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Dur ing  t h e  1 s t  month o f  l i f e  b a s a l  plasma gonadot ropins  a r e  h i g h e r  
than i n  t h e  f o l l o w i n g  4  y e a r s  ( 1 ) .  I n  female  newborns e p i s o d i c  LH- 
s e c r e t i o n  c a n  be  assumed. In  t h i s  s t u d y  s u i t a b i l i t y  o f  LH-RH-test- 
i n g  i n  p r e c o c i o u s  p u b e r t y  i n  e a r l y  ch i ldhood was i n v e s t i g a t e d .  We 
s t u d i e d  14 g i r l s ,  aged 5  mths t i l l  1 3  y e a r s ,  under s u s p i c i o n  o f  
d i s t u r b e d  p u b e r t y  o r  w i t h  s t a t e d  d i a g n o s i s .  The 2  o l d e s t  g i r l s  
were on c y p r o t e r o n e  a c e t a t e  (CPA) t h e r a p y .  They c o u l d  be  s t u d i e d  
t w i c e  u s i n g  d i f f e r e n t  d o s e s  of CPA. R e s u l t s :  Reduced s e n s i t i v i t y  
up t o  4  y e a r s  was found on t e s t i n g  w i t h  25 ug Lh-.<H i . v .  a t  d i f -  
f e r e n t  b a s a l  gonadot ropin  l e v e l s .  I n  t h e  youngest  g i r l s  we found 
h i g h e s t  v a l u e s  f o r  p r o l a c t i n  b e f o r e  and d u r i n g  LH-RH (541Ulml). 
The 2  o l d e s t  g i r l s  on CPA t h e r a p y  showed low b a s a l  l e v e l s  f o r  t h e i r  
age ,  modest s t i m u l a t i o n  o f  LH and FSH (LHbas 5 3 , , % ~  214ng/ml; 
FSHbas191,wx304 ng/ml) and no  change of p r o l a c t l n .  The younger 
u n t r e a t e d  g i r l s  showed g r e a t e s t  s e n s i t i v i t y  (LHbas21,max 196 ng/ml; 
FSHbas 1 7 0 , ~ ~ ~  867 ng/ml) .  Our r e s u l t s  s u g g e s t  t h a t  i t  i s  a d v i s -  
a b l e  t o  i n c l u d e  p r o l a c t i n  d e t e r m i n a t i o n s  i n  LH-RH-tests. Success  
o f  t h e r a p y  seems t o  depend on i n h i b i t i o n  o f  gonadot ropin  a s  w e l l  
a s  p r o l a c t i n  r e l e a s e .  I n v o l u t i o n  o f  t h e  p r e c o c i o u s l y  enhanced 
a c t i v i t y  of t h e  g o n a d o s t a t  p r o b a b l y  w i l l  t a k e  p l a c e  a l o n g  w i t h  I JW 
p r o l a c t i n  a c t i v i t y .  
(1 )  Faiman C.: I n t .  Symp. Sexual .  Endocr.  P e r i n a t a l  P e r i o d ,  
INSERM 1974, Vo1.32, pp. 281-288. 
+ Supp. by DFG; SFB 87,  P r o j .  B7 und B1. 

GLUCOSE INDUCED INSULIN RELEASE FROM HUMAN FETAL 
ISLETS IN TISSUE CULTURE. R.D.G.Milner, A.Cser, 36 J. Fennel1  and T. A l l e n ,  U n i v e r s i t i e s  of Manchester  
and P e r s .  

