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TIME COURSE OF INCREASED LI PID AN D CLUCOSE OX IDATIO;-.J 
DURING Ti lE PHASE OF Cl-l ILD l-lOODOBESITY. C. I.e St "nrr 
and P.r:. lhlllgnl'rL's, Pedill i ric Endorrino!(I);Y, UJ..t2, Sl 
Vincent de P,nll, J\nis, FR. 
To dctcrminl' the lime-course of lnet<1bolic dysfull c tions in recent 
<lClivl' Obl'sity, we llsed indirect cil 10rimetry ill b<lsil l overnight 
conditions in 31 childrcll (l6M/ISF) ilgL'd with obesity 
dUf<1tion l o'll y cntnpilrcd w ith 14 C('lIHrois. ObCSL' childn:n produce 15(/" 
more l'lll'rgy than con trols (p<.OOS). oxid ize twice tl S much lipids (561 4 
mg/min) tha n controls (25±5 rng / m.in, p<.OOOS), so Ih(1t li pid oxidation 
provided 61±6% of overa ll energy prod uction in the obese (33±3%in 
controls, p<.OOOS). Clucose o>:idnllon W<1S llnly 9316 mg/m in in the 
obcse \'s 13616 lng/min in lhL' co ntrols (p<.OOOS ). The fL'sulls \\.'CfC 

simil<1r Will'l' nOfm<llizl'd to body s u r(.xc or kiln body m<lSs. 
While incn.'tlscd lipid oxici<1 tioll W;1S tllrc<1dy preSt.'nt ill the etlrlier 
st(lges o( dccre;}SLxi glucose oxidtltion tlppc.l rl..'(j only ,dler;t4 y of 
obesity, ,IUd worsl'J)l'd w ith Obl'si ty d UI";1 tion (r==0.72, p<.OOOS). 
We hy po till'sizL' Ihtll incn..';Jt'ed li p id oxidill iun beillg l\lle llf Ihe Ctl rl il'r 
tlbnonn"litic$ obs(.>rved in reCent obesity, il Ill"Y inducc ;1 progressive 
decreasc of g lucose llxid(llion through the lit'sc ribed by I'. 
Randl c ;llld kild to insulin rvsist;llKl' illld illlTv,\svd (,ISli1\g insulin 
sccfction. 
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THE EFFECTS OF rhlGF-l ON GH, l GF-BP3 AND lGF- BPt CONCENTRA T t ONS 
AND lNSULlN SENSlT1VlTY lN ADOLESCENTS WlTH lNSULlN DEPENDENT 
DIABETES MELLITUS <IDDMl.IUheet haD(I),JMP Holly(21,AM laylor(3 ) , 
SC Cwyfan-Jones(2I,J Jones (3) .D Ha.rrls ( I I ,OB Dungl?rl}). Dept. 
PaedlatdC's, University of O><ford(l), Dept.ChellllC'al Endocr inology, 
St.Barthololiews Hospltal( 2l , 1nslitute of Chlld Health , London(3l. 

Insulin resistance and poor growth during adolescenC'e in 100M 
have been Ilnked WIth rt!duced IGF bloaC'tL vlty alld elevatt"d GH 
levels. In a double blind placebo C'ontrolled study we hav!? exauned 
the effeC'ts of a single SC' injection of rhIGF- I (40ug/kgl on total 
JGF-I, IGF-SP 1, IGF-BP3 and GH C'oncentratl ons }n 9 ado l eo;,cenlo;, w)th 
100M (aged 14-1By, Tanner Stage 4 or 5, HbAI r'on ge 7.1 -17)(' l . RhLGF- 1 
or placebo were gi ven at IS. DOh, blood g lucose was clamped around 
5.lIol /L between 02.00-00B.OOh to elssess Insulin sensitlvlty, and 
s.lIIpllny was continued for a tutal of 22 h. Peak JGF-I leveh we re 
achieved at S.Sh and deC'lined with a T/2 of 17. 3h. Mean levels we re 
350:!.26 ngllDl after rhl GF -1 vs 204:!.21 nglad on control night 
(pLOOl). Both rGF-BPI and IGF-BP3 tended to be hlgher after rhlGF-
1. IGF b ioactlVity lola':! Increased by 56'1'. Overall lean GH 
concentr:atlons wE'rE' rl:' d uce d after rhIGF-J v s 27. 
.UIl, p{O. OOt> and there was no e v idenC'E' of r ebo und GH S(,cretlon 
over 22h. During the stable cla llp penod, lnsulin requlrennls 
following rhlGF -1 were rt'duC'ed 1O.25:!",.O.12 ."sO.3 1!.O.07 II U/kg/un, 
p<O.03) as were l('vels of free insulin (31.9!,2.7 vs .U /L, 
p<O.OOll. BOHbutyrate and aC'etoaC'(>tate tende d to be lower during 
rhIGF-I adllinistration whe reas laC'tate leyel s we re unchanged. RhIGF
I cldDinistratlon in adolesC'ents With IDOM results In a slgnifH:ant 
red uction in GH concentrations and In':!ulln requlrellents either as cl 

