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Action of mescaline (inesc) alone or in combination with other agents affecting catecholamine action alid metabolism 

Treatmerlt Day 1 Day 2 Day 3 MAO Monoalnines (btg) 
SL SL SL (b~moles/h) 

DA NE 5HT 

Controls -- 4.0 -L 1.9 -- 8.0 ~ 4.7 8.3 • 4.1 5.8 2.15 ~_ 0.07 0.46 ~ 0.02 
Mesc (10 -a M) -- 5.8 ~ 0.4 2.2 i 1.0 19.6 ~.. 10.0 5.4 1.28 t 0 .01 0.44 ~ 0.01 

Controls -- 3.0 -- 4.0 -- 2.0 1.50 • 0.02 0.47 ~- 0.01 
Mesc (10 -4 M, 3 h/day) -- 10.0 -- 14.0 -- 21.0 1.91 =~ 0.02 0.60 :~ 0.01 

L-dopa (10 4 M) -- 9.0 12.6 -- 17.0 5.3 2.17 0.48 
Mese (10 -~ M + dopa) -- 10.0 -- 1J.2 -- 10.8 5.8 1.96 0.43 

Deprenyi (10 -6 M) 31.4 -- 34.9 -- 35.6 0.1 2.75 
Mesc (10 -6 M + depren.) -- 4.0 -- 9.6 -- 13.0 0.1 2.87 

Fluphenazine (10 -6 M) -- 3.0 5.0 22.0 7.9 1.94 0.45 
Fluph. + d o p a  (10 4 M) -- 3.4 -- 8.0 -- 14.4 7.1 

Apomorphine (10 6 M) -- 14.2 -- 24.8 -- 21.6 3.9 2.47 0.52 

0.35 • 0.05 
0.31 ~ 0.01 

0.53 j- 0.01 
0.52 ~_ 0.01 

The MAO activity was measured with 10 ~ M tyramine; the hydrogeH peroxide produced in this reaction converted homovanillic acid into 
a fluorescent compound in the presence of horse radish peroxidase n. The cerebral amines were determined after 3 and 72 h of exposure of 
the fish to the drugs; after extraction they were converted to fluorescent compounds with o-phthaldialdehyde (5HT) or iodine (DA, NE) 1~. 
MAO activities and amine levels were calculated for 1 g of fresh brain. The standard deviations were computed on the basis of data obtained 
for 18-36 fish, except monoamine determinations (6 fish). All groups, with the exeption of the second one, were exposed to the drugs for 
24 h a day. Abbreviations: SL, slope of the linear relationships as defined in the text; DA, dopamine; NE, norepinephrine; 5HT, serotonin. 

sible to  d i f f e r en t i a t e  ' s h o r t '  a n d  ' long '  mesca l ine  e x p o s u r e :  
w h e n  we e x p o s e d  the  f ish  to  a m u c h  h i g h e r  c o n c e n t r a t i o n  
of mesca l ine  for  on ly  3 h p r io r  to  t h e  t r a i n i n g  per iod,  t he  
s lopes  of t he  l inear  f u n c t i o n s  were  s ign i f i can t ly  m o r e  
n e g a t i v e  t h a n  t h o s e  o b t a i n e d  f r o m  con t ro l s  (/9 < 0.005) 
a n d  a l m o s t  iden t ica l  w i t h  t h o s e  r e s u l t i n g  f r o m  L-dopa  
a p p l i c a t i o n ;  no  decrease  in d o p a m i n e  levels  occur red .  
T h u s ,  t h e  p h e n o m e n a  r eco rded  for  s h o r t  a n d  long  ex-  
p o s u r e s  to  mesca l ine  are  d r a m a t i c a l l y  d i f fe rent .  

