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A b s e n c e  o f  T o o t h  M a l f o r m a t i o n  i n  O f f s p r i n g  o f  

R a t s  T r e a t e d  w i t h  a L o n g - A c t i n g  S u l p h o n a m l d e  

T o o t h  a l te ra t ions  in ra t s  born  of mothers  t rea ted  during 
p r e g n a n c y  wi th  a long-act ing su lphonamide  (2-sulphanil- 
amide ,  4 -6 -d imethoxy-pyr imid ine  = SDmI ' )  have  been 
r epo r t ed  ~,z. These  repor t s  led us to consider if such mal-  
fo rma t ion  migh t  occur  also wi th  2-sulphanilamide,  3- 
m e t h o x y - p y r a z i n e  (SmP)a recent ly  s tudied in Farmi ta l ia  
Resea rch  Labora tor ies  *-L 

Fema le  albino ra t s  (Sprague-Dawley strain),  weighing 
f rom 200 to 300 g, were ma ted  for 12 h and  t rea ted  dur ing 
ges ta t ion  for d i f fe ren t  periods wi th  S top  or SDmP.  

L i t t e r s  were  left  wi th  mothe r s  till weaning t ime (21 
days)  and  d a m s  were fed ad t ib i tum wi th  balanced diet  
and  aqua  fontis.  

S m P  and  S D m P ,  used for comparison,  were adminis-  
t e red  in the  die t  in d i f ferent  concent ra t ions  to provide the  
chosen  doses. 

The  su lphonamide  S D m P  induces malformat ion  of the  
incisors of weaned  ra t s  (Figure 1) wi th  a f requency pro- 
por t iona l  to  the  dose (see Table), bu t  these effects are 
cond i t ioned  by  the  per iod a t  which the t r e a t m e n t  is 
carr ied out,  since t h e y  t ake  place only if the  14th day of 

ges ta t ion  is included. As is known,  the  format ion  of t oo th  
placode 7 occurs dur ing th is  s tage of foetal  deve lopmen t .  

S top  causes no a l te ra t ion  when admin i s t e r ed  in t he  
sensi t ive period under  the  same condi t ions  and  also a t  
h igher  doses, and  the  t ee th  of ra t s  so t r e a t ed  are s imilar  
to those of controls  (Figure 2). 

The  absence of ma l fo rmat ions  in t he  ra t s  t r ea t ed  wi th  
S m P  is no t  due  to an incomple te  abso rp t ion  of t he  drug,  
as this  su lphonamide  is well absorbed  in t he  ra t  s. 

We th ink  t h a t  these  data ,  which  show the  good 
tolerance of SmP,  would be in teres t ing  also f rom the  
point  of view of general  expe r imen ta l  te ra to logy.  
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Fig. I. Incisors of weaned rat, born of mother treated from the l l th  
to the 20th day of gestation with 75 mg/kg of SDmP, a long-acting 

sulphonamide. 

Fig. 2. Incisors of weaned rat, born of control mother. 

Rat: malformations of incisors in the litter 

Treatment Groups Dose 
mg/kg 
rat 

Administration 
period in days 
of gestation 

No. of No. of live 
gestations hwtttses 

No. of abnormal 
rats at birth 

No. of survivors 
at weaning 

Rats with 
mak)eehlsiolL~ 
of incisors 
No. % 

SDmP 

SmP 

Controls 

a 50 2-20 26 327 0 159 28 
b 50 2-13 22 275 0 124 0 
c 50 11-20 24 263 0 121 15 
d 75 11 20 24 264 0 75 62 
e 50 2-20 25 312 0 208 0 
f 75 11-20 26 298 0 185 0 
g 100 11-20 24 272 0 115 0 
h - - 59 660 0 378 0 

17.6 
0 

12,4 
85 

0 
0 
0 
0 
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One  m u s t  cons ider  in  fac t  t h e  poss ib i l i ty  of the  appea r -  
ance,  a f t e r  b i r th ,  of de layed  t e r a togen i c  effects,  such  as 
t hose  on  t he  t ee th ,  a n d  t h e  need  to c a r r y  o u t  t h e  t r e a t -  
m e n t  d u r i n g  the  whole  g e s t a t i o n  to  show a c r u d e  t e r a t o -  
genie  effect.  

I n  fact ,  some on togene t i c  m o m e n t s  m a y  be  easi ly 
missed us ing  f r ac t iona l  t r e a t m e n t ,  especia l ly  in  an ima l s  
h a v i n g  r e l a t ive ly  r ap id  ges ta t ions .  On t h e  o t h e r  h a n d ,  if 
t he  d e t e r m i n a t i o n  of t he  precise  m o m e n t  of t he  p r e g n a n c y  
which  is sens i t ive  to  t h e  d r u g  shou ld  be  of in te res t ,  t h e  
f rac t iona l  t r e a t m e n t  m a y  show i t  in  f u r t h e r  t r ia ls .  

Riassunto. La  2-sul fani lamido,  3-metoss i -p i raz ina ,  a 
d i f fe renza  del la  2 - su l fan i l amido ,4 -6 -d imetoss i -p i r imid ina ,  
n o n  induce  m a l f o r m a z i o n i  d e n t a r i e  ne l la  prole,  q u a l o r a  
v e n g a  s o m m i n i s t r a t a  al  r a t t o  d u r a n t e  la ges tazione.  
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Laboratori di Ricerche, Farmitalia, il'[ilano (Italy), 
November 23, 7964. 

U r i d i n e  I n c o r p o r a t i o n  into  P y r a m i d a l  N u c l e i  of  
the  M o u s e  B r a i n  

R e c e n t  m e m o r y  ha s  been  ass igned  to  t he  h i p p o c a m p a l  
zone of the  b r a i n  in m a m m a l s  a n d  longe r - t e rm m e m o r y  to 
t h e  n e o c o r t e x  (S'r~:Pi~x e t  al. 1). I n t r a c e r e b r a l  i n j ec t ions  
of  p u r o m y c i n  in to  t h e  h i p p o c a m p i  h a v e  b e e n  found  to  
cause  loss of s h o r t - t e r m  m e m o r y ,  whe reas  l onge r - t e rm  
m e m o r y  was lost  on ly  a f t e r  t he  r e m a i n i n g  cor t ica l  a reas  
were i n v o l v e d  (FLEXNER e t  al.~). S tud ies  on  t h e  signifi-  
c ance  of c o m p o u n d s ,  w h i c h  i n h i b i t  p ro t e in  syn thes i s ,  such  
as  p u r o m y c i n ,  a n d  b r a i n  f u n c t i o n  also h a s  r a t i o n a l e  f rom 

t h e  ea r ly  work  of HYDEN 3 w h o  d e m o n s t r a t e d  a corre la-  
t i o n  b e t w e e n  n e u r o n  func t i on  a n d  nuc leo t ide  incorpora~ 
t i o n  in to  p y r a m i d a l  cells of t h e  mouse  b ra in ,  

A male  C3H mouse  rece ived  i.v. 5 /~C of (H)3-uridine 
1.15 C/m1~'/) pe r  g of b o d y  we igh t  a n d  was sacr i f iced 2 h 
la ter .  T issues  were f ixed in Bou ins  so lu t ion  a n d  a u t o r a d i o -  
g r a p h s  of slide m a t e r i a l  were  m a d e  w i t h  K o d a k  N T B 1  
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