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Mixed Endocarditis
in Addicts
Endocarditis in narcotic addicts tends to have its own peculiar
problems. The right side of the heart is usually affected,
frequently the tricuspid valve. Classically, the organism
responsible has been Candida albicans, and when addiction
was less common and heart surgery unheard of it was these
patients who provided the rather rare cases of candida endo-
carditis. Now Staphylococcus aureus is more commonly impli-
cated, but addicts frequently present with true mixed infec-
tions due to the unsterile conditions of their injections.
Simberkoff et al. have recently reported a case' in which an
Enterobacter species may, by virtue of its ,-lactamase pro-
duction, have protected Staph. aureus against what should have
been adequate treatment with penicillins and later a cephalo-
sporin.

This effect of ,-lactamase-producing organisms is known at
other sites, and instances are cited by these authors. They
include protection of haemophilus against ampicillin by coli-
forms in the bronchial tree2 and of haemolytic streptococci in
the throat3 and in infected burns by penicillinase-producing
staphylococci.
There are, however, a number of points in this report which

require careful consideration. Certainly mixed infections do
occur in addicts.4 5 In one report by Childs et al.4 initial con-
fusion arose from attention being diverted from a Gram-
negative anaerobic infection by the more vigorous and easily
demonstrable staphylococcus. In Simberkoff's case, however,
the Enterobacter, another vigorously growing organism, was
not isolated initially. It appeared only after the patient had
received treatment to which the Enterobacter would be
resistant. It is at least possible that this was not a true mixed
infection initially but a case of superinfection. Should this be
so, a likely source of the infection would be the drip line used
for continuous administration of antibiotics. This risk of drip
therapy has been reported previously,6 and it is possible that
the failure to eradicate two organisms by medical treatment
may have been due to their colonization of blood clot in the tip
of an intravenous catheter, constituting a foreign body,
notoriously difficult to sterilize with antibiotic therapy alone.

Reports of mixed bacteraemia have been commoner from
the U.S.A. than from Britain. While some of these reports
were of multiple isolates from a single sample, they also
included examples of different organisms coming from sequen-
tial specimens.7 This may represent a rather different situation.
At risk groups, particularly patients with leukaemia, have real
mixed infections8 9 and their prognosis is extremely poor.
Addicts are another such group, as are newly-born premature
infants. In these cases it is important that a basically bad

situation should not be made worse by failure to recognize
what is happening. Organisms from blood cultures should not
be rejected as contaminants just because they occur in mixed
culture (Child's case had four organisms, derived no doubt
from the water of a lavatory bowl). Moreover, it is vital that a
fastidious but important organism capable ofcausing persisting
infection should not pass unnoticed in the mixture.

Valve replacement (or simple excision in the case of the
tricuspid) may well be necessary for haemodynamic reasons in
addicts and in other patients with endocarditis who genuinely
fail medical treatment, but it may be difficult accurately to
locate the site of disease, and medical treatment is always a
preferable first line of management. Coliform endocarditis has
a particularly bad reputation in failing to respond, as Simber-
koff et al. suggest. This is now, however, being seen to be
equally true of staphylococcal endocarditis, in which early
treatment with rifampicin1 ° should perhaps be more frequently
considered. Finally, if the source of persisting bacteraemia can
be removed by the simple if often galling manoeuvre of
changing the drip site this certainly should not be omitted.
Among all these various complexities the adverse effect of
p-lactamase enzymes is probably at most an interesting
possibility to be borne in mind and possibly a reason for not
relying on p-lactam antibiotics alone in these complicated
cases of endocarditis, as opposed to the uncomplicated medical
condition caused by fully-sensitive viridans streptococci.
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Trasylol for Pancreatitis
Aprotinin, a polypeptide protease inhibitor, was introduced'
by Frey et al. in 1950. Marketed as Trasylol, it became a
popular form of treatment for acute pancreatitis, supported2-5
by Continental reports of its effectiveness, by the absence of
side effects, and by isolated personal experiences of apparently
dramatic success. For some years it was a courageous-or
obdurate-clinician who withheld aprotinin from a patient
with acute pancreatitis failing to respond to adequate treat-
ment in other respects.

Scientifically valid trials of harmless remedies for life-
threatening conditions are open to the ethical objection that
potentially beneficial treatment must be withheld from the
control group. Nevertheless, clinical trials of aprotinin in the
treatment of acute pancreatitis were carried out.6-9 None of
them showed any benefit from the drug. The weight of these
reports eroded its reputation, and gradually it fell out ofroutine
use. However, the trials were open to criticisms: that the
clinical material had been too varied, or the numbers had been
too small for valid conclusions to be drawn, or the drug had
been given in inadequate dosage and too late in the course of
the disease to be effective.
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