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exposed to maximum risks, which they carried through life,
and that the risks have since receded. Consideration of age-
specific ulcer perforation rates in Britain shows that, in
general, reductions have been appreciable in the young;
while in the elderly there have been smaller falls or even (as in
middle-aged and elderly women with duodenal ulcer) an
increase in perforation rates. Such differential changes are
difficult to explain by a single cohort effect, particularly where a
rise is now occurring in a group born after the end of the nine-
teenth century; and specific environmental influences need to
be examined. Our knowledge of these is patchy. Smoking, the
consumption of coffee and cola-type beverages, and other
dietary factors (perhaps including low fibre intake) have been
suggested as predisposing to ulcer,'9-22 as has the use of non-
steroidal anti-inflammatory drugs.23 Milk consumption has
been associated with protection.20 The relative importance of
these and other factors is uncertain. If poor social conditions
contributed to the development of ulcer in the past, what will
the impact of high unemployment rates be now? There are
many questions still to be answered.
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Is early antenatal attendance
so important?
The recognition that women who attend late for antenatal care
experience a higher than average perinatal mortality rate has
provoked much publicity designed to encourage them to attend
early. Women who book late are less likely to be able to benefit
from screening for serum alpha-fetoprotein, amniocentesis for
chromosomal and other abnormalities, fetoscopy and fetal
blood sampling, the early categorisation of risk factors includ-
ing clarification of uncertain dates, and early recruitment to
health education and mothercraft classes.

In an audit of antenatal care for 1975 a group from Aberdeen
investigated the value of the first visit.' Some salutary lessons
were learnt. Late booking was common: only one-third of
women had attended by the 12th week, and a quarter had still
not attended by the 18th week. Much of the latter group
consisted of single women or those with a prenuptial con-
ception. But for those who did attend the clinic the recognition
of serious problems by the staff was not good. Twenty-three
per cent of serious medical conditions were not specially noted,
and the previous birth of a growth-retarded infant (< 10th
centile) was noted in only 32% of cases. Further, many of the
problems in late pregnancy proved unpredictable. For instance,
half the perinatal deaths had no readily identifiable risk factor
at booking, and when patients were selected at the first visit
for confinement in a non-specialist unit about half were
transferred for delivery in the main hospital because of later
complications-a dilemma that is widely recognised.2-4
The introduction and widespread adoption of certain ante-

natal screening procedures such as estimation of serum alpha-
fetoprotein for the early detection of neural-tube defects pose
some important problems against a background of late attend-
ance. The experience of workers in a district general hospital in
King's Lynn5 may well be shared by others. In two years they
screened 3479 pregnant women, of whom eight were carrying
fetuses with an open neural-tube defect. Four were anen-
cephalics with very high alpha-fetoprotein values. Of the
remaining four fetuses with neural-tube defects without
anencephaly, only one was detected, one had normal amniotic
fluid values, and two were missed. The King's Lynn group
attributed these poor results not to the precision of the assay or
to atypical scanning errors but to the fact that interpretation
of the serum alpha-fetoprotein concentration is so critically
dependent on gestational age that an error of one week at 16
weeks might lead to major errors. Though they conceded that
estimation of gestational age might be improved by earlier
attendance and by the use of newer scanners, they have
abandoned this screening procedure.
The three questions that we have to ask ourselves are, How

good is ultrasound in the management of these problems?
Could these techniques have widespread validity? and, What
"fail-safe" procedures can be devised to minimise errors?
Henry Ford once made a comment that rings true in this
context. He said, "A scientific discovery is a fine thing in itself
but it doesn't help the world till it's put on a business basis."
The availability within the past three years ofhigh-resolution

real-time scanning equipment which is portable enough to use
in the antenatal clinic makes early screening for gestational age
a feasible prospect, especially if the numbers booking are
limited to about 10 for each session. Even when the mother has
an empty bladder (essential for pelvic examination) crown-
rump lengths measured in this way correlated to a high degree
with those using a conventional B-scanner.6 The observed
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differences did not result in a discrepancy of more than a week
in any patient scanned between eight and 14 weeks. When real-
time equipment is used the fetal movements are readily
appreciated, and with electronic callipers several measurements
can quickly be made, thus minimising errors.

