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Dupl ica te  0.1 ml al iquots  of p la sma  and urine were 
assayed for a l l -ac t iv i ty  in a P a c k a r d  Model 3375 l iquid 
scint i l la t ion spec t rome te r  and  q u e n c h i n g  correc ted  by  
means  of the  au toma t i c  ex te rna l  s t anda rd .  

Results. The p lasma  concen t ra t ions  (Cp) of SH-activi ty,  
expressed as % dose /L plasma,  appa ren t l y  declined 
b iexponent ia l ly  and  were f i t ted,  by  means  of an i tera t ive  
non-l inear  digital  compu te r  p rogramme,  to the  equa t ion :  
Cp ~ Ae - a t  + Be-~ t, where  A and B are the  zero ordina te  
axis in te rcepts  and  a and  fl are b o t h  hyb r id  ra te  con- 
s t an t s  ref lect ing all the  individual  ra te  processes. A typica l  
d i sappearance  curve is shown in the  Figure.  In  each 
subject ,  the  initial  fas t  d isposi t ion phase  had  a half-life 
(0.693/~) of about  10 min  followed by  a slower disap- 
pearance  wi th  a half-life (0.693/fl) of a round  3 h. 

Of the  to ta l  radioact ive  dose, 70-78% was excre ted  
in the  urine wi th in  24 h af ter  adminis t ra t ion .  

Discussion. I t  should be stressed,  t h a t  the  da t a  repor-  
ted  in th is  communica t ion  concerns  the  d i sappearance  
of to ta l  p l a sma  3H-act iv i ty  following admin i s t r a t ion  of 
2,5-~H-histidyl T R H  to m a n  and  does no t  necessar i ly  
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Total 3H-activity in plasma (Cp) following i.v. administration of 
200 [zg (120 [xC) of tritium labelled TRH to man. (Q), observed data; 
(--), computer calculated curve; Cp = 18.9e -4"8 t + 6.6e-0.~4 L 

reflect  the  overall  d i sappearance  of i n t ac t  T R H .  Since 
T R H  undergoes  rapid inac t iva t ion  in bo th  t issue and 
blood 9 our  d a t a  represen ts  the  d i sappearance  and  
excre t ion  of T R H  and  i ts  b io t r ans fo rma t ion  p roduc t s  
which  conta in  t he  2,5-3H-histidyl moie ty .  

Recen t ly  LEPPALUOTO et  al. ~0 have  repor ted  tha t ,  
af ter  in ject ion of 200 ~zg of unlabel led T R H  to man,  
p la sma  T R H  had  a halflife of 5 min  wi th in  the  first  5 mill 
af ter  admin is t ra t ion .  This  observa t ion  is in close agree- 
m e n t  w i th  the  da ta  r epor ted  here. 

I t  is in te res t ing  to  note  t h a t  the  mean  m a x i m u m  T S H  
response  in normal  individuals  receiving 200 ~zg of T R I t  
in t ravenous ly  n,  12 occurs dur ing the  init ial  fast  d is t r ibu-  
t ion phase  (0-60 min) observed in the  p resen t  s tudy.  I t  
would no t  appear  unreasonable  to  suggest  t h a t  the  T S H  
response  is the  resul t  of T R H  s t imula t ion  of the  p i tu i t a ry  
dur ing th is  per iod following adminis t ra t ion .  

Zusammen]assung. Nach  i.v. Verabre ichung  von  Thy-  
ro t rophin- re leas ing  H o r m o n e n  an Versuchspersonen  er- 
g ibt  sich eine b iphas ische  IKurve fiir d e n  Abfal l  der  
Tri t iumaktivi t~i t  im P l a s ma  mi t  einer Exkre t ions -Ha lb -  
wer tsze i t  yon 3 h. 
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Effect of 2 - B r - a - E r g o k r y p t i n e  (CB 154) on Lactat ion in the Bitch 

