
MINERALOCORTICOIDS (MC) I N  T H E  TREATMENT O F  CONGE- 
N l T A L  ADRENAL HYPEKPLASIA DUE T O  21-HYDROXYLASE 
DEFICIENCY (21-OHD). A.N.Tiul'oakov, E.P.Kasatkina and 
G.V.Ihragimova, Endocrinological Research Center, Institute of 
Postgraduate Medical Training, Moscow. Russia. 

Plasma renin activity (PRA), ACTH, serum 17-OHP, aldosterone (A) and 
testosterone (T) levels were monitored in 48 children with 21-OHD. There 
were 37 girls and 11 boys aged from 1.5 months to 14.5 years, 34 salt-losers 
(SL) and 14 simple-virilizers (SV). Initially, 25/34 SL received 
glucoconicoids (GC) combined with MC, 9/34 SL and 9/14 SV - only GC, 
and 5 /14  SV - no treatment. T o  evaluate effect of MC on hormonal control 
20134 SL and 8/14 SV were followed in whom during the study therapy 
with MC was initiated or intensified, while doses of G C  were reduced or  not 
changed. 3-4 weeks aher  modification of the therapy in these nvo subgroups 
both in SL and SV PRA fell from 20.4+3.31 to 2.1fO.49 (p<0.001), and 
from 6.5k3.93 to 3.521.33 ng/ml/hr (p>0.05), while A decreased from 
0.5+0.14 to 0.2fO.11 (p<O.OS), and from 1.4fl.37 to 0.5fO.21 nmol/l 
(p=0.01), respectively. The  inhibition of PRA and A was associated with 
slighr decrease of mean ACTH, 17-OHP, and T ,  however all these changes 
were not significant (p>0.05). Thus, MC normalize renin-angiotensin system 
activity in patients with 21-OFID, however their effect on adrenal 
steroidogenesis may he not so dramatic. 
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LINKAGE AN.4LYSES TO ASSIGN THE LOCUS FOR AUTOIMMUNE 
POLYGLANDULAR DISEASE TYPE I. J. J. AallOtIt'n, J. 
Komulainen, A. Mknlan, A. Palorie, C. Wadeliw and L. Peltonen, 
Children's Hsopital, Helsinki University Central Hospital, Helsinki, Finland and 
Deparrmenr of Human Molecular Generics, National Public Health Insrimre, 
Helsinki, Finland 

7he auloimmune phenomena associated with many human diseases are still 
only partially undersrood. Unravrllir~g the molecular pathogenesis of inherited 
diseases wirh a srrong auroimmune component in their clinical upression could 
help to dissect the molecular background of abnormal immune response. One 
such genetic disorder is aurosomal resessive autoimmune polyglandular disease 
type I (PGD I), also known a s  auroir~~mune polyendocrinoparhy -candidiasis - 
ectodermal dystrophy (APECED, MIM 240300). 7his disease is especially 
enriched in the generically isolaredpopularion of Finland. Here we have taken 
advanrage of neujly developed anrplifiable multi~!!r!ic microsatellite markers 
coupled with the microtirer well forn~at of rhe polyn~erase chain reacrion and 
linkage analyses to establish the most probable ct~romosomal location for (he 
APECED locus. 7he rapid "semiaurumated" prorocol was here aplied to 
analyze I00 chron~osomally assigned polymorphic loci. n e  merhod proved to 
be an eflctive and economical roo1 for gene mapping compared with standard 
blorting and hybridization and resulted in the preliminary assignment of the 
APECED lucw. 

