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inhibit microsomal enzymes"-have an anticoagulant effect
similar to that of warfarin itself. Clofibrate may increase the
affinity of the receptor for warfarin in the liver,'2 and may
also have an indirect effect by lowering serum cholesterol.'3
The salicylate interaction is possibly the commonest and,

because salicylates are freely available in many proprietary
preparations, it may also be the least preventable. Clearly,
patients must have the risks of self-medication very carefully
explained. Unfortunately paracetamol is not an ideal sub-
stitute for salicylates, as it also has a slight potentiating effect
on warfarin by an unknown mechanism."4
Some other miscellaneous interactions should also be

mentioned. Quinidine has a direct, and additive, effect on
vitamin-K-dependent clotting systems.'5 Many drugs-in-
cluding methyl phenidate,'6 phenyramidol,'7 disulfiram,'8
and some monoamine oxidase inhibitors19 inhibit the meta-
bolism of warfarin. Broad-spectrum antibiotics20 or liquid
paraffin2l may reduce the absorption of vitamin K and thus
potentiate the oral anticoagulants. Glucagon, in high dosage
as used in heart failure, increases the effects of warfarin by an
unknown mechanism.22 Steroid drugs have complex actions.
Many-including oestrogens, androgens, progestogens,
anabolic agents, and glucocorticoids-compete with warfarin
for the same system of hydroxylating enzymes.23 But most of
these stimulate synthesis of those enzymes.24 The anabolic
agents are known to reduce warfarin requirements,'2 25 but
they may do this by increasing the affinity of the receptor that
warfarin occupies in the liver.

Alcohol has been reported as increasing anticoagulant
requirements by acting as an enzyme-inducing agent.26
Nevertheless, it may also potentiate anticoagulant effects,27
possibly because cholestasis leads to malabsorption of
vitamin K or because retained bile salts inhibit microsomal
enzymes.
When a patient on an oral hypoglycaemic drug or an

epileptic on phenytoin requires anticoagulant treatment it is
important to remember that the coumarins inhibit the meta-
bolism of tolbutamide,28 chlorpropamide,29 and phenytoin,30
and may cause hypoglycaemia or phenytoin intoxication.
Phenindione does not have this effect and, if no adverse
reaction occurs in the individual patient, is probably a
more satisfactory anticoagulant when these agents have
to be used.

Patients on oral anticoagulants are at considerable risk and
should be regarded as unsuitable for long-term outpatient
treatment if they are unreliable and repeatedly miss appoint-
ments at the anticoagulant clinic, or if they are prone to self-
medication or to bouts of heavy drinking. Doctors, who can-
not possibly remember all the drugs known to cause inter-
action, or predict what new drugs are likely to do so, must
carefully consider the possible consequences of any change in
treatment, and particularly beware of proprietary prepara-
tions with which they are unfamiliar and which may contain
a barbiturate or salicylate. Though anticoagulants are now
used less in some common diseases, many patients remain
who take them long term, and probably considerable mor-
bidity and some mortality still results from preventable
or predictable drug interaction.
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New Antibacterial Drugs
The proceedings of a symposium on newer antibacterial
agents held at a meeting of the Association of Clinical Path-
ologists in September 1970 have now been published in the
fournal of Clinical Pathology. They consist in the main of
three comprehensive papers reporting original observations
on the antibacterial action and pharmacological behaviour of
four agents which have recently been introduced, together
with discussions of indications for their clinical use. Needless
to say, almost all progress in the field of chemotherapy for a
decade or more has resulted from synthetic modifications of
existing antibiotics and not the discovery of new ones. Three
of the drugs considered here are old antibiotics in new forms;
the fourth, trimethoprim, differs both in being wholly
synthetic and in representing a major new discovery.

Clindamycin is a subject of a contribution by I. Phillips.'
This substance is 7-chloro-7-deoxylincomycin, and very small
changes in the molecule from which this antibiotic is pro-
duced have large effects on its behaviour. In an extensive
series of determinations of minimum inhibitory concentra-
tions, in which lincomycin and clindamycin were compared
with erythromycin and rifampicin, Phillips confirms previous
findings, mainly by workers in the United States, that clinda-
mycin is many times more active than lincomycin against
staphylococci, haemolytic streptococci, and pneumococci. It
is for infections by these three organisms that this antibiotic
is almost exclusively indicated, though it may be added that
high activity has also been shown by other workers against
Bacteroides fragilis. Add to these advantages the fact that
clindamycin is much better absorbed, particularly after a
meal, and it becomes clear that clindamycin should super-
sede lincomycin whenever this antibiotic is indicated. Its
only defect is that no injectable form is available.