O u r  conc lus ion  t h a t  d o p a m i n e  - e i the r  de r ived  f r o m  
a d m i n i s t e r e d  L-dopa  or  re leased  b y  mesca l ine  - is c ap ab l e  
of i nc reas ing  l ea rn ing  r a t e  does n o t  s t a n d  alone,  as t h e  
fo l lowing  e x a m p l e s  s h o w :  in ra t s ,  L-dopa  i m p r o v e d  
l ea rn ing  in c o n d i t i o n e d  a v o i d a n c e  t e s t s  6 whi le  in mice  
t h e  s a m e  d r u g  r eve r s ed  i m p a i r e d  l e a rn i ng  due  to  t h e  
d e s t r u c t i o n  of t he  d o p a m i n e r g i c  n i g r o s t r i a t a l  p ro jec -  
t i o n L  I n  a long  series of s tudies ,  i n i t i a t ed  b y  Arb i t ,  
e t  al. s a n d  r ev i ewed  a n d  e x t e n d e d  b y  MURPHY, L-dopa  
w a s  f o u n d  to  e n h a n c e  l ea rn ing  in p a r k i n s o n i a n  a n d  non-  
p a r k i n s o n i a n  p a t i e n t s .  

To  i l l u s t r a t e  t h e  second,  m e s c a l i n e - i n d u c e d  d o p a m i n e  
def ic ient  s t a te ,  few u n a m b i g u o u s  d a t a  can  be  f o u n d  in t he  
l i t e ra tu re ,  a p p a r e n t l y  b e c a u s e  the  d i s t i n c t i o n  b e t w e e n  
t h e  ' a cu t e '  a n d  ' ch ron ic '  s t a t e s  h a s  n o t  been  m a d e  before .  
Muscle  r i g id i t y  a n d  t r e m o r  o b s e r v e d  in dogs  a n d  m o n k e y s  
a f t e r  t h e  a d m i n i s t r a t i o n  of v e r y  large doses  of mesca l ine  
m a y  s u g g e s t  a d o p a m i n e  loss 9. 

M a n y  'Limes, s imi la r i t i e s  b e t w e e n  m e s c a l i n e - p r o d u c e d  
s y n d r o m e s  a n d  c e r t a i n  s c h i z o p h r e n i c  r e a c t i o n s  h a v e  been  
noted2.  Since h y p e r a c t i v i t y  of a d o p a m i n e r g i c  s y s t e m  is 
t h o u g h t  to  be  i nvo lved  in t h e  p a t h o g e n e s i s  of (paranoid)  
s c h i z o p h r e n i a  (as d i scussed  b y  SNYDER et  al.l~ a b n o r -  
m a l l y  h i g h  cerebra l  d o p a m i n e  levels  m a y  be  t h e  c o m m o n  
d e n o m i n a t o r  of a cu t e  mesca l ine  ac t ion  a n d  s o m e  schizo-  
p h r e n i c  s y m p t o m s .  Th i s  c o n c e p t  t h r o w s  s o m e  l ight  on  
m a n y  ear l ier  o b s e r v a t i o n s  ~, e.g.  on  t h e  r eve r sa l  of mes-  
ca l ine  r e s p o n s e s  b y  p h e n o t h i a z i n e s .  

6 j .  A. DAVIES, B. JACKSON and P. H. REDFERN, Neuropharma- 
cology 13, 199 (1974). 

7 A. P. ZlS, H. C. FIBIGER and A. G. PHILLIPS, Science 785, 960 
(1974). 
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Effects  of M o r p h i n e  A d m i n i s t r a t i o n  o n  C e r e b e l l a r  G u a n o s i n e  3 ' , 5 ' - M o n o p h o s p h a t e  

\;V. E. ASKEW a n d  K. D. CHARALAMPOUS 
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(Texas 77030, USA), 9 February 7976. 