ACREhA. F-hC1 Oh AKD TYPF PROCOLLPIGEh PRO?tPIIDE h OEESE Cn l.DREh N.TA 
STR.AE A m G  H g3r-1 c; Gamoar n A Co omoo A tho on .M P De Ben. Paed alr c 
Cl~oic - 2nd Faculty of Medlclne and Surgery - Un~versfly of Pavia - Paedialric Department - 
'Ospedale dl Clrmlo e Fond. Maccl>?- Varese (Italy). 
The aim of thls study 1s lo establish whether slrlae ~n obese children could be considered as a 
disturbance ol adrenal function andlor collagen synthesis and is related to higher risks of 
develoolna cardlo-vascular dlsease. We studled 13 obese chlldren with strtae and 11 obese 
Chl ldrh  i i t h o ~ t  strlae matched for age and we~ght excess. The pallsols were classifled 
accordlng to the d~slrlbution of !he striae in 2 groups: A lbmbs or trunk; 5, limbs and trunk. In all 
patients the follow~ng parameters were evaluated: helght and weight, pubsnal stage, weight 
excess accordlng to the Tanners Slandards, trlceps and subscapular skinfolds, walsthlp ratlo, 
systolic and dlasiol~c blood pressure, blood glucose and IRI before and 120' after oral glucose 
load. BUN, blood uric acid, cholesterol, HDL cholesterol, tr~glycerldes. Apo Al. Apo 5, ACTH, 
DHEA-S, mnisol, eslrone and procollagen type I l l  propeptlde (PIIIP-RIA), which 1s a precursor 
of soft connetlve tissue collagen (type I l l )  The caloric and nutrients Inlake was also evaluated 

assocmted with lower collagen synthesis. Since adrenal funct~on was similar In all groups of 
patients, the higher estrone blood levels in obese wflh striae may be due lo aromatase actlvny 
ol fat tissue. 

RANDOMIZED TRIAL OF THE EFFECT OF TWO DIFFERENT PROGE- 
STAGENS ON PLASMA LIPIDS I N  GIRLS TREATED FOR TALL STA- 
TURE. M .  F r a m b o u r q ,  M.  P e t e r ,  C . - J .  P a r t s c h  a n d  W . G .  
S i p p e l l ,  D i v l s i o n  o f  P a e d i a t r i c  E n d o c r i n o l o g y ,  D e p t .  o f  
P a e d i a t r i c s ,  U n i v e r s i t y  o f  K i e l ,  K i e l ,  German" .-..x 

