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CASE REPORTS

I D Young, J M Zuccollo, E L Maltby, N J Broderick
Abstract
A phenotypically female fetus with campomelic dysplasia and a de novo reciprocal translocation, 46,XY,t(2;17) (q35;q2324), is presented. This is the second case
of campomelic dysplasia in which a rearrangement involving the long arm of
chromosome 17 has been identified, indicating that this is likely to be the site of
the campomelic dysplasia locus.
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appeared normal and the external genitalia
were normal female. Internal examination
showed no visceral abnormalities with normal

uterus, tubes, and ovaries (fig 2). Histology of
the tibiae and fibulae showed normal metaphyses with remodelling at the points of angulation.
Radiographs of the fetus (fig 3) showed
angulation at the junction of the upper third
and lower two-thirds of both femora with
symmetrical shortening. The tibiae were also
shortened with acute angulation at the juncCampomelic dysplasia (CD) is a rare disorder tion of the upper two-thirds and lower third of
characterised by shortening and bowing of the each bone. Both fibulae were also symmetriclower limbs, hypoplastic scapulae, cleft palate, ally shortened and slightly bowed.
tracheomalacia, and bilateral talipes equinovarus. Other anomalies may include a high
forehead, micrognathia, low set ears, narrow CYTOGENETIC STUDIES
thorax, and cardiac defects. Sex reversal oc- Analysis of cultured amniocytes obtained at
curs in a proportion of affected XY subjects. amniocentesis undertaken shortly before terThe overall prognosis is gloomy with a high mination of pregnancy showed a male karyoincidence of death in the neonatal period and type with an apparently balanced reciprocal
poor intellectual development in survivors.
translocation involving one chromosome 2 and
The underlying mode of inheritance has not one chromosome 17 in all cells analysed (fig 4).
been fully established although autosomal recessive transmission is generally accepted as
the most likely underlying mechanism.'
Maraia et a12 have recently reported an affected female infant with a de novo paracentric
inversion of 17q and have postulated that one
of the breakpoints may indicate the site of the
CD locus. We now present details of another
case with a de novo rearrangement involving
17q.
Case report
The fetus was the product of the first pregnancy conceived by a healthy 39 year old male
and his healthy and unrelated 36 year old wife.
There was no history of skeletal abnormality
on either side of the extended family. The
pregnancy was drug free and proceeded
uneventfully until 18 weeks' gestation when
ultrasonography showed bowing of the lower
limbs, an observation which prompted a parental request for termination of pregnancy.
After delivery at 18 weeks, the fetus weighed
310 g and had a foot length of 32 mm, these
values being consistent with the gestational
age. External abnormalities (fig 1) included a
midline cleft of the soft palate, micrognathia, r
gure A z-usrnmorrem view uj mne Jetus snowing
low set ears, bowing of the lower limbs, and micrognathia
with bowing of the lower limbs and
bilateral talipes equinovarus. The upper limbs bilateral talipes.
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Campomelic dysplasia associated with a de novo
2q;17q reciprocal translocation
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Figure 2 Internal genitalia consisting of normal ovaries, fallopia; n tubes, and uterus.

Figure 3 Radiograph of lower limbPS showing bowing
and angulation of long bones.

I-

N
t

-

9*

'

U
'U

-- >
< '-

.
Figure 4 Photograph of translocation between chromosomes 2 and 17. The breakpoints
are indicated by arrows; the normal homologues are on the left of each pair.

Discussion
The clinical and radiological features in this
fetus, together with the finding of complete sex
reversal, are typical of those seen in campomelic dysplasia as delineated by Houston et all
in their review of 97 patients. They, in fact,
concluded that the term 'syndrome' was preferable to 'dysplasia' in vew of the non-skeletal
anomalies, although dysplasia remains the
word most often used in medical publications.
The presence of the characteristic long bone
changes at 18 to 20 weeks in this fetus and in
others3 confirms that the tibial angulation is
likely to be a primary abnormality rather than
secondary to intrauterine pressure.
Autosomal recessive inheritance has been
proposed as the probable mode of transmission
on the basis of reports of parental consanguinity and affected sibs, although the segregation
ratio appears to be less than 0.25' indicating
that there may be a high rate of early pregnancy loss or that other genetic mechanisms
may be involved. Cooke et al' described a case
with sex reversal in a child with a paternally
inherited and apparently balanced reciprocal
translocation, t(5;8) (q33. 1 ;q2 1.4). More
recently, Maraia et at' reported an affected
female with a de novo paracentric inversion of
17q, the apparent breakpoints being at q12 and
q25. These authors conceded that these
represented 'crude estimations'.
In the case now presented we are confident
that the breakpoint on chromosome 17 lies in
the region q23-24, and we are prompted to
speculate that this rearrangement arising in the
germ cell from one parent has unmasked constitutional heterozygosity in the other parent.
This coalescence of interest in the long arm of
chromosome 17 strongly points towards this
being the location of the CD gene, and indicates that further attention should be focused
on loci such as those of the growth hormoneplacental lactogen gene family which are
known to be located in this region.5
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The breakpoints were interpreted as 2q35 and
17q23-24, that is, 46,XY,t(2;17) (q35;q23-24).
This was confirmed on analysis of cultured
fibroblasts grown from a post delivery skin
biopsy. Parental chromosomes were analysed
using cultured lymphocytes and found to be
normal.

