
LETTERS TO THE EDITOR

Early and mid-trimester amniocentesis

I read with interest the recent study by Roper et al.
(1999) reporting on pregnancy outcome following
early and mid-trimester amniocentesis. The conclu-
sion, that units should provide data on their own loss
rates, is highly commendable, but there are several
potentially misleading components.

First, this was not a randomized trial of the two
techniques and therefore has inherent potential biases;
so the results should be interpreted with caution when
compared to those of published randomized trials.
Secondly, of the 3082 amniocenteses carried out
there were 158 missing outcomes. Although complete
ascertainment is seldom attained, in a study such as
this, it is possible that several pregnancy losses may
have occurred in the `missing outcome' group. This
may be particularly relevant since it is suggested in the
paper that the loss rate following early amniocentesis
is lower than that previously reported (CEMAT
group, 1998; Nicolaides et al., 1994). In fact, if only
one additional loss was present in the early amnio-
centesis group, the loss rate is not signi®cantly
different from that reported in the CEMAT (1998)
trial (likelihood ratio 1 : 1 95%, CI 0.99±1.18).
Furthermore, it is suggested that the previously
reported higher loss rate of early amniocentesis may
be due to differences in the gestation at which the
procedure was carried out. This is not the case, since,
for example, in the study comparing early amnio-
centesis with chorionic villus sampling (Nicolaides

et al.,1994), both procedures were carried out at the
same (10±13 weeks) gestation.

Any study which encourages units to collect follow
up data should be commended but the opinion
expressed in the RCOG working party document
(Jauniaux, 1997) that at present, on the basis of
evidence from randomized trials, early amniocentesis
appears to be associated with a higher loss rate than
mid-trimester amniocentesis or chorionic villus sam-
pling, should continue to be observed.
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Maternal serum hyaluronic acid is ineffective for Down syndrome screening*

Abnormal fetal nuchal translucency thickness allows
®rst-trimester prenatal screening for Down syndrome,
as it is present in 72% of cases (Snijders et al., 1998).
The pathological mechanism that causes this transient
phenomenon is due to alterations of the fetal extra-
cellular matrix with collagen type VI and hyaluronic
acid accumulation (Brand-Saberi et al., 1994). Since
many of the component proteins of the extracellular
matrix are encoded on chromosomes 21, 18 and 13, the
increased skin thickness in trisomic fetuses could be a
consequence of gene dosage. It has been demonstrated
that the distribution of collagen type VI that binds
hyaluronic acid is abnormal in the skin of trisomy 21

fetuses, and that there is an overexpression of COL6A1
Ð the gene on chromosome 21 which encodes the alpha
1 chain (von Kaisenberg et al., 1998a, b). In addition,
overexpression of superoxide dismutase 1 (gene located
on chromosome 21) may cause a reduction in free
radicals resulting in less degradation or accumulation
of hyaluronic acid (Prehm, 1990). Hyaluronic acid is a
high molecular weight, non-sulphated, linear glyco-
aminoglycan present in amniotic ¯uid (Dahl et al.,
1989) and maternal serum (Kobayashi et al., 1999). We
investigated the value of maternal serum hyaluronic
acid as a marker for trisomy 21 screening.

Hyaluronic acid in maternal serum was determined
in trisomy 21-affected cases and controls using an
enzyme-linked binding protein assay (Corgenix, West-*This work was done at the HoÃpital Ambroise PareÂ.
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minster, USA). Values for trisomy 21 cases and
controls are shown in Figure 1. Thirty maternal
serum samples from trisomy 21-affected pregnancies
were selected from a single serum bank. Mean maternal
age was 33 years (range 20±43) and gestational age was
15 (n=15) or 16 weeks (n=15) of amenorrhoea. Of
these 30 cases, 18 were detected by maternal serum
screening (risk over 1 in 250 combining maternal age,
maternal serum free b-hCG and AFP), 4 because of
ultrasound signs (1 hydronephrosis, 2 abnormal nuchal
translucency thickness and 1 fetal oedema), and 8 were
observed at birth (normal maternal serum markers and
no ultrasound signs). Nuchal translucency was mea-

sured at 10±14 weeks in 21 of the 30 cases, and was
normal in 18. For each case we selected one or two
controls from the same serum bank, matched for
gestational age and to within a few months for storage
time. Mean maternal age for the 51 control cases was 30
years (range 17±39). Gestational age was determined in
all cases by ®rst-trimester ultrasonography.

No consistently signi®cant differences were found
between trisomy 21 and control cases. In addition, no
differences were noted between cases of trisomy 21
detected by maternal serum screening and the others,
or between cases identi®ed by ultrasound signs and the
others. The three cases with abnormal nuchal thick-
ness or oedema did not differ from the others.

In conclusion, maternal serum hyaluronic acid is of
no value in Down syndrome screening and is unrelated
to fetal nuchal oedema.
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Figure 1ÐHyaluronic acid (ng/ml) in 51 maternal serum control
cases (mean=20.5; range=8.1±89.5) and in 30 trisomy 21-affected
cases (mean=24.5; range=11.5±45.9)
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