
0.1 mgid for 2 years in 25 tall girls.
They reported that the reduction in
predicted adult height achieved by
estrogen treatment averaged 7.4
cm in girls whose bone ages were
> 12.5 years. They concluded that
the higher dosages offer little
advantage. Gruters et al (Eur J
red 1989;149:11) studied 2
comparable groups of tall girls:
the first group receiving 0.3 -0.5
mg/d ethinyl estradiol, and the
second O. 1 mgid ethinyl estradiol.
The different doses had similar
effects on final height reduction.

The current abstract compares
several intermediate doses
(0.25, 0.50, and 1.0 mg/d) and
concludes that the effects are
comparable. The consensus
seems to be that doses
prescribed to treat tall girls over
the past 20 years may be
unnecessarily high. A response
from the readers through the
"Letters to the Editor" column is
welcome.

effects were observed in relation
to high-dose treatment including
no increases in triglycerides and
cholesterol. However, Weninger
et al subsequently reported (Acta
Paediatr Scand 1987;76:500)
hyperlipidemia in association
with ethinyl estradiol therapy at
this dose level.

An important question is: Could a
smaller dose of ethinyl estradiol be
as: effective as the usually
recommended larger dose?
Bartsch et al (Eur J red 1988;
147:59) evaluated the use of

Jean-Claude Job, MD

Growth Hormone Gene Deficiency: Hot Spots for Growth Hormone Gene Deletions in
Homologous Regions Outside of Alu Repeats

Editor's comment: Type 1 A
GHD is quite rare and presents a
problem to the clinician in that
when growth hormone is given,
antibodies to it usually develop.
Nevertheless, the study of these
families has led to a better
understanding of how mutations
occur, at least in the case of the
growth hormone gene. It

appears that they are likely to
occur because of mismatching of
the chromosome areas outside
the gene. The study is particu-
larly important for understanding
what leads to mutations of this
type.

Most types of growth hormone
deficiency (GHD) do not involve
the growth hormone gene, but
there is a rare familial type of
GHD, type 1 A, that is caused by
deletion of the growth hormone
N gene on each chromosome 17
in affected individuals. The
authors examined the specific
mutation in 10 patients with type
1A GHD. These patients repre-
sented different geographic
origins. Different size deletions
were found in each family. The
deletions appear to be related to
abnormal pairing in the areas
that flank the growth hormone
gene, which leads to abnormal
cross-overs. These areas have
many Alu repeats. Since these
are areas of recombination, it is
possible to mismatch if there are
different numbers of Alu repeats
on the chromosomes inherited
from mother and father. The
mismatch of Alu repeats appears
to make for hot spots of
abnormal recombination. The
areas of Alu repeats are clearly
important areas for producing
deletions that result in GHD
since all the patients studied
have this kind of mismatch
deletion.

Judith G. Hall, MD

Adult Height in Boys and Girls With Untreated Short
Stature and Constitutional Delay of Growth and Puberty:
Accuracy of 5 Different Methods

was 0.65:t 4.31 cm. The Roche-
Wainer-Thissen (RWT) method
was the most accurate predictor
for boys, underestimating the
adult height by 0.53 :t 4.37 cm.
In girls, the RWT method was
less accurate as it overestimated
the adult height by 2.6 :t 3.2 cm.
The Bayley-Pinneau (BP)
method overestimated signif-
icantly the ultimate height for
boys (3.1 :t 5.5 cm) and
underestimated the height for
girls (0.8 :t 3.6 cm). The TW2
method underestimated signif-
icantly for both boys (1.76:t 3.27
cm) and girls (4.17 :t 5.35 cm).
The TW1 method was even less

The height predictions of 5
methods were compared with
ultimate adult height in 37 boys
and 32 girls with short stature
associated with constitutional
delay of growth and puberty
(CDGP). The boys were seen
initially at a chronologic age (CA)
of 14.8 :t 1.7 years and the girls
at 12.9 :t 2.6 years. The groups
were seen ultimately at 23.1
years and 21.1 years.

