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SUPPRESS ION OF Lll SECRETION IN PRECOCIOU S PUB ERTY WITH DEP OT FORHULA 
AND DAILY INJ ECT IONS OF GNR H ANAL OGUE LEUPROLIDE ACETATE (PROCRENE) 

D. Veimo ,Ped . dep t. , No rdl and Centr.Hos p . (UIT) ,N- 8017 & O. Trygs t ad 
Ped. dept . , End ocr . Unit, Univ . Os l o, i onal Hosp. , N-0027 Os l o, Norway. 

There has b een s ome concern about t he supp res siv e effect of dai ly inj . 
of GnRH analogue s on U\ ::;ecretion in the trea tmen t of CPP.To eva luat e 
t he d i fference between Pr ocrenc 1 mg dai l y as bedt i me inj . and monthly 
3, 75 mg depo t inj . , 12 h overnight LH secret i on profiles we re made in 
9 c h ildren with CPP, 3 trea ted wi t h daily inj .and 6 wi th depot i nj . 
30 min . sampl es c on tin . suc tion .All pat ients treate d at least 3 mon th s. 
The tables give the results.Limit fo r pr epubertal LH ,S 3.0 I U/1. 
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Co n clusion:Depot f o rmulas of CnRH analogues se em to !>e a more secure 

tr eatmen t fo r ce ntra l precocious pube rt y than da ily i njection s . 

e153 
II\IIIBITI0:-1 OF GnRH SECRETION IIY IGF-I DEGRADATION INTO A SUB
PRODUCT ANTAGO:'>IST AT NMDA RECEPTORS :AN EFFECT DEVELOPING 
AFTER ONSET OF PUIIEHTY. J.P. Bourcu ignon, A. Gerard. M.L Alvarez Gonzalez 
and P. Franchimom, Dept JnJ Radioimmuno:tssay Labora10ry, Univers ity of 
LiCge, 13dgium . 

We showed reccmly (JCI , 1992, in press) that, in hyp01 h:1lamic explants of prepubertal 
male ra1s (15-day-old), NMOA receptors med iated a potent inhibitory control of GnRH 
secretion which was no longer observable at the onset (25 days) and by the end (50 days) 
of puberty. Sara eta! (BBRC , 1989. 151 :207) suggested rh:ll GPE, 1he N-tenninaltripeptide 
of !Gf-·1. could play a role as competitive antagonist at NMDA recepcors. Using explants 
obtained at 15 , 25 and 50 days, we s!Udied GnRII secretion induced by M of 
ver:uridine, a depo!arizi!t£ Jgent. This swdy WJS repeated in the absence or in the 
presence of increasing concemrations of IGF-1, GPE or des( I-3)1GF-1 , a bioac ti ve form of 
IGF-1 result ing from clivagc of OPE . At none of3 studied ages, des( I-3)IGF-I showed any 
effect on GnRH secretion. At and 50 days, !GF-1 resulted in a dose-related inhibi tion of 
GnRH secretion (50% inhibitory concentrations, IC!-0 : 8.10.10 and 2. 10·0 M, respec
tively). A similar inhibition v. ohserw J GPE (IC!-11 : 4.10·9 and 3.10-u M). At 15 
days, IGF-1 did not resuh in any t: tTcct on GnRII secretion whereas OPE showed potent 
inhibitory action : l. IO·') M). At the 3 studied ages. GPE effec ts paralleled those of 
AP-5, a competitive antagonist at NMDA These data indicate that the hypotha
lamus is capable of dl!grading IGF-1 imo a subproduct which is a potent endogenous 
antagonist at NMDA receptors involved in GnRH secretion. This effect results from a 
developmental process in the hyp01halamus since it is n01 observed in the immature rat. At 
onset of puberty, the endogenous JGF-I-derived antagonist at NMDA receptors could be 
involved in the disappearance of the inhibitory control of GnRH secretion. Supported by 
grants from FRSM (3.4574.87). Facully of Medicine Ulg and Kabi Pharmacia. 
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CH A RACTERI ZATIO N Of THE MOLECU L AR DEFECT I N THE 
VASOPRES SI N -NE UROPIIY SIN II GENE IN A FAM I LY WITH 
AU TOS O MAL DOMINANT NE UROHYPOPHYSEAL DIADETES 
INSIPID US D.R and J. E. Drowning, Divisi on of Endocrinology, 
Children's H ospital Medical Center, Cinci nmti, Ohio 45229-2899 

