
15. 11. 1968 Specialia 1155 

pan-2-one)  was  more  ef fec t ive  t h a n  AY-14,948 a n d  was 
t h e  m o s t  p o t e n t  of t h e  series in  b lock ing  t he  basa l  gas t r ic  
secre t ion.  The  level  of an t i ga s t r i c  s ec re to ry  a c t i v i t y  of 
AY-18,672 is m o r e o v e r  s imi la r  to  t h a t  o b s e r v e d  w i t h  
i m i p r a m i n e .  Also, as w i t h  i m i p r a m i n e  t he  s t i m u l a t i o n  of 
gas t r ic  secre t ion  i nduced  b y  rese rp ine  is b locked  b y  
AY-18,672.  I t  is of i n t e r e s t  t h a t  AY-18,672 b locks  t he  up-  
t a k e  of n o r a d r e n a l i n e  a n d  is also more  p o t e n t  in  t h i s  
a c t i v i t y  t h a n  AY-14,9487.  F u r t h e r ,  in s tud ies  u t i l iz ing  t h e  
same  c o m p o u n d s  e x a m i n e d  in  t he  p r e s e n t  s tud ies  AY-  
18,672 was  t he  m o s t  ac t ive  of t he  series in  in t e r f e r ing  in 
t he  u p t a k e  of n o r a d r e n a l i n e  ~. O t h e r  d rugs  wh ich  p r e v e n t  
t he  u p t a k e  of no rad ren a l i ne ,  such  as c h l o r p r o m a z i n e  a n d  
coca ine  in a d d i t i o n  to  i m i p r am i ne ,  are  ef fec t ive  as in-  
h ib i to r s  of t he  basa l  gas t r ic  sec re t ion  in  t he  py lorus -  
l iga ted  r a t  ~,n. 

Zusammen[assung. AY-14,948 [ 4 - C h l o r - a . a - D i m e t h y l -  
p h e n e t h y l a m i n o p r o p a n - 2 - o n ]  s e t z t  die basa le  Ausschei -  
d u n g  y o n  MagensXure  in der  R a t t e  he rab .  Die P r f i fung  
de r  s t r u k t u r v e r w a n d t e n  V e r b i n d u n g e n  ergab,  dass  AY-  
18,672 [ ~, ~- D i m e t h y l p h e n e t h y l a m i n o p r o p a n -  2- on]  in  
d ieser  H i n s i c h t  w i r k s a m e r  is t  als AY-14,948,  i n d e m  es 
a u c h  die r e s e r p i n b e d i n g t e  E r r e g u n g  de r  Magens i tu reaus-  
s c h e i d u n g  b lock ie r t .  
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A S e x  Di f f erence  in S o m e  T o x i c  Ef fects  of L i t h i u m - C a r b o n a t e  

L i t h i u m  c a r b o n a t e  is wide ly  used in  cl inical  t r i a l s  
a g a i n s t  m a n i c  phases  of t h e  m a n i c - d e p r e s s i v e  p h y c h o s i s  x,z 
a n d  as p r o p h y l a c t i c  a g e n t  aga i n s t  r e c u r r e n t  depress ions  3. 
T h e r e  is, therefore ,  a cons ide rab le  i n t e r e s t  in  tox ic  effects  
a f t e r  ch ron ic  t r e a t m e n t ,  u s ing  d i f fe ren t  ways  of admin i s -  
t r a t i o n  a n d  d i f f e ren t  a n i m a l  species a-6. 

Us ing  l i t h i u m  c a r b o n a t e  b y  gas t r ic  i n t u b a t i o n  in ra ts ,  
c o n s i s t e n t l y  more  p r o n o u n c e d  toxic  effects  h a v e  been  
o b s e r v e d  for  ma le  t h a n  for female  a n i m a l s  u n d e r  our  
e x p e r i m e n t a l  condi t ions .  Male a n d  female  r a t s  f rom 
Sprague  D a w l e y  s t r a i n  weigh ing  180-210 g were k e p t  on  
a s t a n d a r d  d ie t  ( con ta in ing  5 g /kg  of s o d i u m  chlor ide) .  The  
ma le  r a t s  were  k e p t  s e p a r a t e d  f rom t he  female  an imals ,  in 
a c o n s t a n t  r o o m  t e m p e r a t u r e  of 27 °C. 

