ion  of b r a i n  n o r a d r e n a l i n e  and  d o p a m i n e  causes  a 
m a r k e d l y  ear l ier  onse t  a n d  a s o m e w h a t  g rea te r  inc idence  
of s p o n t a n e o u s  seizures fol lowing t he  w i t h d r a w a l  of 
b a r b i t a l  d e p e n d e n t  ra ts .  F r o m  the  p r e sen t  da ta ,  i t  is n o t  
possible  to  d e t e r m i n e  wh ich  of these  2 ca t echo lamines  is 
more  i m p o r t a n t  in p roduc ing  th i s  effect. On t he  o the r  
hand ,  i t  r ema ins  to  be  shown  t h a t  a decrease  in t h e  a c t i v i t y  
of e i the r  a n o r a d r e n a l i n e  or a d o p a m i n e  p a t h w a y  in t he  
b r a i n  is respons ib le  for t he  s p o n t a n e o u s  convuls ive  sei- 
zures obse rved  fol lowing b a r b i t a l  w i thd rawa l .  

11 K. SCFILESINGER, W. BOGGAN and D. X. FREEDMAN, Life Sci. d, 
2345 (1965). 
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Summary. The  o v u l a t i o n  i n h i b i t i n g  a c t i v i t y  in  a d u l t  r a t s  of t he  5 H T - a n t a g o n i s t s  c y p r o h e p t a d i n e ,  m l a n s e r i n  a n d  
m e t h y s e r g i d e  is shown.  F u r t h e r m o r e  t h e  a c t i v i t y  of a newly  s y n t h e t i z e d  C y c l o h e p t a t h i o p h e n e d e r i v a t i v e ,  c o m p o u n d  
26-921,  wh ich  i nh ib i t s  L H - s ec r e t i on  a n d  c o n s e q u e n t l y  ovu la t ion ,  is descr ibed.  

I n  r ecen t  years ,  a cons iderab le  a m o u n t  of i n f o r m a t i o n  
ha s  been  o b t a i n e d  conce rn ing  t h e  neu r oendoc r i ne  con t ro l  
of a n t e r i o r  p i t u i t a r y  func t ion .  I t  is a s s u m e d  t h a t  changes  
in a m i n e  m e t a b o l i s m  in d iscre te  p a r t s  of t he  b r a i n  in f luence  
t he  secre t ion  of g o n a d o t r o p i n e s  a n d  c o n s e q u e n t l y  t h e  
process  of o v u l a t i o n  1. The  effect  of pha rmaco log ica l l y -  
i nduced  changes  in adrenerg ic  t r a n s m i s s i o n  h a v e  s t r e n g t h -  
ened  t h i s  a s s u m p t i o n  s . R e l a t i v e l y  l i t t le  work  ha s  been  
done  t o w a r d s  ana lyz ing  t he  role of s e ro ton in  (5IKT) in 
t he  con t ro l  of ovu la t ion .  BROWN 3 r epo r t ed  t h a t  se ro ton in  
a n t a g o n i s t s  such  as L S D  a n d  methyserg ide~ ,  5 i n h i b i t  
P M S - i n d u c e d  o v u l a t i o n  in i m m a t u r e  mice. As we h a v e  
obse rved  p r o f o u n d  differences  b e t w e e n  t he  p h a r m a c o l o g -  
ical  r espons iveness  of P M S - i n d u c e d  o v u l a t i o n  as com- 
p a r e d  to  s p o n t a n e o u s  ovula t ion6 ,  i t  seemed necessa ry  to 
i nves t i ga t e  w h e t h e r  some well  k n o w n  5 H T - a n t a g o n i s t s  
are ac t ive  in s p o n t a n e o u s l y  o v u l a t i n g  a d u l t  r a t s  also. 

Here  we wish  to  r e p o r t  on  t he  o v u l a t i o n  i n h i b i t i n g  
a c t i v i t y  of these  5 H T - a n t a g o n i s t s :  bes ides  me thyse rg ide ,  
a n  e rgo t  de r iva t ive ,  c o m p o u n d s  of d i f fe ren t  chemica l  
classes were inc luded.  F u r t h e r  we descr ibe  t he  a c t i v i t y  
of a newly  s y n t h e t i z e d  c y c l o h e p t a t h i o p h e n e - d e r i v a t i v e ,  
c o m p o u n d  26-921 ~. 

Material and methods. A d u l t  female  r a t s  of t he  I v a n o v a s  
W i s t a r  s t r a i n  (200-250 g) were used in our  expe r i m en t s .  
The  cond i t ions  of e x p e r i m e n t a t i o n  were t he  same  as 
descr ibed  r ecen t l y  6. T he  an i m a l s  were in jec ted  s.c. in  
p rooes t rus  a t  n o o n  w i t h  t he  fol lowing c o m p o u n d s :  Corn- 

p o u n d  26-921, 9, 10 -d ihydro -10-methy l -4 - (1 -me thy l -4 -  
piperidyliden)-4-H-benzo (4, 5) cyclohepta (1, 2-b) thiophen- 
h y d r o g e n m a l a t e ,  d issolved in sa l ine;  me thyse rg ide -  
h y d r o g e n m a l a t e ,  d issolved in a lcohol  a n d  t a r t a r i c  ac id ;  
c y p r o h e p t a d i n e - h y d r o c h l o r i d e  (MS & D), and  mianse r in -  
h y d r o c h l o r i d e  (Organon) ,  b o t h  d issolved in saline.  I n  
oes t rus  a t  09.00 h t he  r a t s  were sacr i f iced a n d  ova  were 
c o u n t e d  in b o t h  Fa l lop ian  t ubes  w i t h  t he  aid of a dis- 
sec t ing  microscope.  Only  w h e n  no  eggs were found,  was  
o v u l a t i o n  cons idered  to  be  inh ib i t ed .  Mean  n u m b e r  of 
eggs pe r  o v u l a t i n g  r a t  in  each  t r e a t m e n t  g roup  was 
ca lcu la ted .  F r o m  the  p r o p o r t i o n  of r a t s  o v u l a t i n g  in a n y  
t r e a t m e n t  g roup  t he  50% i n h i b i t o r y  dose (ED~0) was 
ca lcu la ted  us ing  t h e  m e t h o d  of LITCHFIELD and  WIL- 
COXON s. I n  a n o t h e r  series of expe r imen t s ,  c o m p o u n d  
26-921 0.3 m g / k g  s.c. was  in j ec t ed  in p rooes t ru s - r a t s  a t  
noon,  con t ro l s  rece iv ing  0.9% sal ine solut ion.  The  an ima l s  
were d e c a p i t a t e d  e i the r  a t  18.00 h of t he  same day,  or a t  
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