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In the  r a t ,  the  growth hormne re-eator (PI-R) ge2e generates two 
tr?z.scrlcts,  one tha t  encodes for  the  Ed-R. z?d a shor ter  cne tha t  - ~~~~ - - ~  ~ 

encodes l o r  the @-binding proteln (Ee-3?) The plR1q.4~ encoding :or 
these t r ansc r ip t s  present a high degree of heterogeneity m t h e  5 ' -  
.antranslated regiors  (5'-i.'TXI. I t  seems 1 ; k e l ~  chat sore  of the  
emgs encoding 5'-UTX varlanTs nay be f l z ~ k e d  6y adlstinct prornoter 
r e g o n s .  The ac t iv i ty  cf d i f ferent  pro,wters could r e su i t  i n  the  
L z  L-ssue-speciflc expression of these var iants .  To assess t n i s  

p s s i b i l l t y ,  we .used PCR mpl l f i ca t ion  t o  character ize  the  5'-UTX 
var iants  of r a t  cX4-R nRN.4. a?d by .usm? 5'-UTR-s~ecific o r o k s .  w e  

~ -. - - - - -. .-----, . -  
deternlned t h e i r  pat tern  'of exg;eseion i n  several t i s sues  m the  
r a t .  In addition t o  two prevrocsly descriSed var iants  (V1 and V 2 ) ,  
tira-ee new 5'-Lm v a r l m t s  were ident i f ied .  extendino 56 n t .  fV3). 
135 n t .  (V4), and 209 n t .  (V5) upstre?' of t he  h'fG t ransla t ion 
In i t i a t i on  codon. The sPudy of t i s sue  dlscr ibut ion revealed tha t  
v a r i m t  V 1  and V5 exhibited a Dattern of emress ion resembling t h a t  
of exon 2. Variznt V2 was ex6lusively expFessed i n  l i v e r .  \ r a r iw t  
V4, although present i n  l i ve r ,  was more h d z n t  i n  extraliepatic 
t i s sues ,  &xi predominantly found i n  G5'-3 t r ansc r ip t s .  V x i a n t  V 3  was 
expressed a t  low 1evels.These flndlngs support t he  concept t ha t  
d i f ferent  5'-LTR var iants  a r e  the  _result of d i f ferenc promoters 
act ing i n  a tissue-s-wcific mar3er.  he association of spec i f i c  5 ' -  
WR var iants  with e i the r  Gii-R o r  a-EP rEW.4 t r a s c r i p t s  r a i s e s  t he  
w s s i b i i i t y  t ha t  t he  a l ternat ively  sp i i cmg  process t h a t  generates 
C5-BP i n  the  r a t  night be controlled by ?he 5'-flanking r e g o n  
drlving s - c i f i c  leader exons. 

REG2SATIC!J OF IKSULIN DEGRADING EAZYPE. 
ierez,.-A,, Cambercs, M.C.,  Z u a z q u i t a ,  A , ,  C r e s t o ,  J .  C .  .... . - 
CE3IE, R i c a r d o  G u t i e r r e z  C h i l d r e n ' s  X o s p i t a l ,  Buencs 
h i r e s ,  A r g e n t i n a .  
The maln enzyme t h a t  t r i g g e r s  and c o n t r o l s  i n s u l i n  
d e g r a d a t i o n  1s t h e  i n s u l i n  d e ~ r a C l 3 g  enzyme ( I C E ) .  %any 
r e c h a n i s a s  have  been p o s t n l a t e d  f o r  IDZ r e g u l a t i o n  k . ~ t  
n ~ - e  h a s  been c c > n c l s s l v e l y  p r o v e n .  
E i g h l y  p u r l f i e ?  r a t  l l v e r  c y t o s o l i c  IDE g a s  p r e p a r e d  Sy:  
1 )  r r e c l p r t a t i o n  w l t h  anmonium s . J l p h a t e ,  2 )  3EAE-Seghides 
w i t h  ICaCl g r a d i e n t ,  3 )  p e n t y l a a a r o s e  w i t h  a m m o n i u ~  
s u l p h a r e  g r a d i e n t ,  4 )  c h r o m a t o f o c u s s i r g  i n  F3E94. I n s u l i n  
e o g r a d a t i o n  by IG2 was ~ n h i t r t e d  w i t h  ATP ( 0 . 0 5 - 4  w )  and 
GT? ( 1 - 8  r!M) i n  tcsc!dependef i t  f a s h i c n .  A??' (0 .C5-40 my) 
he$ t h e  s a p e  e f f e c t  I n  t h e  p r e s e n c e  of XgL+, b c t  n o t  !Jaf .  
Mei+ s u ? ? r e s s i o n  d o e s  n o t  change  A1F: l n h i b i t i c n .  G- 
p r o t e i n  p a r t l c l p a t i o n  r n  t h i s  inhibition was e x c  ud=d 
s i n c e  t h e s e  i r e  a c t i v a t e d  w:th .41F!, o n l y  i f  Yo'+ is 
p r e s e n t .  
We c o n c l u d e :  1 )  AT? i c h i b i r s  IDE a t  p h y s i o i o g i c a l  
c o n c e n t r a t i o n s ,  w h l l e  GT? a c t s  a s  a p h o s p h a t e  e o n o r  a t  
t h e  c o n c e n t r a t i o n s  u s e d :  2 )  t h e  G - p r o t e l n  p a r t i c i p a t i o n  
i n  IDE i n h i b r t i o n  c o u l d  n o t  b e  demonstra:ed i n  o u r  
s y s t e m .  

