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SOMATOCRININE (GRF) I.V. BOLUS DOES NOT INCREASE 
SERUM GROWTH HORMONE (GH) I N  PATIEmS WITH ACTIVE 
GUSHING'S DISEASE (cD): RESPONSE RESTORED BY 
LOWERING SERUM CORTISOL (F) CONCENTRATION. 

Low GH response to  provocative s t imul i  i n  CD i s  a 
well  es tabl ished phenomenon. However most of the s t imul i  used a c t  
through re lease  of endogenous GRF and it i s  not  known whether 
hypercortisolaemia i n t e r f e r e s  with hypothalamic GRF generation, 
o r  GRF ac t ion  upon somatotrophs, o r  both. To inves t iga te  p i t u i t a -  
ry  GRF responsiveness i n  hypercortisolaemia we used GRF-44 
(Sanofi) a s  a i.v. bolus ( 2  pglkg) i n  two p a t i e n t s  with p i t u i t a r y  
dependent CD. Pa t i en t  AP was a 134 y r  old g i r l  with intermediate 
lobe type CD present  f o r  6 y r  but  recognized and t rea ted  by bro- 
mocriptine f o r  the l a s t  two yr. One month a f t e r  therapy was stop- 
ped her midnight F was 17.9 ~ / d l ;  the peak serum GH response to  
GRF was 3.6 nglml and t o  o r a l  c lonidine 0.8 ngfml. After  one 
monthqs bromocriptine treatment the midnight serum F concentra- 
t i o n  decreased to  1.3 pgldl. Peak GH response t o  GRF and clonidi-  
ne a t  t h a t  time were 14.9 and 4.7 ng/ml. Pa t i en t  AK a 10k y r  old 
boy with a 4 y r  h i s t o r y  of an te r io r  lobe CD and midnight serum F 
leve l  of 33.5 @/dl ,  responded to  GRF and clonidine t e s t s  with GH 
peak values of 1.0 ng/ml and 0.6 ng/ml respect ively.  In  p a t i e n t  
AK the midnight serum F was 39.3 w / d l  a f t e r  1 month's of bromo- 
c r i p t i n e  treatment. The GH response to  GRF and clonidine were 
1.0 ng/ml and 2.6 ng/ml respect ively.  We conclude t h a t  hyper- 
cort isolaemia i n  p a t i e n t s  with CD i n t e r f e r e s  with p i t u i t a r y  
responsiveness t o  GRF; i n  v i t r o  s tud ies  by o thers  suggested t h i s  
i s  not  a d i r e c t  e f f e c t  on the somatotrophs. 
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OP'DDD I N  CHILDREN WITH MALIGNANT CORTICO- 
SURRENALOMA (McS) 

To design a therapeut ic  protocol  i n  c h i l d r e n  with 
MCS we s tud ied  r e t r o s p e c t i v e l y  a s e r i e  of  24 c h i l d r e n ,  
14 boys and 1 0  g i r l s ,  aged 6 months t o  14 years ,  with 
g i a n t  s e c r e t i n g  tumors (d iameter> lO cm) . 3 groups may 
b e  considered 1) 8 had surgery  and i r r a d i a t i o n  ; 2 )  9 
had surgery  followed by oplDDD (6-10 g/m2) ; 3)  7 had 
oplDDD 10 g/m2, before  (2-9 months) and a f t e r  (1 t o  3 
years)  surgery.  I n  group 1 a l l  c h i l d r e n  d ied  a few 
months a f t e r  surgery.  I n  group 2 ,  1 c h i l d  only is  s t i l l  
a l i v e .  I n  group 3 presurgery op'DDD allowed i n  6 o u t  7 
c a s e s  a marked reduct ion of  t h e  tumor with rap id  
disappearance of  hormonal abnormali t ies .  However no 
e f f e c t  was obtained on lung metas tas i s  p resen t  i n  1 
case .  I n  one p a t i e n t  no e f f e c t s  were observed. A f t e r  
surgery  and post-surgery op'DDD, 5 of  t h e s e  c h i l d r e n  
a r e  s t i l l  a l i v e  a f t e r  a delay 1 t o  10 years .  I n  
conclusion op'DDD appears e f f i c i e n t  i n  many c h i l d r e n  
with malignan2 cort icosurrenaloma when given a t  high 
doses (10 g/m ) ,  p r i o r  t o  surgery  f o r  a t  l e a s t  3 
months and post-surgery f o r  a t  l e a s t  2 years .  The 
d i r e c t  e f f e c t  of  OP'DDD on tumoral volume appears t o  
b e  a major f a c t o r  of  t h e  prognosis i n  c h i l d r e n  with 
MCS . 
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lIcaospANE I N  THE TREAlFENT CF PRlMARY AD-RTICAL 
MICw)EMXlIAR DYSPLASIA (PAMD) 