result of i ncreased frE'e IGF"-i or reduced GH conCE'ntratlons. 
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Ht: li£LRTtIl<SHIP BETWEEN GH, IGF-t, IGFBP-l lIND GH B1NDING PlimEtN IGHBPI 
tN NGRWt. lIND RDCl.ESCENTS WllH tN5U.tN-OEIltNllENT OlABETES MlLLlTUS 110tll1J. 
DR Dunqrrlll,JWI Hollyl2l ,lO Chuth,ulll ,L ColriHont2l l Kl Cl4ytonll l, SC Cwyf,iln
Hughn('l,At't hy lortZ), JR EdQr(lJ,J Jonrsl3l. OrpLP.;ardlollru:s, Unlvrnlty of 
OlC(ord II) , Gtntttch (21 , Instituh of Qu id Hulth 131, Dept. EndOCrinology, 
St. Barthol Olt .. t al . Londan(4l. 

Tht between GH, [GF-I , GH8P and IGFBP-3 !@vel In noruls and 
adolesctnh .. ith IOOf'! have not been adequately defined. I,,'e hilve IGF-I and 
IGFSP-JIR[AJ, GHBPtLlFA) Ln sillples frol R9 norlal ilnd 94 JDDtI (5-4F , 4()1;) 
subjects latched for puberty stage (61 -5.81 -5), Coincident uan overnight GH dat.!; 
(15 IInulf 20. (Xl)-OS.CXll, wert available fral J) nor u l and 30 
100M "auul lGf-l it vr h wert nohd at GIj,8] Ln noruls and GS,B3 In 
IDOM. leveh Iofe,., s ignif icantly lowi'r In oil GS (pm.OS) and S-4 IplO.OO2I. 
In Mruts diabrtics IGF8P-l wert notrd at 8] Igl ll and 
5.3:1.9 Ig l II rHptctl vtly) and Ig l II and Igl 11l II lth nduc rd 
Irvels In thr ill B2,M and G2-5. G{SP Old not change 
dUring pubtdy in norlal or but tht latter had lower at 83-4 1 GI-J. 
GH Iofen greatest at 82-3 and In and IItn gnilter in 
dlabetu:s at all In noruls was a correlation aftn log 
transforution belwttn GH and GHBP (r;·O.59, p<o.OOIl and IGF-{ and IGFBP-3 
!r.:.(\.51 , pIO.OOIl. In IDDI1 tht rrlatlonshlp belwun IGF-l and I6FBP-J (r;O.551 

plO.COl) lWas retained, tOfrt W4\ no correlat iOIl betwten GH ,lOd 6HBP, howevfr a 
wt4k correlation betwten 9i and IGf · 1 (r=O.J8, pto.04l was tViOfnt. Dur ing 
puberty GH IS incruHd. yet IGf-I, IGfBP-J and art nduct d In in! 
norul negatlV! correl ation btlMetn GH and GHBP IS lost. iht rtlatlonshlp betwun 
IIJf-1 and IGfBP-3 is sililar in both groups of subjects. 
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ANTI-RETROVIRUS ANTIBODIES IN INSU LIN -DE PENDENT DIABETIC 
CHILDREN AT DIAGNOSIS AND DURING 1-2.6 YRS FOLLOW-UP. 
!L!.&ri.ni. L. Cortona, A, Scaramuzza. O. Achilli*, E. Cananeo"', P. Ferrameo, 
F. Severi. 
Dept. of Pediatrics and "'Infectious Diseases In st. - Univ. of Pavia· IRCCS 
Policlinico S.Matteo - Pavia: °ln,t. of Medical Microbiology and IRCCS Don Gnocchi 
- Univ. of Milan - Italy 