Autosomal dominant neurohypophyseal diabetes insipidus (ADNDI) is a rare 
fami lial form of 01. In previous studies, we have shown 
gene tic linkage between ADNDI and the arg1nine vasopressin-neurophysin If 
(AVP-NP II ) gene locus. Thi s gene conta ins 3 exons that encode AVP, its 
carrier protein NP II , and a small glycoprotein. We obtained genomic DNA 
from a 25 yr old woman wi th DI, her 2 year old affe cted 
and he r husb;tnd and <hughte r. Each of the three exons of the AVP
NP II ge nes of these individuals was amplified by polymerase chain reaction and 
sequenced by thermocyclc se qu e ncing. In the affected individ ua ls, a single 
nucleotide mutation (C -- > T) was detec!Cd in exon II of the A YP-NP II gene. 
The nucleotide sequence of cxons I and Ill were completely normal. These 
affected individuals also have one normal all ele of I he A YP-NP II gene. The 
mutation en codes a Pr o --> Leu substitution in the NP II prot e in . Thi s 
mut ation also destroys an Ap3 I res trictio n enzyme recognition site and creates 
a Ode I site. To ensu re thai this mutJtion is not a comn10n, genetically silent 
polymorphism in the sequence of the AVP-NP II gene, we amplified exon II of 
50 control indivi duals representing 100 AVP-N P II genes to screen for lhe· 
presence of thi s nucleotide change. Neither abse nce of the Apa I restriction site 
nor presence of the Ode I site wos detected in control individuals, suggesting 
that thi s mutatio n is th e cause of A DNDI in 1he affcc lc U famil y. The 
mechan ism by wh i<.:h vasopressin deficiency resu lts from a mutation in one of a 
person's two NP Il-c11coding sequences is unde r invest igation. S29 
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ENDOC RINE OUTCOME OF SURG ICAL OF CR ANIO
PHARYNG IOMAS. J. Curti s, R M Ehr lj ch D. Dane man , H. 
Hof f man, Dep t. Ped i at ri cs & Neurosurger y, U o f Toronto and The 
Hospita l For Sic k Ch ildren, Tor onto, Canada MSG JX8 

We rev iewed th e endocri ne and surgical outcome of 34 cases 
(23 boys, 17 girl s mean age 8.8 yrs) of craniopharyngioma (C) 
in iti a ll y opera t ed on f rom 1980 - 89. One d ied, l l/31 w ho had 
attempted total removal had a recur rence,l 2 have required no 
further procedures. 7 were follow ed el sew here.Of 3 parti al 
removals, 2 recurred . V is ion improved in 48%: new visual loss 
1 8ro, new fie ld de f ec ts 24%.Adrena l insu f fi c iency 89%. 
Hy pothyr·o idism 96% and hypogonadism 100%. Diabetes 
insipidu s occurred in 32, perman ent tn 31 Pos top 
hyperg lycem ia 7, 2 re qui r ed in su i in t em porari Jy Mean pr eop 
heigh t Z score was - I 1(- 3 8 t o-O 39) 24% were below t he 3rd 

preop w eight z score wa s 0 2 1 < -2 9 to+8 4) 16 ca ses 
bec ame obe se (tncrease in weight of> I Z score) 4/ I 7 with and 
81 I 7 wi t hou t i ncrease in we ight Z scor e r equired grow th 
hormone(GH) On GH he ight Z scor es improved -1 .8 :_ 0.38 to - 0 e 
:_ 0 3 3(p<O 0 6 NS). Concl tJ SJODS Fo ll owi ng attempte d t ot al 
removal or c alm os t all were hypopJt,half becam e obese and 
1/3 rec urred Mos t obese pat i ents did not re qu ire GH 
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L-THYROXINE INDUCED T SII SUI'PRESS ION. G. G Tonini. $_ Bernasconi, C. 
Volt.1, F. Rigon. Department ofBol.t.ano. Trieste , Padova , Italy. 

Thyroid hormones (Til ) suppress T SH release not only as a direct ciTcct on the pituit.1 ry, 
but also by inhibiting TR/1. Endogcncous dopamin and ca lcium 
see m also to play a role. 25 adolcsccms (5 M. 20 F) rccci,·ing high doses of !-t hyroxine (3 
pg!Kg/day) for endemic goiter were subd1vidcd in 3 groups (A ,B,C) and studied in two 
phases: in the ftrst ph:tsc a TR!I h::.t (.:!00 )-lg i.v .) \\ :lS per formed :md TSH, PRL and GH 
samples taken at time 0' , 20'. 40' and GO' . In second phase (a week later) a similar TRH test 
was repeated, but group A (9 pts) wa5 gin:: n 60 mg pyridostigm inc bromide (a cholinergic 
agonist) p.os 60' before, group B l7 pts) rccci\·cd 10 mg mctoclopramidc (a dopamine 
antagonist) p.os also 60' before, nnJ g rerup C ('.> pt s) -1 0 mg of vcrap<lmi l (a calcium 
antagonist) thri ce d;1ily for one wc..;J.. . TH were: TJ 1.8±0.7 ng/ml (nv 0.8-2 ), T-1 
12 .3±:3. 1 11/d l (nv -1 .5- 12). fTJ -I.X J:LI (nv 25-6), IT-I 2.5±1.0 ng/dl (nv 0.8- 1.9). 
Results tbas:tl and p.:-:11\ of 1st Tl<.!l ' crsus 2nd TRH): in group A TSH was 
0.3±0.3/0.5±0.5 ).I U/ml \S 0.1±0.2/0.6.!.0.-1 ).IU/ml (NS). PRL K.9.±8/22.H 11.6 ng/ml 

