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Treatment of moderate hypertension in pregnancy

The principal cause of maternal death in England and Wales
is hypertensive disease, nearly half of the deaths being due to
cerebral haemorrhage.1 The sudden increases in blood
pressure characteristic of pre-eclampsia and eclampsia are
enough to explain the terminal events.2 In consequence there
is a compelling case for adequate hypotensive treatment of
patients with severe pre-eclampsia, though this is still not
universally accepted.3 Such treatment is, however, only a
temporary adjunct to the definitive management, which is to
expedite delivery.
But what about women with only moderately increased

blood pressure in pregnancy-those with systolic pressures
of 140-170 and diastolic pressures of 90-110 mm Hg? In
medical practice the treatment of moderate hypertension may
span a decade or more, usually in middle or later life, and
aims at preventing heart failure, aortic dissection, coronary
vascular disease, and stroke. These aims do not necessarily
apply to the management of young women for the brief period
of pregnancy; nor do studies of patients who are not pregnant
provide any guide to the effects on the fetus of treating
moderate hypertension. True, moderate hypertension in
pregnancy may predispose to aortic dissection,4 bleeding
from cerebral aneurysms,5 and myocardial infarction.6 But
the extreme rarity of these complications in pregnancy cannot
justify the treatment of all moderate hypertension, whose chief
danger, for both mother and fetus, is the risk of severe pre-
eclampsia. If the moderate hypertension is caused by early
pre-eclampsia, the risk depends on simple progression. If the
hypertension was present before the woman became pregnant
the risk is of superimposed pre-eclampsia, which is increased
about fivefold.7 Most probably, the dangers of chronic hyper-
tension for the baby arise entirely from superimposed pre-
eclampsia, without which the perinatal mortality is no greater
than average.8
The evidence in favour of hypotensive treatment for women

with uncomplicated moderate hypertension is scanty and is
derived from a few controlled trials. Leather et -al showed
that once pre-eclampsia has developed treatment confers no
benefit on the fetus9-though it may still be essential for the
mother's safety. The same investigators showed that treatment
of women with longstanding hypertension with methyldopa
was associated with an improved rate of survival for the fetus;
subsequently a larger trial seemed to confirm this.10 These
benefits could not be attributed to the prevention of super-
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imposed pre-eclampsia. Interpretation of the data is compli-
cated by the fact that hypotensive treatment suppresses the
principal sign of pre-eclampsia; diagnosis of pre-eclampsia in
treated women must therefore depend on other signs. For this
purpose Redman et al relied on maternal hyperuricaemia, an
early and characteristic feature of pre-eclampsia" correlating
well with the changes found at renal biopsy.'2 A rise in uric
acid occurred similarly in treated and control groups, in
terms both of numbers affected and of the stage of gestation
when the change was first observed.2 10 The excess of perinatal
losses in untreated women could not be ascribed to hyper-
tensive disease and was largely caused by more mid-trimester
abortions; so why treatment with methyldopa is beneficial
remains uncertain. Nor have the results of a more recently
published trial helped any further.'3 Treatment of parous
women with chronic hypertension with various combinations
of methyldopa, hydrochlorothiazide, and hydrallazine was
claimed to reduce "pregnancy-aggravated hypertension."
That may merely mean that the hypotensive treatment
exerted its intended effect; the data presented permit no
conclusion on the development ofsuperimposed pre-eclampsia.
On this occasion the perinatal mortality was similar in treated
and control groups.
Methyldopa remains the most commonly used treatment

for hypertension in pregnancy and is known to cross the
placenta.'4 Any benefit from its use in pregnancy must be
judged in relation to possible adverse effects, particularly on
the later growth and development of the neonate. The reports
of Ounsted's team are reassuring on this point,'5 16 but one
finding of interest was that where the mothers had started
treatment at 16-20 weeks' gestation the mean head circum-
ference of the babies at birth was reduced by a small but
significant amount.'7 Just possibly, starting treatment with
methyldopa (a centraily acting drug) at this time might affect
brain growth; but there was no evidence among these infants
that it had affected neurological maturation or integrity.
Follow-up studies to the age of 4 years have shown that the
children are developing normally, and the treated group as a
whole scored consistently higher than the untreated group on
the five main indices of intellectual and motor development.'8
No other fetal or neonatal side effects have been reported.

