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Obese c h i l d r e n  h a v e  a  b l u n t e d  GH r e s p o n s e  t o  c o n v e n t i o n a l  
p h a r m a c o l o g i c a l  s t i m u l i .  To a s s e s s  whether  t h i s  b l u n t e d  r e s -  
ponse  h a s  a  hypotha lamic  o r  p i t u i t a r y  o r i g i n ,  t h e  r e s p o n s e  o f  
plasma GH t o  a  g l u c a g o n  s t i m u l a t i o n  t e s t  ( 0 . 1  m:/kg IM) and t o  a  
s i n g l e  IV b o l u s  o f  0 . 5  pg /kg  o f  GRF was s t u d i e d  i n  13 o b e s e  c h i l -  
d r e n  1145 + 7% (SEMI o f  i d e a l  body w e i g h t  (IBW)] and compared t o  
t h a t  of  19 l e a n  (93  + 4% o f  IBW) s h o r t  c h i l d r e n  w i t h  normal p i -  
t u i t a r y  f u n c t i o n  (N).  Peak GH r e s p o n s e  t o  g lucagon was lower  i n  
o b e s e  t h a n  i n  N c h i l d r e n  (16 .0  + 2 . 0  v s  29.2 + 4 . 5  n g l m l ,  
p  < 0.001)  a s  was t h e  GH r e s p o n s e  t o  GRF ( 1 2 . 6  + 2.6 v s  39 .2  + 
5.1  ng lml ,  p < 0.001) ; t h e  GH r e s p o n s e  t o  GRF tended  t o  be  more 
p r o l o n g e d  i n  o b e s e  t h a n  i n  N c h i l d r e n .  I n  n e i t h e r  g r o u p w a s  t h e r e  
a  c o r r e l a t i o n  between peak GH a f t e r  GRF and p e r c e n t a g e  o f  IBlJ 
o r  a g e .  T h e r e  were no  a c u t e  changes  i n  PRL l e v e l s  a f t e r  GRF i n  
n e i t h e r  g roup  : a  normal d e c r e a s e  was observed  between 9  and 1 1  
AM ( f rom 201 + 48 and 211 + 49 uU/ml t o  146 + 31 and 108 + 
27 uU/ml i n  t c e  obese  and N group ,  r e s p e c t i v F l y ) .  Conclus ion  : 
o b e s e  c h i l d r e n  have  a  b l u n t e d  and pro longed  GH r e s p o n s e  t o  GRF; 
t h i s  b l u n t i n g  i s  n o t  c o r r e l a t e d  w i t h  age  and i s  n o t  a s s o c i a t e d  
w i t h  a n  a c u t e  i n c r e a s e  i n  PRL l e v e l s ,  a s  s e e n  i n  c h i l d r e n  w i t h  
h y p o t h a l a m i c  h y p o p i t u i t a r i s m  (Ped Res 18 : 1216, 1984) and t h u s  
p r o b a b l y  r e s u l t s  from a  d i f f e r e n t  mechanism, p e r h a p s  a t  t h e  
p i t u i t a r y  l e v e l .  
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GRF was measured by RIA i n  t h e  e x t r a c t e d  plasma o f  
27 c o n s t i t u t i o n a l l y  s h o r t  c h i l d r e n  g iven  an  o r a l  dose  
o f  L-DOPA o r  aminoacid i n f u s i o n  ( o r n i t h i n e  o r  a r g i n i -  
ne)  . A f t e r  an  o v e r n i g h t  f a s t  and one hour  r e s t ,  b a s a l  
GRF l e v e l s  were 47 t7  (SEM) pg/ml. I n  5 c h i l d r e n  L-DOW 
induced a t  1 5  min. a GRF i n c r e a s e  from 47'5 (SEM) pg/ 
m l  t o  96215 (SEM) pg/ml fo l lowed by  a GH i n c r e a s e  a t  
60 rnin. from 220.5 (SEM) ng/ml t o  1222 (SEM) ng/ml. 
I n  4 o t h e r s  no i n c r e a s e  i n  e i t h e r  GH o r  GRF occur red  
a f t e r  L-DOPA. I n  t h e s e  9 c h i l d r e n  t h e  peaks  o f  GH and 
GRF were s t r o n g l y  c o r r e l a t e d  ( r  = 0 -841, p (0 .001)  . 
On t h e  o p p o s i t e ,  t h e  aminoacid-induced GH r e l e a s e  was 
n o t  preceded by a GRF r i s e  b u t  was fol lowed by a GRF 
dec rease  from 51210 (SEM) pg/ml t o  2724 (SEM) pg/ml, 
p <0.02.  We conclude t h a t  GH s t i m u l a t i o n  t e s t s  may a c t  
i n  two d i f f e r e n t  ways and t h a t  GH l e v e l s  cou ld  be  i n -  
volved i n  t h e  feedback c o n t r o l  o f  GRF s e c r e t i o n .  
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Plasma GH l e v e l s  a r e  h i g h  i n  newborn r a t s  and f a l l  d r a m a t i -  
