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‘g J.*w E., 5=t:|.sha M.C., Nicolay, W.
Hemo':ca A L‘e'a:.ryme..t of' néocrinology’ and
oratory VEP, Sao Faulo, Brazil.
ticpall y “the gncq 1s Of GH ce*’lcxeﬂcy is based on maximal GH
vzlues after” two st-rrrwauon tests under ng/ml measure torouch
IRMA, There are now more sensitive methods :e;i such
IfMA. In this study we ow\oar tE Gd veﬂpo*yse measure by IRM
IfMA in a droup of 9 C Icre_)'i {3K S:, with short statuw’e :CD
t n -1 and Y, Wb o were cormdo‘.req normzl through
two o"xarmacolmical tests for GH measured by IRMA. We aiso assessad
by IrMA t(? G2 responses to stimulation *gsts in patients witn
prcven GH deficiency  (transecction cf pituitary staik T
h_nypoplastic pituitzry and ectoplc neuroh
nvo:ma.aamc«plkt.rﬂ;arv eficl enclesfor strong Cll nical evmence
f0r neignt < ow values of IGr-1. The J..?‘l and J'i

detection limit was 0.25 nc/rﬂ and 0.1 ng/ml respective
SEX AGE EEIGET SDS TEST ? IRM ax  Bas ““’;A 13
vI cm (ng/m. na/ml) (pg/m af
F (4% ‘33,)2 -2.6 CLO 0% X ;g bt 54 1779 )
M s 102.8 —%; CLO 2z % % 0.7
¥ 4 o4, -3, 1TF f.d 18.5 2 136
F . 209: I O B R 384 T 0.28 5.5
F 5 122. ~1. L 8 34 . - %
F v 1% 8 -2. CLO 11. 0.% ¥
o i8S s i ob g3 6 8
M 14.3 147.7 -1. CLO gg 9 4.0 4,
In, the GH deficient c¢roup, the patients had np response to
stlndati% tests (< 0.17t0 0.2 .o/m"’gt afl times): J;.)n twopgnfents
the maxima es were 0.8 znd Y.7 ng/ml. iwe7 cpserved a positive
rrelation (r=0.899, p < 0.0001) %'no g the samples me&s&re:l
me* {(GH va ues r?n cin g s 0 31 o 35.1 ng/ml in IR
and 6.1 to 17.9 p3(rl in 1FK, tﬁ oup With 1 rmai
r pch.ses we cor*clude t the GH values mea y I7MA are lo
an by Therefore, normal val yes of CGH y tms method must

Faesatst to avoid misdiagnosis of GH deficiency.
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RAT GH RECEPTOR/GH-BINDING PROTEIN mENAZS WITH DIVERGENT 5'
-UNTRENSLATED REGIONS ARE EXPRESSED IN A TISSUE~ AND TREANSCRIPT-
SPECIFIC MANKE Domené, H.M., LeReith, D., Roberts, Jr. C.T.
Cassorla, F. Develiopmental Endocﬂnology Bvar'ch NICHD, 4nd Diabetes
Branch, NIDDK, NIH, Bethesda, Maryiand, U.S.A.

