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Table II. Effect of splenectomy on the anaphylactic response to EA 
in Calotes versicolor 

Group treatment �9 Time of shocking No. -- + Db 
dose animals 

Ie splenectomy 14 days niter 10 10 0 0 
sensitization 

Ic sham 14 days after 10 2 8 8 
sensitization 

IIe splenectomy 21 days after 5 5 0 0 
sensitization 

IIc sham 21 days after 5 2 3 1 
sensitization 

�9 Animals were sensitized 7 days after operation, b Symbols as in 
Table I. 

a n t i b o d y - m e d i a t e d  and  2. s p l e n e c t o m y  depr ives  t he  
a n i m a l  of t h e  ab i l i ty  to  s y n t h e s i z e  an t ibod ies  t h a t  are 
responsib le  for  the  m a n i f e s t a t i o n  of a n a p h y l a x i s .  In  
h ighe r  an imals ,  spleen p l ays  a def in i te  role in h u m o r a l  
a n t i b o d y  syn thes i s ,  especia l ly  w h e n  sma l l  doses  of a n t i ge n  
and  i.v. rou te s  are  emp loyed  1.5. I t  is probable ,  therefore ,  
t h a t  in t h e  l izard the  sp leen  p l ays  a def in i te  role in t he  
p r o d u c t i o n  of an t ibod ies  t h a t  m e d i a t e  a n a p h y l a x i s ,  s ince 
sma l l  dose of a n t i g e n  a n d  in t r a -ca rd iac  rou te  h a v e  been  
employed .  

T h a t  the  m a x i m u m  m o r t a l i t y  occurs  a t  t he  end  of the  
2nd week af te r  sens i t i za t ion  (Figure) m a y  be due  to  t he  
pers i s tence  of more  an t ibod ies  in t he  t i ssues .  Th i s  is in 
corre la t ion  wi th  t he  m a x i m u m  fa ta l  s e n s i t i v i t y  observed  
in b i rds  on 14th  d a y  :~. T h e  specif ic i ty  of t he  an t i ge n -  
a n t i b o d y  in t e r ac t i on  is revea led  b y  t he  u n r e s p o n s i v e n e s s  
of EA sensi t ized l izards  to  the  shock ing  dose of bov ine  
s e r u m  a l b u m e n  (BSA) as repor ted  in f ishes a and  in o ther  
species  5. F u r t h e r  s tud ies  are u n d e r w a y  to charac te r ize  
the  n a t u r e  of an t i b ody ,  m e d i a t o r s  and  the  immuno log i c a l  
m e c h a n i s m s  invo lved  in a n a p h y l a x i s .  

Summary .  A n a p h y l a x i s  was  i nduc e d  in t h e  l izard,  
Calotes versicolor by  egg a l b u m e n .  T h e  s y m p t o m s  were 
s imi la r  to  those  found  in o the r  species.  T h e  m a x i m u m  
m o r t a l i t y  occur red  14 d a y s  a f te r  s ens i t i z a t i on  a nd  t he  
r eac t ion  was  specific. S p l e n e c t o m y  before  sens i t i za t ion  
a b r o g a t e d  t he  m a n i f e s t a t i o n s  of a n a p h y l a x i s .  
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Opposite Effects of Vasotocin Injected Intrapituitarly and Intraventricularly on 
Corticotropin Release in Mice 

W e  h a v e  p r ev ious ly  r epor t ed  t h a t  t he  m a m m a l i a n  
pineal ,  inc lud ing  t h a t  of m a n ,  con t a in s  1, 2 a n d  syn the s i z e s  ~ 
t h e  specific o c t ap ep t i de  a rg in ine  va so toc in  (AVT), a nd  
t h a t  m i n u t e  a m o u n t s  of A V T  in jec ted  in to  t he  3rd 
vent r ic le  of t h e  m o u s e  inh ib i t  g o n a d o t r o p i n  4 a n d  cort ico-  
t rop in  5 release.  Since in v i t ro  AVT h a s  ACTH- re l e a s ing  
ac t iv i ty% a n d  w h e n  in jec ted  ~nto t he  3rd ventr ic le ,  on  the  
con t ra ry ,  i nh ib i t s  A C T H  release  5, t he  p r e s e n t  s t u d y  
c o m p a r e s  t h e  effects  of A V T  in jec ted  i n t r a p i t u i t a r l y  a n d  
i n t r a v e n t r i c u l a r l y  on t h e  c o m p e n s a t o r y  ad rena l  hype r -  
t r o p h y  (CAH) in un i l a t e r a l l y  ad r ena l ec tomized  mice. 
Male R A P  (Rock land  for All Purposes)  mice  weigh ing  
18-22 g were used.  The  mice  were un i l a t e r a l l y  adrena l -  
ec tomized  u n d e r  E v i p a n  anes thes i a .  T h e  u n i n j e c t e d  con-  
t ro ls  were s h a m  a d r e n a l e c t o m i z e d  u n d e r  t h e  s a m e  
anes thes i a .  1 h later ,  s y n t h e t i c  A V T  in a v o l u m e  of 2 ~zl 
was  in jec ted  in to  t he  lef t  lobe of t he  p i t u i t a r y  or in to  t h e  
3rd ventr ic le .  Cont ro ls  received 2 ~xl saline.  The  s u b s t a n c e s  
were in jec ted  v ia  a 26 gauge  needle  w i t h  a m i c r o m e t e r  
sy r inge  a t t a c h e d  to a Hors l ey -Cla rk  r a t  s t e reo tac t i c  
a p p a r a t u s ,  as described.5. All a n i m a l s  were killed 3 da ys  

