
screening by assay of immunoreactive trypsin in dried blood
spots," but the general tendency seems to have been to await
DNA based diagnostic methods, which should give more
clear cut results. Now that the cystic fibrosis gene has been
identified,9 the commonest mutation is easy to detect,'2" and
when the polymerase chain reaction is used dried Guthrie
blood spots seem to be an adequate source of DNA for
diagnosis."0 It would be unwise, however, to rush into large
scale neonatal screening for cystic fibrosis. Precise genetic
diagnosis of a recessively inherited condition raises many new
and unsolved problems, as shown by experience with neonatal
screening for sickle cell disease.
Abnormal haemoglobins can be detected cheaply and

reliably by electrophoresis, and neonatal screening with
follow up both reduces early mortality in sickle cell disease
and also allows parents to be counselled about later preg-
nancies. Neonatal screening identifies about 40 heterozy-
gotes for every homozygote detected (with cystic fibrosis the
ratio would be closer to 100:1). What should be done for these
babies? Clearly they should also be followed up because their
parents will include numerous couples at risk who could be
counselled before they have affected children. But there are
no special counselling resources for families of carriers; the
neonatal period is a sensitive time; most people are unfamiliar
with recessive inheritance; there are pitfalls such as accidental
revelation of non-paternity; and there is no mechanism to
ensure that a genetic diagnosis remains attached to a person's
medical records for life. Current thinking holds that it is
better to leave families in ignorance than to inform them
without counselling, so unless a trained haemoglobinopathy
counsellor is available many families with asymptomatic
(heterozygous) infants are not informed at all. Adequate
resources for counselling for common genetic traits will be
available only when it is perceived as a task for primary care
workers and they have been given training, and that will take
time.

Furthermore, neonatal screening is an inefficient method
for detecting couples at risk of having children with reces-
sively inherited disorders. Only half of the couples at risk can
be found by following up the parents of heterozygous infants

as one quarter will already have had an affected child and the
quarter who have had a normal child will escape detection.
This leads to the consideration that most really precise genetic
methods could be used just as well antenatally-to detect
adult carriers of a disorder-as postnatally, when the result
tells them that their child is already affected. Antenatal
screening or screening before pregnancy allows the choice of
prenatal diagnosis, and genetic counselling-however imper-
fect-is now becoming a familiar concept in antenatal
clinics. '"

As diagnostic methods become more precise the pos-
sibilities for neonatal diagnosis will certainly increase; but
when the prime objective is reproductive counselling screen-
ing is likely to be pushed back to the antenatal period and
earlier. Ultimately, this could actually reduce some indica-
tions for neonatal screening.
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Thiazides in the 1990s

The risk:benefit ratio still favours the drug

Though thiazide diuretics have been in regular use for over 30
years, debate about their role in therapeutics seems to increase
as the years go by. Thiazides have been a mainstay in treating
hypertension, in which (together with 13 adrenoceptor antago-
nists) they have been the drugs of first choice. They also have
useful diuretic actions, particularly in conditions such as
congestive heart failure. Thiazides work in hypertension in
the long term by lowering peripheral resistance rather than by
their diuretic effect,' and they are usually regarded as
superior to loop diuretics in this condition.2 The dose
commonly used in hypertension, however, has probably been
unnecessarily high; studies with cyclopenthiazide have shown
that the fall in blood pressure is as good with 125 Ftg (a dose
lower than currently marketed) as it is with 500 [tg.34

Thiazide diuretics have always been known to be able to
produce adverse effects, though when set against their volume
of use their safety record is good.56 Some controversy has
arisen in the context of long term treatment of hypertension
when thiazide diuretics have been alleged to have long term

harmful effects. In the multiple risk factor intervention trial
thiazide diuretics were suggested as the cause of an increase in
the number of cardiac deaths in a subgroup of patients with
minor electrocardiographic abnormalities.7 This was, how-
ever, a retrospective conclusion, and data from similar studies
such as the hypertension detection and follow up program and
the Medical Research Council hypertension trial failed to
confirm the observation." Thiazide diuretics are well known
to cause hypokalaemia; in Britain some 76 000 patients having
long term treatment with these drugs may have a serum
potassium concentration below 30 mmol/l.'0 Hypokalaemia
(by causing cardiac arrhythmias) has been suggested as the
cause of the postulated increase in the number of deaths.
Nevertheless, the serum potassium concentrations do not
correlate well with intracellular concentrations of potassium,
and while the issue remains controversial,'°" the evidence
does not suggest that hypokalaemia induced by thiazides is an
important cause of cardiac arrhythmias.12-14 Thiazides have
also been alleged to be harmful to patients in the long term
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because of an increase in the serum cholesterol concentration
-particularly in that of the low density lipoprotein fraction.'5
Most of the evidence suggests that this increase in low density
lipoprotein cholesterol concentration is short term, and the
cholesterol concentration falls to baseline concentrations or
below in the long term. 416 17

