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INSERM U 34, Lyon, France. Abnormal adrenal dehydro- 

epiandrosterone (DHA) production : a frequent, curable cause of 
hirsutism In ch~ldhood and adolescence ? 

The case of a 13 years old pubere g i r l  wlth severe hirsutism 
and lrre,g~lar  menses is presented. The hirsutism was noted since 
infancy ; puberty had s ta r ted  a t  the age of 9. She had no sign of 
virilism. Important hirsutism was a l s o  present i n  the mother. 
Markedly elevated plasma DHA level  was found (934 ng/lOOml) ; plas- 
ma testosterone (T) level  was 34 ng/100ml. Urinary cort icosterolds 
and plasma cor t i so l ,  17 OH progesterone, ACTH, LH and FSH levels  

pearance of the hirsutlsm and a normalisation of menstruations 
m t h  plasma DHA level  of 100 ng/lOOml and plasma T level  of 10,4 
ng/lOOml. Follovnng t h i s  observation we have studled 4 similar 
cases of DIW dependant hirsutism rnthout evidence of enzymatic 
defect : 3 adolescents 16 t o  17 years old in  whom hirsutism star-  
ted a t  puberty and a e years old g i r l  rnth a hirsutlsm present 
slnce infancy. 
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Effect of aminoglutethimide (AG) on urinary cortisol and metabolites in 
patients with Cushing's syndrome (CS). 

The effect of AG (4x 250 mg, 670 mg/m2 daily) on the excretion 
of cortisol (RIA) and its metabolites (gos chromatography on capillary 
column) was studied monthly during 2to5 months in 4 patients with CS not 
due to on adenoma. Basal cortisol metabolites were moderately (totol 
10.9 f 1.3 (SEM), T H E  5.2 f 0.8, THF-alloTHF 3.5 0.6, cortolone 1.5 2 
0.5, 8-cortolone 0.7 + 0.2 rng/m2/day) ond free cortisol was markedly 
(803 f 282,ug/m2/day) increased. Under AG, all compounds were re- 
duced (minimum totol 1.45 f 0.7, THE 0.73 f 0.3, THF-alloTHF 0.41 -1. 0.3, 
cortoloneO.l3 + 0.05, 8-cortolone 0.07 * 0.06 mg/m2/day, free cortisol 
267 i 38 Ng/m2/day) and a "on-steroidal peak appeared on the chroma- 
togram. The reduction was most significant for the total metabolites 
(p<0.001), followed by THE, THF-alloTHF (t0.01), cortolone and 
8-cortolone ( 4  0.05) but not significant for free cortisol. With continued 
rreatment, o rebound was noted after 3 t o 5  months (totol 4.62 f 1.6, 
T H E  2.82 * 0.2, THF-alloTHF 2.45 f 0.8, cortolone 0.63 k 0.02, 8-corto- 
lone 0.28 i 0.05). It is concluded that 1) AG reduces cortisol synthesis 
in man only temporarily as in animals, 2) paradoxic steroid increments 
in the early phase of treatment as reported from colorimetric analysis 
are non-specific,and 3) AG possibly modifies steroid catabolizing liver 
enzymes (inhibition of 58-reductase and stimulation of 20a- and 208- 
dehydrogenase). 
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VISUAL EVOKED RESPONSES I N  CONG3NITAL HYPOTHYREOIDISM. 

Visual evoked responses (EX) were s tud ied  i n  10 c h i l d r e a  
x i t h  hypothyreoidism.The age when the  disease was discovered 
var ied  from 1 week t o  12 years.Five i n f a n t s  vere younger 
than 3 months,three between 3 - 6 months.The diagnosis  was 
i n  a l l  cases v e r i f i e d  by the f i n d i n g  of low l e v e l s  of 'E3,T4 
o r  PBJ and markedly increased l e v e l s  of TSH i n  blood.Nine 
childrenwere examined repeatedly,? youngei i n f a n t s  vere 
followed up during s e v e r a l  months.In a l l  of them CEG respon- 
s e s  t o  photost imulat ion were recorded.In 4 i n f a n t s  a l s o  
somatosensory evoked responses (SER) were examined.Before 
treatment prolonged l a t e n c i e s  and/or l e s s  mature p a t t e r n s  of 
VERs were observed.Most increased l a t e n c i e s  were found i n  
infanks during the  f i r s t  months of age.During hormonal the- 
rapy l a t e n c i e s  decreased t o  the  normal l e v e l  ( o r  beloti i t )  
and followed then the  normal developmental curve.Also the  
response p a t t e r n  became normal.Photic dr iv ing  i ~ p r o v e d  very 
rapidly,SEXs i f  recorded,behaved i n  the  same way a s  VERs. 
The r e s u l t s  show,that  VERs a r e  usefu l  f o r  assesment of the  
degree of the  de lay  i n  the  development of the  b r a i n  and 
e f f e c t i v i t y  of the  treatment i n  c o w e n i t a l  hypothyreoidism. 
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Blood volume i n  qrowth  hormone d e f i c i e n c y  (GHD). 

