
EFFICIENCY OF GROWTH PROMOTING ACTION OF hGH IS 39 HIGHEST IN VERY YOUNG DEFICIENT CHILDREN. 2. Josef- 
sberg, B. Bauman, A. Pertzelan, Z. Laron. Beilinson -- 

Medical Center, Tel Aviv Univ., Sackler Faculty of Med., Israel. 

The effect of hGH treatment was studied in 21 prepubertal 
(12 M, 9 F) GH deficient children (14 IGHD, 7 MPHD) treated for 
5 yrs. They were grouped according to age at start of therapy: 
Gr. A: CA 0.9-4.8, BA 121 y; Gr. B: CA 5.1-9.9, BA 3.822 y. The 
initial dose of hGH was 2-4 IUx31wk. 

Years of Treatment 
br. BeEore 1 2 3 4 5 
A I1 CA (yr) 2.711 3.751 4.721 5.751 6.721 7.721 

Ht vel (cm/yr) 6.123 12.013 8.322 7.222 7.222 7.051 
lit SDS -5.2+1 -3.75 -2.9+1 -2.7+1 -2.2+1 -1.9~1 

B 10 CA (yr) 7.4z1 8.411 9.4z1 10.4;l 11.4z1 12.4fl 
Ht vel (cmiyr) 4.012 9.011 5.722 4.8g1 4.921 4.451 
Ht SDS -3.721 -2.821 -2.7+1 - -2.821 -2.521 -2.621 

In Gr. A the mcan height SDS gain in the flrst year was 1.5 com- 
pared to 0.8 in Gr. B. In the 2nd year height SDS gain was 0.8 
and 0.2 respectively. The SDS gains decreased with years of the- 
rapy. The bone age advancement was faster in Gr. B. It is con- 
cluded that initiation of hCH therapy in early age is most 
effective for height normalization, especially in isolated hGH 
deficiency. 

hGH RESPONSE TO GH-RH 1-44 IN OBESITY OF VARIOUS 40 ETIOLOGIES. A. Pertzelan, R. Keret, B. Bauman, & - 
Josefsberg & Z. Laron. Beilinson Medical Center, 

Tel Aviv Univ., Sackler Faculty of Medicine, Israel. 

Fourteen juveniles with obesity were tested with i.v. GH-RH 
1-44 (1 mcglkg). Seven had simple obesity and in the other 7 the 
obesity was associated with the following syndromes: Prader-Willi 
(n=4); Laurence Moon Biedle (n=l); hypothalamic syndrome (n-2). 
The overweight (Owt) SDS was calculated by substracting height 
SDS from weight SDS. The subjects were grouped according to the 
diagnosis and Owt SDS (Table). In simple obesity (Gr. 1+2) there 
was a good response of hGR to GH-RH (11.825.8 ngiml) whereas in 
the syndromes (Gr. 3+4) there was a poor response (3.222.1 ng/ml 
p <0.01). In groups 2 & 3 there was a similar Owt SDS, but dif- 
ferent etiologies of the obesity with a sign~ficantly reduced 
hCH response in the syndromes (Gr. 3; p <0.01). Though the 
blunted response of hGH to pharmacologic stimuli as well as to 
sleep and GH-RII in obesity is rclatcd to the degree of Owt, it 
is concluded that additional factors contribute to the pattern 
of hCll secretion and rcsponse in obesity. 

