
CRITICAL EVALUATION OF ACTH RADIOIMMUNOASSAY FOR MAINTAINED CIRCADIAN RHYTHM OF PLASMA-ACTH IN A GIRL 
WITH NELSON SYNDROME. W. v. Petrykowski (Intr. by 41 H. Helge) , Universitlts-Kinderklinik Freiburg,Germany 

As postulated by Nelson and Sprunt and confirmed by Besser and 
Landon, Cushing's disease can be subdivided into stages based on 
plasma-ACTH. All patients supposedly fail to show a normal circa- 
dian AC'IX-rhythm. Hypothalamo-pituitary function was studied in 
a girl adrenalectnmized at age 12 for Cushing's syndrome with 
bil. adrenal hyperplasia, in whom Nelson's syndrome developed 2 
years later. There was marked sellar enlargement and moderate 
hyperpigmentation. Plasma-ACTH values at 9:30, 12:30, 15:30, 18:30, 
21:30, 0:30, 3:30 and 6:30 were: 3575, 725, 2560, 2750, 2880, 
3700, 5900 and 6310 pglml (Amersham-Kit). There was subnormal 
response to consecutive argininejinsulin stimulation for UGH 
with a peak of 3.6 nglml. TSH-values during a TRF-test at 0,10.15, 
20,30.45,60 and 90 minutes were: 9.3, 11.5, 10.4, 14.2, 14.5, 
11.9, 14.6 and 12.3 uU/ml. 
Menstrual periods were normal as were LH- and FSH-responses 
during LHRF-test. Without aggressive therapy the course was benign 
so far. It is concluded that ACTH circadian rhythm may be pre- 
served even at an extreme level in children with the Nelson syn- 
drome. 

PLASMA SOMATOMEDIN ACTIVITY I N  FAMILIAL LA- 

42 RON'S DWARFISM. M.Pierson ,  G.Grignon,  D.Mala- 
p r a d e ,  P. N a b e t ,  P. Hartemann,  F. B e l l e v i l l e  

Dept .  P a e d i a t r i c s ,  U n i v e r s i t y  o f  Nancy, F r a n c e .  
Two f a m i l i e s  a r e  c o n c e r n e d ,  i n  b o t h  2  c h i l d r e n  were a f -  
f e c t e d  o f  s e v e r e  d w a r f i s m  w i t h  c l i n i c a l  and b i o l o g i c a l  
f e a t u r e s  u s u a l l y  n o t e d  i n  L a r o n ' s  c a s e s .  
Fami l  1: G i r l  1 9  y e a r  o l d .  H e i g h t  125 cm, t y p i c a l  mor- 
p h o 1 o ; y - a n h ~ i c i e s ,  m i l d  m e n t a l  r e t a r d a t i o n .  

6  y e a r  o l d ,  h e i g h t  0 , 8 2 .  T y p i c a l  a s p e c t  o f  L a r o n ' s  
dwarf  b u t  a l s o  r e t a r d e d  and e p i l e p t i c .  Plasma HGH d e t e r -  
m i n a t i o n s  g a v e  h i q h  v a l u e s  a t  s e v e r a l  tides (30-40-60 
ng/ml)  . 
Fami l  2 :  G i r l  18  y e a r  o f  a g e ;  h e i g h t  123.  T y p i c a l  La- 
r o n ' s Y d w a r z r p h o l o g y  and normal m e n t a l  deve lopment .  
The a, aged 16 y e a r s ,  h e i g h t  1 2 0 ,  showed t h e  same 
f e a t u r e s :  Both  had h i g h  p lasma HGll l e v e l s  (40-100 nq/ml). 
The two b o y s  were  t r e a t e d  by I1GH t h e r a p y  f o r s v e r a l  
months w i t h o u t  any  e f f e c t .  B e f o r e  t h e r a p y  p lasma somato- 
medin r a n g e d  40-60 and d i d  n o t  improve a f t e r  HGH. 
Immunologica l ,  e l e c t r o p h o r e t i c a l  s t u d i e s  on  plasma GH 
d i d  n o t  show any  a b n o r m a l i t y ,  compared w i t h  HGH standard. 
I t  i s  conc luded  t h a t  t h e  2  f a m i l i e s  were a f f e c t e d  o f  a  
p r i m a r y  somatomedin g e n e r a t i o n  d e f i c i e n c y .  