Summary. A n  increase  in m o u s e  cerebe l la r  C - G M P  levels d u r i n g  acu te  m o r p h i n e  t r e a t m e n t  w a s  obse rved ,  w h i c h  w a s  
pos s ib ly  r e l a t ed  to  t h e  decrease  in  C-GMP p h o s p h o d i e s t e r a s e  levels also o b s e r v e d  in acu te  t r e a t m e n t .  Chronic  t r e a t m e n t  
lowered  C - G M P  levels as  did a b r u p t  w i t h d r a w a l  w i t h o u t  n a l o x o n e .  

A l t h o u g h  a role for  a d e n o s i n e  3', 5 ' - m o n o p h o s p h a t e  in s u b s t a n t i a  n igra ,  h y p o t h a l a m u s ,  a n d  t h a l a m u s  w i t h  acu t e  
m o r p h i n e  d e p e n d e n c e  h a s  been  t e n t a t i v e l y  desc r ibed  1,2 m o r p h i n e  in jec t ions  in b o t h  n o r m a l  a n d  m o r p h i n e  pel-  
t h e  i n v o l v e m e n t  of g u a n o s i n e  3', 5 ' - m o n o p h o s p h a t e  le ted an ima l s .  H o w e v e r ,  TRABER et  al. 4 h a v e  f o u n d  t h a t  
(C-GMP) is less well  u n d e r s t o o d .  BONNET 3 h a s  r e p o r t e d  acu t e  op i a t e  e x p o s u r e  of n e u r o b l a s t o m a  •  h y b r i d  
s ign i f i can t  r e d u c t i o n  in C-GMP levels in r a t  c auda t e ,  cells e l eva t ed  i n t r ace l lu l a r  C -GMP levels.  To c lar i fy  t he  
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Cyclic-GMP levels, guanylate eyclase, and C-GMP phosphodiesterase activities in mouse cerebellmn as effected by acute (20 mg/kg arid 
40 mg/kg) morphine administration, by chronic adnlinistration, and by abrupt withdrawal with naloxone (0.05 mg/kg) and without naloxone 

Treatment  C-GMP level Guanylate C-GMP 
eyclase phosphodiesterase 

Acute (20 mg/kg) 158 (~_ 18) " 97 (~_ 8) 57 ( •  12) b 
Acute (40 mg/kg) 157 ( ~  16) ~ 

Chronic (24h) 58 ( ~  15) ~ 83 ( •  7) b 89 (~= 14) 
Chronic (48 h) 81 ( ~  20) 98 ( •  11) 95 (~= 19) 
Chronic (72 h) 114 (~- 13) 81 (-t- 13) ~ 84 (-1_ 15) 

Abrupt withdrawal (78 h) 
Without  naloxone 70 (-k 14) �9 112 ( •  15) 96 ( •  12) 
With naloxone 110 ( ~  22) 123 ( ~  17) 

Control C-GMP levels were 1. Acute: 2.77 plnoles/mg protein; 2. Chronic: 1.22 plnoles/mg protein; 3. Withdrawal: 2.26 pmoles/mg. Control 
guanylate cyclase activity was 0.49 nmoles/mg/min; control C-GMP phosphodiesterase activity was 1.52 nmoles/mg/min. Values are expressed 
here as a percentage of the matched control ~ SD. 

p < 0.05; b p < 0.01. n = 5. The Student 's  t-test was used for comparison of experimental and control values. 

e f f ec t  o f  m o r p h i n e  a d m i n i s t r a t i o n  o n  C - G M P  leve ls ,  we  
h a v e  s t u d i e d  t h e  e f f ec t  of  a c u t e  a n d  c h r o n i c  a d m i n i s t r a -  
t i on ,  as  wel l  a s  n a t u r a l  a n d  n a l o x o n e  p r e c i p i t a t e d  w i t h -  
d r a w a l ,  on  C - G M P  leve l s  in  t h e  m o u s e  c e r e b e l l u m  w h e r e  
C - G M P  leve l s  a r e  h i g h e r  t h a n  in  o t h e r  b r a i n  a reas~ .  

