
strongly predicts future growth in
early childhood. Although low BWt
infants exhibit significant weight
gain in the first 12 months, they are
likely to remain shorter and lighter
in early childhood than children
with higher BWt. Conversely, in-
fants with higher BWt remain taller
and heavier on average, and in-
creased BWt is associated with a
substantial increase in prevalence
of childhood obesity. Finally, IUGR
is a stronger risk factor than pre-
maturity for short stature and low
weight. Preterm children of the
same BWt sustain less permanent
growth impairment over the 60

months of observation than those
who have IUGR, although both
groups remain smaller than their
normal BWt counterparts.

Binkin NJ, Yip R, Fleshood L, et al.
Pediatrics 1988;82:828.

Editor's comment-This report
provides important data to assist in
predicting the height and weight at
5 years of age in infants of various
sizes" The authors are to be com-
mended for a study that was both
much needed and precisely con-
ducted.

IUGR infants had lower z scores
than did the premature infants with
the same BWt. Median z scores in
both premature infants and infants
with IUGR remained considerably
less than normal, however. Mean z
scores for all parameters differed
by 0.2 to -0.3 between the two
groups, with the preterm infants
being taller and heavier than the
IUGR group.

High BWt appeared to be a risk
factor for obesity (Table). The very
high BWt group included 8.7% of
the infants with z scores >-2.0
(W/H).

The authors concluded that BWt Robert M. Blizzard, M.D.

tation. Toe-walking, stiff and awk-
ward gait, and lordosis occurred
regularly; sequelae related to
hypercalcemia, such as renal,
intracranial, and abdominal aor-
tic calcifications, also occurred
regularly.

Most adults with Williams' syn-
drome were not able to live in-
dependently and had multiple
chronic medical problems.

Morris CA, Demsey SA, Leonard
CO, et al. J Pediatr 1988;113:
318-326.

and motor integration. Distract-
ibility and attention deficits were
common, occurring in 84% of sub-
jects. Other frequent problems
were esotropia (50%) and hyper-
opia. Eighty-five percent exhibited
a unique hypersensitivity (hyper-
exaggerated startle) to sudden,
loud sounds.

Most individuals had hoarsevoices, 
irrespective of docu-

mented hypercalcemia. Most had
small, widely-spaced teeth with
malocclusions and hypoplastic
enamel.

Seventy-nine percent of all sub-
jects had cardiac murmurs, but
only 18% required cardiac sur-
gery. Enuresis and constipation
were frequent. Joint contractures
were progressive. Initial joint laxity
was followed by progressive limi-

Editor's comment-This is an ex-
tremely important paper-es-
sential for any physician caring
for an individual with Williams'
syndrome.

Judith G. Hall, M.D.

Malformation due to Presumed Spontaneous
Mutations in Newborn Infants
An estimate of the frequency of (0.07%). Family studies sug-
new mutations and the mutation gested that 11 of these 48 single-
rate among congenital anomalies gene disorders represented new
has been made through an on- mutations: 10 were autosomal
going study of newborns. Congen- dominant and one was X-linked.
ital anomalies among live-born The reported mutation rate, 11
and stillborn infants of at least 20 of 69,227 (0.00016), was lower
weeks' gestation were tabulated than rates quoted in similar stud-
over a 10-year period at one in- ies. There were no differences in
stitution. Of 69,277 infants, 1,549 the ages of the female or male
(2.24%) had some type of congen- parents of the infants with muta-
ita I anomaly. Anomalies sugges- tions when compared with con-tive 

of single-gene disorders were trois. The spontaneous rate forfound 
in 48 of 69,277 infants achondroplasia was 1.4/100,000

continued on page 14

Natural History of
Williams' Syndrome:
Physical Characteristics
Williams' syndrome is a relative-
ly common, sporadic condition
marked by short stature, devel-
opmental disability, a character-
istic craniofacial appearance,
characteristic behavior, frequent
failure to thrive in the newborn pe-
riod, typical cardiac lesion (supra-
valvular aortic stenosis), and, oc-
casionally, hypercalcemia. Most
pediatricians feel that they can
recognize the syndrome because
of the typical elfin facies. Before
this excellent study was con-
ducted, however, the natural his-
tory of Williams' syndrome through
adulthood, its medical compli-
cations, and its progressive nature
had not been defined. Morris and
colleagues collected information
from multiple sources in Utah and
Kentucky and from the Williams'
Syndrome National Association.
Evaluations varied from extensive,
on an outpatient basis over a 2 -day
period, to a format of question-
naires answered by the subjects'
parents. A total of 109 subjects
were included in the study.

The intelligence of the study
subjects varied widely, from se-
vere mental retardation to normal
(10 range, 20 to 106), but most
subjects had relative verbal and
expressive strengths. Auditory in-
put was much better than visual
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somal recessive disorders, and in
1 of the 5 infants (20%) with
X.linked disorders. The authors
found it useful to address this issue
in genetic counseling, because
parents often assume that the ab.
sence of a history of an affected
family member rules out the possi.
bility of a genetic cause.

of baseline data and as an on.
going monitor of possible increas-
ing rates. It is of interest that the
mutation rates seem to be lower
than those frequently quoted in the
past. The authors' term "malforma-
tions" is something of a misnomer,
because many of the anomalies
described are deformations or dis-
ruptions. The generic term con-
genital anomaly is preferred, un-
less a true malformation (ie, fail-
ure of normal formation) has
occurred.

Mutations in Newborn Infants
continued from page 13

births; the Apert syndrome oc-
curred with the same frequency.
The rate was 0.7/100,000 births
for the Adams-Oliver, Freeman
Sheldon, Hold Oram, Osteo-
genesis Imperfecta II, and spon-
dylo-epiphyseal dysplasia con-
genital syndromes. As in many
other studies, skeletal and limb
anomalies are most easily recog-
nized in newborns and, therefore,
useful in estimating new mutation
rates.

The causes of the congenital
anomalies could be established in
approximately half the cases,
thanks to careful evaluation and
follow-up (Table).

These findings emphasize the
possibility that malformations
caused by a single mutant gene
occur unexpectedly among many
infants born to healthy parents.
There was no family history in 10
of the 21 infants (48%) with auto-
somal dominant disorders, in 5
of the 10 infants (50%) with auto-

Nelson K, Holmes LB. N Engl J
Med 1989;320:19-23.

Editor's comment-This study is
important, for both establishment Judith G. Hall, M.D.




