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6 Endocriniennes Pkdiatriques. Bordeaux-France 
GROWTHUORHONE (6H) AND OSTEOCALCIN (GLA-P) 
RELATIOWSHIPS IN CHILDREN. 

Serum bone Gla-P was measured (ORIS-CIS) In 65  chlldren with normal slature for 
age and in 116 chiidren wlUl growlh retardat~on ((-2 DS), excluding endocr~ne 
disorders, in matched groups according to age:l-6 years (n=33):7-10 years 
(n=49).1 1-14 years (n=72);15-18 years ( n=27) 30 of these pat~ents have been 
retested at 2 weeks interval.ln add~tion, Gla-P and growlh hormone (GH) were assayed 
in blood samples obtained every 20 minutes during sleep in 12 chiidren w~th growth 
retardallon 
In younger children, Gla-P levels are significantly lower In patients with growth 
retardation.when compared wlth normals: 8.5 +/-4.4 versus 17.2 t l -6  3 nglmi; 
p < 0 0 1  in the group 1-6 and I2 7 +/-6 0 versus 18.2 +/-5.9 ng/ml; p ( .02 in the 
group 7-10 In contrast.lhis difference IS no more slgnif~cative in chlldren above 1 I ,  
eilher with normal or delayed puberty: 14.6 t/-6.0 versus 16.0 +/-4.7 ng/ml; N.S. in 
h e  group 11-14 and 10.0 +/-4.3 versus 7.9 +/-4.6 ng/ml ; N.S. in the group 15-18. 
However, important ~ntra-individual variations of Gla-P levels are observed on blood 
samples obtained at 2 weeks interval. 
Nocturnal rhythmicity of Gla-P was found; Gla-P rose sl~ghtly during night in the 
patients studied.max~mum concentration being reached between 1 and 6 A.M 
(14.7+/-7.3 versus 6.7+/-4.8 ng/ml a1 20 P.M ). No correlalion between integrated 
concentrations of GH and Gla-P was found. 
We conclude that : l/Gla-P determination may be of interest in the evaluation of young 
children wilh short stature 2/ nocturnal rhythmlclty or Gla-P Is documented and 
nocturnal Gla-P concentration is not related to nocturnal GH secretion. 3/standardized 
conditions of blood sampling for Gla-P utilization in  chlldren remain to be determlned. 

>l . i l .Cons,  F .  Baas*, l l .  H ikker* ,T . \ ' u l s~na* ,  and  J.J.i.1. 
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7 Academic l l e d i c a l  C e n t r e ,  U n i v e r s i t y  o f  A~ns te rdam,  
I'lie N e t l ~ e r l a n d s  . 
I~I~STIIIC'I'ION FIIAGEIIINT I.ENCTIi I'OI.YMOi<I'IITSM (RI~I.1') 
STIJDIICS 1N 'I'IIYRO(:I.OBUL IN SYNTllESI S Dlil'l:CTS. 

D a t a  o i l t i l i ned  f rom t i l e  s c r e e n i ~ i y ,  o n  con>:eliitzll I r y p o t l ~ y r o i ~ l i s o ~  
show t h a t  l i o r e d i t a r y  t l ~ y r n i d  d i s o r c l e r s  i r i  t h e  Netl icr land: ;  i l ccur  
w i t h  a n  i n c i d e n c e  o f  a l ~ o u t  1 : 2 0 , 0 0 0 .  'She e t i o l o g i c  c l a s s e s  we 
found  i n  t h i s  p o p u l a t i o n  a r e  t R y r o g l o l , u l i n  ('l'g) s y n t l i e s i s  d c f e c t s  
a n d  ( p a r t i a l )  o r g a n i f i c a t i o n  d e f e c t s .  I ' n t i e ~ i t s  w i t h  'Sg s y n t l ~ e s i s  
d e f e c t s  l i r~ve  been  d e t e c t e d  by a n  i n c r e a s e d  iirnoilnt o f  u r i n a r y  low 
m o l e c u l a r  r ~ e i g l l t  i o d i i i a t e d  material (L.O?IIJlO>l) and  a low t o  norulal 
p l a s m a  l'g c o n c e n t r a t i o n .  