I t  h a s  been shown t h a t  p a n h y p o p i t u i t a r i s m  o r  GHD i s  . 
a s s o c i a t e d  w i t h  d e c r e a s e d  r e d  c e l l  volume (RCV), b l o o d  
(BV) and plasma volume (PV) (Rodr iguez  and  S h a h i d i ,  NEJM 
285: 479,  1 9 7 1 ) .  No d a t a  r e q a r d i n q  t h e  e f f e c t  o f  q rowth  - 
hormone s u p p l e m e n t a t i o n  o n  BV i n  c h i l d r e n  w i t h  GHD have  
been  r e p o r t e d .  W e  have  s t u d i e d  BV (Evans  b l u e )  i n  24 
g r o w t h - r e t a r d e d  c h i l d r e n  w i t h o u t  e n d o c r i n e  a b n o r m a l i t i e s  
( I ) ,  14 u n t r e a t e d  (11) and 23 HGH-treated c h i l d r e n  (111)  
w i t h  GHD o f  s i m i l a r  a g e  ( 5  t o  18 y e a r s ) .  The r e s u l t s  
were a s  f o l l o y s :  

I: BV 75.9-8.1; PV 49.8'5.4; RCV 26.1'3.8 (SD)ml/kg 
11: BV 67.628.6;  PV 45.2'5.6; RCV 22.4'3.5 (SD)ml/kg 

111: BV 73.7'9.1; PV 48.8'6.4; RCV 24.9'3.6 (SD)ml/kg 
No s i g n i f i c a n t  s e x  d i f f e r e n c e s  were found  i n  a n y  group .  
I n  10 p a t i e n t s  w i t h  GHD s t u d i e s  were per formed b e f o r e  
and  3 t o  6 months a f t e r  o n s e t  o f  therapy.Mean w e i g h t  
r e l a t e d  BV, PV and RCV i n c r e a s e d  s i g n i f i c a n t l y  ( p a i r e d  
t - t e s t ;  p 0 ,001)  by 15 .2 ,  14 .7 ,  and  1 7 . 1 % ,  r e s p e c t i v e l y ,  
t o  normal  v a l u e s .  These  o b s e r v a t i o n s  o f  low BV i n  GHD 
and i t s  r e s t o r a t i o n  t o  normal v a l u e s  by HGH s u b s t i t u t i o n  
p r o v i d e  e v i d e n c e  t h a t  HGH i n t e r f e r e s  w i t h  t h e  r e g u l a t i o n  
of  BV. 

Informed c o n s e n t  o f  p a t i e n t s  a n d / o r  p a r e n t s  was ob- 
t a i n e d  i n  a l l  c a s e s . -  S u p p o r t e d  by DFG (SFB 147) 
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TSH and PRL r e s p o n s e  t o  TRH: c o r r e l a t i o n  w i t h  age ,  s e x ,  
and g o n a d a l  a c t ~ v i t y .  2 

