
the college of the first advanced trauma life support course to
be held in Britain in collaboration with the American College
of Surgeons.

Political, professional, and public interest in trauma care
will be stimulated by this report. A comprehensive system
of management must be developed, and its effectiveness
measured. This is particularly important for expensive initia-
tives such as helicopters and trauma centres. When the
process has begun we must then go on to question John
Hunter's hypothesis. Recent laboratory work suggests that
the neuroendocrine responses to injury are not always
beneficial.7 Could they be improved by therapeutic interven-
tion? An expenditure of2% of the medical research budget on
trauma research seems insufficient when more years of
productive life are lost through injury than through either
cancer or cardiovascular disease. Commitment in the hospital

must be supported by a commitment in the research estab-
lishments to reduce the unnecessary morbidity and mortality
of this modern epidemic.
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A policy for laxatives

Districts need policies and need to make them work

The withdrawal of the widely used laxative Dorbanex
(danthron plus poloxamer 188) in January led many hospitals
to rethink their policies on laxatives. A report on page 1446
describes how the withdrawal led to a sharp increase in the use
of lactulose and senna syrup in one district in 1987. This
change was against the advice of both the local drug and
therapeutics committee and the drug information centre and
caused an appreciable increase in prescribing costs. This
raises the questions of how best to use laxatives and how to
make sure that prescribing advice and policies are best
promulgated and monitored.

Laxatives are often prescribed for patients in hospital, and
they are sometimes considered to be "homely medicines" that
may be given by nurses without consultation with doctors.
They may, however, be given unnecessarily-because many
patients mistakenly believe that they must defecate daily-
and without awareness of their pharmacology and adverse
effects.

There are four main indications for laxatives. Firstly, they
may be used to treat constipation or painful defecation
associated with illness, surgery, or pregnancy. Secondly, they
are useful in elderly patients with a poor diet whose abdominal
and perineal muscles have inadequate tone. Thirdly, they
may be prescribed when bowel motility has been unavoidably
impaired by drugs such as anticholinergic agents or opiates.
Fourthly, they may be used to prepare the bowel for an
operation or a diagnostic procedure.
The first approach to patients with constipation must be to

educate them and advise them on diet, but often these
measures will be unsuccessful and treatment with a laxative
will be necessary.
The clinical pharmacology of laxatives has been reviewed

elsewhere,4 but there are almost no comparative trials. The
action of these drugs is now known to be complex and
incompletely understood, but it is still helpful to use the
traditional classification.
Bulk forming agents (ispaghula, sterculia, and methyl-

cellulose) take several days to work but have no serious
adverse effects. There is, however, a widespread clinical
impression that these agents are less effective than stimulant
laxatives such as senna and bisacodyl, which act more rapidly
(within 6-12 hours). Stimulants may cause abdominal cramps

and have been associated with tolerance and an atonic colon
after prolonged use: they are thus best used short term or kept
for specific groups such as those taking opiates long term.
Osmotic laxatives include magnesium hydroxide mixture and
lactulose. Magnesium preparations may evacuate the bowel
rapidly when taken in high doses, but they may cause
hypermagnesaemia, particularly in patients with poor renal
function.5 Lactulose is less potent, producing a softened
stool within about one to three days, but many patients find it
unpalatable. In higher doses it may cause flatulence, cramps,
diarrhoea, and electrolyte imbalance,6 and tolerance may
develop with prolonged use.7 Lactulose is also expensive and
should be reserved for patients who do not respond to other
agents. Softening agents fall into two categories-surfactants
and mineral oils. Docusate sodium, a surfactant that may also
have some stimulant action, is comparatively ineffective.
Liquid paraffin should not be used long term as it may
impair absorption of vitamins soluble in fat and may cause
anal seepage and irritation and, rarely, lipoid pneumonia.
Liquid paraffin and magnesium hydroxide mixture is only a
quarter liquid paraffin and does not seem to cause these
problems.
We thus recommend using oral senna short term when

a prompt effect is required. Glycerol or bisacodyl supposi-
tories may be prescribed if a rectal preparation is
wanted. Magnesium hydroxide mixture and liquid paraffin
and magnesium hydroxide mixture are effective alternatives.
Ispaghula husk is best for long term use, with sterculia and
methylcellulose as alternatives. The precise choice is best
made by the local drug and therapeutics or formulary
committee in consultation with prescribers.

