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Le  r d s u l t a t  6 t a i t  6 t a b h  i n  vitro ; il a p p e l a i t  u n e  vdrif ica-  
t i o n  i n  vivo. Cet te  v6r i f i ca t ion  a 6t6 fa i te  avec  le concours  
de CH. CHAMPY. NOUS a v o n s  m o n t r 6  clue les corps  can-  
edrig6nes placds A la  sur face  d ' u n  o r g a n e  r iche  en  ner fs  
h i s t a m i n i q u e s  fon t  d i~para i t r e  la  rdac t ion  m i c r o c h i m i q u e  
de l ' h i s t a m i n e  su r  une  ce r t a ine  p r o f o n d e u r  en  48 h ~'. 
Nous  6 tud ions  a u j o u r d ' h u i  l ' a c t i on  comparde  d ' u n  T w  e t  
d ' u n  P E G  su r  ce t t e  m~me  r6act ion.  

L ' e x p 6 r i e n c e  e s t  f a i t e  su r  la  sous-maxi I Ia i re  de  r a t  
c o m m e  p r 6 c 6 d e m m e n t  e n  a p p l i q t i a n t  ~ d ro i t e  B m616 au  
Tws0, b. g a u c h e  B m416 au  poly-6thyl6ne-glycol ,00,  t ou t e s  
p r o p o r t i o n s  6gales. A droi te ,  on  obse rve  la d i spa r i t i on  des 
ner f s :  ]3 a b i en  fix6 l ' h i s t a m i n e .  A gauche ,  les ner fs  son t  
p a r f a i t e m e n t  color&s, leafs  p lus  f ines t e r m i n a i s o n s  e t  les 
p lus  superf iciel les  a p p a r a i s s e n t :  le P E G  a b ien  prot6g6 
l ' h i s t a m i n e  e o n t r e  F ac t i on  d ' u n e  s u b s t a n c e  ac t ive .  
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Fig. 2. Densitd optique observde sous 0,01 mm d'dpaisseur, par 
rapport au milieu contenant B 

Courbe A. B (0,05%), Twso (8%), Hi (1,5M) - 8 jours de contact 
Courbe B. B (0,05%), Twso (8%), H20 - 4,1 jours de contact 

Ce l ien  e n t r e  Fac t ion  pa r t i cu l i6 re  des  s o l v a n t s  su r  Fin- 
c idence  t u m o r a l e  e t  la  r6ac t ion  de  l ' h i s t a m i n e  semble  
con f i rmer  que  la  c a p t a t i o n  de F a m i n e  p a r  les s u b s t a n c e s  
ac t ives  e s t  u n  d ldment  essent ie l  de la  cancd r i sa t ion  e t  le 
s o l v a n t  se r6v61e a ins i  n o n  s e u l e m e n t  u n  vdhicu le  ma t s  
encore  u n  m d d i a t e u r  d o n t  l ' a c t i on  a t t e i n t  le m d c a n i s m e  
p ro fond  de  la  canc~r i sa t ion .  

SISiONI*. HATEM 

Laboraloire du  C, N .  R .  S.,  Facul td de Mddecine de Par is ,  
le 9 novembre 1959, 

S u m m a r y  

A re l a t i o n s h i p  is o b s e r v e d  b e t w e e n  t h e  ac t ion  of c e r t a i n  
so lven t s  on  cancerggenes i s  a n d  t h e  a f f i n i t y o f  h i s t a m i n e  for  
c a n e e r p r o d u e i n g  subs tances .  T w - t y p e  so lvents ,  wh ich  in-  
crease  t h e  t u m o r a l  inc idence  b r o u g h t  a b o u t  b y  a chemica l  
s u b s t a n c e ,  i n t ens i fy  t h e  r e a c t i o n  of h i s t a m i n e  w i t h  th i s  
s u b s t a n c e ;  whi le  P E G - t y p e  so lvents ,  w h i c h  r e t a r d  t u m o r o -  
genesis ,  i n h i b i t  t h e  reac t ion .  

