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adhere to them, the growing thrombotic mass thus being
formed by a chemically mediated chain reaction or amplifying
system.:3

This process cannot be studied in man, but in injured
animal arteries a complex series of interlinked chemical
reactions clearly does occur. When platelets are challenged by
thrombin or collagen in vitro they not only release the powerful
aggregating agent adenosine diphosphate (ADP) but also make
available prostaglandin E2, the prostaglandin endoperoxides
PGG2 and PGH2, and the thromboxane A2 (the most active
platelet-aggregating substance so far identified).' These
aggregatory materials are produced from platelet arachidonic
acid under the influence of the enzyme cyclo-oxygenase. It has
been suggested that this potentially thrombotic system is
kept under control in healthy blood vessels by an equally
powerful antiaggregant prostaglandin, known as PGI,
(prostacyclin or prostaglandin X), produced by intact
endothelium. >

Platelet activity, both in vitro and in animal models of
thrombus formation,6 is also powerfully inhibited by the
prostaglandin PGE1. Could this then be used as an anti-
thrombotic agent ? Unfortunately, like all the prostaglandins, it
is rapidly broken down in the body, and during its brief
sojourn in the circulation it produces not only effects on
platelet behaviour but also side effects.8 Platelets produce
PGE1 from di-homo-y-linolenic acid (DHLA); since therefore
the "bad" prostaglandins derive from arachidonic acid (AA)
and the "good" ones from DHLA, conceivably we could make
the platelets less reactive, and therefore less likely to initiate
or take part in thrombus formation, simply by increasing the
platelet DHLA:AA ratio.

Testing this hypothesis is unlikely to be quick or easy, but
the paper by McNicol and his colleagues (p 1441) reports some
initial observations on the feasibility of the manoeuvre. They
showed that adding DHLA to platelets in vitro caused
appreciable alterations in behaviour. When DHLA was given
to human volunteers, their platelets did indeed contain more
of the "good" DHLA than the "bad" AA, and they synthesised
more of the "good" prostaglandin E1. Disappointingly,
however, they also synthesised more ofthe "bad" prostaglandin
PGE2. Moreover, in vitro tests on platelets from those who had
received DHLA did not show any very striking or consistent
decrease of aggregation. The heparin-neutralising activity of
their plasma, however, was considerably reduced. This
plasma activity is thought to be related to platelet Factor 4,
but its role in causing or detecting thrombosis has not been
established.
The extent to which changes in the DHLA :AA or

"good" :"bad" prostaglandin ratio will prove antithrombotic
depends on what part these products of platelets actually play
in thrombosis. Although a thrombus contains adherent and
aggregated platelets, we cannot assume that mechanisms
identified in vitro necessarily take part in thrombus formation.
Adhesion, aggregation, and the release reaction can be studied
only in shed blood to which anticoagulants have been added;
so we do not yet know the precise relationship between these
phenomena and platelet activities in the body, whether normal
or abnormal. Trials of agents and regimens that modify the
platelet prostaglandin mechanisms must be carried out before
we can tell whether the results obtained by McNicol and his
colleagues have any clinical application. There is still much to
discover about the aetiological and pathogenetic mechanisms
ofthrombosis; but, as with insulin and diabetes, we may evolve
ways of correcting an abnormality long before we understand
the complexities that underlie it.
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Dominant transmission of
mental handicap
We still have no idea what causes severe mental handicap in a
high proportion of cases. Thus in one large hospital series it
was ascribed to genetic factors in only about one-quarter of
cases.' Another community-based study2 attributed half the
cases to genetic causes, but in both these series visible chromo-
some errors predominated. Only a small fraction of heritable
forms of mental handicap are due to mutant genes. Of these
most are, like phenylketonuria, autosomal recessive conditions;
some are identified sex-linked conditions such as Hunter's
syndrome; and others are grouped as syndromes of familial
subnormality.3 4 While there are many dominantly trans-
missible conditions which may affect intelligence, all are
uncommon: together they account for only a very small
fraction of the total of mentally handicapped individuals.
At first sight genetic counselling might seem particularly

important for families with someone affected with mental
handicap of this kind in view of the high theoretical risk with
a Mendelian dominant trait (and, indeed, all families with a
mentally handicapped member should have access to genetic
counselling). In practice, however, the risk to the rest of the
family of a patient with a condition such as tuberous sclerosis
is much less than might be thought, since most cases are due
to a new mutation-61 out of 71 cases in one series.' All of
the 10 affected parents who had transmitted this disease had
the classical features of it, including adenoma sebaceum. In
one case outside that series a parent without adenoma sebaceum
but with a shagreen patch transmitted tuberous sclerosis to
his three children.6 The minority of mildly affected individuals
with this condition who are fertile run a 50" 0 risk of trans-
mitting the disease, probably in a severe form, to their
offspring. The gloomy genetic prognosis for this group of
patients is compounded because at present we have no
biochemical means of detecting the disease, and hence prenatal
diagnosis is impossible. Careful examination of parents of an
affected child is therefore essential, and this should include a
search for adenoma sebaceum and scrutiny of the whole body
for a shagreen patch; some weight might be attached to "white
naevi."
Some other dominantly transmitted conditions (such as the

central form of neurofibromatosis) are only occasionally
complicated by mental handicap. In these circumstances
genetic counselling is not so much concerned with the risk of
mental handicap as with complications such as neuromata and
general cosmetic considerations.