c a l l y  soon  a f t e r  b i r t h .  The e t i o l o g y  of t h i s  d e v e l o p m e n t a l  
p a t t e r n ,  which i s  s i m i l a r  i n  o t h e r  mammals, i s  n o t  known. We 
t e s t e d  t h e  e f f e c t  of  SRIF on b a s a l ,  GRF40-s t imula ted ,  and  
(Bu)2cA+fP-stimulated GH r e l e a s e  i n  monolayer c u l t u r e s  of a n t e -  
r i o r  p i t u i t a r y  (AP) c e l l s  from Zd o l d ( n = 6 4 ) ,  15d o l d ( n = l l ) ,  and 
a d u l t  female(n=5)  Sprague-Dawley r a t s .  0 . 3 3  nEi SRIF (ED501 de- 
c r e a s e d  GH s e c r e t i o n  t o  7258, 7824, and 4226% o f  c o n t r o l  v a l u e s  
i n  2d,  15d,  and a d u l t  AP c e l l s ,  r e s p e c t i v e l y  (Pc0.05 f o r  a g e  
e f f e c t ) .  As s t i m u l a t e d  s e c r e t i o n  of CH i s  more s e n s i t i v e  t h a n  
b a s a l  t o  t h e  s u p p r e s s i v e  e f f e c t  of  SRIF, 0.33nlI SRIF was a l s o  
t e s t e d  i n  combina t ion  w i t h  lnPi GRF and 0 . 5 d I  (Bu)2cANP. I n  Zd, 
15d,  and a d u l t  AF c e l l s ,  GRF i n c r e a s e d  r e l e a s e  5 . 8 ,  4 . 4 ,  and 
3 . 6  f o l d  o v e r  b a s a l ,  w h i l e  (Bu)2cfiiP i n c r e a s e d  i t  4 . 5 ,  '2.7, and 
3  f o l d .  I n  t h e s e  r e s p e c t i v e  a g e  g r o u p s ,  SRIF s u n p r e s s e d  CRF- 
s t i m u l a t e d  GH r e l e a s e  t o  79+2, 5754, and 36+2%, and (fiu)2cA'IP- 
s t i m u l a t e d  GI1 r e l e a s e  t o  8853, 6326, and 1951% of t h a t  w i t h  t h e  
s t i m u l a t o r  a l o n e .  The e f f e c t  of SRIF on  b o t h  GRF- and (Bu)2ch'!P- 
s t i m u l a t e d  Gil s e c r e t i o n  v a r i e d  s i g n i f i c a n t l y  w i t h  a g e  (P<0.001) .  
C o n c l u s i o n s :  I n  r a t s ,  t h e  a b i l i t y  of SRIF t o  i n h i b i t  b o t h  b a s a l  
and s t i m u l a t e d  Gli r e l e a s e  i s  s t r i k i n g l y  age-dependent ,  SRIF 
e x e r t i n g  g r e a t e r  s u p p r e s s i o n  i n  a d u l t  t h a n  i n  immature AP c e l l s .  
R e l a t i v e  r e s i s t a n c e  t o  SRIF i n  young r a t s  may c o n t r i b u t e  t o  
h i g h  plasma CH l e v e l s  d u r i n g  e a r l y  deve lopment .  
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I s o l a t e d  growth  hormone d e f i c i e n c y  t y p e  7A (IGHD 1A) is 
caused  by d e l e t i o n  o f  t h e  hGH-N gene .  A s  d e s c r i b e d  i n  S w i s s  
p e d i g r e e s ,  a n t i b o d y  development and  growth  a r r e s t  c o m p l i c a t e  
hGH t r e a t m e n t .  We used r e s t r i c t i o n  e n d o n u c l e a s e  a n a l y s i s  t o  
d e t e c t  hGH-N d e l e t i o n  among O r i e n t a l  J e w i s h  c h i l d r e n  w i t h  IGHD 
and t h e n  examined r e s p o n s e s  t o  hGH t r e a t m e n t .  P a t i e n t s  i n  4  
f a m i l i e s  were  p r o d u c t s  of consanguinous  m a t i n g s .  They were  
homozygous f o r  d e l e t i o n  o f  t h e  hGH-N g e n e  a s  shown by a b s e n c e  
o f  c h a r a c t e r i s t i c ,  h y b r i d i z i n g ,  HI and Hint I1 f r a g m e n t s .  
Abnormal s i z e  Aind I11 f r a g m e n t s  i n d i c a t e d  d e l e t i o n s  of 7 . 5  
kb .  Polymorphic BgL I1 and & I p a t t e r n s  d i f f e r e d  i n  p a t i e n t  
4,  s u g g e s t i n g  t h a t  a t  l e a s t  2  d i f f e r e n t  e v e n t s  had produced 
d e l e t i o n s  o f  s i m i l a r  s i z e .  Growth d a t a  a r e  shown below: 
P r e  P t .  Sex  Age H t .  cm -SDS P o s t  Age H t .  cm -SDS hGH a b ' s  
Rx 1  M 4.5 74.6 6 . 6 R x  17 161.0 2.1 No 

