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Spreading depression of Ledo has never been convincingly
demonstrated in man; it is a fully reversible process during which
CBEF is only moderately reduced, and recovery is complete.® It is,
therefore, difficult to see a role for it in migraine-related stroke. Is
not vasospasm and ischaemia more likely? You conclude that an
understanding of humoral, vascular, and neural mechanisms should
lead to a better assessment of the relative contribution to risk factors
and to the development of new treatrnents. I agree—but why not
take all possibilities into consideration?
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Alpha-1-antitrypsin and blood pressure

SiIR,—Alpha-]-antitrypsin (AAT) inhibits a wide range of
proteases including trypsin, thrombin, and elastase. Inman, AAT is
encoded by the highly polymorphic protease inhibitor (PI) locus.
The M subtype alleles are most common with a combined
frequency of about 0-95. The two most common deficiency alleles
are S and Z, with frequencies of around 0-03 and 0-02, respectively.
These alleles lead to reductions in serum AAT concentrations, and
are associated with lung and liver disease.!

In a Dutch study of cardiovascular risk factors in 160 twin pairs
(aged 14-20 years) and their parents,®> we examined the relation
between PI type and blood pressure, which was measured during
both rest and tests of reaction time and speeded mental arithmetic.
44 parents of twins had at least one S or Z allele. 34 subjects were
excluded because they were receiving medication that might
influence bleod pressure (including oral contraceptives). Among
fathers (mean age 48 years), non-MM types had significantly lower
systolic blood pressure (SBP) than MM types (p =0-008), and there
was a significant interaction between PI and the tests of reaction
time and mental arithmetic (p=0-021), indicating a greater
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reactivity of MM types to stress (figure). For diastolic blood
pressure (DBP), the effect of PI type was not significant (p = 0-069),
and there was no interaction with the tests. Differences in mothers
(mean age 46 years) and twin offspring (mean age 16-7 years) were
also non-significant. Since these associations could be the result of
type I errors, we investigated the relation of PI type and blood
pressure in an earlier study of ethanol sensitivity in Australian
twins.? PI phenotype was available for 316 healthy subjects aged
18-34 years (mean age 23).* Blood pressure was taken after subjects
had rested for 2 min in a supine position. The first measure was
taken before aloohol intake and then at 1, 2, and 3 h after ingestion of
a standard dose of aleohol. 25 males and 35 females had deficiency
alleles. Once again, we found a significant difference in systolic
blood pressure between MM and non-MM males (p=0-011).
Differences for DBP and for females were not significant.

The lower SBP of 7-8 mm Hg observed in both Dutch and
Australian males carrying Pl deficiency alleles may help to offset
somne of the adverse effects of AAT deficiency. A likely mechanism
is the reduced inhibition of elastase which attacks elastin in arterial
walls. A further consequence of this effect is the increased risk of
abdominal aortic aneurysm in PI Z carriers.® In addition, studies in
animals have shown that.elastase lowers blood pressure.® Since
10-20% of Europeans carry PI S or Z alleles, it is important to
investigate whether PI type interacts with other environmental and
genetic risk factors affecting blood pressure.
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Epidemiology of scabies: the new epidemic

Sir,—In your April 27 editorial you predict a new epidemic of
scabies within the next 10 years. We believe that the epidemic has
already started. In the past 12 months, over 80% of our clinics in
Copeland, west Cumbria, have included at least one patient with
scabies. Such patients now account for about 8% of new referrals to
one of our clinics in west Cumbriz, and the numbers in east
Cumbria are rising. These referrals include patients with
undiagnosed or inadequately treated scabies, and those who have
been treated but have persistent itch. This referral rate is similar to
that of previous epidemics in 194446 and 1964-66, in which

_patients with scabies accounted for 10-15%% of dermatology
outpatient referrals.! As you imply, the patients seen by
dermatologists are probably the tip of an iceberg in the community.

Why do we have epidemics of scabies? Failure to recognise and
treat the condition promptly and effectively is clearly important,
and probably results partly from the fact that many students never
see a patient with scabies (only a third of the junior staff in our
hospital saw this condition during undergraduate training). Proving
the diagnosis by isolation of the female mite from burrows can



