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DETECTION OF ECUADOREAN LARON SYNDRONME GENIT CARRIERS BY
MOLECULAR GENETIC ANALYSIS OF GUTHRILE CARD BLOOD SAMPLIES,
M.A. Berg,! ) Guevara-Aguirre,2 A.L. Rosenbloom, b and U. Francke.!
(DHoward Hughes Medical Institute and Depts. of Genetics and Pediatrics,
Stantord University, Stanford, CA, (2)Institute of Endocrinology, Metabolism, and
Reproduction, Quity, Ecuador and (3)Dept. of Pediatries, University of Florida
Health Science Cenler, Gainesville, IFL

Laron syndrome’s high incidence in several southern Ecoadorean villages is due o
a high [requency of asymptomatic heterozygous gene carriers wha are at risk ol
having aflected ollspring. As a single growth hormone receptor (GHR) gene
mutation, E180splice, accounts [or over Y7% ol Eeuadorean Laron syndrome (LS)
alleles, we have developed arapid and reliable method (o detect this mutation: finger-
prick blood spots are collected onto Guihrie Hilter paper and used directly as DNA
templates for PCR amplification ol a GUR gene fragment which includes codon
180, “The amplification products are applicd w nylon membrane and hybridized
serially with digoxigenin-labehted oligonucleotide probes complementary to the
normat and mutant alleles. Probe hybridization is detecled using a
chemiluminesceence nucleic acid delection Kit. We have analyzcd blood spot samples
lrom 96 individuals, 1o 16 aflecied individuals, homozygosity for the E180splice
mutation was confirmed. In 19 pareals of alTected individuals, heterozygosity was
confirmed. OF 61 unalTected individuals at visk o de carriers, 34 were found 1o
carry the E180splice mutation.  Accurate determination of carrier status among
Liceadorean individuals at-risk is possible using this method. The wsling is
simplified by using Guthric filier blood samples which are casy 1o oblain, store,
mail, and use direetly in PCR reactions, ¢lininaiing the need Tor DNA extraction,
Detection of the normal and mutant ateles by chenntuntimescence etiminates the need
[or radioisotape use.
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FINAL HEIGHT AND DISPROPORTION AFTER CRANIAL
RADIOTHERAPY FOR LEUKAEMIA

H.A.Davies,* M.Didi,T E.Didcock,* AL Ogilvy-Stuart,t S.M.Shalet,
JK.H.Wales,* D.A. Walker.#

*University Dept. of Paediatrics, The Children's Hospital, Sheffield UK.
1The Christie Hospital, Manchester, U.K.

#University Dept. of Child Health, University Hospital, Nowtingham, U.K.

Final height and skeletal proportions were studied in 142 children treated for
ALL with cranial irradiation and combination chemotherapy but not spinal
irradiation. Cranial irradiation consisted of 21-25 Gy in 60% and 18 Gy in
40% of 1he cohort. Significant reduction in height standard deviation score
(H1SDS) was seen in both dose groups and was greater in girls than boys and
greater with the higher doses of radiotherapy. Mean change in HiSDS for girls
and boys in the higher dose group was -1.55 and -0.87 respectivety and in the
1800 group -1.11 and -0.75. One hundred and seven (75%) of the group had
relatively shorter backs thun legs, this disproportion being significant (sitting
HISDS-Leg Length (LL) SDS more than + 2) in 23 (16%). Mean sitting
HiSDS for girls and boys in the higher dose group was -1.75 and -1.14
respectively and mean LL SDS -0.81 and -0.24. In the 18300 group mean
sitting HiSDS for girls and boys respectively was -1.49 and -1.26 with mean
LL SDS of -0.17 and -0.07. In conclusion, cranial irradiation with 18 Gy as
well as higher irradiation doses may cause significant standing height SDS
loss and disproportion with a relatively short back even if the radiation ficlkds
have not included the spine.
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GROWTH AND 1=NDOCRINE ABNORMALITIES IN PATIENTS WITH
LANGERHANS CELL HISTIOCYTOSIS. N. Hashimoto, F. Bessho,
Y. Miki, J. Kagawa, S. Nagafuchi, S. Egi and S. Kamoshita.
Department of Pediatrics, University of Tokyo, Tokyo 113, Japan
It is known that patients with Langerhans Cell Histiocytosis
(LCH) are accompanied by a variety of hypothalamic-pituitary
dysfunction (HPD). To test the hypothesis that the endocrine
abnormalities associated with LCH are related to the final height,
we studied 45 patients with LCH. Twenty patients (5 boys and 15
girls) had been followed until they reached the final height.
Observed clinical manifestations due to HPD were: diabetes
insipidus in 11 patients, growth hormone deficiency in 6 patients,
precocious puberty in 3 patients, ACTH deficiency in 6 patients
and TSH deficiency in 2 patients. The mean SD score of body
height of patients was not different from normal control at the
onset of LCH. However, the mean SD score of the final height of
the patients with LCH was significntly lower than normal control
(-1.80+1.81; meantSD). The mean SD score of the final height of
the patients with HPD (n=13) was significantly lower than the
patients without HPD (n=7) (-2.50+1.60 vs -0.59+1.38, mean+SD,
P<0.05). We conclude that the endocrine abnormalities associated
with LCH are related to the final height.
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BLODE COAGDUATIUN PARARLELRS LN TUINER SYMOROME BUEORE AND DIGRG GH ARG 0k