In practice, however, most patients do not attend this early,
so that other schemes are needed. At King's College Hospital7
a plan of routine scanning between 16 and 18 weeks has been
adopted for the following reasons. Measurements of the
biparietal diameter are easy at this time and, though less
precise than early crown-rump length (by ±4 days), are
considered clinically acceptable; the abdominal circumference
measurement is a check on the biparietal diameter; early
diagnosis of multiple pregnancy is facilitated; patients with
low placental implantation are identified for further study; and
gross abnormalities such as anencephaly are readily diagnosed.
Though spina bifida cannot reliably be detected with real-

time equipment, recent advances in imaging hold out much
promise. Enlargement of the lateral ventricles may point to
hydrocephalus, and exomphalos has been described at this
time. At King's blood is also taken for estimation of alpha-
fetoprotein at this visit.

Nevertheless, even if the accuracy of scanning in the average
district general hospital is generally as good as in the centres of
excellence, there remains the problem of a systematic error of
about a week either way in gestational estimation for most of
the 750% of patients who present before 18 weeks, and at
present this cannot be improved. To cope with this difficulty
the Cardiff group8 has devised a "fail-safe" procedure. Women
with serum alpha-fetoprotein concentrations above the 90th
centile are carefully scanned for obvious abnormalities and
multiple pregnancies and to reassess gestational age. Amnio-
centesis is offered where doubt remains or if the serum alpha-
fetoprotein concentration is higher than the 95th-centile.

Elsewhere early attendance remains disappointing. For
instance, in Mid-Glamorgan in 1978 only 40%/ of women had
attended by 16 weeks, and 3000 had not attended by 20 weeks.
As in Aberdeen, many late attenders (42%) were primi-
gravidae who had delayed reporting the pregnancy to the
general practitioner. On the other hand, most women at
particularly high risk during pregnancy and who have medical
disorders such as diabetes refer themselves promptly for care,
as do those patients with an unhappy obstetric history. These
highly motivated mothers are those most in need of the
benefits conferred by early attendance and in the main take full
advantage of this facility.

It might be argued that delaying most screening procedures
to between 16 and 18 weeks, as is the practice at King's, might
further encourage late booking. Furthermore, some patients,
thinking themselves to be earlier in pregnancy than they really
are, might miss out altogether. In practice, however, 16-18
weeks is currently the most popular time to book anyway, and
errors in estimation of gestational age from the menstrual
history are mostly overestimates.9

In a perfect world such considerations would be unneces-
sary, but until we can educate our prospective patients in what
we consider to be prudent behaviour we must take the world
as it is and compromise as best we can.
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Genetics of Alzheimer's
disease
Waning intellectual power may be accepted as part of old age,
but dementia in the prime of life causes appalling social and
personal problems. For patients with Alzheimer's disease the
misery may be worse since they are often aware of their plight:
insight is often retained while memory and intelligence are
destroyed. With little sound data based on biopsy evidence
the prevalence of Alzheimer's disease is not known with
certainty'; perhaps one in every 20 in the British population
suffers from dementia by the age of 70.2 When no treatable
underlying cause is found for dementia the clinician may
easily succumb to diagnostic nihilism, discouraged by the
need for a brain biopsy to delineate the precise form of
presenile dementia. Certainly the immediate need is to cope
with the distress of the patient and family, but accurate
diagnosis is essential both to determine the prognosis and to
advise close relatives who are worried about their risk of
becoming demented in the future.
Animals can be infected experimentally with virus-like

agents transmitted from the brains ofpatients with Creutzfeldt-
Jakob disease or with Alzheimer's disease.35 Gajdusek6 has
suggested that a single agent may be responsible not only for
Alzheimer's disease, Creutzfeldt-Jakob disease, and kuru in
man but also for scrapie in sheep and transmissible encephalo-
pathy in the mink. The transmission of kuru in New Guinea,
which mimics dominant inheritance, depends on the local
custom of honouring deceased relatives by eating their brains,7
while Creutzfeldt-Jakob disease has been transmitted on one
occasion after the transplantation of the cornea of a patient.8
Just how a slow virus might be transmitted naturally in man
to cause presenile dementia is not known, but Harper9 has
suggested that disease attributable to slow virus infection may
often mimic the pattern of autosomal dominant inheritance.
Yet even in striking, but fortunately rare, "dominant"
Alzheimer pedigrees well over half of the close relatives remain
healthy. Perhaps this is due to chance lack of exposure to the
causative agent, but most observers would accept that resistance
genes also operate. The major histocompatibility complex in
animals and in man includes immune response genes,'0 and
these are influential in resistance to viral infection.
Henschke et all' and others (reviewed by Walford and

Fortoul'2) have studied HLA antigens and some, but not all,
have found that HLA-B7 and HLA-CW3 occur more fre-

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J (C

lin R
es E

d): first published as 10.1136/bm
j.284.6322.1064 on 10 A

pril 1982. D
ow

nloaded from
 

http://www.bmj.com/