A rare cause of Gushing's sydraw is a pituitary-indeperdant 
no3ular dysplasia of the adrenal cortex. A 4 year old g i r l  p r e  
sented with advanced clinical features of Cushing' s syrdrcme. 
AManir!al CP-scan and adrenal  scintigraphy revealed bilateral 
adrenal  hyperplasia vhereas a cerebral Wscan was n o m l .  Serial 
de tennina t io~  of plasma P13TH together with dynamic tests  using 
dexamethasone, metyrapne ard vasopressin indicated a primary, 
auto-us, adrenal  dysfunction. Treatment with Trilostane - an 
inhibitor of 3@-hy3raxysteroid-dehydrcgenase - in  a dose of 50 WI 
t.i.d. was effective, a d  cortisol excretion was instantly r e  
duced to a lw m m 1  level with only a slight increase in  ACTH. 
No sideeffects  of this  treatment were seen a d  the clinical fea- 
tures of the sydraw regressed. The therapeutic index of Trilo- 
stane was -11, hmever. Serum levels of adreml ardrogens re- 
main increased therefore a long-term treatnwt in  this  young g i r l  
was considered to be unfavourable. A t  l a p a r o w  b t h  adrenals 
were a h s t  rn-1 in size ard a subtotal a d r e n a l e c t a q  was per- 
f o d .  Microscopically, the picture was typical for PAMD with 
mmal  structure of the cortex between the micromdules. 

Wilostane sean to be effective in  improving clinical ard sarne 
of the bicchanical parameters even in a swere case of PAMD but 
its use may be limited to a short-term preoperative treatment. 
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MODE OF INHERITANCE I N  PSEUDOHYPOALDOSTE- 
RONISM (PHA): AUTOSOMAL RECESSIVE AND DOMI- 
NANT TRAIT I N  TWO FAMILIES. 

We recently described deficient o r  great ly dimished type  I -  
mineralocorticoid receptors  in mononuclear leucocytes of patients 
with PIIA. The clinical features  of this  syndrome, e . g .  insensiti  - 
vity to mineralocorticoids with renal sal t  loss leading to hypona- 
tremia and  hyperkalemia, can be explained postulating absence 
of type  I-receptors also in the  classical t a rge t  o rgans  for minera- 
locorticoids. In the  f i r s t  family s tudied and  already reported,  a n  
autosomal recessive mode of inheritance had been suggested by 
normal receptor  data ,  a s  well a s  empty history of both parents .  
Fur the r  suggest ive of a n  autosomal recessive t rai t  in this  family 
is the  fact tha t  these pa ren t s  a r e  f i r s t  degree cousins. 

The  second kindred s tudied,  however, showed a clear auto- 
somal dominant mode of inheritance. The  index case presented 
with a salt-losing cr is is  and  was shown to have great ly dimished 
amount of type  I-receptors in t h e  mononuclear leucocytes ( 7 5  
receptorslcell ( r l c ) ) .  Slightly reduced amount of receptors  were 
found in t h e  mother ( 9 5  r l c )  and the  mother's s is ter  (140  r l c ) ,  
a s  compared to  t h e  normal range of 150-600 r l c .  T h e  f i r s t  child 
of this woman had no detectable type  I-receptors, bu t  was able  
to  conserve sodium normally. 

The  different mode of inheritance in these two families 
sugges t  tha t  the  syndrome of PHA might be the  consequence 
of different  defects .  

1 5 3 5. CABROL* , M. GOURMCLEII , N. TUBIAEIA* , F . GIRARD.  
Lab. Expl. Fonctionnelles - H6pita1 Trousseau, 
75012 - Par i s ,  France. 
APPARENT IMPAIRPlClT OF ALDOSTEROIlE SCCRCTIOtl IN 
ISOLATED PRIMITIVE GLUCOCORTICOID DEFICIENCY. 