ESTROGEN

FHURARY. 1. Mazzanti, K. GBergamaschi, Co legnani*, Do lasiners, G0 Hegnani,  ALH.
Peeri, A Vancing, L. Scorano, So Cocchieri®, L. Cacciaciy Tul Pediateie Cline, *ep.
Angivlogy and Blued Coagulation, Uaiversity of Bulogna, Flaly.

Letroens inllaence bluod coagulative and Fibeiaadysio, Chough tere are few data
aboul G Uherapy. Congulation paraselees weee stadimd in b4 lurnee palicnts, 6,91 Lo
295 yry o of age (BLAL b = 15.37) submitled to dilferent Uoatments and in 20 age-

nalched conlroly. Karyotypes were 45, (62.0%), X wosaicinw (47.52) and  X-structural
abnormalitien (20.4%2). Tpote-Quick (HYZ), aclivated partial Uinsmboplantin tine {al11
wed), Peotein G (ol ©%), Prolein § {leat & (ug/ul),
LEE QAT TEI%) and platelet system and Fibrynelinie teote were vvaluated. Below 11 yes
AL, B

), bibeinogen Antithronbin

girhy weee pre-therapy and 26 received WG (TU/Kg/week-daily)  (Gh group);

equal Lo or above  1Eoyry BLAL, 20 patienls were leeated with o WG plas
cthynilesteadiol  (L0) (100ng/kg/day) (G plus LU group)  and 8 will bE o plus
wedroxyprogestirone (V) in cycles  (LE- group). bn luener givle AL 1T
signilicantly  Wigher Uhan controls {p<0.01) betore and doring each treatment.  Thewe
cesulty lhove  alreody been Found in menopavsal women va preacnopausal. 0 plos Gl
group showed an incecase of 1% values and Prot Ui wetivity v controbe (pe0.01)  and
the G alone qroup (p€0.0LY. [U-P qroup showed i inwvane ol the same parameters  vi
controls (peUa0u}. Lo contlusion G dhecapy  dovs ol wovw o

determine  any

aaditicalions  in coaqulation parancters. TE Therapy inervases e wyothesis ol both
inhibiling  wnd  wclivaling  liver-dependent  caagolalion  factors,  but not
pathologically. In Tuener girde estrogen therapy doen nul weew Lo copresent  a rick

faclor.

Fetal, Neonatal, Pregnancy
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PERSISTENT HYPERINSULINEMIC HYPOGLYCEMIA OF INFANCY (PHHI):
PARTIAL AND COMPLETE CLINICAL REMISSION AFTER LONG-TERM
OCTREOTIDE TREATMENT. & B. Gilaser, M.D. Departments of
Pediatrics, Endocrinol & Metabol, Hadassah University Hospital, Jerusalem, Israel.