In .  the  (33 def ic ient  COUP +he pa t i en t s  had np "esponse t o  
stimziation t e s t s  ( <  0.1-to 0 :2 ;o/mi a t  a l l  t 'nes)  : l n  Swo gatLents 
the  n l r r  1 va l  e s  were 0 .8  a d  1 7 rgjml. bi;' o ~ s e r v e d  a posrtlve 
c o r r 8 c i Z n  ((-=E 899 < O .  0 ~ 4 1  j . m ~ i i g  tne  37 GH smpies  measured 
by kcrh tre-h6s iG!! ~ a f u e s  r .clno f r o  0, 21  t o  35 1 nginl In  IFY4 

from 6.1 t o  17.9 n e / m ~ - i ? - ~ ~ ~ ~  i< t he  &OUQ wkh  normal 
resm-ses We c o ~ c l u d e  tha t  'ha k~ values wasu red  bv :PA  a r e  lower 
chah by 1 % ~ .  ~h f ' r e fo re  no&. values oi 5~ by th15 method mdst bZ. 
reassessed t o  avold mls8iagnos~s of GI cief lclency. 

G&q~zier ,  P . ,  Lanes, R., Lavrlsse, Z.,  Balduccr, P., Esgarza, B., 
Sales,  R. , .Arnaiz-Vllleca. A .  Cl in ic ts  :-:ospital Caracas. Scientific 
:esesrch and AygLene I n s t i t c t e s ,  Caracas. Venezuela %?d 12 of 
O c t u ~ r e  iiosgital,  Spain. 
Ve evaluated 91 newly d ~ a w o s e d  IGDY chlldren mezn aoe 7 .8  f 4 .5  
yrs; 56.7% had had an m p r  r e s p i r a t o y  i:.fection pr ior- to  d i amos l s  
and 12.74 had had e l t h e r  m m ~ s  o r  v u i c e l l a .  Peak inclderke of 
disease was found i n  ~eh rua r ;  and Karch and Aupust t o  Oc tok r .  
Eig3t.j seven percent had ?ii.~-5s3 and/or 134 vs 37% of t he  Venezueian 
general popuiaticn; 81.66 were ZA-IQW2 and/or kU-D(iW8.Studles cf 
oligonuclectld hybridization shoved the  Dresence of =oinine i n  
w s l r i o n  52 of tins iQ ;1lpha chain &?d absence of a s p a r t g a c l d  in  
pcsl t ion 57 of t he  W zeta  chain, ~ i t h  an increased prevalence of 
CR2 and especia l ly  v i th  3231 0602 which has -keen associated wirh 
protection. We fuund 55.9% t o  have w s l t i v e  islet c e l l  a n t l b o d i ~ s  

~ --- . -~ . 
! ICA) wlth 4 of these having a pcs i t ive  comple&nt f ixat lon t e s t .  
Three pa t l en t s  ( 7 . 9 % )  were femd t o  have posi t ive  insul in  
automtihodies. No posi t lve  s e r o P m s  for  e n t e r o v l m  (Coxsackie-3) 
were found i n  oar pat ients ,  b d t  we detected 11 oases with elevared 
t i t e r s  for  cytomeoalovlrus ?atib.iies.  Posi t ive  antikcdies f o r  
me.ssles, m w s ,  h e b s  a ~ d  v x l c e l l a  were  found In so&--children: 
Thls studv contr ibutes  t o  a k t t e r  .understanding of t he  epidemiology 
w d  immx~ogenetics of insul in  dependent d i a h t e s  me1lit .s i n  i.atin- 
Lmerican chi ldren.  
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