2 M 2 .5  66.0 6.0 16 154 .3  2 . 4  No 

3 F  0.9 60.2 4 .4  8 . 2  114.5 2 .1  7 
4  F 1 .1  59.6 6.4 2 . 8  78.0 3 . 4  ? 

D e s p i t e  ex t reme pre-Rx h e i g h t  d e f i c i t s ,  g rowth  r e s p o n s e s  t o  hGH 
t r e a t m e n t  were  good. A n t i b o d i e s  d i d  n o t  a p p e a r  o r  d i d  n o t  
impede growth .  We c o n c l u d e  t h a t  f a c t o r s  o t h e r  t h a n  g e n e  
d e l e t i o n  c o n t r i b u t e  t o  f o r m a t i o n  o f  b l o c k i n g  a n t i b o d i e s  t o  
hGH. Growth f a i l u r e  d u r i n g  t r e a t m e n t  is n o t  a  s e n s i t i v e  marker  
f o r  IGHD 1A. D i a g n o s i s  r e q u i r e s  s t u d y  o f  p a t i e n t s '  GH g e n e s .  

ORAL TREATMENT OF CENTRAL DIABETES TNSIPIDUS ( D I )  I N  7 CHILDREN B Y  DDAVP TAOLETS. P.. F j e l l e s t a d ,  
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Although n a s a l  a d m i n i s t r a t i o n  o f  DDAVP is v e r y  e f f i c i e n t  
t h e r e  a r e  s e v e r a l  s i t u a t i o n s  where t h i s  r o u t e  is n o t  f e a s i b l e .  
T h i s  work was u n d e r t a k e n  t o  t e s t  t h e  f e a s i b i l i t y  o f  o r a l  DDAVP 
a d m i n i u t r a t l o n ,  i n  1 0  c h i l d r e n  ( 3  t o  17 .5  y r )  w i t h  DI o f  v a r l o u s  
e t i o l o g i e s  p r e v i o u s l y  t r e a t e d  wl th  i n t r z n a s a l  DDAVP. I n  t h e  
f i r s t  p a r t  o f  t h i s  s t u d y  p a t i e n t s  were h o s p i t a l i z e d  and  i n c r e a -  
s i n g  d o s e s  o f  o r a l  DDAVP t a b l e t s  ( 1 2 . 5  t o  800 u g )  were g i v e n  
e v e r y  12 h r s .  U r i n a r y  volume and o s m o l a l i t y  (U Osm) were measu- 
r e d  i n  o r d e r  t o  e s t a b l i s h  a  dose  r e s p o n s e  c u r v e .  I n  a  2d p a r t  
o r a l  t r e a t m e n t  was c o n t i n u e d  a t  home f o r  3  months w l t h  t h e  e f f i -  
c i e n t  dose  a s  d e t e r m i n e d  i n i t i a l l y .  

A n t l d i u r e s i s  s t a r t e d  45 rnin a f t e r  o r a l  DDAVP and r e a c h e d  a  
maximum a f t e r  120  min. A l o g  l i n e a r  r e l a t i o n s h i p  was demons t ra -  
ted  b e w e e n  DDAVP dosage  and d u r a t i o n  o f  a n z i d i u r e s i s .  A 9 t o  
1 1 . 5  t l r s  a n t i d i u r c s i s  ( U  O s m  550 t o  E5OmOsm) was o b t a i n e d  w i t h  
l a r g e r  d o s e s .  During t h e  2d p e r i o d  some c h i l d r e n  were t r e a t e d  
-with t h a t  aillount a d n i n l s t e r c d  t w l c e  a  day b u t  7 o f  t!;em were 
b e t t e r  t r e a t e d  w i t h  lower  d o s e s  g i v e n  3  t i n e s  a  day .  A l l  
p a t i e n t s  and t h e i r  p a r e n t s  p r e f e r e d  t h e  o r a l  r o u t e .  