9 unrelated chi ldren (2 F, 7 14) with glucocort i -  
coid deficiency form adrenal o r ig in  were s tudied.  They 

were 19 days t o  8 years  a t  diagnosis. The disease was revealed i n  
7 cases by hypoglycemia and/or seazures and suspected i n  the 2 
o thers  because achalasia .  Sibl ing from 4 fami l i es  died suddenly i n  
childhood. Oiological f indings showed : very low c o r t i s o l  l eve l s  
without any response t o  synacthen. DAH and 4 did not reac t  t o  
synacthen too. Extremely high ACTIi l eve l s  {x = 1270 (range 328 - 
3095), N = < 90 pg/ml} ; low basal  aldosterone v a l i ~ e s  (x = 16.4, 
range < 10-31, N = 10-60 pglml) with an impaired response t o  syna- 
cthen ( x  = 27.2, range < 10-80, N = 60-310 pg/ml) as  observed i n  
complete adrenal f a i l u r e .  But evidence f o r  i n t a c t  mineralocorti- 
coid function was provided by following da te  : 1 )  renin a c t i v i t y  
i n  each pa t i en t  was i n  the  normal range f o r  age before and on 
exclusive glucocort icoid treatment ( 4  years 112 follow up) ; 
2 )  S a l t  deprivat ion ( .3  mEq/kg/5 days) performed i n  5 cases was 
well to le ra ted  and accompanied by a r i s e  i n  renin and aldosterone 
l eve l s  (mean 5 and 12 fo ld  respec t ive ly )  ; 3 )  when i n  4 cases DXM 
(2  mg/lm273 x 48 h ) ,  succeded i n  lowering ACTH leve l  t o  the nor- 
mal range, then a s i g n i f i c a n t  response of aldosterone t o  the 
synacthen t e s t  was observed i n  3 (reaching 102, 134 and 215 pg/rnl) 
contrast ing with the  absence of any r i s e  i n  androgen leve l s .  These 
f indings may suggest t h a t  a l a rge  amount of endogenous ACTti  was 
occupying a l l  the  receptors  s i t e s  of the  i n t a c t  zone glomerulosa, 
while the  f a s c i c u l a t a - r e t i c u l a r i s  remains unresponsive t o  ACTH. 

E-Leiberman*, S.W. Moses* ( In t rod .  by M.Zachmann) 54 Departments of Ped ia t r i c s .  Soroka Medical Center. 
Ben-Gurion University, Beer-Sheva, I s rae l  
FAMILIAL ADRENAL FEMINIZATION PROBABLY DUE T O  IN- 
CREASED STEROID AROMATIZATION 

5 of 10 members of a non-related North African fami ly ( fa the r ,  
2 male,2 female s i b l i n g s )  were observed o r  reported t o  have had 
gynecomastia,early growth spur t  f o r  chronologic age(CA),and shor t  
f i n a l  s t a t u r e .  The extensively s tudied 8 year old propositus had 
advanced bone age (BA,13 y r s )  and height 135.6cm (normal f o r  C A  
(+I .]SO), shor t  f o r  BA(-2.5%)). He presented with f a c i a l  acne, 
gynecomastia (83) .  pubic h a i r  (Tanner 2 ) ,  and t e s t i c u l a r  volume 
2ml. Blood pressure was normal (90/70 mmHg). Urinary t o t a l  17-KS 
(2.lmg/d) ,17-OHC(2.4mg/d) ,and individual s t e ro ids  (gas chromato- 
graphy) were normal .Cortisol ,S ,and 170HP in plasma responded nor- 
mally t o  ACTH. Basal estrone (E1,181 pg/ml) was elevated,  and in- 
creased with ACTH (223 pg/ml ) . After  hCG, t es tos te rone(T)  respsn- 
ded normally(55 t o  164ng/dl),but ne i the r  El(135 t o  139pg/ml),nsr 
estradiol(E2.86 t o  85 pg/ml) did increase-The assumption of ACTH- 
dependent adrenal feminization was confirmed by a reduction of 
breast  t i s s u e  with dexamethasone o r  cyproterone ace ta te  t r e a t -  
ment. However, t h i s  e f f e c t  was only t r a n s i e n t .  Subsequent t e s t o -  
lactone treatment (450 mg/d) resu l t ed  in an increase of the  T/E2 
(5.6 t o  20.3) ,and AKl(3.4 t o  31.4) r a t i o s ,  and in reduction of 
breast  t i s s u e .  I t  i s  concluded t h a t  t h i s  i s  a fami l i a l  type of 
non-tumorous adrenal feminization with increased adrenal androgen 
aromatization f o r  unknown reasons. 
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