Lac ta t ion  and o ther  p ro l ac t i n -dependen t  mechan i sms  
in the  reproduc t ion  of the  ra t  are inh ib i ted  by  2-Br-e- 
e rgokryp t ine  (CB 154 Sandoz,  Basel) l ,  ~. This  ac t ion is 
based on inhib i t ing  pro lac t in  secre t ion a t  t he  p i tu i t a ry  
level 3. Suppress ion of Serum prolac t in  levels by  CB 154 
have  been shown by  r ad io - immuno-as say  me thods  in 
h u m a n s  4, cows 5 and in sheep ~. Inh ib i t ion  of l ac ta t ion  by  
CB 154 has  been demons t r a t ed ,  apa r t  f rom the  ra t  1, in 
h u m a n s  7,a, in pigs 2, and  in rabb i t s  2. In  contras t ,  even 
af ter  r epea ted  appl ica t ions  of CB 154, l ac ta t ion  could no t  
be inh ib i ted  in cows 5 and  sheep ~. Thi:s means  t h a t  
pro tac t in  is no t  essent ial  in all m a m m a l i a n  species for the  
m a i n t e n a n c e  of lacta t ion.  Therefore  it is of in te res t  to  
t e s t  d i f ferent  m a m m a l i a n  species for the  sens i t iv i ty  of 
es tabl ished lac ta t ion  towards  the  act ion of CB 154. 

I t  was the  objec t ive  of the  following exper imen t s  to  
f ind w he the r  lac ta t ion  in the  b i tch  can be inf luenced by  
CB 154. 

Material and method. Female  beagles (6 groups,  
consis t ing of 5 animals  each), aged 2-6 years,  weighing 
b e t w e e n  9-18 kg were used. Af ter  pa r tu r i t i on  the  an imals  

were housed  ill single boxes  a t  a t e m p e r a t u r e  of 20-23 ~  
Only l i t ters  of 5 or 6 pups  were used. In  cases of more  t h a n  
6 pups  per  l i t ter ,  the  supe rnumera ry  animals  were 
r emoved  on the  2nd day  of life. F r o m  the  2nd-21s t  day  
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of life t he  pups  were weighed  da i ly  a t  08.00 a n d  17.00 h. 
The  gain  of we igh t  of t h e  p u p s  w i t h i n  24 h se rved  as a 
d i r ec t  measu re  for t he  a m o u n t  of l a c t a t i o n  of a b i t ch .  
A so lu t ion  of CB 154 was a d m i n i s t e r e d  i.m. to  the  b i t ches  
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Dose response curve for lactation inhibition by CB 154 i.m. 

a f t e r  weighing  t h e  pups  in t h e  even ing  of t h e  12 th  d ay  
pos t  p a r t u m .  The  dosages used were 5, 10, 2 0 a n d  120 Fg pe r  
kg bodyweigh t .  Fo r  cont ro l s  1 g roup  of b i t ches  r e m a i n e d  
u n t r e a t e d .  I n  a n o t h e r  g roup  t h e  pups  were r e m o v e d  a t  t h e  
same  t i m e  for 24 h in order  to  show t h e  effect  of s t a rv a t i o n .  

Results  and discussion. The  dose-response  r e l a t ion  of 
CB 154 on  t h e  change  of we igh t  of pups  is p r e s e n t e d  in t h e  
F igure  a n d  shows a n  i n h i b i t i o n  of l a c t a t i o n  in b i tches .  
The  s ta t i s t i ca l  e v a l u a t i o n  of t h e  resu l t s  was  car r ied  o u t  
b y  va r i ance  analysis .  T h e  regress ion  of t h e  cu rve  is 
h igh ly  s ign i f ican t  w i t h  p (  0.001. The  EDs0 (50 % r educ t i on  
of we igh t  in  compar i son  w i t h  u n t r e a t e d  controls)  of t h e  
i nh ib i t i on  of l a c t a t i on  in b i t ches  was ca lcu la ted  to  be  
6 ~g/kg b o d y w e i g h t  (95% conf idence  l im i t  = 4-12  tzg/kg). 

These  e x p e r i m e n t s  show t h a t  CB 154 s u p p r e s s e s  t h e  
l a c t a t i on  in t h e  b i t c h  an d  a l low t h e  a s s u m p t i o n  t h a t  
p ro l ac t i n  is n e c e s s a r y  to  m a i n t a i n  l a c t a t i o n  in b i tches .  