I n  c o n c l u s i o n .  O r a l  a d m i n i s t r a t i o n  o f  DDAVP 1s p o s s l b l e  and  
o f f e r s  a n  a l t c r n a t i v c  t o  :he i n t r a n a s a l  a d m i n i s t r a t i o n  'when t h i s  
r o u t c  1 s  n o t  e f f i c i c r i t  ( r h i n i t i s  e s s c n t l a l l y ) .  T h l s  s t l ~ d y  
c1e;'lonstrates t h a t  a n o n a p e p t i d c  can  be  a b s o r b e d  by t h e  i n t e s t i -  
n a l  t r a c t  and r e t a i n  i t s  b i o l o ~ i c a l  k c t i v i t y .  

THYROTROPIN. RECEPTOR ANTIBODIES (TRAb) IN PATIENTS 8 WITH JUVENILE GRAVES DISEASE (JGD) Thomas P .  Foley ,  
J r . ,  C a r l i e  White and Antonia  New U n i v e r s i t y  of 

P i t t s b u r g h ,  Depar tment .of  P e d i a t r i c s ,  P i t t s b u r g h ,  PA USA 
To d e t e r m i n e  i f  serum TRAb measurements a r e  u s e f u l  i n  d iagno-  

s i s  and management of JGD, we s t u d i e d  48 p t s  w i t h  JGD & 113 con- 
t r o l s :  41 a d u l t s ;  41 c h i l d r e n  & 3 1  w i t h  Hashimoto ' s  D i s e a s e  (HD), 
9  w i t h  f TSH l e v e l s .  We t e s t e d  3  g r o u p s  of JGD p t s ,  I: a c t i v e  and 
u n t r e a t e d  d i s e a s e ;  11: r e c u r r e n t  d i s e a s e ;  111: i!: r e m i s s i o n  on no 
t h e r a p y .  TRAb was measured by d i s p l a c e m e n t  of l a b e l e d  bTSH f rom 
p o r c i n e  t h y r o i d  membranes (Cl .  Endocr.  20:539,1984),  and v a l u e s  
e x p r e s s e d  .is % i n h i b i t i o n  o f  t r a c e r  TSH b i n d i n g .  RESULTS: 
TRAb A d u l t s  C h i l d r e n  HD HD f TSH JGD-I J G D - I 1  JGD-111 

n  4 1 4  1  31  9  2  7  16  36 - 
X +1.8% -1.1% -0.3% -0.5% +48% +30% + 6% 

Range: - 9  t o  -12 t o  -10 t o  -13 t o  + 4  t o  + 5  t o  -14 t o  
+ l o %  + 7% + 9% + l l %  +97% +102% +67% 

No a n t i i d i o t y p i c  a n t i b o d i e s  were d e t e c t e d .  There  was no c o r r e l a -  . . 
t i o n  between TRAb and TSH i n  HD w i t h  f e l e v a t e d  TSH. F a l s e  nega- 
t i v e  TRAb r e s u l t s  o c c u r r e d  i n  2  JGD-I (7%)  p t s  and 1  JGD-11 (6%)  
p t ;  f a l s e  p o s i t i v e  TRAb r e s u l t s  o c c u r r e d  i n  6  JGD-I11 (17%) p t s ,  
and were n o t  a s s o c i a t e d  w i t h  r e l a p s e  of t h e  d i s e a s e .  

I n  c o n c l u s i o n :  Abnormal TRAb v a l u e s  w i l l  c o n f i r m  t h e  d i a g n o s i s  
of JGD i n  > 90% o f  p t s  w i t h  h y p e r t h y r o i d i s m ,  and a r e  found i n  
> 90% of JGD p t s  i n  r e l a p s e .  TRAb v a l u e s  a r e  g r e a t e r  a t  i n i t i a l  
d i a g n o s i s  t h a n  d u r i n g  r e l a p s e ,  p r o b a b l y  r e f l e c t i n g  a  s h o r t e r  
d u r a t i o n  and l e s s  s e v e r i t y  of d i s e a s e  d u r i n g  r e l a p s e .  Abnormal 
TRAb v a l u e s  d u r i n g  r e m i s s i o n  may r e s u l t  from TRAb w i t h o u t  t h y r o i d  
s t i m u l a t i o n ,  o r  t h e  development of c o - e x i s t i n g  HD. 
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