In acrocephalosyndactyly (as in tuberous sclerosis) the
severity of the abnormality usually precludes transmission, but
in this and Marfan's syndrome the condition is known to be
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dominantly transmissible. There is no such certainty, however,
for many other conditions such as the Sturge-Weber syndrome
(naevoid amentia), which is often put together with the
phakomatoses but has no apparent definite pattern of inheri-
tance, most cases being sporadic. This also applies to Sotos's
syndrome7 (cerebral gigantism), but Sotos and his colleagues
have now reported" three families with dominant transmission.
One problem with syndromes which depend on anatomical
features for recognition is that they may be clinically and
genetically heterogeneous. The new article by Zonana et a18 is
illustrated by photographs showing one profile of a Black
patient with true prognathism-which is not uncommon in
some parts of the world-and others showing a front view of
individuals with long jaws resembling those seen on some film
and television actors. Mildly retarded parents may have mildly
retarded children, regression to the mean notwithstanding;
children resemble their parents in anatomical features; so that
the inheritance of cerebral gigantism may be due to a coinci-
dental transmission of mild mental handicap on the one hand
and gigantism on the other.

Genetic counselling has to be based on the knowledge
currently available. In most cases children with adenoma
sebaceum will not be effectively fertile, but the genetic risk is
50' O. If, on the other hand, a child is dull and has exceptionally
accelerated growth Sotos's syndrome is a possibility, but no
definite prognosis can be given. Each such case should be
judged on its merits.
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Cigarette prices and health
Most of the cost of a packet of cigarettes is due to the tobacco
tax, but the Government has made little use of the opportunity
this gives to influence smoking habits. The 1976 budget
introduced a differential tax making pipe tobacco slightly
cheaper than that used in cigarettes, yet the cost of a packet
of 20 was still lower (in terms of average earnings) than it had
been in 1946.1 Next year, however, Britain has to come into
line with the European Economic Community's regulations on
tobacco tax, and these present a direct challenge to the DHSS's
commitment to preventive medicine.
The EEC tax is based on how many cigarettes there are in a

packet and on their cost of production.2 When applied to
British cigarettes this will make small tipped cigarettes more
expensive (by about 6 pence for a packet of 20) while large
untipped cigarettes will become correspondingly cheaper.
The present differential in cost between 20 small tipped
cigarettes and 20 large plain ones is 20p; the new tax structure
will cut this to 8p. If the Government simply accepts the EEC
regulations there is every chance that smokers may switch to
plain cigarettes.

Evidence on the relative safety of plain and filter cigarettes
is scanty, but it all points in the same direction. Tipped

cigarettes are safer. In Britain about 85" 0 of cigarettes sold are
tipped, and the Royal College of Physicians' calculated that in
the 10 years 1965-75 the change to filter cigarettes of low tar
yield was substantial enough to reduce the average smoker's
tar intake by 43' ,* Smokers of filter cigarettes may have their
risk of lung cancer cut by as much as half or as little as a fifth
in comparison with those smoking plain cigarettes3; but we
need further studies to measure the benefit more exactly.
These observations are relevant to Government policy, for

the connection between the price of cigarettes and their
consumption is now firmly proved.4 Differential taxing
could affect smokers' preferences for filter or plain cigarettes.
Furthermore, Atkinson and Townsend4 have calculated that a
determined Government could cut total cigarette consumption
by 40",,, half the cut coming from a 56°o rise in their real
price, 10° from restricting advertising, and a further 10()
from a sustained health-education campaign. If the whole
price structure of cigarettes has to be revised in 1978, the
Government is being given the chance to start a long-term
campaign of this kind-as well as making sure that smokers
are given no financial incentive to switch to more dangerous
brands.
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Diagnosing allergic
bronchopulmonary
aspergillosis
Allergic bronchopulmonary aspergillosis is a hypersensitivity
reaction to Aspergillus fumigatus. Affecting the bronchial walls
and the peripheral parts of the lung, it causes an acute transient
infiltration of the lung and then a variety of chronic irreversible
changes.'
The disease is a potentially serious complication in some

patients with extrinsic asthma, who tend to have airways
obstruction which is more than usually severe and less reversible
and shows more reduction in the gas transfer factor.2 The chest
radiograph often shows permanent abnormal shadowing,
including evidence of bronchiectasis with tubular and ring
shadows. Bronchiectasis is usually proximal, with relatively
normal peripheral filling, and mostly affects the upper lobes.
Loss of vascular shadows and lobar shrinkage are both
common. The episodes of transient infiltration leave permanent
radiographic changes in about half the cases.3 These episodes
may be unassociated with symptoms, but they ultimately
result in severe pulmonary damage. Continuous oral corti-
costeroid treatment diminishes the frequency of the acute
episodes and reduces the likelihood of permanent and severe
lung damage. The early diagnosis of aspergillosis is therefore
important, since it enables the doctor to start mandatory
treatment with corticosteroids before advanced irreversible
lung damage has occurred.

Allergic bronchopulmonary aspergillosis is relatively fre-
quent among asthmatics in Britain: it has been reported in
220/0 of asthmatics admitted to hospital.4 In 1971 a series of
111 British patients was described from the Brompton
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