For boys, the adult height was
overestimated by calculation of
the target height, as compared
with the ultimate height, by 1.7 :t
5.7 cm. The overestimate for
girls by the target height method

Vnencak-Jones CL, et al.
Science 1990;450:1745-1748.
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the height standard deviation
score (SOS) for bone age
observed at the initial visit.

important paper that
demonstrates the variability
of 5 different methods of height
prediction within 1 clinic popu-
lation for boys and girls with
COGP. These data do not nec-
essarily apply to children who
do not have COGP. Particularly
impressive in the data presented
are the large measurements
related to SOS. It is important for
both clinicians and investigators
who use height predictions to
evaluate growth promoting
therapy to know the tendency of
each method to underestimate or
overestimate adult height.

Bramswig JH, et al.
1990;117:886-891.

J Pediatr

predictable. In girls, all prediction
methods gave similar results,
with no method being signif-
icantly superior to the others. In
boys, the RWT method offered
the best estimates of adult
height.

In the studies reported here in
patients with CDGP, the adult
height by the BP method was
overestimated by 3.1 cm, which
compares with the data in other
series by this method (over-
estimations of 2 to 4 cm). The
authors conclude that patients
with CDGP usually reach an
adult height in the lower normal
range. The adult height of
patients with CDGP is below the
target height and does not reach

Editor's comment: The
observed discrepancies of
overestimations and underesti-
mations of each method may
relate to the particular ethnic
group evaluated; thus, obtaining
data for a particular center and
the ethnic group(s) served by
that center may be important in
determining accurate predic-
tions. Nevertheless, this is an Judith G. Hall, MO

Growth Acceleration and Final Height After Treatment for Delayed Diagnosis
of Celiac Disease

the 3rd percentile for weight.
Nearly all of the patients (95%)
had a delayed BA compared with
chronologic age (range of delay,
1 to 6 years). All patients had
catch-up growth following the
institution of GFD, with increased
height and weight velocities
rapidly achieved during the first
year of GFD. After 1 year of
treatment, 87% of patients had a
stable height velocity above the
50th percentile and their height
standard deviation score (HSDS)
improved significantly. By the
third year, their HSDS showed
less stature reduction than that
observed at the time of diagnosis
(-1.77 vs -2.52). The patients
who reached an appropriate TH
for mid parental height were
those in whom the diagnosis was
made and treatment was started
before puberty. In contrast, the
patients who did not achieve a
satisfactory final adult height
were those who began dietary
treatment after the onset of
puberty.

Editor's comment: Although
the paper by Bosio et al does not
address all pertinent issues of
CD diagnosis and prognosis, it
adds to the large volume of
reports indicating that relatively
asymptomatic short-statured
children without weight deficits for
height but with various degrees
of retarded BA may have CD as
the cause of their poor growth.
This paper also confirms that the
diagnosis of CD can be estab-
lished only by a small-bowel
biopsy, which shows the typical
histologic findings, whereas other
measurements of intestinal
function (ie, xylose tolerance) may
fail to detect any abnormality.

The paper by Bosio et al also
suggests that when an appro-
priate diagnosis is made and
when timely dietary treatment is
given these patients exhibit
catch-up growth and attain an
appropriate height based on
midparental height. In contrast,
when there is a delay in the
diagnosis and treatment with
GFD is initiated after the onset
of puberty, there may be an
unsatisfactory final adult
height.

Short stature and growth failure
may be the only clinical
presentation of the so-called
occult form of celiac disease
(CD). This paper reports on 24
patients over 4 years of age in
whom CD was diagnosed. Their
initial presentation was short
stature or retarded growth, with
heights below the 5th percentile
but without any other overt
symptoms. The effect of treat-
ment with a gluten-free diet
(GFD) on catch-up growth and
final height was determined.

Small-bowel biopsy demon-
strated mucosal atrophy in all 24

patients. Antigluten antibody
(AGA) titers were also found to
be abnormal in the 13 of 24
patients whose levels were
measured. Weight and height
velocities, pubertal staging, bone
age (BA), target height (TH,
based on midparental height),
and predicted height (PH,
according to Tanner) were
recorded at diagnosis and
periodically after treatment was
begun with GFD.

At diagnosis, 82% of patients
were below the 3rd percentile for
height and 58% were below

Bosio L, et al. J Pediatr
Gastroenterol Nutr 1990;11 :324-329.
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