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LETTERS TO
THE EDITOR

Cystic fibrosis screening and
community genetics

In the excellent review by Modell
(X Med Genet 1990;27:475-9), she
suggests that an immediate question is
"How acceptable is prenatal diagnosis
for CF to the families at risk?". Stimu-
lated by her article we mailed out a
questionnaire to the membership of the
NSW Cystic Fibrosis Foundation to
try to answer this question. Of the 471
questionnaires mailed out, 227 (48-2%)
were returned. Four were from persons
with CF (all were in favour of prenatal
diagnosis) and the rest were replies
from parents from 223 different
families. In NSW a neonatal screening
programme has been in operation since
1981, prenatal diagnosis by amniotic
fluid enzyme analysis since 1985, and
by RFLPs since 1988. A summary of
the questionnaire follows.
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The results show that in those who
expressed an opinion, 83% wished for
prenatal diagnosis whereas 17% did
not. No question was asked about
termination deliberately, but two
respondents wrote that they would
wish for prenatal diagnosis but would
not want a termination.
We have no information about the

selection bias introduced by being a
member of the CF Foundation or by
returning or not returning question-
naires, but at least the membership is a
well informed group on the newer
developments through the CF News-
letter.
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This study provided some answers to
the questions posed by Dr Modell and
may be of help to those genetic depart-
ments seeking funding for family and
community screening programmes.
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Question I Would members of your family be
interested in carrier detection?

Question II It is generally agreed that children
should not be tested until they
themselves can consent to testing and
understand the information they receive. At
what age do you think this is?

Question III asked for a list of their children and the
age of diagnosis of CF

Question IV listed a choice of reproductive options
and asked for an opinion of which they
chose or might have chosen

Reproductive choices.

Had no further children
Would like or would have liked

prenatal diagnosis
Would not like prenatal diagnosis
Did not give an opinion

Had further children after birth of proband
Monitored by prenatal diagnosis
Would have liked prenatal diagnosis
Would not have liked prenatal diagnosis
Had conceived before diagnosis of proband
Had an unaffected child by other means:

adoption, artificial insemination, another
partner

Did not given an opinion

Yes 99-5%
No 0-5%

False positive results with
See figure immunoreactive trypsinogen

screening for cystic fibrosis owing to
trisomy 13

In Northern Ireland cystic fibrosis,
the commonest autosomal recessive
disorder, has a prevalence rate of 1 in
1850 livebirths.' Since August 1983, it
has been routine to screen all infants

See table using immunoreactive trypsinogen
(IRT) activity on dried blood spots
taken between 5 and 8 days of age.2
Since that time, nine trisomy 13 infants
have been born, ofwhom three survived
long enough to have IRT screening for
cystic fibrosis. Two had positive IRT

121 results and one had a high normal
value.

78 (64/5%) The first, a male born in 1987, had
13 (1047/o) IRT values of 81 Ftg/l and 118 ttg/l30 (24-8%) (upper limit of normal range 45 tg/l).

102 Sweat testing gave normal results. At
23 (22-6%) the age of 20 months, he is still alive
31 (304%/o) with marked neurological difficulties
16 (15 7%) but noclinical evidenceofcystic fibrosis.

The second, a male born in 1990, had

13 (12 7%) IRT activities of 62 sg/l and 65 ,ug/l
3 (2 9N..) (upper limit of normal range 45 [tg/l).

He died aged 10 weeks before sweat
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Letters to the Editor

testing was performed. Neither of his
parents was heterozygous for AF508
deletion of the cystic fibrosis gene. The
third patient, a male born in 1987, had
a high IRT activity of 73 ,ug/l (upper
limit of normal range 80 Rg/l). He died
before sweat testing could be carried
out.
The raised IRT levels were probably

the result of pancreatic anomalies
associated with trisomy 13. In aborted
fetuses with trisomy 13, Gosden and
Gosden4 found extensive changes in
the pancreas which was larger than in
normal fetuses and was intensely pink,
probably owing to islands of spleen
cells, especially in the tail. The pan-

creatic tissue was disorganised with
blockage or atresia of the main
pancreatic duct. Although the pan-

creatic ducts proximal to the atretic
main duct were moderately dilated,
they did not show the abnormal
content usually seen in the cystic
fibrosis pancreas. Although the authors4
did not measure blood IRT, the histo-
logical changes in the pancreas would
suggest that the IRT would have been
raised.

During the same screening period,
26 infants were born with trisomy 18,
all of whom had a normal IRT test.
Interestingly, Heeley and Fagan' re-

ported two cases of trisomy 18 with a

raised level of IRT. In one patient,
postmortem histological examination
showed focal increases of extra-acinar
ducts in the interstitium between the
exocrine lobules with some of the
abnormal ducts showing inspissated
secretions. In the second case, the IRT
level had returned to a normal level by
9 days. None of our trisomy 18 patients
had raised IRT levels. Our policy of

screening between 5 and 8 days may
have missed transient rises of IRT.
We consider that our three cases of

trisomy 13 did not have cystic fibrosis,
but that the positive IRT values may
have been the result of associated
pancreatic anomalies.3 ' We would be
interested to hear if any other centre
with routine IRT screening has had a
similar experience.
We thank Mr B Sheridan and Mr R

Gamble for their assistance in tracing
the IRT results of the patients.
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NOTICES

Conference on predictive testing for
Huntington's disease

There will be a conference on 'Predic-
tive Testing for Huntington's Disease'

on Wednesday 13 November 1991 at
the King's Fund Centre, London. The
Conference will discuss a national
protocol and the contribution of
genetics, neurology, and psychiatry.
Details from: Huntington's Disease
Association, 108 Battersea High
Street, London SWI1 3HP. Tel:
071 223 7000.

International standing committee on
human cytogenetic nomenclature

During the 8th International Congress
of Human Genetics in Washington,
DC on Thursday 10 October 1991 at
6.30 pm (see programme for venue), an
open meeting of cytogeneticists will be
held. At this meeting a proposed
addition to the ISCN nomenclature for
the description of abnormal karyotypes
in cancer cells will be presented by
Felix Mitelman who has chaired a
subcommittee workingon thisproposal.
In addition, three new members of the
seven member ISCN committee will
have to be elected. Nominations of
cytogeneticists interested in serving on
this committee should be submitted
before 1 August 1991. Cytogeneticists
who are interested in voting but are
unable to attend the International
Congress should request voting papers
before 1 September 1991. Contact: Dr
Uta Francke, Chair, International
Standing Committee on Human
Cytogenetic Nomenclature, Depart-
ment of Genetics, Stanford University
School of Medicine, Stanford, California
94305-5120, USA. Fax: (415) 725-8112.
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