The s t r u c t u r e  o f  t i l e  I I U I I I ; ~ ~  Tg gene  h a s  been  e l u c i d r i t e d  (Baas e t  ; i i ,  
N u c l e i c  A c i d s  Res .  11186; 14:  5171-5186).  The gene  is found  t o  Ije 
w e l l  c o n s e r v e d  e v e n  i n  t h e  i n t e r v e n i n g  s e q u e n c e s .  T.ooking l o r  
I<Fl.l's w i t h  15 r e s t r i c t i o n  enzymes and  a b o u t  100 c o n t r o l  p e r s o n s  
o n l y  o n e  I l i n d I I I  R1:l.I' was found  i n  t h e  3 '  p a r t  w i t h  ;I minor  
a l l e l e  f r e q u e n c y  o f  2 . 2 2 .  Tl tree RFLPs were  found  i n  t i le  5 '  
( f l a n k i n g )  r e g i o n  w i t h  l l a e I l I ,  Tag1  and  EcoKV (minor  a l l e l e  
f r e q i ~ e n c y :  15-20%) .  \.lit11 t i l e  a v a i l a b l e  TgcDNA and Tg cosmid  c l o n e s  
we s t u d i e s  s i x  f a m i l i e s  i n  which  Tg s y n t h e s i s  d e f e c t s  o c c u r .  l n  
o n l y  two o f  t h e  s i x  f r ~ ~ n i l i e s  t h e  r e s u l t s  were  i n f o r n i a t i v e .  I n  orir 
falni l  y we lorln(l t h a t  t l ie  r l e fec  t i n l l e r i t c r l  i n  a n  uu toson1;ll dr)~nin:irit 
way. 111 a n o t l l e r  f a m i l y  i n  which  t h e  d e f e c t  was i n h e r i t e d  
r e c e s s i v e l y ,  we found  b e s i d e s  t h e  a f f e c t e d  c h i l d  a liomozygous 
normal  o n e .  These  r e s u l t s  sliow t h a t  d e s p i t e  t l ic  low 1II:LI' f r e q u e n c y ,  
i n  t h e  Tg g e n e ,  t h i s  metliod c a n  be o f  v a l u e  Tol- h e r e d i t y  s t u d i e s .  

CFi'LC'YS OF 'L'IIYIlOXINE ON TIII.. UI..VIJI,UPLilL'N'1' 01.' '1'11~' 
!;'l'RESS I<i~Sl'ONSI< IN Tlil: NI.:ONA'l'AI, IUil'. 
NCc~mLil raLs ex l? ib i t  CI aunu!lstx.cl p1Lu1 t d r y  a n d  .$fir. .ri,ll 

stress resprw dur i lx j  tix: L =st tm ww; of l l i c  but- 111,: ~i~yslc>!(x.;~i;!l 
b a s e s  f o r  this p l reno~na lon  Jre s t i l l  u ~ c l c d r  d s  the ; i l t u i t . d r y  ~ r r i :  
a d r e n a l s  or" fwictlorw! a t  ~ L T J I  arw Cm a n  in. rclck~$;cu d t  e a r l y  ,i~;i+;. 

W m m 1  s e n s i t i v i l r y  Lo g l u c o c o r t l c o ~ d  f e e d b a c k  d u r l l i y  t h i s  ] L > ~ I ~ X :  

a p p e d r s  t o  c r l  t i c d l l y  r n f , a i d t e  t h e  d c i - l v d t l o n  ol  t ti- 
iiypLhil,a~iul;-i>i t u ~  tdry durcl id l ~ 1 x 1  s f o l  lowirlq sircss. S m c c  t l ryr  o ~ i i  
iloriltoni's ('1'11) dre  klxmi tu l l lp l rye  or1 b r d m  l r n t t ~ r ~ i ( l o ~ ~  dlu tO ~ I ~ ~ U I Y ) C I I  