IN VITRO-EIICRO-BIOTRANSFORMATTON OF PRECNEN- 
dq PROGESTERONE I N  TESTIS BIOPSY YA- 

TERIAL OF CRYPTOPCBID, BOYS. 5-er, S.Grum- 
Dacn, A.Attanasj .0,  A.Flach  , D.Gu t a ,  D e p t . ~ ? a n n o s t i c  
~ d o c r i n o l 6 n v .  Univ;-Kinderkllnik~inderchirurn. 
A b t e i l u n q ,  ~cii,i nnen . Germany. 

T e s t i s  b i o p s y  m a t e r i a l s w e r e  t a k e n  from l o  c r y [ , t o r c h i d  
t o y s  d u r i n g  m a l d e s c e n s u s  o p e r a t i o n ,  whereas  normal ma- 
t e r i a l s  wer o b t a i n c d  f rom d e c e a s e d  p a t i e n t s .  31 i -Pre?ne  
n o l o n e  a n d l s C - p r o q e s t e r o n c  were  used  a s  s u h s t r a t e s . l 3 l o -  
t r a n s f o r m a t i o n  o f  b o t h  s u b s t r a t e s  t o  t e s t o s t e r o n e  was 
found  t o  be  d i m i n i s h e d  m a r k e d l y  i n  t h e  c r y p t o r c h i a  ma- 
t e r i a l s  when r e l a t e d  t o  t h e  n o r m a l s .  The normal t e s t i s  
b i o t r a n s f o r m c d  p r c q n e n o l o n e  i n  a  more pronounced rva'! 
t o  t h e  5 oc - reduced  s u b s t a n c e s ,  s u c h  a s  d i h t r d r o t e s t o -  
s t e r o n e  and a n d r o s t a n e d i o l ,  tha.7 d i d  t h e  c r y p t o r c h l d  
m a t e r i a l s .  T h e s e  d i f f e r e n c e s  were less c v i d e n t  ~ ~ s i n g  
l a b e l l e d  p r o q e s t e r o n e  a s  a  s u b s t r a t e .  I l e r e , a n d r o s t e r o n e  
was a  major  - m e t a b o l i t e  and t h e  y i e l d  f o g  zhc c r y ~ j t o r c l n d  
t i s s u e s  was s i q n i f i c a n t l y  n r e a t e r  t h a n  t h a t  f o r  t h e  
n o r m a l s .  
Jn c o n c l u s i a n  t h e  c r y p t o r c h i d  test is  shc./ed marked d i f -  
f e r e n c e s  i n  t h e  p a t t e r n  o f  ~ i o t r a n s f o r k i a t i o n  o f  t i le  
l a b e l i c d  s t e r o l d  p r e c u r s o r s .  

CLINICAL INVESTIGATION. M.C.Raux, M.F.Proesche1, 44 M.T.Pham-Huu-Trung, N. Binoux (intr. by F. Girard). 
Laboratoire physiologie endocrinienne infantile, Hspital Trousseau 
Paris - France. 
ACTH radioimmunoassays and steroid assays were carried out on 31 
controls and on 85 patients with suspected endocrine disease. In 
all the patients with suspected Addison's disease and in most 
cases of suspected congenital adrenal hyperplasia (CAR) or ACTH 
deficiency, basal or stimulated ACTH levels permitted either con- 
firmation or rejection of the diagnosis. Normal ACTH levels were 
observed in the 6 patients with untreated Cushing's diseases. 
After treatment the development of basal ACTH levels and of ACTH 
response to sequential lysine vasopressine (LW) tests appeared 
to be very useful for the detection of pituitary tumors. Simul- 
taneous determinations of 180 pairs of ACTH and cortisol in pa- 
tients free of hypothalamo-pituitary trouble, of 38 pairs of ACTH 
and 17 OH progesterone in patients with CAH, of 38 pairs of ACTH 
and 11 deoxycortisol after metyrapone indicated frequent disso- 
ciations between ACTH and steroid 1evels.This could be related 
to the differing fluctuation periods as well as the different 
half lifes of ACTIl and steroids. In most cases these results a- 
greed with our previous results using the bioassay but some dis- 
cordances were observed especially in the course of dynamic tests 
(LVP, metyrapone, and dexamethasone tests). 
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PROLACTIN RESPONSE TO TRH IN PREPUBERTAL CHILDREN. 45 M. Ro~er, M.-C. Soldat and J.-E.Toublanc (Intr. by 
P. Canlorbe) 