Age Owt Peak hCH 
G r o u p  n y:m SDS ng/ml 

m i S D  m 1 S D  n 2 SD 
1 Simple obesity 4 12:551:3 2.550.7 10.916.1 
2 Simple obesity 3 13:223:0 5.450.7 12.9~6.2 
3 Syndromes 4 11:055:2 4.2-0.4 3.350.3 
4 Syndromes 3 13:016:4 7.6-1.5 3.1~3.6 

EUROPEAN COLLABORATIVE STUDY ON THE EFFECT OF SYNTHE- 4 1 TIC 1-44 GROWTH-HORMONE-RELEASING-FACTOR(GRF) ON 
PLASM GROWTH HORMONE(GH) IN PREPUBERTAL CHILDREN 

WITH GROWTH FAILURE. (GRF European Yulticenter Study).To be pre- 
sented (if accepted) by Pierre Chatelain. INSERM U.34.LYON.FRANCE 

A 27 European centers collaborative study (supported by SANOFI.) 
was undertaken to assess the effect of a 2~g/kg/body weight I.V. 
bolus of synthetic 1-44 GRF(SANOF1.) on plasma immunoreactive GH 
in children w-th growth failure. I06 among the first I06 tested 
(further analysis extended to 500), in strict compliance with the 
protocole according to an independent Validation Committee (V.G.) 
were accepted and classified as: A= no GH deficiency(n=43),B=par- 
tial GH deficiency(n=23),C=total GH deficiency(n=34) according 
to a GH peak(mUI/ml) above 20(A) ,between 19.9 and IO.I(B) or 
below IO(C) assessed by I or 2 conventional GH secretion provoca- 
tive tests prior to GRF. The likely cause of growth failure was 
CNS disorder (n=22), Idiopathic GH deficiency (IGHD, n=38), Chro- 
nic disease (n=6), Constitutional short stature (n=40). :lean GH 
peak (mUI/ml) after GRF were 48.8(A), 32.6(B) and 16.4(C) at 45', 
30' and 60' respectively. In partial(B) or total (C) IGHD, mean GH 
peak (mUI/ml) were 35.8 and 14.3. A ~ o o d  relationship between the 
GH response to grf and the bio-clinical diagnostic classifisation 
established by the V.C. was observed. 12/34 patients of C displa- 
yed an improved GH response after GRF, previosuly underestimated 
by other secretagogues. GRF proves to be a well tolerated,usefull 
and non invasive mean in the assessment of GF secretion in growth 
deficient children. 

EFFECT OF ACUTE I.V. GROWTH HORMONE-RELEASING-FACTOR 
(GRF) ON PLASMA PROLACTIN(Pr1) IN GROWTH HORYONE(GH) 42 DEFICIENT PATIENTS. Naim Catbeh, Pierre Chatelain, 

SeneviZve Sassolas, Sylvie Bio-Laporte, Yves ?lorel, Louis David, 
Michel David and Ren6 Fran~ois. INSERM U.34, Univ.Alexis.Carre1, 
Dpt. of Pediatrics.LY0N.PRANCE. 

54 patients (43 children) with GH deficiency documented by 2 GH 
secretion provocative tests (peak 5ngIml) were given Ipg1kglb.w. 
I.V. bolus of synthetic 1-44 GRF (Generous gift from R.Guillemin, 
the salk Institut). Plasma GH and Prl were assayed from time O'to 
I20 GH deficiency was Idiopathic(IGHD.n=24)or secondary to a 
brain tumor (TGHD.n=30). I6 patients (7124 IGHD+9/30 TGHD) dis- 
played basal (B) hyperprolactinemia (Prl 450nUI/1). 

MEANS B.Prl(mUI/l) GH(ng/ml) Prl 
HYPER B.Prl(n=I6) 776.9 9.6 238.8 
NORM. B.Prl(n=38) 196.4 15.6 148. I 

The only positive correlations found were between Basal Prl and 
Prl, specially among B.hyperprolactinemics (r=0.62-p 0.005). 

Surprisingly no correlation was found in any group between B.Prl 
and GH nor Prl and GH. Some subjects displayed a Prl peak 
with no GH peak, others a GH peak and no Prl peak. This study 
confirms that GRF can induce a Prl rise. Gascular flush is not 
the only possible explanation. A Prl peak with no GH response 
suggests that GRF had reached the pituitary and non functionnal 
or atrophic Somatotrophs. Chronic GRF stimulation may be required 
to maintain or induce functionnal Somatotrophs. In GH deficiency. 
B.hyper-Prl cannot predict GH response to GRF. Asinle GRF injec- 
tion cannot exclude GRF deficit.l'r1 is worthwile assaying after 
GRP . 