p o s t o p e r a t i v e l y  a nd  t he  r e m a i n i n g  (right) a d r e na l  was  
c leaned  a nd  weighed  f resh to  t he  n e a r e s t  0.1 m g  on a 
to r s ion  ba lance .  A dre na l  we igh t s  were expressed  as rag/100 
b o d y  weight .  T h e  d a t a  were e v a l u a t e d  s t a t i s t i ca l ly  by  
t he  S t u d e n t  t- test .  As  show n  in t h e  F igure ,  a s ingle in- 
j ec t ion  of 10 pg AVT/~I  in to  t he  an t e r io r  p i t u i t a r y  of t h e  
m o u s e  on t he  d a y  of surgery ,  s ign i f i can t ly  p o t e n t i a t e d  
C A H  m e a s u r e d  3 da ys  later ,  w he re a s  t he  s a m e  c onc e n t r a -  
t ion  of A V T  in jec ted  in to  t he  3rd ven t r ic le  p r o d u c e d  
ad rena l  a t r o p h y .  Low e r  c o n c e n t r a t i o n s  of A V T  be tween  
0.001 a nd  0.00001 pg/~zl in jec ted  in to  t h e  p i t u i t a r y  were 
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w i t h o u t  effect  on  CAH. However ,  w h e n  in jec ted  in to  t he  
3rd vent r ic le ,  t he  c o n c e n t r a t i o n  of 0.00001 pg  AVT/tzl, 
co r r e spond ing  to  on ly  6000 molecules  AVT/~xl, comple t e ly  
p r e v e n t e d  CAH. Since t he  t o t a l  vo lume  of in jec t ions  was 
2 ~1, th i s  cor responds  to  12,000 molecules  AVT/mouse .  
To our  knowledge,  th i s  r ep resen t s  t he  lowest  concen t ra -  
t ion  so fa r  r epo r t ed  for a n  ac t ive  biological  s u b s t a n c e  able  
to  p roduce  an  endoc r ine  effect.  I n  t he  r ange  tes ted ,  t h e  
effect  of AVT appea r s  to  be  d o s e - d e p e n d e n t  since 
0.000001 pg  AVT/txl on ly  p a r t i a l l y i n h i b i t e d  CAH, whereas  
0.001 pg  AVT/~I  p roduced  ad r ena l  a t r o p h y .  E x c e p t i n g  
t h e  mice f rom group  C (Figure),  s t a t i s t i c a l  ana lys i s  
ind ica tes  a h igh ly  s ign i f ican t  di f ference be tween  t h e  
ad rena l  we igh ts  of mice in jec ted  w i t h  A V T  i n t r a p i t u i t a r l y  
a n d  i n t r a v e n t r i c u l a r l y  (p < 0.001). The re  is now con-  
v inc ing  ev idence  t h a t  un i l a t e r a l  a d r e n a l e c t o m y  induces  
CAH b y  increas ing  A C T H  secre t ion  ~, a n d  t h a t  t he  p inea l  
exer t s  a n  i n h i b i t o r y  inf luence  on  ad rena l  co r t ex  t h r o u g h  
t h e  suppress ion  of A C T H  s -n .  Since A V T  in j ec t ed  in to  
t he  p i t u i t a r y  is w i t h o u t  effect  on CA H  or, on  t he  con-  
t r a ry ,  p o t e n t i a t e s  CAH, a n d  since t he  p r e s u m e d  phys io-  
logical  s i te  for A V T  release f rom t he  p inea l  is the  cere- 
b ro sp ina l  f luid x~, ~a, t he  p r e s e n t  results ,  a l t h o u g h  indirect ,  
s t rong ly  sugges t  t h a t  A V T  in j ec t ed  in to  t he  3rd ce rebra l  
ven t r i c le  of t he  mouse  reversed  C A H  b y  i n h i b i t i n g  syn-  
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Effects of synthetic AVTinjected into the pi tui tary and into the 3rd 
ventricle of the brain, on adrenal hypertrophy produced i~ male mice 
by unilateral adrenalectomy (UA). A, sham operated controls; 
]3, UA + 2/~1 saline, 3rd ventricle; C, UA + 0.000001 pg AVTIlA, 
3rd ventricle; D, UA + 0.00001 pg AVT//A, 3rd ventricle; E, UA + 
0.001 pg AVT//A, 3rd ventricle; F, UA + 0.001 pg AVT//*I, anterior 
pituitary; G, UA + 10 pg AVT/#I, anterior pituitary; H, UA + 10 pg 
AVT//*I, 3rd ventricle. Numbers above bars indicate number of 
animals; vertical lines represent standard error of the mean. 