P a n c r e a t i c  i s l e t s  p r e p a r e d  from hys te ro tomy specimens of 12-20 
weeks g e s t a t i o n a l  age  by  c o l l a g e n a s e  d i s s e c t i o n  were grown i n  
t i s s u e  c u l t u r e  f o r  l o  d a y s .  I s l e t s  were c u l t u r e d  i n  medium con- 
t a i n i n g  4  o r  1 8  mM g l u c o s e  f o r  l o  days  o r  i n  4mM g l u c o s e  f o r  5  
d a y s  and 18mM g l u c o s e  f o r  5  dys .  The e f f e c t s  o f  c h r o n i c  exposure  
t o  a  h igh  e x t r a c e l l u l a r  g l u c o s e  c o n c e n t r a t i o n  on R-cell  deve lop-  
ment were measured f u n c t i o n a l l y  by e s t i m a t i n g  t h e  r a t e  of i n s u l i n  
r e l e a s e  i n t o  t h e  medium ( n g / i s l e t / 2 4 h )  and by  l i g h t  and e l e c t r o n  
microscopy. 
I s l e t s  grown i n  18mM g l u c o s e  f o r  l o  days  r e l e a s e d  s i g n i f i c a n t l y  
more i n s u l i n  from d a y s  6  t o  l o  than  t h o s e  grown i n  4mM g l u c o s e  
and e l e c t r o n  microscopy r e v e a l e d  d e g r a n u l a t i o n  of t h e  R c e l l s .  
I s l e t s  grown i n  18mM g l u c o s e  from d a y s  6  t o  l o  showed R c e l l  de- 
g r a n u l a t i o n  b u t  no s i g n i f i c a n t  change i n  t h e  r a t e  of  i n s u l i n  
r e l e a s e .  We conc lude  t h a t  c h r o n i c  exposure  t o  a  h igh  e x t r a c e l l u l a r  
g lucose  c o n c e n t r a t i o n  c a n  induce  i n s u l i n  s e c r e t i o n  from human 
f e t a l  R c e l l s  of  12-20 weeks g e s t a t i o n .  

LACK OF EFFECT OF HYPERGLYCEMIA ON APOMORPAINE I N -  
37 DUCED GROWTH HORMONE RELEASE IN NORMAL MAN. - - 

K.O. N i l s s o n ,  Department of P a e d i a t r i c s ,  U n i v e r s i t y  C l i n i c s ,  
Genera l  H o s p i t a l ,  M a l ~ ,  Sweden. 
Exper imenta l  and c l i n i c a l  s t u d i e s  have demons t ra ted  t h a t  hypotha l -  
amic m n o a m i n e r e i c  neurons  a r e  involved  i n  t h e  r e g u l a t i o n  of g r m h  
h o r m n e  (GH) s e c r e t i o n ,  bu t  t h e  r o l e s  of  t h e  s p e c i f i c  mnoamines  
and t h e  e x a c t  s i t e  w i t h i n  t h e  c e n t r a l  nervous  sys tem a t  which 
t h e  monoamines a c t  t o  r e g u l a t e  CH s e c r e t i o n  a r e ,  however, s t i l l  
u n c l e a r .  Apomorphine, i n  c o n t r a s t  t o  L-dopa, i s  c o n s i d e r e d  t o  
s t i m u l a t e  dopamine r e c e p t o r s  w i t h o u t  a f f e c t i n g  n o r a d r e n a l i n e  
r e c e p t o r s  o r  t h e  c o n t e n t  o f  s e r o t o n i n  i n  t h e  b r a i n .  I t  h a s  been 
shown t h a t  hyperg lycemia  s u p p r e s s e s  L-dopa induced GH r e l e a s e  
and t h e r e  i s  e v i d e n c e  f o r  a  g l u c o r e c e p t o r  mechanism i n  t h e  hypo- 
thalamus.  S t u d i e s  were performed i n  male v o l u n t e e r s  t o  i n v e s t i g a t e  
GH r e l e a s e  f o l l o w i n g  t h e  s . c .  i n j e c t i o n  of a p o m r p h i n e  (0.75 I%) 
and t h e  i n f l u e n c e  of h y p e r ~ l y c e m i a  on  t h i s  r e s p o n s e .  Both under 
norrnoglycemia and hyperg lycemia  a l l  s u b j e c t s  responded t o  apo- 
morphine w i t h  a  marked i n c r e a s e  i n  plasma GH w i t h  a  maximum a f t e r  
30-60 min. The r e s u l t s  s u p p o r t  t h e  view t h a t  GH r e l e a s e  i n  man 
c a n  be  i n f l u e n c e d  through a  dopaminergic mechanism. The f i n d i n ?  
t h a t  t h e  plasma GH r i s e  a f t e r  apomorphine i s  n o t  s u p p r e s s i b l e  
by  g l u c o s e  i n d i c a t e s  t h a t  apomorphine a c t i v a t e s  dopaminerg ic  r e -  
c e p t o r s  l o c a l i z e d  d i s t a l l y  i n  t h e  hypothalamus o r  i n  t h e  a n t e r i o r  
p i t u i t a r y .  Apomorphine i n  low dosage may be  used c l i n i c a l l y  t o  
t e s t  t h e  c a p a c i t y  o f  t h e  p i t u i t a r y  t o  r e l e a s e  GH i n  man. 