B e h a v i o r a l  E f f e c t s  of 5 - H y d r o x y t r y p t o p h a n  

M a n y  i n v e s t i g a t o r s  ~-9 h a v e  sugges ted  t h a t  5 , h y d r o x y -  
t r y p t a m i n e  (serotonin)  m a y  h a v e  a role in b r a i n  func t i on .  
I n  s t u d i e s  whe re  a n i m a l s w e r e  g iven  5 - h y d r o x y t r y p t o p h a n  
(5 -HTP) ,  t h e  b r a i n  s e r o t o n i n  levels  were  e l eva t ed  1°-x3. 
5 - H T P  is c a p a b l e  cross ing  t h e  b l o o d - b r a i n  b a r r i e r  a n d  
t h e r e  be  c o n v e r t e d  i n to  se ro ton in .  T h e  a n i m a l s  e x h i b i t  
c e n t r a l  d i s t u r b a n c e s  c h a r a c t e r i z e d  b y  t remors ,  s igns  of 
s y m p a t h e t i c  s t i m u l a t i o n ,  a n d  b e h a v i o r a l  changes  x2.xs. 
C h a r a c t e r i z a t i o n  of t h e  l a t t e r  h a v e  been  anecdo ta l .  I n  
o rde r  to  o b j e c t i v e l y  assess t h e  b e h a v i o r a l  changes  resu l t -  
ing f r o m  inc reased  s e ro ton in  levels,  t h e  b e h a v i o r a l  ef fects  
of i n j e c t i n g  t h e  s e ro ton in  precursor ,  5 - H T P ,  was  s t u d i ed  
b y  m e a s u r i n g  t h e  p e c k i n g  re sponse  of t h e  p igeon  in  a 
S k i n n e r  b o x  x4,~6. I n  t h i s  way ,  t h e  c h a n g e  in t h e  b e h a v i o r  
of t h e  b i rd ,  w h i c h  was be ing  q u a n t i t a t i v e l y  as well  as 
c o n t i n u o u s l y  measu red ,  could  be  co r r e l a t ed  to  t h e  dose 
of t h e  i n j ec t ed  5 - H T P .  U l t i m a t e l y ,  b i rds  in such  a n  ex-  
p e r i m e n t  will be  sacr i f iced a n d  ch an g es  in  t he i r  b r a i n  
s e r o t o n i n  levels  c o m p a r e d  to  c h a n g e s  in t h e i r  b e h a v i o r a l  
p e r fo rman ce .  

A red  a n d  w h i t e  color  was  a l t e r n a t e l y  p r e s e n t  o n  t h e  
key  w h i c h  t h e  b i rd  pecked .  W h e n  t h e  key  was  red, t h e  
50 th peck  o p e r a t e d  t h e  food m a g a z i n e  (f ixed-rat io)  g iv ing  
t h e  h u n g r y  b i rd  3.5 s access to  grain.  W h e n  t h e  k ey  was 
w h i t e  (or n o t  colored) t h e  f i r s t  r e sponse  a f t e r  10 ra in  
o p e r a t e d  t h e  m a g a z i n e  ( I ixed- in tervM).  T h e  p a t t e r n s  of 
r e s p o n d i n g  c o n f o r m e d  to  t h e  r e spec t ive  r e i n f o r c e m e n t  
cond i t ions ,  a n d  p r o v i d e d  a base l ine  w i t h  two  r e p e a t e d  
p a t t e r n s ,  occu r r ing  c o n t i n u o u s l y  d u r i n g  a 5 -hour  exper i -  
m e n t a l  sess ion 14, ~.  

1 This investigation was supported in part by a research grant 
MY-3225 from the National Institute of Mental Health, Public 
Health Service and in part by a grant-in-aid from Eli Lilly and 
Company. 
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Relationship of dose of 5-hydroxytryptophan and amount of re- 
sponding in one pigeon. Each curve presents the number of responses 
made in the indicated times after injection. Values are adjusted in 
terms of the pre-injection levels of responding. Each point represents 
a single dose, except, in the case of the control and saline values 
where the median and inter-quartile range are given for 6 sessions. 
Control sessions were taken from the days preceding each 5-HTP 

