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:<.AT G.-! PROTEIN I.'I?rl DIVERGENT 5' 
- \.il'TF}J<SLATED ARE EXPRESSED IN A TISSUE- A!>'D TFA>;SCRIPT­
S?EC1FIC M.AJi";-.iER. QQ!I@Q$.L-H .. Ji!....L LeRoith, D., Robe:rts, Jr. C.T., 
Cassorla, F. Developmental Endocrinology Bcanch, NICHD, a.;d Diabetes 

NIDDK, NIH, Bethesda, Maryla.T"Jd, U.S. A. 
In the !'at, the growth hormone ( GH-R) gene generates two 

one that encodes for the GH-R, a'1d a shorter one that 
encodes for the Gil-binding protein ( G.>!-B?). The n>RNAs encoding for 
these transcripts present· a high degree of heterogeneity in the 5'­
antranslated regions ( 5' -UTR) . It seems likely that some of the 
exons encoding 5 • -UTR variants may be by distinct promoter­

'Ihe activity C·f differ-ent pro:noters could result in the 
tissue-specific expression of these variat'}ts. To assess this 
possibil ity , we used PCR amplification to characterize the 5 1 -UTR 
variants of rat 1J:"'i-R m..ltl'U\, atXJ by ·.1sing s•-trrR-specific probes, we 
determined their patter!1 of expression in several tissues in the 
rat. In addition to two previously described variants (Vl artd V2), 
tP.ree new 5 '-liTR varicmts were identified 1 extending 56 nt. (V3), 
135 nt. (V4), and 209 nt. (V5) upstream of the ATG translation 
initiation codon. The study of tissue distribution revealed that 
variant Vl and V5 exhibited a pattern of expression resembling that 
of exon 2. Variant V2 was exclusively expressed in liver. Variant 
V4 1 although present in liver 1 was more abunda'l.t in 
tissues, a'ld predominantly found in GH-R transcripts. Variant V3 was 
ex;>ressed at low levels. These findings support the concept that 
different 5' -U'!R variants are the result of different promoters 
acting in a tissue-specific marmer. The association of specific 5'­
UTR variants with either GH-R or GH-EP l!'P.>;A tra'1scripts raises the 
possibility that the alternatively splicing process that generates 
GE-BP in the rat might be controlled by the 5' -flanking region 
driving s;>ecific leader exons. 
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REGULATION OF INSULIN DEGRADING ENZYME. 

Cambe rcs I M. C. I Zuazqui ta I A. I Cresto, J. C. 
CED!E I Ricardo Gutierrez Children • s iiospi tal , Buenos 
Aires, Argentina. 
The main e:-Jzyme tha t triggEr-s and controls insulin 

is the insulin degrading enzyme (IDE). 
have been postulated for IDE regulati on tut 

none has been proven. 
Highly purified rat liver cytosolic IDE was prepared by: 
1) precipitation with ammonium sulphate, 2) DEAE-Sephadex 
with Na.Cl gradient, 3) pentylagarose with ammonium 
sulohate oradier:t , 4) chromatofocussi?":lg in FBE94. !nsulin 

by !DE was inh i bited with ATP (Q.O S-4 mM) 
G'!'P (1-8 mH) fashion. Al?; (0.05-40 mM) 
hea same effect in the presence Mg'+, but not NaF. 
Mg'+ suppression does change inhibition. G­
protein participaticn in this inhibitlon was exc).uded 
since these are activated with only if is 
present. 
We conclude: 1) ATP inhibits IDE at physiological 

while GTP acts as a phosphate donor at 
the concentrations used: 2) the participation 

IDE inhibition could not be demonstrated in our 
system. 
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EPIDEMIOLOGY IMM"VNOGEHETICS OF INSULIN-DEPE!'.1JENT DIJ.JlETES 
!1ELLITUS IN \:"ENEZUELAN C:o.!!LDHEN. 

Lanes, R., Layrisse, Z. I Balducci, P. 1 Esparza, B. 1 

Salas. R., .1\rnaiz-Viller:a, A. Clinicas Hospital Caracas. Scientific 
and Hygiene !nst.i tt.:tes 1 Caracas , Venezuela ? ... "'J.d 12 of 

Octui:re Hospital, Spain. 
We evaluated 91 newly diagTJosed !DDM children mean aqa 7. 8 ± 4. 5 
}TS; 56.7% had had ar1 l.!pper respiratccy ir!iection prior to diagnosis 
a'ld 12.7% had had either mumps or var i cella. Peak incidence of 
dis.ease was foU:!d in February and Marc:,. and August to October. 
!:ighty seven percent had hl.I,-DR3 and/or DR4 vs 37% of the Venezuelan 
general population; 81.6% were HLA-DQW2 and/or flLA-DQW8. Studies of 
oligonucleotid hybridization showed the presence of arginine in 
position 52 of the DQ alpha chain f...:"1d absence of aspartic acid in 
posit i on 57 of the DQ beta chain, with an increased prevalence of 
DR2 a.'ld especially 1..-ith DQBl 0602 wl1ich has been associated wit.h 
protection. We found 55.9% to have ;:>::>sitive islet cell antibodies 
{ICA) with 4 of these having a positive complement fixation test. 
Th:!'ee patients ( 7. 9%) were fo·.md to have positive insulin 
autoantibodies. No positlve serotypes for enterovirus (Coxsackie-B) 
we:re fou.T'ld in our patients, but we detected 11 cases wi t:h elevated 
titers for cytomegalovirus ?.ntibodies. Positive antibodies for 
me.3.sles, mumps I herpes a'"1d varicella were found in some children. 
Thisstudy contributes to a better understanding of the epidemiology 
and of insulin depende::1t diabetes mellit'JS in Latin­

children. 
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