L i t h i u m  c a r b o n a t e  (Merck Co.) d issolved in  wate r ,  
(10 mg/ml )  was  a d m i n i s t e r e d  da i ly  b y  gas t r i c  i n t u b a t i o n  
in a dose of 15 rag/100 g b o d y  weight .  

A n i m a l s  were  a l lowed d ie t  a n d  t a p  w a t e r  ad  l i b i t um.  
The  p a r a m e t e r s  m e a s u r e d  were b o d y  weight ,  su rv iva l  t i m e  
a n d  b lood  non -p ro t e i c  n i t rogen .  I n  all t hese  p a r a m e t e r s ,  
in  ma le  r a t s  more  tox ic  effects  t h a n  in t he  c o r r e s p o n d i n g  
females  h a v e  b e e n  observed .  
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Toxicity in rats rcceiving lithium carbonate (15 mg[100 g body 
weight per day). 

Non-proteic nitrogen from blood of male and female rats after 15 days 
of trcatment with lithium carbonate. 

Control animals Males Females 

0.33 -4- 0.05 0.49 4- 0.02 0.35 -}- 0.04 

The results represent the average of 6 animals -4- S.E. 

I n  t h e  F igu re  t h e  s u r v i v a l  t i m e  in b o t h  ma le  a n d  female  
a n i m a l s  is recorded.  T h e  tox ic  effect  is h ighe r  in  ma le  ra ts .  
In  th i s  g roup  the  a d m i n i s t r a t i o n  was  i n t e r r u p t e d  a f t e r  15 
d a y s  of t r e a t m e n t .  D u r i n g  t h e  days  of i n t e r v a l  no  f u r t h e r  
d e a t h s  were  obse rved  whi le  t he  a n i m a l s  r a p i d l y  d ied  
s h o r t l y  a f t e r  r e s u m p t i o n  of l i t h i u m  c a r b o n a t e .  

The  b o d y  w e i g h t  dec reased  in b o t h  a n i m a l  groups,  b u t  
in  ma le  r a t s  t he  decrease  was a b o u t  30% more  t h a n  in 
female  ra ts .  

The  Tab le  shows the  changes  in b lood n o n - p r o t e i c  
n i t r o g e n  a f t e r  15 days  of t r e a t m e n t  in  t he  2 groups,  aga in  
showing  m a r k e d  increase  in ma le  ra ts .  The  sex d i f ference  
of l i t h i u m  c a r b o n a t e  t o x i c i t y  has  no t  been  r e p o r t e d  in a n y  
of t he  rev iews  on  t he  s u b j e c t  7-1°, a n d  i t  is of i n t e r e s t  to  
cl inical  i n v e s t i g a t o r s  for  t h e  poss ib i l i ty  t h a t  l i t h i u m  
c a r b o n a t e  m a y  be more  tox ic  in ma le  h u m a n  s u b j e c t s  
d u r i n g  t r e a t m e n t  of p sycho t i c  diseases.  

Riassunto. A b b i a m o  n o t a t o  u n a  n e t t a  d ive r s i t~  di ri-  
spos t a  t r a  r a t t i  m a s c h i  c f e m m i n e  d u r a n t e  il t r a t t a m e n t o  
cronico con  15 mg/100  g di peso corporeo  di  c a r b o n a t o  di 
Li t io ,  s o m m i n i s t r a t o  pe r  s o n d a  gas t r ica .  La  toss ic i t£  e ra  
m o l t o  pifi sp i cca t a  nei  m a s c h i  che nel le  femin ine .  Nei  
masch i  la m o r t a l i t ~  ce s sava  con  l ' i n t e r r u z i o n e  del la  som-  
m i n i s t r a z i o n e  e r i p r e n d e v a  con  il t r a t t a m e n t o .  L ' a z o t e m i a  
d e t e r m i n a t a  dopo  15 giorni  d i  t r a t t a m e n t o  nei  due  gruppi ,  
t e s t i m o n i a v a  pu re  va lor i  s i g n i f i c a t i v a m e n t e  piCa e leva t i  
negl i  an ima l i  masch i .  
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