injection 

Two g roups  of p igeons  were used ;  one, in  w h i c h  t h e  
5 - H T P  was  a d m i n i s t e r e d  ora l ly  (n = 4) a n d  t h e  o ther ,  a 
g roup  in w h i c h  t h e  c o m p o u n d  was i n j e c t e d  i n t r a m u s c u -  
l a r ly  (n = 4). T h e  re su l t s  of a t yp i ca l  e x p e r i m e n t  o n  a 
s ingle p igeon  in t he  l a t t e r  g roup  are  s h o w n  in t h e  F igure ,  
where  t h e  absc i ssa  axis  r e p r e s e n t s  t h e  dose  of 5 - H T P  
a d m i n i s t e r e d  (mg/kg)  a n d  t h e  o r d i n a t e  axis  t h e  t o t a l  
n u m b e r  of r e sponses  m a d e  b y  t h e  b i r d  in a specif ic  i n t e r v a l  
a f t e r  in jec t ion .  T h e  c o n t r o l  d a t a  was  c a l c u l a t e d  b y  de-  
t e r m i n i n g  t h e  m e d i a n  a n d  q u a r t e r  pe rcen t i l e  va lues  of  
d a t a  o b t a i n e d  on  d a y s  w h e n  sa l ine  or  no  5 - H T P  was  
a d m i n i s t e r e d .  Single  doses  of 25, 50, a n d  75 m g / k g  of 
5 - H T P  were  i n j ec t ed  i n t o  t h e  b r e a s t  musc le  ove r  a pe r iod  
of severa l  m o n t h s  w i t h  each  dose  g iven  a t  l eas t  twice.  T h e  

W h e n  t h e  5 - H T P  was a d m i n i s t e r e d  oral ly ,  t h e  same 
t y p e  of r e l a t i o n s h i p  was  o b t a i n e d  e x c e p t  t h a t  h i g h e r  doses 
of 5 - H T P  were r equ i r ed  to  p ro d u ce  a decrease  in  pecking.  
T h e  a p p e a r a n c e  of t h e  b e h a v i o r a l  effect  of t h e  5 - H T P  in- 
j ec t ion  occur red  l a t e r  t h a n  w h e n  a d m i n i s t e r e d  in t r a -  
muscu la r ly .  

S tud ies  are  n o w  u n d e r  w ay  in w h i c h  se ro ton in ,  5-hydro-  
x y t r y p t o p h a n  plus  Marsi l id,  a n d  s e ro ton in  a n t i m e t a b o -  
l i tes are  be ing  a d m i n i s t e r e d  to  p igeons  u n d e r  s imi la r  con-  
d i t ions  in  a n  a t t e m p t  to  d e t e r m i n e  if t h e  b e h a v i o r a l  effects 
obse rved  are  cen t ra l ,  pe r iphe ra l ,  or  bo th .  

M. H.  APRISON a n d  C. B. FERSTER 

Institute o] Psychiatric Research and Department o[ 
Psychiatry, Indiana University Medical Center, Indiana- 
polis; August 6, 1959. 

Zusammen/assung 

B e s t i m m u n g  de r  Ve rha l t ens /~nde rung  bei  T a u b e n ,  
d u r c h  I n j e k t i o n  y o n  5 - H y d r o x y t r y p t o p h a n ,  d e r  Vor s tu f e  
y o n  S e r o t o n i n  he rvo rge ru fen .  Mi t  s t e igende r  Dosis  y o n  
5 - H y d r o x y t r y p t o p h a n  wi rd  eine e n t s p r e c h e n d e  F r e q u e n z -  
v e r m i n d e r u n g  des  P i c k - V e r h a l t e n s  ausgel6s t .  

Autoradiographic Study 
of Cartilage Differentiation in Organ Culture 

R e c e n t  work  h a s  s h o w n  t h a t  r a d i o - s u l p h a t e  is t a k e n  up  
specif ical ly  b y  cells a n d  t i s sues  k n o w n  to  c o n t a i n  large 
a m o u n t s  of s u l p h o m u c o p o l y s a c c h a r i d e s  1. S tud ies  on  
y o u n g  e m b r y o s  h a v e  n o t  on ly  d e m o n s t r a t e d  a h i g h  ac t iv -  
i t y  in  e m b r y o n i c  car t i lage ,  b u t  h a v e  sugges ted  a speci f ic i ty  
of p r e c a r t i l a g i n o u s  cells in h i g h  i n c o r p o r a t i o n  of t h e  
i so type  2. T h e  p r e s e n t  no t e  descr ibes  t h e  s i t u a t i o n  in ex-  
p l a n t e d  e m b r y o n i c  somi t e s  d i f f e r e n t i a t i n g  in  t h e  condi -  
t ions  of o r g a n  cu l tu re .  

Materials and Methods. Most  of t h e  e x p e r i m e n t s  used  
ch i ck  e m b r y o s  of 41/2 d a y s  i n c u b a t i o n  (s tage 24-253),  b u t  
some l l - d a y  m o u s e  e m b r y o s  were  also employed .  Clean  
i so la t ion  of t h e  somi t ic  m a t e r i a l  was  ass i s ted  b y  t r y p s i n  
t r e a t m e n t  s . T h e  l iquid  cu l t u r e  m e d i u m  was  c o m p o s e d  of 
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