Diuretics are deservedly popular in the medical manage-
ment of hypertension, but they should not be used routinely
in pregnancy because controlled trials have shown that they

NO 6230 PAGE 1483

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.280.6230.1483 on 21 June 1980. D
ow

nloaded from
 

http://www.bmj.com/


1484 BRITISH MEDICAL JOURNAL 21 JUNE 1980

are not beneficial.19 The use of beta-adrenoceptor-blocking
agents remains contentious. Adverse effects on the fetus have
been claimed20-but the only controlled trial, comparing
oxprenolol with methyldopa, showed significantly better fetal
growth and an improved survival rate in the oxprenolol group.
This result needs to be confirmed, however, before beta-
blockers can be recommended for routine use in pregnancy.
In general, all drugs should be restricted in pregnancy and
the use of each based on clear evidence that it is essential. At
present we may reasonably conclude that, while there is
ample evidence that severe hypertension must be treated,
treatment is not essential for moderate hypertension in
pregnancy. For long-term use methyldopa remains the agent
of choice because it has been shown to be safe for the fetus.
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Drug innovation bureaucracy

Unscientific and irrational bureaucracy is strangling in-
novations in the British drug industry; that is the claim made
by the Office of Health Economics (itself financed by the
industry) in its latest report A Question of Balance: the
Benefits and Risks of Pharmaceutical Innovation.' The delay
between a drug being synthesised and its reaching the market
-now about 10 years-is a cause for concern2 both within
the pharmaceutical industry and among clinicians. The report
quotes an estimate that if the diuretic chlorothiazide, which
was produced in the 1950s, had been delayed by 10 years
then 20 000 patients would have died needlessly. Nevertheless,
few new drugs provide clinicians with such an obvious
advantage: most are modifications or refinements of existing
compounds. The report is justified, however, in drawing
attention to the administrative delays in the agencies that
monitor drug safety. Between August and December 1979
it took on average 25 weeks for permission to be granted by
the Committee on Safety of Medicines for a clinical trial of a
new drug and 56 weeks to receive permission to market a
new drug. This is all bureaucratic time, in so far as all the
experiments, reports, and analyses have been carried out
when the applications are made. The combination of the time
required for a company to satisfy drug regulatory agencies in
different countries and the complexity of the tests required
is now making research on drugs for treating rare diseases
completely uneconomic.
Much of the OHE report is--devoted to listing the benefits

gained from drugs.- It details the great advances made in
infectious diseases, estimating that over a quarter of a million

children have been saved by modern medicine since the
1940s. About 500 children have been saved for every one
child damaged by thalidomide, says the report-an interesting
but not very useful statistic. The report largely ignores the
basis of much informed criticism of current drug use: that
many prescriptions are for trivial or self-limiting disorders.
Toxic effects and even unpredictable disasters such as the
practolol syndrome are much more acceptable when the
disease being treated justifies some risk in the treatment
programme.
The time and money absorbed by drug testing might be

acceptable, the report suggests, if there was any good evidence
that safer drugs are produced. Toxicological testing is now
much more refined than was the case 20 years ago, and
certainly modern drugs such as hypotensive agents have far
fewer side effects than their predecessors. But all drugs are
potentially toxic, and some side effects will inevitably be
totally unexpected and occur in such low incidence that they
cannot be detected by the tests demanded by the regulatory
authorities. The rigidity of the tests is infuriating, especially
the testing for carcinogenicity. The report criticises the
Committee on Safety of Medicines for banning the anti-
histamine methapyrilene because it produces tumours in
rats when given at 25-30 times the dose appropriate to man.
In such cases the potential benefits need to be weighed against
the risks on the basis of informed scientific judgment.

Bureaucracy has increased as a result of-political pressures,
often fuelled by unscientific thinking. The report acknow-
ledges that thalidomide is the one word explanation. The
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