This paper also deals with rifampicin, which is perhaps
the most spectacular of all achievements resulting from the
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chemical manipulation of antibiotic molecules. In contrast
to other rifamycin derivatives, which have to be injected and
yield blood levels which diminish rather rapidly, rifamnicin
is given by the mouth and attains high and well-sustained
levels in the blood. Moreover, its antibacterial activity is
also higher, its activity against tubercle bacilli and staphylo-
cocci exceeding that of any other drug. Its drawback is that
a high degree of bacterial resistance can develop very
rapidly unless another drug to which the organism is
sensitive is given in addition. It is imperative that rifampicin
should not be given alone, both in the interests of the
patient's recovery and because every effort must be made
to prevent breeding races of resistant bacteria. These include
the pathogens for which treatment is given, other elements
in the body flora, and the sinister possibility of tubercle
bacilli in an unrecognized focus. Since it is for tuberculosis
that rifampicin is most valuable, it has even been suggested
with this danger in mind that when a short course is given
for another purpose isoniazid should be given in addition.
Nevertheless, there have been clinical trials of rifampicin
alone, reviewed here by Phillips, in a variety of conditions.
Results were moderate in gonorrhoea and poor in chronic
bronchitis and in most studies of urinary tract infections.
The most debatable use, of which there have been several
studies in the United States, the most recent by T. C.
Eickhoff2 and by L. F. Devine and his colleagues 3 is the
treatment of meningococcus carriers. This has been very
successful, but anyone aware of the enormous scale on which
drugs have been used in the U.S. Armed Forces for the
prophylaxis of streptococcal and meningococcal infections
must fear for the future utility of rifampicin if it is allowed
to be used in this way.
The use and control of cephalosporins is the subject of a

paper by Susannah Eykin,4 and among these the "new"
drug is cephalexin. Here we have a new derivative with the
sole advantage of being well absorbed after oral administra-
tion, whereas its predecessors, cephaloridine and cephalo-
thin, have to be injected. Again extensive in vitro studies
of antibacterial activity, in which these three derivatives are
compared, confirm that cephalexin is in general the least
active of the three against the principal enterobacteria. An
odd exception to this, subsequently reported by Pamela M.
Waterworth,5 is superior activity against ampicillin-resistant
strains of Escherichia coli. This author also obtained very
unfavourable results with Haemophilus influenzae, which
discourages expectations of efficacy in chronic bronchitis.
This derivative has given good results in a variety of in-
fections, but the verdict on it in this paper is qualified as
follows: "Cephalexin is at present extremely expensive and
in most of the situations where it might be clinically indi-
cated there is nearly always a much cheaper, equally effective
alternative drug available."
The final contribution, by D. S. Reeves6 on trimethoprim-

sulphamethoxazole, gives a general account of the anti-
bacterial and pharmacological properties of this combina-
tion and reviews the first two years of its clinical use,
concentrating mainly on urinary and respiratory infections,
but tabulating with references 11 other types of disease
in which success has been claimed. Several more items
could now be added to this list. Trimethoprim is in at least
one way the most promising of the four new drugs con-
sidered here because of the very wide range of bacteria
susceptible to it. Each of these antibiotic derivatives has
already had an adequate trial in infections likely to respond
to it, but the literature of trimethoprim-sulphamethoxazole
abounds in favourable preliminary reports calling for further

studies which have yet to be made. Among the conditions
meriting trials on a wider scale are coliform septicaemia and
meningitis, enteric fever, other salmonelloses, and other
forms of enteritis, brucellosis, and staphylococcal infections,
particularly osteomyelitis. The further assessment of the
place of this drug in therapeutics affords wider opportunities
for clinical research than have existed in this field for many
years.
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A Start at Southampton
The opening of the new medical school at Southampton
is a notable event and was marked by an inaugural ceremony
this week. Like Nottingham, which admitted its first students
a year ago, the Southampton school is dedicated to freshen-
ing up the curriculum and offering something that will
equip its graduates to cope with their patients in a practical
way. The dean of medicine at the new school, Professor
E. D. Acheson, has given some indication of the develop-
ments he hopes to see there,' and prominent among them
is a tripartite relationship between teaching hospital, uni-
versity, and community teaching units. These three together
will make up the medical school. In an informal way
many medical schools have linked up with general practices
and medical units of other kinds outside the teaching
hospital. Southampton intends to consolidate this idea,
and its progress will be watched attentively and sym-
pathetically.
I Acheson, E. D., British Medical Yournal, 1970, 2, 683.

Mind Campaign
Mental hospitals and patients with mental illness are no
longer hidden away and forgotten, but they are still in
many ways the poor relations of the N.H.S. The "Mind"
campaign planned for next week by the National Asso-
ciation for Mental Health is intended to stimulate more
public interest in the problems of mental disease, to im-
prove the quality of the mental health services, and to
raise funds and sponsor research. Mental health is a
field particularly suitable for voluntary, community effort,
and this is another feature of the campaign. Fund-raising
is valuable, especially for the provision of hostels, special
schools, and sheltered workshops, but people with time
to spare also can get and give great pleasure by visiting
long-stay patients who may have no other contact with
the outside world.
When there is public pressure to improve standards

and facilities in one medical specialty doctors are often
sadly aware that this can be done only at the expense
of other branches. The major objectives in this campaign
are changes in attitudes as well as priorities. Anything
that can help to abolish the association of mental illness
with shame, fear, and guilt can be given unqualified support.
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