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Huntington's disease testing: what
and what not to teli
Millan et al' may be getting on to
somewhat of a slippery slope in
imagining that they might 'leak' good
news about the patient at risk, but
withhold bad news, that they happen
upon in prenatal exclusion studies for
Huntington's disease. In the case of
good news, the couple are getting a
bonus beyond what they had expected.
Great for them: but others in the same
boat, through informal and formal
Huntington family links, might well
get to learn about their happy situation. Those who don't get, or hadn't
previously got, good news-and whose
'contract' had been just for testing for
prenatal exclusion-may well draw an
unfortunate conclusion about their
own status. The moral of the story is
that, for the greater good, explicit
contracts should be made and they
should be stuck to.
R J M GARDNER
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parent at risk seeks to minimise the
chance of passing the HD gene to the
fetus without changing his or her own
risk status. The second and fourtf
approaches are examples of standard
prenatal diagnosis for couples where
the at risk partner's status has been
clarified either by presymptomatic
testing or by early signs of the disease
itself. In the third approach,' termed
'exclusion-definitive' testing, the initial
prenatal exclusion test determines
subsequent action. If the fetus has not
inherited the HD gene, no further
action is taken, the usual practice in
prenatal exclusion testing. However, if
transmission of the HD gene to the
fetus cannot be excluded, a definitive
test on the fetus is offered. The
attraction of this approach is that it
avoids termination of pregnancies
where the fetus has a 50% chance of
being normal. The disadvantage is that
the parent at risk can no longer remain
unaware of his or her own risk status.
We have recently been involved in
several cases that lead us to propose
another approach to prenatal testing
for HD. There are two situations
which differ slightly. In the first, the
parent at risk is homozygous for all
linked DNA markers and the HD
chromosome cannot be distinguished
from the normal chromosome. The
usual procedure would be to advise the
mother that no prenatal exclusion test
is possible and that her child will have a
25% risk of inheriting HD. However,
it sometimes happens that linkage data
are available for other members of the
family, perhaps acquired through
research programmes or because
someone else in the family has enrolled
in presymptomatic testing. If these
data indicate that the consultand does
not carry the HD gene, we believe that
it might be good clinical management

to provide this information even when
it represents an unsolicited presymptomatic test.
In the second situation, represented
in the figure, heterozygosity of markers
in the consultand makes it easy to do a
prenatal exclusion test on the fetus.
Again, it is possible that other family
data may be available that substantially
alter the risks of the mother transmitting the HD gene. For example, in
the family shown in the figure, the HD
gene is segregating with the 17-5 kb
fragment at the D4SIO locus,6 and the
consultand has not inherited this allele.
Thus, if she were to have a chorionic
villus biopsy, a 17 5/15-0 genotype in
the fetus would carry a risk of about
4% of HD. A 17-5/17-5 genotype
would carry a risk of only 0-16%.
Against these risks must be set the risk
related to the procedure of chorionic
villus sampling (CVS), which is of the
order of 2%.7
In our centre the established presymptomatic protocol requires that
additional linkage data acquired
through research be regarded as
confidential. We would therefore carry
out the CVS and then advise the
mother of a low risk of HD in the fetus.
However, we have recently become
dissatisfied at this rather mechanical
attitude to the problem. It seems to us
that the decision as to whether to
proceed with a CVS when fetal risks
and procedure risks are nearly matched
is one that must be taken by the
parents and not by their medical
advisers. Thus, in this situation, we are
also inclined to provide an unsolicited
presymptomatic test to the consultand.
Although the two cases discussed
might seem unusual they become a
common problem when extensive
linkage studies have been carried out in
a population and where there is a

1 Millan FA, Curtis A, Mennie M, et al.
Prenatal exclusion testing for Huntington's disease: a problem of too much
information. J Med Genet 1989;26:
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Options for prenatal testing for
Huntington's disease using linked
DNA probes
Fahy et al' discuss four approaches to
prenatal testing for Huntington's
disease (HD), which depend on the
risk status and desires of the parent at
risk. The first is the familiar prenatal
exclusion testing option, 2-5 where the
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Pedigree illustrating the problem of prenatal exclusion testing when the consultand's
carrier risk is known to be low. RFLPs at HindIII (site 1) for the D4SlO locus are
shown.

J Med Genet: first published as 10.1136/jmg.27.1.68 on 1 January 1990. Downloaded from http://jmg.bmj.com/ on September 21, 2020 by guest. Protected by
copyright.

Letters to the Editor

68