FOCAL DYSPLASIA WITH 11YPERPLASIA I N  CRYPTORCHIDISM: 
F  J. Pardo and N.A.Ferrandez, Endocrinology Dept. 38 c h i l d r e n ' s  H o s p i t a l .  Ciudad S a n i t a r i a  "Josh Antonio".  
Zaragoza,  Spa in .  

We r e p r e s e n t  t h e  c a s e s  of two boys n i n e  y e a r s  o l d ,  wi th  u n i l a t e -  
r a l l y  c r y p t o r c h i d i s m ,  t r e a t e d  b e f o r e  orchidopexy wi th  c h o r i o n i c  
gonadot rophines .  The t e s t i c u l a r  b i o p s y  shows very  marked f o c a l  
l e s i o n s  n o t  d e s c r i b e d  u n t i l  now. Both b i o p s i e s  have two c l e a r l y  
d i f f e r e n t  zones :  The f i r s t  zone shows an impor tan t  i n t e r s t i t i a l  
f ibroedema, i n c r e a s e d  number of Leydig c e l l s ,  w e l l  formed t u b u l e s  
w i t h  d imin ished  d i a m e t e r  f o r  t h e  a g e ,  absence  of spermatogonias ,  
and inmature  S e r t o l i  c e l l s  h y p e r p l a s i a .  The second zone h a s  a n  
a lmos t  comple te  d i s a p p e a r a n c e  of t h e  i n t e r s t i t i u r n ,  few Leydig c e l l s  
and f i b r o s i s  of t h e  t u b u l a r  b a s a l  membrane. The t u b u l a r  d iameter  
i s  a t  l e a s t  twice  a s  wide a s  t h a t  of  t h e  f i r s t  zone. I n  t h e s e  tu- 
b u l e s  t h e r e  a r e  o n l y  mature S e r t o l i  c e l l s  w i t h  absence  of  sperma- 
t o g o n i a s ,  and t h e  lumen of some of them i s  occupied  by an eos ino-  
p h i l i c ,  PAS+material .  In  our  o p i n i o n  t h i s  i s  a  p r imary  f o c a l  dys- 
p l a s i a  of t h e  t e s t i s  n o t  d e s c r i b e d  y e t .  I t  i s  p robably  n o t  i n -  
f luenced  by t h e t r e a t m e n t  w i t h  gonadot rophines .  Because t h e s e  
t u b u l e s  show an advanced s t a t e  of m a t u r a t i o n ,  i t  seems t h a t  t h e i r  
growth is independent  of t h a t  o f  t h e  r e s t  of t h e  t e s t i s .  The 
specimen b i o p s y  i n  c r y p t o r c h i d i s m  must be l a r g e  enough t o  d i s c a r d  
t h i s  t y p e  of f o c a l  l e s i o n .  

STUDIES I N  VITRO OF TESTICULAR 17 OH STEROID DEHYDRO- 39 GENASE IN TESTICULAR 17-KETOREDUCTASE DEFECT (CASE I )  
AND I N  THE COMPLETE FORM OF TESTICULAR FEMINIZATION 

(CASE T I ) .  E. d e  P e r e t t i  and J .  B e r t r a n d ,  INSERM, U.34, H z p i t a l  
Debrousse,  69322 Lyon Cedex 1  ( F r a n c e ) .  