Methods. F o r  t h e  a c u t e  s t u d i e s ,  m a l e  a l b i n o  T e x :  I C R  
Swiss  mice ,  1 8 - 2 0  g, we re  i n j e c t e d  i .p.  w i t h  20 m g / k g  a n d  
40 m g / k g  m o r p h i n e  s u l f a t e  in  a s a l ine  v e h i c l e  c a l c u l a t e d  
as  t h e  f ree  b a s e  a n d  sac r i f i ced  a f t e r  30 m i n .  C h r o n i c  an i -  
m a l s  were  t r e a t e d  v i a  m o r p h i n e  pe l l e t  i m p l a n t a t i o n  6. E a c h  
m o r p h i n e  pe l l e t  c o n t a i n e d  75 m g  of m o r p h i n e  ba se ,  75 m g  
of  m i c r o c r y s t a l l i n e  ceIIulose ,  0.75 m g  of  f u m e d  s i l i cone  
d i o x i d e ,  a n d  1.5 m g  of  m a g n e s i u m  s t e a r a t e .  P l a c e b o  
pe l l e t s  we re  s i m i l a r l y  p r e p a r e d  w i t h o u t  m o r p h i n e  base .  
Mice  t r e a t e d  w i t h  t h e  pe l l e t  i m p l a n t a t i o n  t e c h n i q u e  a re  
c o n s i d e r e d  to  be  d e p e n d e n t  a f t e r  72 h of e x p o s u r e %  T h e  
t i m e  i n t e r v a l s  s t u d i e d  d u r i n g  c h r o n i c  t r e a t m e n t ,  o r  de -  
p e n d e n c e  d e v e l o p m e n t ,  we re  24, 48, a n d  72 h a f t e r  i m -  
p l a n t a t i o n .  W i t h d r a w a l  w a s  i n i t i a t e d  b y  r e m o v a l  of  t h e  
m o r p h i n e  pe l l e t  72 h a f t e r  i m p l a n t a t i o n  w i t h  t h e  t i m e  of 
pe l l e t  r e m o v a l  b e i n g  c o n s i d e r e d  as  t h e  zero  t i m e  i n to  
w i t h d r a w a l .  F o r  n a l o x o n e  i n d u c e d  w i t h d r a w a l ,  n a l o x o n e  
w a s  a d m i n i s t e r e d  5 h a n d  50 ra in  a f t e r  pe l l e t  r e m o v a l .  
V r  s y m p t o m a t o l o g y  w a s  t h e n  e v a l u a t e d  b y  t h e  
p l a t f o r m  j u m p i n g  t e c h n i q u e  6. D e p e n d e n c e  w a s  d e m o n -  
s t r a t e d  b y  t h e  j u m p i n g  r e s p o n s e  in  9 2 . 3 %  of  t h e  m i c e  
t e s t e d ,  a s  e f f e c t e d  b y  0.05 m g / k g  n a l o x o n e ,  w h i c h  cor-  
r e s p o n d s  wel l  to  t h e  9 2 %  v a l u e  r e p o r t e d  w i t h  S i m o n s e n  
I C R  m i c e L  A s  r e p o r t e d  e l s e w h e r e ,  m i c e  u n d e r g o i n g  ab -  
r u p t  w i t h d r a w a l  w i t h o u t  n a l o x o n e  d i d  n o t  d e m o n s t r a t e  a 
c o n s i s t e n t  w i t h d r a w a l  s y m p t o m a t o l o g y  w h e n  t e s t e d  v i a  
t h e  p l a t f o r m  j u m p i n g  t e c h n i q u e S .  