TR:! (200 ,ug/1.73 m , i . v . ) . w a s  giver ,  t o  89 -.ornlal 
s ~ ~ 5 : e c t s  ( A 3  v a l e -  a,?d A 6  f e m a l e s ;  age?:  2.5-81 y r s . ) ,  
7 K l i n e f e l t e r ' s  (K.s.) and 11 T u r n e r ' s  (T.s.) syndromes.  
TSH and PRL r e s p o n s e  w e r e  e v a l u a t e d  u s i n g  A a s  w e l l  a s  
t h e  i n c r e t o r y  a r e a :  r e s u l t s  were  f a i r l y  s i m i l a r  w i t h  
b o t h  methods.  TSH r e s p o n s e  d e c r e a s e s  w i t h  a g e  ( t h e  d i f  
f e r e n c e  1s s l g n ~ f ~ c a n t  he tween  c h i l d r e n  and aged  s u b  
j e c t s  i n  b o t h  s e x e s ) ;  i t s  b e h a v i o u r  i s  s i m i l a r  i n  m a l e s  
and  f e m a l e s ;  T.s. and K.s. behave  a s  normal  s u b ~ e c t s  o f  
t h e  same age .  A s  f o r  PRL, i t s  c o r r e l a t i o n  w i t h  s e x  is 
e v i d e n t ;  h i g h e r  v a l u e s  i n  f e m a l e s  t h a n  i n  m a l e s  and,  
among t h e  f o r m e r ,  h i g h e r  i n  a d u l t  t h a n  i n  p r e p u b e r a l  
s u b j e c t s .  Moreover, PRL l e v e l s  i n  T.s. a r e  lower  and i n  
K . s .  h i g h e r  t h a n  t h o s e  o f  a d u l t  s u b j e c t s  o f  c o r r e s p o q  
d l n g  s e x .  I n  c o n c l u s i o n :  a f t e r  TRH i .v . ,  PRL r e s p o n s e  
seems t o  b e  influenced by g o n a d a l  a c t i v i t y  ( o e s t r o g e n s  
d e p e n d e n t 7 ) ;  w h i l e  TSlr shows no c o r r e l a t i o n  w i t h  vary ing  
o e s t r o g e n s  l e v e l s ,  s u c h  a s  is found i n  p h y s i o l o g i c a l  o r  
i n  ( t e s t e d )  p a t h o l o g i c a l  c o n d i t i o n s .  
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S t u d i e s  on  a h y p o t h a l a m i c  i s l e t - s t i m u l a t i n g  f a c t o r  i n  
c h i l d h o o d  o b e s i t y .  

The v e n t r o l a t e r a l  hypotha lamus  s e c r e t e s  a f a c t o r  
t h a t  i n  e x p e r i m e n t a l  a n i m a l s  s t i m u l a t e s  i n s u l i n  s e c r e -  
t i o n  b o t h  i n  v i t r o  a n d  i n  v i v o .  T h i s  h y p o t h a l a m i c  
humoral  f a c t o r  is  a l s o  d e m o n s t r a b l e  i n  serum ( M a r t i n  e t  
a l . :  J. E n d o c r i n o l .  1 9 7 3 : 2 : 6 8 1 ) .  We s t u d i e d  t h e  ac-  
t i v i t y  o f  t h i s  f a c t o r  i n  s e r a  o f  o b e s e  c h i l d r e n .  Urea 
t r e a t e d  se rum was f r a c t i o n a t e d  t h r o u g h  Amicon membranes 
and t h e  serum f r a c t i o n s  between 1,000-10,000 D a l t o n s  
were t e s t e d  f o r  i s l e t - s t i m u l a t i n g  a c t i v i t y  by m e a s u r i n g  
i n s u l i n  r e l e a s e d  b y  i s o l a t e d  r a t  i s l e t s  exposed  t o  
5.5. mM g l u c o s e  p l u s  t h e  test  f r a c t i o n .  So  f a r  we have  
a n a l y s e d  s e r a  o f  1 2  o b e s e  c h i l d r e n .  I n  two c a s e s  a 
s i g n i f i c a n t  s t i m u l a t i o n  o f  t h e  islets h a s  b e e n  found .  
The same c h i l d r e n  p r e s e n t e d  h y p e r i n s u l i n e m i a  a t  OGTT. 
One o f  t h e s e  p a t i e n t s  h a d  become o b e s e  a f t e r  o p e r a t i o n  
o f  a h y p o t h a l a m i c  tumor.  The p r e l i m i n a r y  r e s u l t s  i n d i -  
c a t e  t h a t  a h y p o t h a l a m i c  humora l  f a c t o r  may p l a y  a 
r o l e  i n  t h e  e t i o l o g y  o f  some forms o f  c h i l d h o o d  o b e s i t y  
G r a n t :  S i g r i d  J u s e l i u s  F o u n d a t i o n .  
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