I n  a d u l t  women p r o g e s t e r o n e  d e r i v a t i v e s  h a v e  b e e n  
a d v o c a t e d  t o  b e  p r e f e r a b l e  t o  n o r t e s t o s t e r o n e  compounds  
d u e  t o  t h e i r  l e s s  n e g a t i v e  e f f e c t s  o n  s e r u m  HDL l e v e l s .  
S i n c e  c o m p a r a b l e  d a t a  o n  p a e d i a t r i c  p a t i e n t s  a r e  
l a c k i n g ,  we s t u d i e d  24 t a l l  g i r l s  r a n d o m l y  a s s i g n e d  t o  
e i t h e r  5 mg o f  m e d r o x y p r o g e s t e r o n e  a c e t a t e  ( g r o u p  A) o r  
5 mg n o r e t h i s t e r o n e  a c e t a t e  ( g r o u p  8) d a i l y  ( d a y s  13-23)  
i n  a d d i t i o n  t o  7 . 5  mg o f  c o n j u g a t e d  e s t r o g e n s  ( P r e s o m e n )  
d a i l y .  G r o u p  A a n d  B d i d  n o t  d i f f e r  i n  a g e  a n d  b o n e  a g e ,  
h e i g h t ,  w e i g h t ,  b o d y  m a s s  i n d e x  (BMI), p r e d i c t e d  a d u l t  
h e i g h t  (PAH),  p l a s m a  c h o l e s t e r o l  ( 4 . 3  f 0 . 9  v s  4 . 4  + 0 . 6  
mM; mean + S D ) ,  t r i g l y c e r i d e s  ( 0 . 9 3  f 0 . 3 7  v s  0 .75  f 
0 . 2 3  mM), HDL- ( 1 . 2  f 0 . 2  v s  1 . 3  + 0 . 3  mM), LDL-chole-  
s t e r o l  ( 2 . 6  i 0 . 8  v s  2 . 6  i 0 . 6  mM) a n d  HDL/LDL-rat io 
( 0 . 6 6  i 0 . 4 1  v s  0 . 5 2  i 0 . 1 4 ) .  A l l  p a r a m e t e r s  w e r e  f o l -  
lowed  a t  0 ,  3 ,  6 ,  9 ,  1 2 ,  1 8  m o n t h s  d u r i n g  t r e a t m e n t  a n d  
6 mo t h e r e a f t e r .  Be tween  a n d  w i t h i n  g r o u p s  A a n d  B t h e r e  
was  n o  d i f f e r e n c e / c h a n g e  o f  a n y  p l a s m a  l i p i d  p a r a m e t e r  
d u r i n g  a n d  a f t e r  t r e a t m e n t .  PAH, n e a r  f i n a l  h e i g h t  a n d  
RMT a f t e r  t r e a t m e n t  w e r e  c o m ~ a r a b l e  i n  b o t h  nrnnnc wn - - - - -  ... .,LVUy-. .... 
c o n c l u d e ,  t h a t  i n  c o n t r a s t  t b  a d u l t  women, t h e r e  is n o  
s i g n i f i c a n t  e f f e c t  o f  n o r e t h i s t e r o n e  o n  t h e  p l a s m a  l i p i d  
p a t t e r n  i n  y o u n g  g i r l s  t r e a t e d  f o r  t a l l  s t a t u r e .  
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STRUCTUIIA12 ELI3MENTS roll SPECIFIC BINDING OF ANGlOTENSlN 
I1 TO ITS TYPE 1 RECI!I'TOR BY SITE-DIRECTED MUTAGENESIS. 
T, S n ~ o ' ,  K. Ohy:\mal ,  Y. Y n ~ n ; ~ n o ? ,  M .  Dhlaf and  T .  1nagarni3, 
I l cp t .  o f  P c d i ; ~ f r i c s ,  Y:irnnn:~shi Mcd.  Cullcgcl .  Dcpt .  of Agr icu l lu rc ,  
T o t l o r i  ~ n i v c r \ i t ) ~  Dcpt .  o f  LJiociicmislry, V;~ndcrb i l t  
Un i i . c r \ i ty? .  Y:tm:l~i;tshi 409-38 ,  JAPAN1 

To idc r i t i fy  s l ruc tu r ; i l  c o n i p o n c n t s  c s sc r i t i a l  fo r  lig:ind b i n d i n g  
i n  A T !  r c c c p t o r ,  \vc r n u l a l c d : ~ n d  I r ; ~ n s i c n t l y  c n p r c s s c d  t h c  
m o d i f i e d  r:lt AT1 rcccp to r s  i t1  COS7 cc l l s  and cxarnincd chnngcs  i n  
l i g a n d  b i n d i n g  : r c t i \ i l y .  Wc  h a d  i ~ l r c a d y  r c p o r t c d  ! h a 1  t h c  
r c p l a c c r n c n r  o f o n y  o n c  o f  4 C y s  w i t h  G l y  in  t h c  c x r r a c c l l u l a r  
d o r n : ~ i n s  r n a r k c d l y  r c d u c c d  Ihc  b i n d i n g  t ~ f f i n i t y .  In Ihc  p r c s c n l  
s t u d y ,  u c  n ~ - ~ f : c t c i l  ( ; l u ( 1 7 3 )  wi lh  Gln in I h c s c c t ~ ~ ~ c l  c x ~ r : ~ c c l l u l : ~ r  
l o o p ,  a n d  A s p ( 2 0 3 ) u , i l h  A s n  i n  t h c  s i x t h  t r : ~ n c m c n l b r a n c  
d o t n : ~ i n s .  T l ~ c  r c p l . t c c ~ l ~ c n t  of , '!\p(?h3) p r o f u n d l y  r c d u c c i l  I h c  
h i ~ ~ d i n g  : ~ f l i n i t y .  I)ut 1 1 0 1  t h c  r n ; ~ \ ; i r n u m  b i n d i n g ,  w h c r c : ~ s  I h c  
r c p l : i c c i n c n t  G l u ( 1 7 3 )  I I : I ~  ;I u.c:lh c f f c c t  i n  t h c  h i n d i n g  
a f f ~ n i t y .  Wc p r o p o s c  111.11 1n.o c x t r ; ~ c c l l u l a r  d i s u l f i c d  h r i d g c s  a r c  
c s scn l i ; l l  f o r  llic m a l n t c n n l l c c  o f  : t c f i \ . c  s t c r c o - s l r u c l u r c  o f  t h c  
r c c c p t o r ,  a n d  t h c  c h a r g c d  r c s i d u c ( A s p 2 6 3 )  i n  I h c  s i x t h  
t r n n s m c r n h r a n c  r c g i o n  i s  i m p o r t a n t  f o r  t h c  b i n d i n g  o f  t h c  
posi t i \ .c  chnrgcd  structure o f  ang io lcnh in  11. 