Successful implementation of any prescribing policy in
a district depends on publication and acceptance of a
formulary, but a recent survey reported that only 43% of
districts had a comprehensive formulary and many had
difficulties in gaining acceptance for their recommendations.8
Production and maintenance of effective hospital formularies
should have a higher priority,9-" and educational strategies
should aim to support and reinforce the recommendations
of the formulary. It is doubtful, however, whether any formu-
lary can be implemented effectively without the support
of both consultants and ward or clinical pharmacists.12-14
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Deficiencies in the relationships between pharmacists and
doctors may be a principal reason for inadequate implementa-
tion of formulary policies, and recent recommendations on
developing clinical pharmacy services in hospitals point the
way forward."I
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Benefits from oily fish

May help in coronary artery disease and several inflammatory conditions

Greenland Eskimos and the Japanese have a higher intake of
fish and a lower incidence of myocardial infarction than
Western populations.' Within Japan the lowest death rates
from coronary artery disease are seen in Okinawa, where fish
consumption is about twice as high as on the mainland.2
Meanwhile, a study from The Netherlands has shown an
inverse dose-response relation between fish consumption in
1960 and death from coronary artery disease during the next
20 years.' These and other4 limited epidemiological studies
have led to great interest in the possible beneficial effects of
oily fish-benefits that seem to extend to conditions other
than coronary artery disease.
The fat in fish is rich in the long chain polyunsaturated fatty

acids eicosapentaenoic acid and docosahexaenoic acid. Oily
cold water fish- such as mackerel and herring from the
Atlantic-contain the largest amounts of these fatty acids.
The acids may be beneficial in coronary artery disease, partly
because of their hypolipidaemic effects. In two studies
20-30 g of the acids daily over four weeks reduced serum
concentrations of cholesterol, low density lipoproteins, and
triglycerides.96 Fish oil may also prevent coronary artery
disease by inhibiting the activity of the cyclo-oxygenase
pathway,7 which metabolises arachidonic acid to prosta-
glandins and thromboxane A2. Eicosapentaenoic acid is
both a substrate and an inhibitor of the pathway,7 whereas
docosahexaenoic acid is simply an inhibitor.8 Thromboxane
A3 derived from eicosapentaenoic acid is less active in
aggregating platelets than conventional thromboxane A2.9 In
contrast, prostaglandin 13 derived from eicosapentaenoic acid
and prostacyclin are equally active in their anticoagulant
properties and potency in relaxing vascular smooth muscle.'0
Thus anticoagulant activities are preserved while platelet
aggregating properties are reduced by eicosapentaenoic
acid, which should inhibit platelet deposition on vascular
endothelium. This might explain the prolonged bleeding time
and reduced platelet aggregation seen in Greenland Eskimos
compared with Danish volunteers."
Not only coronary artery disease but also certain chronic

inflammatory and immunological diseases -such as rheuma-
toid arthritis, psoriasis, and asthma-are less common in
Greenland Eskimos than in other Western populations. These
observations have led to clinical and laboratory studies of

whether eicosapentaenoic acid and docosahexaenoic acid
modify inflammatory and immune responses. Eicosapen-
taenoic acid, it seems, competes with arachidonic acid not
only for metabolism by the cyclo-oxygenase pathway but
also for metabolism by the lipoxygenase pathway to the
leukotrienes.'2 Leukotrienes are a family of molecules that
have potent proinflammatory properties.'3 Leukotriene B4
elicits chemotaxis of neutrophils, whereas leukotrienes C4,
D4, and E4 (which comprise what was previously recognised
as the slow reacting substance of anaphylaxis) enhance vas-
cular permeability and contract smooth muscle. Eicosapen-
taenoic acid is metabolised by the lipoxygenase pathway to
leukotrienes B5, C5, D5, and E5.'2 Leukotriene B5 has only
1-10% of the activities of leukotriene B4, whereas leukotrienes
C5, D5, and E5 are as effective in contracting smooth muscle
as leukotrienes C4, D4, and E4.'2 Dietary supplementation
with 3 g eicosapentaenoic acid and 2 g docosahexaenoic acid
daily for six weeks reduces the capacity of neutrophils and
monocytes to produce the inflammatory mediators leukotriene
B4 and platelet activating factor and inhibits both the cells'
response in chemotaxis and endothelial cell adherence.4 '"
Dietary supplementation with fish oil lipids may thus have
anti-inflammatory effects.

Double blind and placebo controlled trials have now been
completed of increasing the eicosapentaenoic acid in the
diet to treat rheumatoid arthritis,'6 '7 psoriasis," 19 atopic
dermatitis 20 and bronchial asthma.2'-23 Eicosapentaenoic acid
provides subjective improvement in patients with active
rheumatoid arthritis and psoriasis. Significantly fewer tender
joints were found in patients with arthritis after 14 weeks of a
combination of 2 7 g eicosapentaenoic acid and 1 8 g docosa-
hexaenoic acid, and the time to the first experience of fatigue
after arising in the morning was also improved. Patients
reduced their consumption ofnon-steroidal anti-inflammatory
drugs. Eicosapentaenoic acid t' i; produced mild to moderate
improvement in patients wit i psoriasis. In patients with
atopic dermatitis fish oils led to a mild improvement in
cutaneous scaling, itch, and overall subjective assessment of
severity.

In patients with asthma fish oil lipids may inhibit the late
phase asthmatic response (the inflammatory component of the
asthmatic reaction) after inhalation of an allergen.2' A diet
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