3  p a i r e d  s u h s t r a t e s ,  1 4 c - t e s t o s t e r o n e  ( T ) - ~ H  h 4 - ~ n d r o s t e n e d i o n e  
( n 4 ) ;  1 4 ~ - ~ s t r a d i o l  ( E ~ ) - ~ H  E s t r o n e  (El)  and 1 4 c - d - ~ n d r o s t e n e -  
d i o l  ( A ~ ) - ~ H  Dehydroepiandros te rone  (D) were used f o r  i n c u b a t i n g  
homogenates a t  v a r i o u s  t i m e s  ( 1 5 ' ,  3 0 ' ,  60 '  and 1 2 0 ' ) .  M e t a b o l i t e s  
a n a l y s i s  was ach ieved  by r e v e r s e  i s o t o p i c  d i l u t i o n ,  v e r a l  chro- 
matographic  s t e p s  and r e c r y s t a l l i z a t i o n  t o  c o n s t a n t  9eC/3H r a t i o .  
I n  c a s e  11, t e s t i c u l a r  metabolism was r a  i d  and v e r y  a c t i v e  a s  
3H-A4 was a lmos t  e n t i r e l y  conver ted  t o  !H-T a t  1 5 ' .  Oxida t ion  o f  
1 4 c - ~  was n e g l e c t a b l e  even a t  2 h. With t h e  2  o t h e r  p a i r e d  sub- 
s t r a t e s ,  r e d u c t i o n  was g r e a t l y  favored  b u t  a  c e r t a i n  d e g r e e  o f  
o x i d a t i o n  was observed .  I n  c a s e  I ,  minimalh- T  r e d u c t i o n  (9% a t  
2  h) and T + A o x i d a t i o n  (5.5% a t  2  h) were o b t a i n e d .  At 1 h  and 
2  h  E l  - -  4 E2 r e d u c t i o n  was l e s s  l i m i t a t e d  (19%; 30.7%) w h i l e  
o x i d a t i o n  ~ ~ - 3  El was o n l y  6 .2  and 7.4X; marked D + A 4  format ion  
(22%. 45%) c o n t r a s t e d  w i t h  low D + n 5  r e d u c t i o n  ( 9 ;  7%) .d5  + D 
and 4 5  + T were e q u a l  u n t i l  1 h  b u t  + T i n c r e a s e d  a t  2  h  
(38%). Thus, s i n c e  i n  c a s e  I  T  2Li4 were bo th  v e r y  l i m i t e d ,  w h i l e  
El  + E2 impaired r e d u c t i o n  was more a c t i v e  than  E2 + E l  o x i d a t i o n ,  
s i n c e  i n  D + 4 5  metabolism o x i d a t i o n  exceeded r e d u c t i o n ,  i t  i s  
sugges ted  t h a t  17 OH s t e r o i d  dehydrogenase enzyme o r  k i n e t i c s  
d i f f e r  f o r  t h e  3  p a i r e d  s u b s t r a t e s .  

, , GROWTH FAILURE FROM SYMPTOMLESS COELIAC DISEASE. - - 

4u J. Perheentupa ,  M. Verkasa lo ,  P.Kuitunen and S . L e i s t i ,  
C h i l d r e n ' s  H o s p i t a l  U n i v e r s i t y  o f  H e l s i n k i ,  F in land .  

Among s u b j e c t s  i n v e s t i g a t e d  f o r  growth f a i l u r e  we have s e e n  t e n ,  
who had no  s u b j e c t i v e  g a s t r o i n t e s t i n a l  symptoms, b u t  who were de- 
mons t ra ted  t o  have c o e l i  a c  d i s e a s e .  They were 4-19 y e a r s  of a g e ,  
and 2-7 S.D. below t h e  h e i g h t  expec ted  f o r  t h e i r  age and p a r e n t a l  
h e i g h t s .  I n  f i v e  c a s e s ,  a  h i s t o r y  was o b t a i n e d  of  a  p e r i o d  o f  
d i a r r h o e a  i n  i n f a n c y .  F ive  had had an anaemia r e f r a c t o r y  t o  i r o n  
therapy .  E i g h t  had some p r o t u b e r a n c e  of t h e  abdomen. The bone 
age was markedly l a g g i n g  i n  a l l ,  by 3-7 y e a r s .  No c o n s i s t e n t  chemi- 
c a l  a b n o r m a l i t y  was found: blood hemoglobin and f o l a t e ,  serum i r o n  
and TIBC, and f e c a l  f a t  e x c r e t i o n  were abnormal i n  o n l y  4-5 o f  t h e  
s u b j e c t s ,  and a l l  t h e s e  p a r a m e t e r s  were normal i n  two. Three had 
a  subnormal growth hormone r e s p o n s e  t o  i n s u l i n - a r g i n i n e  t e s t ,  
one of them r e p e a t e d l y .  The d i a g n o s i s  was based on t h e  demonstra-  
t i o n  o f  a  f l a t  j e j u n a l  mucosa by p e r o r a l  b iopsy .  I n  f i v e ,  t h e  
d i a g n o s i s  h a s  been confirmed by a  s i g n i f i c a n t  a c c e l e r a t i o n  of 
growth a f t e r  i n s t i t u t i o n  o f  a  g l u t e i n - f r e e  d i e t .  We p r e s e n t l y  in -  
c l u d e  j e j u n a l  b i o p s y  i n  t h e  r o u t i n e  e v a l u a t i o n  f o r  abnormal ly  
s h o r t  s t a t u r e .  
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