Moderate to severe PHHI usually requires near-total puncreatectomy to avoid
hypogiycemia induced brain damage. We treated 13 such patients with octreotide
over the last 8 y. Seven subsequently underwent partial pancreatectomy: 2 had
inadequate response due to sepsis, 1 failed to respond to combined
octreotide/glucagon/diazoxide and 4 because their tamily situation did not permit
chronic octreotide treatment. Data on the remaining 6 pts on chronic octreotide
treatment without pancreatectomy are reported here. Frequent feedings with high
glucose intake (11-13 mg/kg/min) and raw cornstarch at night were required in all
patients, whereas 2 also required gastrostomy due to poor feeding. Octreotide was
started immediately in 5 of 6 patients since previous experience indicates that
diazoxide is rarely eftective in severe disease. Octreotide was given in 3-4 daily sc
injections in 3 patients, and continuous sc infusion (Medix insulin infuser) in 3. All
patients had acute Gl symptoms (vomiting, abdominat distention, stcatorrhea) and
weight loss aiter beginning the drug. This responded partially to oral pancreatic
enzyme treatment, and remitted after 2-4 weeks. Asymptomatic gallstones were
discovered at routine ultrasound in 1 palient after 1y of treatment. Growth rate
decreased in all during the first 2-6 months, but normalized subsequently as did
body weight. All patients have normal psychomotor development for age, however
2 are <1 year old. Every 6-12 months an attempt was made to stop octreotide
treatment or switch to diazoxide. Five patients stopped octreotide after 8.5 m 1o 5.5
y. 1 swilched to diazoxide (3y), 2 required per-cutaneous gastrostomy , and 1 (5.5 y
old) required no further treatment. The remaining 2 {age 4M-1.5y) are slill treated
with octreotide. We conclude that with octreotide treatment pancreatectomy can be
avoided in some patients. However, efficacy is pastial, and close follow-up with
repeated blood glucose determinations, frequent fcedings, gastrostomy and hospital
admissions dufing acute illnesses may still be necessary. Most can eventually stop
octreotide and enter complete or partial remission.
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LONGITUDINAL STUDY OF BLOOD SPOT FSH CONCENTRATIONS IN
NORMAL GIRLS AND TURNER SYNDROMI DURING EARLY POSTNATAL
LIFE. C_leinrichs, . Bourdoux, C. Saussez, TLL. Vis and F.P. Bowguignon.
Department of Pediatries and Pediatric Laboratory, Children's Hospital Reine Fabiola,
University ol Brossels, and Medgenix, Belgium

In different animal species, ovaricctomy does nol result in increased gonadotropin
seeretion in the fetus.  In contrast, agonadal subjects show elevated FSH seeretion
during infancy.  Neomatad blood FSIH fevels were studicd in 9 fullicem girls with
Turner syndrome compared with phenotypically normad fullterm girls born the sume
week. We used blood spots collected al the time of mass sereening, |10 29 months
prior o this study.  FSH was measured using a highly specilic immunoradiometric
y. On day 5-6 alter birth, FSH was usually undetectable (< 1 mIU/ml) or low
(1-3 mlU/mly in norad girls.  Among the 9 GD paticnis, S fiad FSI < 3 mlU/ml
and 4 showed slighily elevated levels ranging 4.3-10.9 mlU/ml. These difterences in
TS secretion were not related to differences in Karyolype. Among S patients studicd
longitudinally, 3 showed increase in FSH levels 10 14.9-15.9 mlU/ml dusing the
seeond week of Tile. However, this increase was comparable (o that seen i 13 noroal
girls sampled on a second occasion 2-3 weeks after birth. One Turner patient had stild
low FSEE (2.5 milU/ml) on day 23 and showed some increase o 8.5 miuzml on day
30, These dat indicate that, in Turner patients, perinatal changes in FSH secretion
are simitar (o normal gicks though there is no feedbick control by gonadil hormones.
Then, ESIEassay cannot be used as o perinatal screening method for Tarner syndrome
in girls.
Supporied by a grant from the Belgian Study Group for Pediatric Endocrinology.
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