wrtlCr)sti.ronz avdi  l d ~  l i L y  to taryet .  -1 ls, w ~ ~ l v e s t ~ g a W  the c f  t c ,c t  
01 1'11 o n  devc lo i>~r~enL < > i  Lhcx stress rt7:;jnn>x\. h i l y  'l'4 i l j x t l o ~ i i  (100 
ug/ky h~,:;c.) i i ~  norindl r.ls fro111 u a y  1 t o  20 r c s u l  Led i n  pr\>i\l.it u r i ,  
Jpfn?dr,lrlcc 01 ACI11 r c s ju~~c  t o  ( ' t i e r  stress: 5 dciy-oli! r.iLs exn~iw t cu d 
%all mcrixsc (p  0.05) 111 AClil s cc r i i t l . on  1 o l l v w i r 4 y  srrcss wr11 rtii 
res,x,nsc wds di):;ervC<J i l l  vehiclcitr=teLi r a t s .  011 tlii)'!i 10, 1 4  d r ~ i  L J ,  
stress-udi& AClll l c v c l s  hem! s ~ i j n ~ f l c d i i t l y  hlcj : .cr  t lwn unsLrcs:;cd 
cont:ro!s in h t h  1'4 arid v c h  iclc t r e a t e d  g r c q c j  is& rlo dlffercwx'i-, 11; 
ACT11 rcspor1r;e to stress werc3 o b s e r v e d  l ! c twr r , r~  ti!? t w o  g r o u 1 , s .  
i l d d i t l o r w ?  l y ,  'T4 t r e a b ~ i c n t  p r o d u c e d  irarKcx slc,rh oi Iiyjx?TU~yr O L L I : ~ ~ ,  

nanr ly  u?crca?~~l I c x m ~ n t o r  ' t c t iv l ty ,  p r a h t u r c  i,yv q ~ ~ r i i ~ x j  ( 3  udy:.) .IIIL. 

oecrcdsc.d p r l u i t i u y  (33%) &dl m ~ y  (12%) ~ i l c J l L .  OUr2r i ~ ~ i l f i ~ d ~ l ~ d ~ i - ,  i): 

m1omtal ~rmt iua t io r i  !ikc hy$W~yroiois~ii clre c u r r e n t l y  unc:er s t u u y .  Ir, 
c :o rc lus lo r l ,  '1'4 t r e a t i l t m t  is <b?c to ~ l t ~  U c  d i ~ v i ~ l ( j l r a i L a 1  p21 ti.ri! oi 
emirrim! r c s p n s e  to stms : p s s i u l y  ttiroq11 am!tudLcci i m t u r d t l ~ n  LIL 

cx>r~ t ra l  &f i ~ , r c ~ ~ t  s t 1 ~fiatj k i l d ~ ~ i c  ClJ7 I ~2wor1~; ( i rx .rk,~ ILX~ 1nyi>1 l r u  L I ~  I<,] ,) . 

A. G r u t e r s *  , U .  BognerH, H .  S c h l e u s e n e r * + a n d  
1 1 .  H e l q e  - D e p a r t m e n t  of Pediatrics and I n t e r n a l  M e d i c i n @  , 

9 ~ r e e  U n i v e r s i t y  B e r l i n ,  F.R.G. 
ANTIBODY DEPENDENT C E L L  MEDIATED CYTOTOXICITY (ADCC) 
I S  A FREQUENT F I N D I N G  IN CHILDREN W I T H  ACQUIRED A N D  
NEONATAL IIYPOTIIYROIDISM ( N H ) .  