Zusammen/assung .  Es  wurde  gezeigt,  dass  bei  H i ind in -  
h e n  die L a c t a t i o n  d u r c h  d en  P r o l a c t i n - S e k r e t i o n s h e m m e r  
2 - B r - ~ - E r g o k r y p t i n - m e t h a n e s u l f o n a t  (CB 154, Sandoz)  
g e h e m m t  wird.  Gemessen  fiber 24 S t u n d e n  betr~Lgt die 
EDs0 i.m. 6 Fg/kg. 
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Distribution of Potass ium in Rat Adrenal Zones 

Severa l  fac tors  are well  k n o w n  to  be  i nvo lved  in t h e  
r egu la t ion  of a ldos te rone  p r o d u c t i o n  1, 3, st i l l  t h e  mecha -  
n i sm  of t he  r egu la t ion  is far  f rom be ing  clarified. Expe r i -  
m e n t a l  d a t a  f rom the  l i t e r a t u r e  3 a n d  f rom our  p rev ious  
work  4 y ie lded ind i rec t  a r g u m e n t s  for t h e  a s s u m p t i o n  t h a t  
changes  of t he  p o t a s s i u m  a n d  sod ium c o n t e n t  of t he  Zona  
g lomerulosa  m i g h t  be  t h e  f ina l  s t imu l i  for t he  r egu la t ion  
of a ldos te rone  p roduc t ion .  

The  m a i n  obs tac le  to  d e m o n s t r a t i n g  p o t a s s i u m  w i t h i n  
t i ssues  a n d  cells lies in  i ts  exce l len t  so lub i l i ty  in  w a t e r  a n d  
o t h e r  solvents .  A t  p r e sen t  no  h i s tochemica l  m e t h o d  
pl ;oviding re l iable  loca l iza t ion  of p o t a s s i u m  is avai lable .  
A t t e m p t s  h a v e  r ecen t ly  been  m a d e  to use t he  e lec t ron  
p robe  X - r a y  m i c r o a n a l y z e r  to  measu re  p o t a s s i u m  c o n t e n t  
in t i ssue  sect ions  5, 6. KRIZ et  al. ~-9 succeeded in d e t e r m i n -  

studied by Electron Probe X-Ray Microanalysis  

ing re la t ive  p o t a s s i u m  c o n c e n t r a t i o n s  in  d i f fe ren t  po r t i ons  
of t h e  neph ron .  

W e  h a v e  m a d e  an  ef for t  to  use t h e  e lec t ron  p r o b e  X - r a y  
mic roana lyze r  to  s t u d y  t h e  d i s t r i b u t i o n  of p o t a s s i u m  in 
t h e  ad rena l  Zona  g lomeru losa  an d  in t h e  o u t e r m o s t  cells 
of t h e  Zona  fasciculata .  

26 male  C F E  r a t s  weighing  150 g were decap i t a t ed .  
The  ad rena l  g lands  were  f rozen to  t h e  spec imen  holders  
of a c r y o s t a t  b y  m e a n s  of i sopen tane  chi l led w i t h  l iqu id  
n i t rogen ,  cu t  a t  6 am,  a n d  lyophi l ized.  Quarz  slides were 
coa ted  w i t h  a l u m i n i u m  (ca. 100 ~) ,  t h e  f rozen-dr ied  
c r y o s t a t  sect ions  were pressed  on  it, a n d  coa ted  aga in  
w i t h  a lumin ium.  

The  p o t a s s i u m  K~ r a d i a t i o n  was ana lyzed  ill a J X A - 5  
microana lyzer .  T h e  d i a m e t e r  of t h e  e lec t ron  b e a m  was 

Fig. I. Strip chart record of the potassium K s radiation registered 
along a straight line perpendicular to the adrenal surface in a 6 ~tm 
section (line 1). Arrow indicates the borderline between Zona 
glomerulosa (right) and Zona fasciculata (left). C, capsule. Further 
right aluminium-coated quarz slide only. Line 2 is the graph for 
sodium, not considered here. Line 3, specimen current. 
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