Thiazides cause other adverse effects, and a recent observa-
tion was that of impotence in men taking thiazides in the
Medical Research Council trial.9 Perhaps as a result the
quality of life in patients taking thiazide diuretics may be
inferior to that of patients taking propranolol.'8 Sodium
depletion is rarely a problem in patients taking thiazide
diuretics alone but may be a problem in patients, particularly
in elderly patients, if given together with amiloride-usually
as Moduretic.56
A diabetogenic effect of thiazides was suspected soon after

their first clinical use.'9 Worsening of glucose tolerance may
occur with long term use of thiazides20 and seems to be greater
with the longer acting members of the class-for example,
clopamide.2' Diabetes may also occur in patients taking loop
diuretics, but clinical problems are unusual with both groups
of diuretics. Gout is, however, a common adverse effect of
thiazides and other diuretics; but though half of all patients
taking thiazides have hyperuricaemia, less than 2% of
patients suffer from clinical gout.22 Rashes are occasionally a
problem with thiazide diuretics, but only loop diuretics seem
to cause ototoxicity.56 Clinical problems may arise when
diuretics are given with non-steroidal anti-inflammatory drugs
as these drugs blunt the hypotensive effects of thiazides.29

This liturgy of side effects may persuade some clinicians to
stop prescribing thiazides for patients with hypertension, but
there are benefits besides the obvious diuretic or hypotensive
effect. Thiazides reduce the urinary excretion of calcium
(unlike loop diuretics, which increase it),56 and there are
suggestions that thiazides reduce the rate of recurrence of
urinary calculi.24 Nevertheless, further trials are needed. Two
recent studies, however, have shown a reduced incidence of
hip fracture in elderly patients receiving long term treatment
with thiazides.'526

Overall, the risk:benefit ratio for thiazides still favours the
drugs. We should aim at using the lowest possible dose, as
there is a flat dose response curve.27 It should rarely be
necessary to use more than 2 5 mg of bendrofluazide a day.
We should be alert to the possibility ofhypokalaemia and take

avoiding action either through the diet or the use of potassium
sparing diuretics. Combined preparations of thiazide with
potassium rarely help.56 Finally, we should remember that in
large parts of the developing world thiazide diuretics offer the
only cost effective way of treating hypertension.
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The mental health of Asians in Britain

Little disease or underreporting?

Any general statements on the mental health of British Asians
are hard to sustain, given the cultural heterogeneity, range of
length of settlement in Britain, and variation in eagerness
towards (and success in) assimilating into Western culture.
Nevertheless, some 50 papers and several reviews have
discussed the mental health of people in Britain whose origins
lie in the Indian subcontinent, and these suggest that less
mental illness is found among most groups of British Asians
than might be expected.'13 The competing explanations are
that British Asians genuinely experience less mental illness,
that general practitioners are less good at identifying or
treating mental illness in their Asian patients, and that Asians
are reluctant to present with such illnesses.
There is evidence to support the suggestion that British

Asians have less mental illness than the indigenous popula-
tion. Despite evidence from small studies to the contrary45
Asians seem to consult their general practitioners more
frequently than do native Britons,69 but these high consulta-
tion rates do not apply when mental illness alone is consid-
ered.9 Referrals to one east London child psychiatry service,
for example, included remarkably few Bengalis."0 Moreover,
a considerable body of evidence shows that British Asians
have low levels of neurotic traits or psychiatric symptoms.' 11-15

Possibly, however, general practitioners are simply not
recognising mental illness in their Asian patients. Such a
failure may be part of a wider failure to communicate between
British doctors and Asian patients.'617 One study discovered
that general practitioners find it harder to recognise psychi-
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