SHORT STATURE AND CELIAC DISEASE: CAN THE SIWPLE DETECTION OF THE 

43 ANTIBODIES TO GLIADIH RESOLVE THIS RELATIONSHIP? 

E . C a c c i a r i .  S . S a l a r d i ,  S . P a r t e s o t t i ,  U .Va l t a .  A .C i cognan i .  R.Laz- 

z a r i ,  G.Biasco. G.R.Corazza. S.Orso la H o s p i t a l .  U n i v e r s i t y  OF  Bo logna ,  I t a l y  

107  n o n s e l e c t e d  c h i l d r e n  ( 7 7  m. and 30  F.) u i t h  s h o r t  s t a t u r e  and absence OF 

g a s t r o i n t e s t i n a l  t r a c t  symptoms uere  examined.  I n  a d d i t i o n  t o  t h e  n o r m a l  t e s t s  

f o r  t h e  p a t h o g e n e t i c  d e f i n i t i o n  OF s h o r t  s t a t u r e ,  i n  a l l  p a t i e n t s  a  d u o d e n a l  

b i o p s y  was p e r f o r m e d  and a n t i b o d i e s  t o  g l i a d i n  we re  d e t e c t e d  ( i m m u n o f l u a r e s c e n c e  

(IFL-AGA) and a  m i c ro -EL ISA  me thod  (ELISA-AGA)) Ye Found 8  c h i l d r e n  (7 .5%) u i t h  

t o t a l  v i l l o u s  a t r o p h y  p r o b a b l y  due t o  c e l i a c  d i s e a s e .  7  c h i l d r e n  (6.5%) u i t h  

p a r t i a l  v i l l o u s  a t r o p h y .  and 4  c h i l d r e n  (3.7%) w i t h  c o m p l e t e  GH d e f i c i e n c y .  

IFL-AGA u e r e  f o u n d  i n  1 7  (15.9%) cases :  i n  a l l  t h e  8  (100%) c h i l d r e n  w i t h  t o t a l  

v i l l o u s  a t r o p h y ,  i n  3 (42.8%) c h i l d r e n  w i t h  p a r t i a l  v i l l o u s  a t r o p h y .  and i n  6  

(6 .5%) s h o r t  n o r m a l  c h i l d r e n .  ELISA-AGA v e r e  d e t e c t e d  i n :  7  (87.5%) o f  t h e  8  

c h i l d r e n  u i t h  t o t a l  v i l l o u s  a t r o p h y ,  i n  4 (57.1%) p a t i e n t s  u i t h  p a r t i a l  v i l l o u s  

a t r o p h y ,  i n  1  (25%) p a t i e n t  w i t h  c o m p l e t e  GH d e f i c i e n c y ,  and i n  9  ( 9 . 8%)  s h o r t  

n o r m a l  c h i l d r e n .  These two t e s t s  u e r e  d i s c o r d a n t  i n :  1  c a s e  o f  t o t a l  v i l l o u s  

a t r o p h y .  1  case  o f  p a r t i a l  v i l l o u s  a t r o p h y ,  I c a s e  o f  c o m p l e t e  GH d e f i c i e n c y  and 

i n  3  cases  o f  s h o r t  n o r m a l  c h i l d r e n .  IFL-AGA t h e r e f o r e ,  seem t o  b e  a b l e  t o  

d e t e c t  a l l  t h e  cases  u i t h  t o t a l  v i l l o u s  a t r o p h y  ( p r o b a b l e  c e l i a c  d i s e a s e ) ,  w h i l e  

i t s  s i g n i f i c a n c e  i n  t h e  cases  u i t h  p a r t i a l  v i l l o u s  a t r o p h y  i s  n o t  y e t  c l e a r .  The 

same t e s t  g i v e s  an a c c e p t a b l e  p e r c e n t a g e  (6.5%) OF c e r t a i n l y  f a l s e  p o s i t i v i t v .  