In the rat, the grewth ho:mon.e receptor (GH-R) cene generaies two
transcricts, one that encodes for the GH-R, and a shorter cne that
encodes for the GH-binding protein (GH-BP). The mRNAs encoding for
these transcrivts present 2 high degree of heterogeneity in the 5'-
untranslated regions (5'—""R) It seems ,,Aely that some of the
exons encoding 5'-UTR variants may be flanked by distinct promoter
recions. The activity cf different promoters could result in the
tissue-specific expression of these variants. To assess this
possibility, we used PCR amplification to characterize the 3'-UTR
variants of rat GH-R nRNA, and by using 5'-UTR-specific probes, we
determined their pattern of expression in several tissues in the
rat. In addition to two previously described variants (Vi and VZ),
three new 5'-UTR variants were identifisd, extending 56 nt. (V3),
135 nt. (V4), and 208 nt. (V5) upstream of the ATG translation
initiation codon. The study of tissue distribution revealed that
variant V1 and V5 exhibited a pattern of expression resembling that
of exon 2. Variant V2 was exclusively expressed in liver. Variant
V4, although present in liver, was more abundant in extrahepatic
tissues, and predominantly found in GH-R transcripts. Variant V3 was
expressed at low levels.These findings support the concept that
different 5'-UTR variants are the result of different promoters
acting in a tissue-specific marner. The association of specific 5'-
UTR variants with either GH-R or GH-EP mRNA transcripts raises the
possibility that the alternatively splicing process that generates
GH-BP in the rat micht be controlled bv the 5'- flankmg region
driving specific leader exons.
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RTG\J“AT ON OF INSULIN DEGRADING ENZYME,
_A,. Cambercs, M.C., Zuazguita, A., Cresto, J. C.
Ricardo Gutiérrez Children's &Hospital, BRBuencs
hires, Argentina.
The main enzyme that triggers and controls insulin
degradation is the insulin degrading enzyme (IDE). Manv
mechanisms have been postulated for IDE regulation hut
nore has been conclusively proven.
Eighly purified rat liver cytosolic IDE was prepared by:
1) precipitation with ammonium sulphate, 2) DEAE-Sephadex
with NaCl gradient, 23) pentylagarose with ammonium
sulphate gradient, 4) chromatofocussing in F8ES4. Insulin
¢egradation by IDE was inhikited with ATP {Q.05-4 mM) and
GTP (1-8 mM) in <cse/Gependent fashion. RL1FY (0.05-40C mM)
4 the same effect in the presence of Mg+, but not NaF.
Mol opressicn Goes rot change AlF, inhibition. G~
pro*enl partm'\patwn in this inhibition was excluded
since these are activated with AlPF,, only 1if Mg'+ is
present. i
We conclude: 1) ATP inhibits IDE at physiological
concentrations, while GTP acts as a rhosphate donor at
the concentrations used: 2) the G-protein participation
in IDE inhibition cculd not bhe demonstrated in our
system.
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fIOLOGY END IMMUNOGENETICS OF INSULIN-DEPENDENT DIARETES
TUS IN VENEZUELAN CHILDREN.
. P., Lanes, R., Lavrisse, Z., Balducci, P., Esparza, 3.,
h.rral’—\lll ev-a A. C,meas l-ocp:ttal Caracas. Scientific
<esea‘cr1 "and ¥ygiene Institutes, Caracas, Vemezuela and 12 of
Octubre Hospital, Spa,m,
We evaluated 91 newly diagnosed IDDM children mean age 7.8 * 4.5
¥re; 56.7% had had an unper respiratcry infection prior to diagmosis
and 12.7% had had either mumps or varicella. Peak incidence of
disease was found in Februarv and March and August to October.
Zighty seven percent had HLA-IR3 and/or DR4 vs 37% of the Venezuelan
general populaticn; 81.6% were HLA-DQWZ and/or HLA-DQWS.Studies cf
oliconuciectid Fvbrlﬁlzatlo‘l showed the presence of arginine in
position 52 of the DQ alpha chain and absence of aspartic acid in
position 57 of the DQ beta chain, with an increased prevalence of
DR2 and especially with DQBl 0602 which has been associated with
P"O-ect‘m We found 55.9% to have positive islet cell antibodies
(ICk) with 4 of these having a positive complement fixation test.
Three patients (7.9%) were found to have positive insulin
autoantibodies. No positive serotypes for enterovirus (Coxsackie-B)
were found in our patients, but we detected 1l cases with elevated
titers for cytomegalovirus antibodies. Positive antibodies for
measles, mumps, herpes and varicella were found in some children.
This study \.cmrlbutes to a better understanding of the epidemiology
and immunogenetics of insulin dependent dizbetes mellitus in Latin-
Emerican children.
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