Neuroendocrine, Pituitary 
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PEAR CH RESPONSE TO VARIOUS PROV<,CATIVC STlhIULI IN CHILDREN U'lTH NORhIAL AND FAhllLlAL 

SHORT STATURE 

I BI.ilnni.. F \.alcnlr. G A ~ m ~ r c i % ~ .  S L,>.hs1, hl ~ ~ ~ p ~ ~ .  E ~ ~ n ~ l ~ u ~ ~ .  F ~ i l m m a s : d ,  F Calnanni .  E Ghlgo 

(~nlrwl b) k, ( 2  snragc1 
D L V  ni~ndoirlnoll,gy. Univ u r ~ u i l r t .  ' D C ~ I I  0 rPcd8a l t~ .  Endncrinolopy,  Urimv orcaglkar,, oiPcdialra:  

E~~dc.rln,ilug). B r n i h v r ~  G.%a. Ilo.pi~rl. IRCCS. Rc!mi. 'Lit" of P<dlalras.  R ~ . . a n a i i  Hasp#lal. 'D,v. oi Prd~alrlc 

Esdo.nnulog), G#ilianc!> h Y l l l  l l i i~p~ l r l .  B1r8 IhdI! 

The rr l lahll l ty o ip rovncs l#u r  s t m t # l ~  ~ I t l l  ~ r . r r l # o n  #n I h  dsagnurhr oiCH dr r i c~ rn ry  t l  1s rllll unclear .  Unill now 

v a ~ , ~ c r  l i f G ~ l  ra,plin\c c u  vanuu, r ~ l r i l v l l  arc > ~ a n l )  T,) .ddrrir h15 P a n < ,  in a wry  Iargc poliulalion or chl ldrrn 

~ , , h  n i r r n l a ~  ~ ~ ~ ~ , l ~ ~ l  ~ h o r i  ,tetiirt [r1=43?,  282 LI .IIJ 150 F, 10 6 + 0  7 yrs,  puhcnal  ,cage 1111, havang noinsal 

spontmeCws (ill rc:rtl\on and ICF I liurll. we ,lud#rd L c  G H  rerponv lo a)  phybsal  rxrrrlx (PE, n=23), b) ~nbul ln-  

, o ~ u . c J  h ) l l , , i l ) ~ i # ~ ~ # ~ ~  ( I l l .  n = - I I .  Il I U i l g  r<salar 8rwllin m i  ill O I I I I ~ ) .  -1 argutlnr [ A R C ,  "-65. 0 5 gilg 8" imm 0 lo 10 

mln). d) ~ l o n d ~ n i .  (CLON. n i X 6 .  15O&~g  orally at 0 nlln). < I  L-DOPA (n=37. 125.  25U and I W  rllg 0,811) b>r  h l d y  *i.lphl 