ELISA-AGA appea r  t o  be l e s s  s p e c i f i c .  I n  c o n c l u s i o n .  t h e  r e l a t i o n s h i p  b e t u e e n  

s h o r t  s t a t u r e  and c e l i a c  d i s e a s e  seems t o  be c l e a r l y  r e s o l v a b l e  b y  means o f  a  

s i m p l e  d e t e c t i o n  o f  t h e  IFL-AGA. 

GH, HPRL. ACTH. TSH AND SrnC RESPONSE TO GH-RF I N  CHILDREN WITH 

PITUITARY DWARFISH. 

44 A.C i cognan i ,  P . P i r a z z o l i ,  G . N a t a l i .  S .Zucch in i ,  H . C a p e l l i .  F. 

R i g h e t t i ,  0 . B a l l a r d i n i .  E . C a c c i a r i .  

Depa r tmen t  o f  P e d i a t r i c s ,  U n i v e r s i t y  o f  Bo logna .  I t a l y .  

20  p r e p u b e r t a l  G H - d e f i c i e n t  c h i l d r e n  (C.A. 4 .88-17.75yrs)  were s t u d i e d ;  15 

p a t i e n t s  had  i s o l a t e d  GH-deF i c i ency ,  5  h a d  m u l t i p l e  p i t u i t a r y  hormone d e f i c i e n -  

c i e s ,  s u c h  a s  GH-ACTH-TSH ( 1  case ) ,  GH-TSH ( 2  c a s e s ) ,  GH-LH-FSH-TSH ( I  c a s e )  and 

GH-LH-FSH ( 1  case ) .  I n  a l l  p a t i e n t s  s y n t h e t i c  human GH-RF (1 -40 )  was 

a d m i n i s t e r e d  i . v .  a t  a  dose  o f  3  pg /Kg  a t  t i m e  0  and b l o o d  samples f o r  GH and 

HPRL were t a k e n  a t  -15,0.15.30,45,60,90.120 and 180 m in ;  samp les  f o r  TSH and 

ACTH were t a k e n  a t  0 ,30,60,90 and 120 m in ,  and f o r  SmC a t  0,30,60.120 and  180 

m i n  a f t e r  i n j e c t i o n .  A s i g n i f i c a n t  GH-response (L 4ng /m l )  was a t t a i n e d  i n  13 

p a t i e n t s  ( 1 1  u i t h  i s o l a t e d  G H - d e f i c i e n c y  and 2  u i t h  m u l t i p l e  hormone d e f i c i e n -  

c i e s ) ;  GH l e v e l s  i n c r e a s e d  a t  15 m in  and r e a c h e d  a  peak a t  30 min.  I n  t h e s e  

p a t i e n t s  a s i g n i f i c a n t  i n c r e a s e  i n  HPRL l e v e l s  was o b s e r v e d  a f t e r  15-30 m in .  I n  

t h e  who le  g roup  t h e r e  u e r e  no changes  i n  ACTH, TSH and SmC l e v e l s .  The 7  

p a t i e n t s  uho d i d  n o t  r e s p o n d  t o  GH-RF we re  n o t  d i f f e r e n t  u i t h  r e g a r d s  t o  age. 

sex ,  d u r a t i o n  o f  t r e a t m e n t  and r e s p o n s e  t o  t h e  l a t t e r ,  From t h o s e  who d i d  

r espond .  I n  o u r  s t u d y  a  h y p o t h a l a m i c  d e f i c i e n c y  uas  p r e s e n t  i n  65% o f  t h e  

s u b j e c t s .  These d a t a  s u g g e s t  t h a t  GH-RF c o u l d  b e  u s e f u l  i n  t h e  t r e a t m e n t  o f  a  

h i g h  p e r c e n t a g e  o f  G H - d e f i c i e n t  p a t i e n t s .  
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