thes is  a n d / o r  release of ACTH-re l eas ing  hormone .  C A H  
i n h i b i t i o n  b y  A V T  is h igh ly  specific, because  n e i t h e r  
oxytoc in ,  no r  a rg in iue  vasopress in  are  ab le  to  i n h i b i t  C A H  
w h e n  in jec ted  in to  t he  3rd ven t r i c l e  of t he  mouse  s. Since 
in v i t ro  A V T  has  ACTH-re l eas ing  ac t iv i ty% the  po t en t i a -  
t i on  of C A H  b y  A V T  in jec ted  in to  t he  p i t u i t a r y  p r o b a b l y  
r ep resen t s  a n  unspec i f ic  ACTI-I-releasing a c t i v i t y  com- 
m o n  to  all bas ic  octapeptides~r I n d e e d  (GREIDANUS a n d  
DE WlED, pe r sona l  commun ica t i on ) ,  A V T  given i.v. 
in  ch lo rp romaz ine  p e n t o b a r b i t a l  b locked  rats ,  releases 
ACTH,  sugges t ing  t h a t  p r e v e n t i n g  A V T  f rom exer t ing  
i ts  i n h i b i t o r y  effects  on  ACTH-re l eas ing  hormone ,  i t  
r e t a ined  on ly  i t s  unspecif ic  ACTH-re leas ing  ac t iv i ty .  
A l t h o u g h  t he  m e c h a n i s m  of ac t ion  of such  a smal l  n u m b e r  
of molecules  c a n n o t  be  exp l a ined  a t  p resen t ,  our  resul t s  
c lear ly  d e m o n s t r a t e  t h a t  t he  m a m m a l i a n  b r a i n  con ta ins  
t he  mos t  sens i t ive  r ecep to r  for  A V T  so fa r  descr ibed.  

Summary.  A single in j ec t ion  of 10 pg  s y n t h e t i c  a rg in ine  
vaso toc in  in to  t h e  p i t u i t a r y  s ign i f i can t ly  p o t e n t i a t e d  
ad rena l  h y p e r t r o p h y  p roduced  in male  mice b y  un i l a t e r a l  
ad rena l ec tomy ,  whereas  t he  same  c o n c e n t r a t i o n  in jec ted  
in to  t he  3rd ven t r i c l e  p roduced  ad rena l  a t rophy .  
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Effets de m i c r o - d o s e s  de tes tos t6rone  et de 5 a ' D H T  sur l '6p id idyme de 16zard castr6 
(Lacerta vivipara Jacquin)  en culture organotyp ique  

Effects of Microdoses  of Tes tos t erone  and 5 t t -DHT on Castrated Lizard (Lacerta vivipara 
Jacquin)  E p i d i d y m i s  Cult ivated in v i tro  

Lors  de pr6c~dentes  6 tudes  nous  avons  m o n t r 6  que  
l ' 6p id idyme  de 16zard cas t r6  p o u v a i t  ~tre m a i n t e n u  en  
cu l tu re  o r g a n o t y p i q u e  sans  c h a n g e m e n t  appr6c iab le  
p e n d a n t  au moins  10 jours  1. L ' a d d i t i o n  de tes tos t6rone ,  
de 5 e - D H T  (17 /~-hydroxy-5-a -andros tane  3one), de 
3 e-e t  de 3 f l -andros tanedio l  (5e -andros tane-3  e, 17 fl-diol 
e t  5 ~ -andros tane -3  fl, 17 fl-diol) au mil ieu de cu l tu re  a 
condu i t  A une  repr ise  d ' a c t i v i t 6  de l ' o rgane  2, a; c e p e n d a n t  
les r~ponses  o b t e n u e s  (hype r t roph ie  de l '6pi th61ium e t  
ac t iv i t6  s6cr6toire) avec  chacune  de ces h o r m o n e s  a u x  
doses de 5 ~g /ml  (20 tzM/ml) de mil ieu m o n t r e n t  des 
degr~s d i f f~rents :  le 3 f l -andros tanedio l  e t  la 5 a - D H T  
son t  les plus  efficaces puis  v i e n t  le 3 a - and r os t aned io l  
e t  enf in  la tes tos t6rone .  Nous  nous  sommes  d e m a n d 6  
quoi  p o u v a i t  t e n i r  ee l  ef fe t  m o i n d r e  de la  tes tos t6rone .  

La  t e s tos t6 rone  n 'es t -e l le  pas  i ' and rog6ne  ac t i f  chez 
ce t t e  esp~ce, ou b ien  la  t e s to s t6 rone  se m6tabol ise- t -e l le  
d i f f ic i lement  dans  nos  cond i t ions  exp6r imen ta les  ? 

P o u r  r~pondre  ~ la p remie re  ques t ion ,  nous  avons  
@ r o u v 6  p a r  la m~me m~thode  e t  a u x  m6mes  doses u n  
au t r e  androg~ne  6ga lemen t  p r e sen t  dans  le tes t icule  de 
16zard: l ' and ros t~ne  d ione  4. Cet te  h o r m o n e  i n d u i t  une  
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