YS 6.8±6.1/23.3± 12..1 ng/lnl (NS). '' hik a significnnt r.se of GII 0.5±0.6/2.5±3.3 ng/ml vs 
3. 3±4.711 1.7±<J.2 ng/ml (p< lUl25 fo r tile differe nce between the peaks) was obtained 
during the 2nd ph;1 sc and thus confirming the inhibi ti on of somatOSt;ltincrgic tone. In group 
13 TSH w.:ts <O. I/0 .2i.O.J , ·s <O. I/O.HU.2 (NS). a significantly higher rise of PRL 

during the 2nd phase IO . .h:l .312 1.6± 12.6 ug/ml n 9 .H.1.9/58_H I7. lnb"ml 
(p<O.OOI for the difference between the p.:aks) due to a lowered dopam inergic tone, ''hile 
no response of GH was see n 2.9.±-.t .S/-1 .6±6.4 ng/ml vs 2.5±3 .3/2.-1±2.2 ng/ml (NS). In 
group C TS II was 0.110 2:i.O.J ,-s O. IIU.J±0.5 J--!Uiml , PRL 9.6±6/39.-1±22 .6 ng/m l vs 
ll.l±-1.6/50±D .3 ng/ml :md Gil 3.5.l i. 'JJ.t.J±2.-I n!:fml ,-s -t.t±J. I/ -1 . 1±2.3 nglml (NS for 
all)_ Conclusion: our results wouh.l confi rm the hypothesis th:tt the l.!ircct ciTcct of the 
thyroid hormones 011 the TSH secretion seems to tx: more important than th;Jt mcdi;Hed by 
sont:Jtostatin, dopamin and!o r c:tlcium. 
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J:_lkrn·r:. . .Ju., rini.nh'. M.Di:o/. C do: !.o J .\'o:g.t, J .M:o rtin, Endnninolnt-'Y :md l' o.:Ji.1 tric 

Dq><irt., ll c>lt.f'il:tl M;.far.::n:t. Sco,;iii .•(Sp;tin). 
SIM ilAit SECRETORY rxrn ; HN IN <> JtOU PS OF PX ri ENTS Wrll l ' n JESs\ ME AMOUNTOI:SECRETEO 
GRO WTiliiORMON E. 
In prl·vinus wirh I v.c rclal iOn$hip t><.·twecn pu!salility and growth 
hormone (Gil ) {I). To wheth.:r rc!:ttion h not to norm;o\ we have 
compar:uivdy grou p!> o [ p;otient .\ m different but wi th th .: s:omc t.l t·g r..:c or r.t.'t'"retcJ Gl I. 
The palicnl.\ slut.hcJ on j;ftiUp!o wi lh hi;;,h ••r ''"'' !<pont:meCIU-" Gi l sccre lion (GJ prolilc) 
G ro up l:r: 1'1 prc put>cn ;tl v. orh Jew• wc tbhr f•,r ht.' tblu n lh: nor mal pul>cn a l. 11-IOW·U'<'tt:tion 
!Ia: 11 prc put>crta! !lh: t! pr..:pulx·rr:ol with GH ddi,knl;.- f!no.l nMn!;![ wcit>ht. 

Gil Wil !o- <'·a !uatt.•J t>y S.:lmplins {Cormcd pullll' )· l'oo!cd wcr..: formt•d 10 
2-lh inle£r<!l cd concfntr:otion (IC-(iJ !). The (n umt>cr :lllt.l :lnJ !he Mea unt.l<.'r cur11e (AUC) in 

the 24 h pro fi le IO.WC cstim;u;:d with the prnt;ram. Mort.·on:r. the pub .. were or l.1rge 
dc pcnding on who:t ht.·r !heir ;,mplorudc wal>! 4njj/ml. G i l v.-..:a· ,.,_·alu:oh:J l>y IRMA ( llyt>ritt'i.·h). 
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