
J Med Genet 1993; 30: 877-879

Long survival of a patient with Marshall-Smith
syndrome without respiratory complications

D Sperli, D Concolino, C Barbato, P Strisciuglio, G Andria

Abstract
The Marshall-Smith syndrome is char-
acterised by overgrowth, accelerated ske-
letal maturation, and dysmorphic facial
features, often associated with mental re-
tardation of variable degree. Most of the
reported patients died in the first three
years of life mainly because of respira-
tory problems. We describe a 5 year old
patient with this rare syndrome, who has
optic atrophy and agenesis of the corpus
callosum, but has no respiratory prob-
lems so far. This observation underlines
the clinical variability of the Marshall-
Smith syndrome and indicates that life
expectancy may be prolonged.
(J7 Med Genet 1993;30:877-9)

The Marshall-Smith syndrome (MSS) is char-
acterised by overgrowth, accelerated skeletal
maturation, and facial dysmorphism, often as-
sociated with mental retardation of variable
degree.'2 The dysmorphic facial features in-
clude frontal bossing, prominent eyes, blue
sclerae, small nose with anteverted nares, long
philtrum, and micrognathia.'3 Occasionally,
other anomalies have been reported, such as
choanal atresia,4 abnormal larynx or laryngo-
malacia,278 umbilical hernia or omphalocele,'67
cardiovascular defects,' hydronephrosis, and

immunological abnormalities.7 The clinical
course in MSS patients is characterised by
failure to thrive and severe respiratory prob-
lems,278 which are the main cause of death in
the first three years of life.
We report an additional case of this rare

syndrome, who has no respiratory problems so
far and is still alive at 5 years of age.

Case report
The proband, a male, is the third child of
healthy, unrelated parents. A previous preg-
nancy ended in spontaneous abortion during
the first trimester. The family history is unre-
markable.
The child was born at term after an uncom-

plicated pregnancy with a birth weight of
3780 g ( > 90th centile), length of 54 cm ( > 90th
centile), and head circumference of 38 cm
(> 90th centile). His neonatal course was char-
acterised by difficulty in sucking and failure to
thrive. Clinical examination at 4 weeks of age
showed mild trigonocephaly with frontal boss-
ing, a peculiar facial appearance, long extremi-
ties, and hypotonia. The facial features in-
cluded downward slanting palpebral fissures,
shallow orbits, blue sclerae, megalocornea
(12 mm, > 95th centile), flat nasal bridge,
anteverted nares, long philtrum, severe mic-
rognathia, and low set ears with underdeve-
loped helix and anthelix (fig 1). In addition,
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7 April 1993. Figure 1 The patient's face at 4 weeks of age.

Figure 2 Widening of the third andfourth
metacarpals, broad proximal and middle phalanges, and
narrow distal phalanges. Advanced skeletal maturation
corresponding to 3 years was also present.
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ence of 52 cm (within 2 SD). The child is
failing to thrive, but has no respiratory prob-
lems. He continues to display significant de-
velopmental retardation and absence of
speech. Neurological evaluation showed a
stumbling gait with a wide base and poor
muscle strength. The cranial nerves are nor-

4 mal. Another x ray of the hands showed a bone
age of 10 years.

Figure 3 Thin, long ribs and dysmorphic profile of the
lumbar vertebral bodies are present.
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Figure 4 The child, at
the age of 5 years, shows
failure to thrive and
hypotrophic muscles.
Abnormality of
pigmentation is a

photographic artefact.

the infant had large hands with long fingers,
abnormal palmar creases, long feet, and hyper-
trichosis. A skeletal survey showed markedly
advanced skeletal maturation corresponding to
the age of 3 years and increased bone density.
The hands (fig 2) showed widening of the third
and fourth metacarpals, broad proximal and
middle phalanges, and narrow distal pha-
langes. Other anomalies included thin long
bones, especially the ribs (fig 3), humeri, radii,
and ulnae, a dysmorphic profile of the lumbar
vertebral bodies (fig 3), and bending of the
femora.
CT scan of the head showed partial posterior

agenesis of the corpus callosum. Ophthalmolo-
gical study with examination of the fundus
showed bilateral optic atrophy. Electrocardio-
gram, echocardiogram, and sonogram of
the kidneys were normal. Total peripheral
blood lymphocyte count and morphology were
normal and serum immunoglobulins, in vitro
lymphocyte responses to phytohaemaggluti-
nin, pokeweed mitogen, and concanavalin A
were normal. The results of routine urinary
analyses were also normal. Chromosome
analysis performed on peripheral blood cells
after Q banding showed a normal 46,XY kar-
yotype. In the following years the child had no
specific clinical problems.
At 2 years 5 months his weight was 12 95 kg

(25th centile), his height was 94 cm (50th to
75th centile), and his head circumference was
51 cm (>95th centile). Severe mental retard-
ation was present, as assessed by the Brunet
test (IQ = 0 35, normal > 0 80).
At present, at the age of 5 years (fig 4),

further physical examination showed a weight
of 12 9kg (<5th centile), a height of 104 cm
(10th to 25th centile), and a head circumfer-

Discussion
Our patient has the typical features (table) of
the MSS, including characteristic facies, acce-
lerated skeletal maturation, abnormalities of
the phalanges on x ray, and motor and mental
retardation.'28 There was also hypertrichosis,
blue sclerae, and small facial bones, as fre-
quently described in previously published
cases.28 Intestinal villous atrophy, myopathy,
and partial growth hormone deficiency re-
ported in some patients with MSS9 have not
been investigated in our case because he did
not show clinical signs suggesting these con-
ditions. The agenesis of the corpus callosum
and optic atrophy seen in our patient have not
been previously reported.

Despite all the cases with MSS described so
far2 having respiratory problems frequently
leading to early death, these are not present in
our patient to date. The presence of optic
atrophy and agenesis of the corpus callosum
and the absence of respiratory problems
underlines the clinical variability of the Mar-
shall-Smith syndrome and indicates that the
morbidity can be less severe than suggested by
the clinical course of the other reported
patients.

Features of the Marshall-Smith syndrome.

Previous This
Clinical findings reports patient

Accelerated osseous maturation 19 '/19 +
Broad phalanges 18/18 +
Failure to thrive 11l'14 +

Neurodevelopmental abnormalities 14/14 +
Structural brain anomalies 7/ 15 +

Respiratory tract abnormalities 15/19
Recurrent pneumonia 14/19
Pulmonary hypertension 4/19
Death in early infancy 10/19
Prominent forehead 161/19 +
Small face 13/19 +
Prominent eyes 17/19I
Blue sclerae 11/19 +
Flat nasal bridge 18/19 +
Anteverted nares 15/16 +
Micrognathia 15/19 +
Glossoptosis 6/18 -
Choanal atresia/stenosis 3/18
Hypertrichosis 8/19 +
Umbilical hernia 6/18 -

Agenesis of corpus callosum 0/19 +

Optic atrophy 0/19 +

Modified from Cohen MM, Jr. Marshall-Smith syndrome.
Adv Hum Genet 1989;18:254-62.
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