I n  c t i i l d r e n  wi t t i  autoimmune t l i y r o i d i t i s  and  h y p o t t l y r o i d i s m  Lily- 
r e o g l o b u l i n  ( T a b )  and mic rosomal  a n t i b o d i e s  (Mab) a r e  p r e s e n t , b u t  
n o t  i n  c h i l d r e n  w i t h  NtI. I n  c o n t r a s t ,  t h y r o i d  g r o w t h  b l o c k i n g  an -  
t i b o d i e s  h a v e  been  d e t e c t e d  f r e q u e n t l y  i n  newborns  w l t h  c o n n a t a l  
h y p o t h y r o i d i s m  by o u r  and o t h e r  g r o u p s .  T h l s  s t u d y  p r e s e n t s  d a t a  
on c y t o t o x i c  t h y r o i d  a u t o a n t i b o d ~ e s  i n  c h i l d r e n  w i t h  i i y p o t h y r o l -  
d i sm.  ADCC was measured  u s i n g  a 5 I ~ r -  r e l e a s e  a s s a y  i n  human t h y -  
r o i d  c e l l s  (JCEM 5 9 :  7 3 4 ,  1 9 8 4 ) .  12 o f  37 ( 3 2 % )  N I I  newborns  were 
p o s i t i v e  f o r  t h i s  a n t i b o d y ,  6 o f  12  ( 5 0 % )  o l d e r  c h l l d r e n  w l t l ~  N l i  
T 4 - t r e a t e d  f o r  more t h a n  4 y e a r s ,  and 4 o f  4 c h l l d r e n  (100%) w l t h  
autoimmune t h y r o l d i t i s  were p o s i t i v e ,  t o o .  ADCC s t u d i e s  i n  29 
m o t h e r s  o f  3 7  N t 1  newborns  r e v e a l e d  p o s i t i v e  t i t e r s  i n  7 ( 2 8 % ) ,  
and t h e s e  had d e l i v e r e d  6 o f  12 p o s i t i v e  newborns .  I n  a d d i t l o n ,  2 
o f  7 m o t h e r s  o f  o l d e r  N t l  c h i l d r e n  w l t h  p o s i t i v e  t i t e r s  were vo- 
s i t i ve  for A D C C .  2 m o t h e r s  and their Ntl newborns  were a l s o  p o s l -  
t i v e  f o r  Mab and Tab .  We c o n c l u d e  t h a t  ADCC i s  a f r e q u e n t  f i n d i n g  
not  o n l y  i n  a c q u i r e d  b u t  a l s o  i n  N H  which m i g h t  b e  o f  p a t h o g e -  
net ic  s i g n i f i c a n c e .  The p e r s i s t e n c e  o f  ADCC i n  o l d e r  c h i l d r e n  
s u g g e s t s  i n d e p e n d e n t  a n t i b o d y  p r o d u c t i o n  i n  t t i e  f e t u s  and new- 
b o r n .  S i n c e  ADCC i n  i n f l a m m a t o r y  autolmmuni: t l i y r o i d i t i s  l e a d s  t o  
d e s t r u c t i o n  o f  t h y r o i d  t i s s u e  accompan ied  by h y p o t h y r o i d i s m ,  s i -  
m l l a r  e t i o l o g i c a l  f a c t o r s  ( e . g .  v i r a l ,  HLA, e n v i r o n m e n t a l )  may b e  
r e s p o n s i b l e  f o r  t l i e  d e s t r u c t i o n  o f  t h e  f e t a l  o r g a n .  

J.1'.  ~ l ~ a n o i n e ' : ,  A. l'nrdou::, F. I l c l r ~ n g c .  
I l epa r tn lcn t s  o f  l ' e d i a t r i c s ,  I l a d i o i s o t o p c s ,  N e o n a t o l o g y  
S t .  I ' i e r r c  ;tnd 1:rasrne H o s p i t a l s ,  I:rce U n i v e r s i ~ y  o f  

10 H r u s s c l s ,  Be lg ium.  
IOLIIilI~ OVEIII.OAD IN EIOTFIERS AT 1)1:LIVICRY iNCREASI-S SI:RUPI 
TSll AN11 Tlli. RI:CALL RATE AT SCREENING FOR CONGI:N1'SrZL. 
IIYI'OTIIYI~OiIllSEl (Cll) IN THEIR BRliAST1:EII INFANTS. 