Viruses have long been implicated in the pathogenesis of insulin-dependent 

(lODM). Recently it ha, been ob,erved Ihat Jl-ccll 'pec ific expression of 
retrovirus is associated wi th Ihe development of insu litis and diaoctes in non-obese 
diabetic (NOD) mice. The aim of our study was to evaluate the presence of relroviral 
markers in 27 newly diagnosed lODM children, aged 9.6±3.8 yrs (range 3-15.9 yrs). 
In all palients anti-islel cell (ICA), anli-insulin (IAA), anti-thyroid (TgA and MsA) 
antibodies were evalu:.ned and HLA typing was performed. Virologica l studies 
included the search for anti-retrovirus (HTLVs) antibodies using the western 
immunoblotling (WJB) and the HTLV-I DNA amplification by polymerase chain 
reaclion (PCR)for ta xlr« pol , and gag (PIS) reg ions. At onset of IDDM ICA were 
presenl in 19 patients (70%) and IAA in 2 of them, while all patients were negative 
for TgA and MsA. BTL Vs aillibodies were detected in 10 OUI of the 27 patients (37%) 
while no HTLV-I DNA seq uencies were detected using our PCR ""ay. 
Interesti ngly, we have observed a frequent association between the presence of 
HTLVs antibodies and the presence of HLA-DR3 and DQ2 antigens. Until now, 
during 1-2.6 yrs follow-up we could revalue 13 children, four with HTLV, antibodies 
and 9 wilhout antibodies. In 2/4 patients the HTLVs antibodies disappeared and in 
another boy, with five anti bodie, at on'et of IDDM (directed again't p 19, rgp21, p24, 
p26, p36) only one antibody (directed against rgp 2 1) wa, constantly present. 
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AUTOANTlllODIES IN NEW ONS ET CIIILllllOOI> C.F.Vnoc. N.J .lh.wa"l. 
'"T.Tuom i. M.Egan, 1I .llulinska. T. ,\ru ndd. I.lIu li nsky. "P.Z.Zilllllll' l i\1. S ilink. Ray 
William.'> Im'li/fl te nf I:ndncrillology. Royal Alexal/dra /lospiwl fo r Ch ildn·n. Syd,Jt,y. ({ 
*nl(' ("'lItl"(' for Molecular /Jill/ltgy. A!ollu.\1, (Jllin' I".\"iry. McI"ollmt'. ,.\ ((.\1ntlio . 

This study aimed (0 :Lutmntioudy h!\".:ls in all t:pitkm iolog iGdly Jdi ncJ 
Ix)pulatioll of new onset diahetit.; children. AI! incid1.:111 .:ascs aged under 15 yea rs in New 
South Waks were ascertained for a 2 year period. A serum sample was available from 
273 of the patients (X·Flo). lskt cdl antioodi1.:s (ICA) wert: measur.:d hy indircct 

on cryw.;tat or hUlll<!n P;IILcrC;lS fdeleC(iull liL11it : 2() JD[:U) . 
Antihodies :.tgainst GIU\:llllie At:id Dcc;lrhoxyl,lsc ((iAD) wen.' rne:lsurl.!d wilh a 
rad ioimnlunopreeipilat ion assay. Insulin aUl o:llll ihmiics (I/\A) wcre Il1casUI"I.·d hy liquit! 
phase rold inassay lIli 17(, s:lI11 pk s \.:n lkcled wilhin -l days of Ihe start (If insu li n therapy. 
Resul ts sreater than 3 standard Jevialions above the IH..:an of a paediatric control group 
were con.l;idert'u positive for GAD 25 units) and IAA :n nl llrn! l. Th yn lid 