Al l  a n i m a l s  we re  s ac r i f i ced  a t  6 h i n t o  w i t h d r a w a l .  A n i -  
m a l s  u t i l i z e d  in  t h e  C - G M P  s t u d i e s  we re  s ac r i f i c ed  in  a 
m i c r o w a v e  o v e n .  C e r e b e l l a r  t i s s u e  w a s  h o m o g e n i z e d  in  
a b s o l u t e  e t h a n o l  f o l l owed  b y  c e n t r i f u g a t i o n  a t  8 ,000 •  
A n  a l i q u o t  w a s  e v a q u a t e d  to  d r y n e s s  u n d e r  d r y  n i t r o g e n ,  
a n d  C - G M P  w a s  a s s a y e d  as  d e s c r i b e d  b y  STEINER e t  al.*. 
P r o t e i n  l eve l s  w e r e  e s t i m a t e d  a c c o r d i n g  t o  t h e  m e t h o d  of 
LOWRY e t  al.". F o r  t h e  d e t e r m i n a t i o n s  of  g u a n y l a t e  
c y c l a s e  a n d  C - G M P  p h o s p h o d i e s t e r a s e  a c t i v i t i e s ,  a n i m a l s  
w e r e  s ac r i f i c ed  b y  d e c a p i t a t i o n .  G u a n y l a t e  c y c l a s e  a c t i v i -  
t i e s  we re  d e t e r m i n e d  as  d e s c r i b e d  b y  THOMPSON e t  a l }  ~ 
a n d  C - G M P  p h o s p h o d i e s t e r a s e  a c t i v i t i e s  were  m e a s u r e d  
a c c o r d i n g  t o  RUSSELL e t  al. n ,  a n d  THOMPSON a n d  
APPLEMAN 12 

Results and discussion. T h e  d a t a  o b t a i n e d  w i t h  t h e  
m o r p h i n e  t r e a t m e n t s  is p r e s e n t e d  in  t h e  T a b l e .  A c u t e  
c o n t r o l  C - G M P  v a l u e s  w e r e  2.77 p M / m g  p r o t e i n  or  
0.27 p M / m g  of  w e t  w e i g h t .  T h i s  c o r r e s p o n d s  wel l  to  a 
l i t e r a t u r e  v a l u e  of  0.28 p M / m g  w e t  w e i g h t ,  u s i n g  a s i m i l a r  
t y p e  of  m i c r o w a v e  sac r i f i ce  13. T h e  s u r g i c a l  t r a u m a  ef- 
f e c t e d  a d e c r e a s e  in  c e r e b e l l a r  C - G M P  v a l u e s  i n d e p e n d e n t  
of  d r u g  t r e a t m e n t .  C o n t r o l  g u a n y l a t e  c y c l a s e  a n d  C - G M P  
p h o s p h o d i e s t e r a s e  a c t i v i t i e s  were  n o t  a p p r e c i a b l y  a f f e c t e d  
b y  t h e  c o u r s e  of  t r e a t m e n t .  

A c u t e  t r e a t m e n t  s i g n i f i c a n t l y  i n c r e a s e d  C - G M P  leve l s  
w h e r e a s  c h r o n i c  t r e a t m e n t ,  a t  24 h ,  a n d  a b r u p t  w i t h -  
d r a w a l  a t  6 h i n t o  w i t h d r a w a l ,  e v i d e n c e d  a s i g n i f i c a n t  
dec r ea se .  G u a n y l a t e  c y c l a s e  a c t i v i t i e s  w e r e  s i g n i f i c a n t l y  
lower  t h a n  c o n t r o l  v a l u e s  a t  24 h a n d  72 h d u r i n g  c h r o n i c  
t r e a t m e n t .  C y c l i c - G M P  p h o s p h o d i e s t e r a s e  a c t i v i t y  w a s  
s i g n i f i c a n t l y  d e c r e a s e d  b y  a c u t e  t r e a t m e n t .  