S k i n  d i  s i n l e c t i o n  wi LI I  p o v i d o n e  i o d i n e  (l'\nJ-1) i s  w i d e l y  used  i n  
o b s t e t r i c s  i n  c a s e  o f  e p i d u r a l  a n e s t h e s i a  (I:pi) o r  c e s a r i o n  s c c -  
t i o n  ( C . S . ) .  L t  c a u s e s  i o d i n e  o v e r l o a d  o f  t h e  m o t h e r s .  iJe r e c e n t l y  
showed t h a t  t h i s  p r o c e ( i u r e  a l s o  r e s u l t e d  i n  a ni;irke(i i n c r e a s e  o f  
t h e  i o d i n e  c o n t e n t  o f  b r e r i s t m i l k  and i n  a n  i o d i n e  o v e r l o a d  o f  tile 
b r e a s t f c d  i n f a n t s .  ' i ' l t e re fo re ,  we e v a l u a t e d  t h e  i n f l u e n c e  o f  one 
c u t a n e o u s  ; l p p l i c a t i o n  o f  I'V1'-I i n  m o t h e r s  :it d e l i v e r y  on t h e  'I'Sll 
v a l u e s  o f  t h e i r  i n f t u n t s  :IL t h e  Lime o f  s c r e c u i n g  f o r  Cll. T11i. 1578 
b r e a s t f e d  and  t h e  557 b o t l l c f c ~ i  i n f a n t s  b o r n  i i~ i l - ing  a 2-yea r  pe-  
r i o d  i n  o u r  m a t e r n i t y  s e c t i o n  were  d i v i d e d  i n t o  3 g r o u p s  : i i l f a n L s  
b o r n  t o  m o t h e r s  w i t h  iio i o d i n e  o v e r l o a d  ( g r  I )  o r  t o  m o t h e r s  w i t h  
one  c u t a n e o u s  a p p l i c a t i o n  o f  1'VI'-I f o r  l ip i  ( g r  2 )  o r  C.S.  ( g r  3 ) .  
R e s u l t s  : I )  B r e a s t f e d  i n f a n t s  : n e o n a t a l  'TSII were  s l l i f t e d  tow;ir<ls 
liigli v a l u e s  i n  g r o u p s  2 anti 3 rind t h e  r e c a l l  r a t e s  ( %  TSli >50~.U/mU 
i n c r e a s e d  f rom 0 . 2  Z i n  g r .  I t o  4 . 6  X i n  g r . 2  and  t o  3 . 7  Z i n  %I- .3 
Tlie con t l -01  e x a m i n a t i o n s  were  n o r m a l  i n  a 1 1  r e c a l l e d  i n f a n t s .  
2 )  B o t t l e f e d  i n f a n t s  : t h e r e  was a s l i g h t  s h i f t  t o w a r d s  m o d e r a t e l y  
e l e v a t e d  TSH v a l u e s ;  however ,  t l ic  r e c a l l  r a t e  was unchanged .  2 
c o n c l u s i o n ,  t h e  u s e  o f  I'V1'-I i n  m o t h e r s  a t  d e l i v e r y  i n d u c e s  ;I 

t r a n s i e n t  i m p a i r m e n t  o f  t l i y ro i i l  f u n c t i o n  i n  t l ~ c i r  i n f a n t s .  T h i s  
s i t u a t i o n  i s  much more s e v e r e  i n  b r e a s t f e d  i n f a n t s  wliere m a t e r n a l  
? i l k  i n t l u c e s  a p r o l o n g e d  s t a t e  o f  i o d i n e  o v e r l o a d ,  wit11 a 2 5  f o l d  
I n c r e a s e  i n  t i le  r e c a l l  r a t e  a t  s c r e e n i n g  f o r  CII. T h e r e f o r e ,  I'V1'-1 
i s  n o t  r e c o m c n d c d  i n  obstetrics. 
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