Fondation de Recherche en llormnologie. 94260 Fresnes , and 
Hosital Saint-Vincent-de-Paul, 75014 Paris, France. 

In view of the structural or functional relationships of prolac- 
tin (hPR) with other-pituitary hormones, its secretory response 
to TRH was investigated in normal prepubertal children and in 
children suffering from hypothalamic or pituitary disturbances. 
hPR was measured by a double-antibody radioimmunoassay using 
reagents donated by the NIAMD. In ten normal prepubertal children 
(5 boys, 5 girls) aged 4 to 11 years, the mean basal level was 
29,3 nglml (range 12-50). The maximal response to TRH was ob- 
served lo or 20 mn after the IV injection of 200 pg/m2 and the 
mean increment was 42 nglml (range 7-78) or 184% of the basal 
level (range 16-442). In 4 children with hypersecretion of TSH 
due to primary hypothyroidism, the hPR response to TRH was not 
significantly different from normal. In 2 children who had under- 
gone surgery for cerebral tmours and whose hGH secretion was 
deficient, the basal levels and TRH responses of hPR were within 
normal limits. In 2 others, the pre- and post-stirnulatory levels 
of hPR were steadily hipher than 200 ngjml. Thus in GH deficient 
children, hPR secretion may be normal in spite of their struc- 
tural relationship. The considerably high hPR levels observed 
in some prepubertal children after surgery for cerebral tmours 
may be important with respect to their pubertal development. 

SERUM ANDROGENS, SEX HORMONE BINDING GLOBULIN AND 
BONE AGE IN JUVENILE DIABETICS. B.T.Rudd, P.H.I.!. Ra - 46 ner, S.K.M. Jivrni and G. Holder. Institute of Chili 

Health, University of Birmingham, Birmingham 816 8ET, U.K. 

In males with diabetes mellitus presenting in childhood, puberty 
may be delayed. Serum androgens (SA), chronolngical age (CA), bone 
maturation (BA) and sex hormone bindinp globulin (SHIK;) capacity 
of sera were recorded in 58 male juvenile diabetics aged 5.2112 - 
19.3112. Tanner pubertal rating and SHBG capacities were assessed 
in all. SA (predominantly testosterone) were measured in 57 by 
radioimmunoassay and BA were obtained in 46 patients. Taking all 
the patients together, statistically significant correlations 
were demenstrable between the following parameters:- CA:SA F 0.75 
p = < .ool, RA:SA r= 0.72 p = c.001 (exponential regression), 
SHBG:SA r- (-)0.36 p = \ . o , .  On average, androgens rose progres- 
sively with CA and BA. The SHBG capacity fell, coincident with 
increasing RA and rising SA levels. 9 patients had low SHBG capa- 
cities suggesting poor binding or failure of protein synthesis. 
When the ratio %was plotted vs. SA, 13 patients (28%) aged 8.6112 

- 15.11112 showed evidence of retarded BA, which in all but 2 
coincided with SHBG capacities in keeping with values for pre- 
pubertal children. In the older patients of this group, the SA 
were significantly lower than levels expected for their CA. This 
data supports the view that retarded BA in some male diabetics 
is related to low androgen production and changing SHBG capacities. 


	41: MAINTAINED CIRCADIAN RHYTHM OF PLASMA-ACTH IN A GIRL WITH NELSON SYNDROME. 