G u a n y l a t e  c y c l a s e  a c t i v i t y  is d e p e n d e n t  u p o n  m a n g a -  
n e s e  a n d  c a l c i u m  14 S ince  a c u t e  m o r p h i n e  t r e a t m e n t  p ro -  
d u c e s  a g e n e r a l  d e c r e a s e  in  c a l c i u m  leve l s  15, t h e  d e c r e a s e  
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in cerebel lar  C-GMP obse rved  a t  24 h d u r i n g  dependence  
d e v e l o p m e n t  m a y  ref lect  an  effect  of m o r p h i n e  on  cere- 
bel lar  ca lc ium a n d  hence  on  g u a n y l a t e  cyclase act ivi t ies .  
The  increase  in cerebel lar  C-GMP fol lowing acu te  t r ea t -  
m e n t  is a p p a r e n t l y  t h e  resu l t  of t he  obse rved  phospho-  
d ies terase  i nh ib i t i on  and  appea r s  no t  to  be  dose re la ted  
a t  leas t  a t  t he  dosages examined .  

No s igni f ican t  difference in cerebel lar  C-GMP was ob- 
served  be tween  con t ro l  and  d rug  an ima l s  a t  6 h d u r i n g  
na loxone  p rec ip i t a t ed  a b r u p t  w i thd rawa l ,  however ,  d rug  
va lues  were less t h a n  con t ro l  va lues  in a b r u p t  w i t h d r a w a l  
w i t h o u t  na loxone .  These resu l t s  m a y  ref lect  na loxone  
s tab i l i za t ion  of ca lc ium levels as r epor t ed  b y  R o s s  et  al. ~5 

w i t h  t he  C-GMP decrease  du r ing  n a t u r a l  w i t h d r a w a l  re- 
f lec t ing a n  acu te  ca lc ium loss. 

Our  resul t s  t h e n  conf i rm the  r e p o r t  of TRABER et  al. 4 
in t h a t  an  increase  in C-GMP was obse rved  w i t h  acu te  
t r e a t m e n t .  Add i t iona l ly ,  we obse rved  t he  decrease  in 
neu ra l  C-GMP in  m o r p h i n e  pe l le ted  r a t s  as p rev ious ly  
r epo r t ed  b y  BONNET a. A decrease  in ce rebe l la r  C-GMP 
24 h a f t e r  pe l le t  i m p l a n t a t i o n  was also observed .  

A l t h o u g h  t he  d a t a  is insuf f ic ien t  to  descr ibe  a role for 
C-GMP in t he  d e v e l o p m e n t  of m o r p h i n e  dependence  and  
wi thd rawa l ,  i t  seems a p p a r e n t  t h a t  t he  e t io logy of mor-  
ph ine  dependence  m a y  be re la ted  to  t he  level  of th i s  
cyclic nuc leo t ide  in the  cerebel lum.  

Die Wirkung einer Leberschi id igung durch Th ioace tamid  auf die m i k r o s o m a l e  A r o m a t i s i e r u n g  von 
Tes tos t eron  bei der Ratte 
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Sure,tory. R a t  l iver  microsomes,  N A D P H - r e g e n e r a t i n g  sys tem,  and  1/3, 2/3-SH-testosterone h a v e  been  i n c u b a t e d  in 
vi t ro.  The  loss of t r i t i u m  f rom t he  steroid, associa ted w i t h  a r o m a t i z a t i o n  of t es tos te rone ,  was l inear  w i t h  t i m e  for 
20 min  and  requ i red  N A D P H .  P r e - t r e a t m e n t  of t he  r a t s  w i t h  t h i o a c e t a m i d e  raised t he  l ibe ra t ion  of t r i t i u m  from 
1/3, 2/3-3H-testosterone.  The  resul t s  suggest  t h a t  l iver  d a m a g e  b y  t h i o a c e t a m i d e  in r a t s  m a y  give rise to  increased  
a r o m a t i z a t i o n  of t e s tos te rone .  