< I S ,  be iu t rn  1 5  and 30. and >30 Lg. respciovtl)) .  0 g1>1~8gun [GLU, n=iO. I mg 18" n l  0 minl. gl  p)nduillpnmlnl (PD. 
"=(I. 60 ,ng orall) as 0 n!#nI. h)  CIIKII [n=94. I pg i lg  mu s 0 mcn). ,) PD + G I I R H  (n=84. PDgbvrn 60 mln bl'forc 

GIIKII). I)  ARC 1 F H R H  [n=bY. GHRII .I 0 811ln and ARG irom 0 lu 30 mln) mc mran I +  SEhO p ra l r  and rangrr n i  

G H  rc,pnn\ir i , !ranou.  rllinull urrr a) PE 12 2 i l  3 pr'L. 2-18 3. h)  111 13 i t 1  J ppIL. 2 7-46 4 .  c) ARC Ib 7 t l  3 

P ~ ! L ,  4 3.484, 4 )  CLON I X  I t l  4 ~ p 1 L .  3 8.86, r )  L-M>PA I3 Y + I  6 #g'L, I Y 40, 0 G L U  Ib b i 1  8 pgfL.  19.' 

JY 5 .  gl  PD I 3  O + I  OpgIL. 2 5-35. Ih)GllKll  33 4 + 2  hpgiL. 2 X-lo? 7. 8 1  PO + G H R H  4 7 + l  8 pgiL. 1'4 6-92, 11 
~Rc+CllRll 62 1 f 2 X irplL. 20 4 107 0 The lou i r  Ihrn~l 972 01 ~ o n l ~ d c n i o  inlcnal Di vanour s l ~ m u l ~  urr n)PE 

3 0. h ) l l l  4 0. < )ARC 4 4. dlCLON J 7. .)L.DOPA 2 4.  OCLU 3 I. gIPD.3 I .  h)GIIRlI  6 2. t l P D t G I t R I 1  22. 

I ) A R G + C I I R I I  27 3 Thu,. 8 "  inn.lub#on, uur dsld  ~ h u u  !ha! a l l  c o n v c n l ~ u n a l  , I lmulbolClI  r i i r r l l un ruch  sr PE. I l l .  

A R C .  CLON. L DOPA. G L U  s \ u c l l  ar P D r l o n ~  a n d  C I I R R  .Inn< h a r t  "try low lhmtlr u i n u r > r l a t  praL G H  ncrponrc 

nrlr l l m , t  lilicr b a n  t l i l? ,~ ~ l ~ ~ ~ ~ . ~ l l ~  lndi .a~id sl 7 or 10 l r i i ~  Uh~n cnmbin rd  with PD or ARC. GIIRII  hcrnmtrl  

I ~ L  mo<l pnuerfu l  ril,glc ILSI I<.  C X ~ I ~ ~ C . :  LC ,ncrgnq wsnal,nroph c t l l r  Thc lovrr lhrnlr o rnomsl  p e a l  G H  response lo 

lcll lng ~ ~ l h  CHRH il!cl!hlnrd ullll liD ARC 0v.r 20 ppIL The ~ \ ~ I I Y I ? ~ I ~ ~ ~  0i1111s h ~ V l n g  I n  elcl8l td IDY<T lllnll of 

n u r n i a l , ~ )  811,wl io h m c r  dlrrcrint ,a~r blrurcn normal and ~~~~~~~d p l l u l t u r y  funitbun, b o u g h t  a nomat GI4 r<,p,jnrc lo 

S25  hcsr tellr dorr  not ,I, cnxt ul, cxl \wnic h!porctrctnry natc due a! h!pcilhsIrs!. d ~ r i u n r t l o n  
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