;II\1 ilHltJil.:s (I"I'()) hy 1:1 .1SA . ()ver;dl. 71 % (If Ihe were 
for ICA, 65/;{, fur (iAD, (l)lll.· fur IAA and [0% for "l"PO. Only 6 . ..t'Jr· of ser,1 wefe 

l1 t.!gativt! for all (hn:e of leA. CiA!) and lAA. 11.5% of sera were ncgaLiv!.! for both GAD 
and lA A. More female s (71%) were positive for GAD than males (59 1k» P = o.o:n. 
There was no signiJic;.lllt corrt.:!ation bClwcl.'n GAO Of leA ant.! age. IAA positivity was 
91 % in the 0-4 yrs age-group, 70% in the 5-9 yrs !i(OUP and 49% in the 10-14 yrs group 
<X2MII = 18. 14 . P < 0.(001). TPO positivity was 2% in the 0-4 yrs group. 10% in Ihe 5·t) 

yrs group and 13% in the 10·14 yrs group <X!MII = 3.84, P = 0.(5). leA correlated with 
both GAD (r ; 0.26, P < 0.00(1) and IAA (r ; 0.2 1, P ; 0.(055), but there was no 
significant association between GAD and lAA levels. Conclusions: 93.6(.tJ of new onset 
diabetic chi ldren were pOSitive for <It least one of ICA. GAD or IAA and 10% werc 
positive for TPO. GAD levcls hat.! a significant corn:lation with ICA. Th!.!(c W;JS nu age 
association for leA or GAD. bu t IAA were nHJrc prevalent ;.H diagnosis In younger 
child r\!n and TPO were more prevalent in older (,;hildren. 
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FOLLOW-UP OF CIIIl.I)REN FRO,\I IlI\CK(;!WUNIJ POPUl.ATION WITII 
ISLET CEL LS ANTIIlODIES (leA) 
C.LEVY-MARCI IAL, LTI CIIET, I.FAJARDY, F.DUBOIS, I' .CZERNICIIOW 
Ilopita l.RobcrI Dchre, Paris and InslilUl Reg ional de la SAnle, Tours , FRANCE 

ICA have been tested in 13 390 unselected school·children (age 6- 17 yr) as part of a 
research program 011 risk fact o rs for Typc I di;lbel es ill b.:lckground populntions. leA 
were detected by the inlllluno·nuorcsccilce tcchnique using a single human pancreas 
(limit of detcction:4JDFu). The ovrall prcvalen ce of leA-positivilY in Ih ese children 
from background populali ull was 1.5%, anJ distributt:d as Collows according to leA 
titres: 28 sera were found with ICA Jilfu (0.2%) and 170 belweell 4-20 JDFu 
(1.3%), the Ilwjority of the sera were positive'lI (he detection limit oflhe assny. The 2 
groups or ICA + anu . <: hildrc ll did nol JilTt:r in It:fll1 of .. get Jistr ibulion 
of fasting plasma glucosc iIIHJ fiJlIlily history of Ji;l bc[t:.s. There is a tCll t.Jcncy. although 
not significant. ror an illcreased rrcqucncy of encodi ng for ilil amino·acid 
dirrereDI from aspartic ac id (NA) atlhc posi tion 57 of the DQn chain in the ch ild ren 
wilh high IC!\. titrcs in comparison (0 ICA·ncgiltivc ch il d ren: 
nalldes ICA:>20 JIlFu ICA4 -20 JIlFu ICA-«4 JIlFu) 
NA 57 IlQ III n= 14 n=X·1 n=93 

2 8 (57%) 39 (46%) 28 (30%) 
I 4 (29%) 30 (36%) 41 (44%) 
o 2(14 %) 15( 18%) 24(26%) 

132 (67%) ICI\+ · children have been foll owed ror a m edian duration or22 nllh. leA 
titres were rcmarkably slab Ie in the group wi th hihgh Ie!\. lil rcs, alllong whom one boy 
has become diabclic; among Ihe remaining IC;\+ ,hild n': ll, 3 children converted into 
values >20 JDfu, and 15% becCll1le negative amoLlg whom II vl-'e re previously 
mC<.lsurcd at the detection Ii llIit.This study emphasizes that, given the low incidence 01 
the disease in France, lCA would probctbly not be su lTiciellt to predict the subsequent 
devclopmcnt of Type I diabetes in school·children . 


	FOLLOW-UP OF CHILDREN FROM BACKGROUND POPULATION  WITH ISLET CELLS ANTIBIODIES (lCA)