Die T h i o a c e t a m i d - v e r g i f t e t e  R a t t e  spiegel t  als t ier-  
exper imente l les  Modell  V e r g n d e r u n g e n  des 0 s t r o g e n a b -  
baus  wieder,  die bei der  mensch l i chen  Leberz i r rhose  auf-  
t r e t e n  u n d  hier  zu k l in i schen  S y m p t o m e n  wie Gyn~tko- 
mas t i c  oder  H o d e n a t r o p h i e  Anlass  geben k 6 n n e n  1. Bis- 
her  gal t  dabe i  das  A u g e n m e r k  in e rs te r  Linie  S t 6 r u n g e n  
des 0 s t r o g e n a b b a u s ,  besonders  der  e ingeschr~tnkten M6g- 
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Freisetzung von Wasserstoff aus dell Positionen 1/3 ulld 2/3 yon 
Testosteron in vitro bei Inkubation von 1/3, 2fl-aH-Testosteron mit 
Rattenlebermikrosomen (Kontrollratten) uad NADPH-regenerie- 
rendem System. a) Zeitabh/ingigkeit der Reaktion. b) Abh~tngigkeit 
vom Kofaktor, wenn statt des NADPH-regenerierenden Systems 
verschiedene Konzentrationen an NADH (O--�9 bzw. NADPH 
(0--O--O) eingesetzt werden. 

l ichkei t  zur  m i k r o s o m a l e n  2 - H y d r o x y l i e r u n g  in der  
Leber  ~,3. Andere r se i t s  wurde  pos tu l i e r t  4, dass  bei  der  
Leberz i r rhose  des Menschen  dar i ibe r  h i n a n s  eine pe r iphere  
B i ldung  yon  0 s t r o g e n e n  aus  a n d r o g e n e n  Vor l~ufern  in 
v e r m e h r t e m  Masse s t a t t f indc .  Dies gab  uns  Anlass,  
nachzupr t i fen ,  ob  auch  bei der  T h i o a c e t a m i d v e r g i f t u n g  
der  l~a t te  in v e r m e h r t e m  Masse A n d r o g e n e  a roma t i s i e r t  
werden.  Unsere  U n t e r s u c h u n g e n  w u r d e n  in v i t ro  durch-  
gef t ihr t  m i t  L e b e r m i k r o s o m e n  yon  R a t t e n ,  die a k u t  oder  
ch ron i sch  m i t  T h i o a c e t a m i d  b e h a n d e l t  waren .  U m  einen  
E inb l i ck  in die i n sgesamt  aus Tes to s t e ron  gebi lde te  
Menge a r o m a t i s c h e r  Fo lgep roduk te  zu e rha i t en ,  wurde  als 
S u b s t r a t  1/3,2/3-3H-Testosteron ve rwende t .  Bei  der  Aro- 
ma t i s i e rung  des A-Ringes  zu 0 s t r o g e n e n  wird  b e v o r z u g t  
der  a n  1/3 und  2/3 g e b u n d e n e  Wasse r s to f f  e l imin ie r t  5 und  
k a n n  d a n n  im I n k u b a t i o n s m e d i u l n  als H T O  gemessen  
werden.  D a  fiir unsere  F rages t e l lung  ledigl ich der  re la t ive  
E f fek t  e iner  T h i o a c e t a m i d b e h a n d l u n g  in bezug auf  un-  
b e h a n d e l t e  Kon t ro l l t i e r e  in teress ier te ,  k o n n t e  dieses Vor-  
gehen  gew/~hlt werden.  

Experimenteller Teil. ] fi, 2fl-3H-Testosteron wurde  yon  
der  F i r m a  New E n g l a n d  Nuclear  Inc., Boston,  Mass., 
bezogen.  

Die a k u t e  V o r b e h a n d l u n g  von  R a t t e n  m i t  Th ioace t -  
amid  erfolgte d u r c h  p.o.  V e r a b r e i c h u n g  der  S u b s t a n z  in 
w~tssriger L6sung.  Die Dos ie rungen  b e t r u g e n  100 mg/kg,  
200 m g / k g  und  300 mg/kg.  24 h n a c h  der  B e h a n d l u n g  
w u r d e n  die R a t t e n  ge t6 te t .  Die P r e p a r a t i o n  yon  Leber -  
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